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Key Messages  
Purpose of Review  

The purpose of the review is to examine the benefits and harms of pharmacological and 
nonpharmacological treatments for child and adolescent depressive disorders.  

Key Messages  
• Cognitive behavioral therapy (CBT), fluoxetine, escitalopram, and combined 

fluoxetine plus CBT may reduce depressive symptoms in the short term; clinical 
significance is unclear.  

• CBT may improve symptoms and functional status. CBT plus medications may help 
prevent relapse. 

• Selective serotonin reuptake inhibitors (SSRIs) as a class may improve response and 
functional status.  

• However, SSRIs may be associated with a higher risk of serious adverse events and 
with a higher risk of withdrawal. Paroxetine may be associated with a higher risk of 
suicidal ideation or behaviors. Evidence to judge the risk of suicidal ideation or 
behavior for SSRIs other than paroxetine is insufficient for major depressive disorder. 
However, this report excluded data on inpatients and those without depressive 
disorders whom the Food and Drug Administration included in finding an increased 
risk of suicidality for all antidepressants across all indications.  
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Preface 
The Agency for Healthcare Research and Quality (AHRQ), through its Evidence-based 

Practice Centers (EPCs), sponsors the development of systematic reviews to assist public- and 
private-sector organizations in their efforts to improve the quality of healthcare in the United 
States. These reviews provide comprehensive, science-based information on common, costly 
medical conditions, and new healthcare technologies and strategies.  

Systematic reviews are the building blocks underlying evidence-based practice; they focus 
attention on the strength and limits of evidence from research studies about the effectiveness and 
safety of a clinical intervention. In the context of developing recommendations for practice, 
systematic reviews can help clarify whether assertions about the value of the intervention are 
based on strong evidence from clinical studies. For more information about AHRQ EPC 
systematic reviews, see www.effectivehealthcare.ahrq.gov/reference/purpose.cfm.  

AHRQ expects that these systematic reviews will be helpful to health plans, providers, 
purchasers, government programs, and the healthcare system as a whole. Transparency and 
stakeholder input are essential to the Effective Health Care Program. Please visit the website 
(www.effectivehealthcare.ahrq.gov) to see draft research questions and reports or to join an 
email list to learn about new program products and opportunities for input.  

If you have comments on this systematic review, they may be sent by mail to the Task Order 
Officer named below at: Agency for Healthcare Research and Quality, 5600 Fishers Lane, 
Rockville, MD 20857, or by email to epc@ahrq.hhs.gov.  
 
 
Gopal Khanna, M.B.A. Arlene S. Bierman, M.D., M.S. 
Director Director 
Agency for Healthcare Research and Quality Center for Evidence and Practice 

Improvement 
 Agency for Healthcare Research and Quality 
 
Stephanie Chang, M.D., M.P.H. Kim Wittenberg, M.A. 
Director Task Order Officer 
Evidence-based Practice Center Program Evidence-based Practice Center Program 
Center for Evidence and Practice Improvement Center for Evidence and Practice 
Agency for Healthcare Research and Quality Improvement 
 Agency for Healthcare Research and Quality 
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Treatment of Depression in Children and Adolescents: 
A Systematic Review 

Structured Abstract  
Background. Depressive disorders can affect long-term mental and physical health functioning 
among children and adolescents, including increased risk of suicide. Despite access to several 
nonpharmacological, pharmacological, and combined treatment options for childhood 
depression, clinicians contend with sparse evidence and are concerned about harms associated 
with treatment.  
 
Methods. We conducted a systematic review to evaluate the efficacy, comparative effectiveness, 
and moderators of benefits and harms of available nonpharmacological and pharmacological 
treatments for children and adolescents with a confirmed diagnosis of a depressive disorder 
(DD)—major depressive disorder (MDD), persistent depressive disorder (previously termed 
dysthymia) or DD not otherwise specified. We searched five databases and other sources for 
evidence available from inception to May 29, 2019, dually screened the results, and analyzed 
eligible studies.  
 
Results. We included in our analyses data from 60 studies (94 articles) that met our review 
eligibility criteria. For adolescents (study participants’ ages range from 12 to 18 years) with 
MDD, cognitive behavioral therapy (CBT), fluoxetine, escitalopram, and combined fluoxetine 
and CBT may improve depressive symptoms (1 randomized controlled trial [RCT] each, n 
ranges from 212 to 311); whether the magnitude of improvement is clinically significant is 
unclear. Among adolescents or children with MDD, CBT plus medications (8–17 years) may be 
associated with lower rates of relapse (1 RCT [n = 121]). In the same population (6–17 years), 
selective serotonin reuptake inhibitors (SSRIs) may be associated with improved response (7 
RCTs [n = 1,525]; risk difference [RD], 72/1,000 [95% confidence interval (CI), 2 to 24], I2 = 
9%) and functional status (5 RCTs [n = 941]; standardized mean difference, 0.16 [95% CI, 0.03 
to 0.29]; I2 = 0%). For adolescents or children with any DD (7–18 years), CBT or family therapy 
may be associated with improvements in symptoms, response, or functional status (1 RCT each, 
n ranges from 64 to 99). Among children with any DD (7–12 years), family-based interpersonal 
therapy may be associated with improved symptoms (1 RCT, n = 38). Psychotherapy trials did 
not report harms. SSRIs may be associated with a higher risk of serious adverse events among 
adolescents or children with MDD (7–18 years; 9 RCTs [n = 2,206]; RD, 20/1,000 [95% CI, 1 to 
440]; I2, 4%) and with a higher risk of withdrawal due to adverse events among adolescents with 
MDD (12–18 years; 4 RCTs [n = 1,296], RD, 26/1,000 [95% CI, 6 to 45]; I2, 0%). Paroxetine (1 
RCT [n = 180]) may be associated with a higher risk of suicidal ideation or behaviors among 
adolescents with MDD (12–18 years). Evidence was insufficient to judge the risk of suicidal 
ideation or behavior for other SSRIs for adolescents and children with MDD or other DD (7–18 
years) (10 RCTs [n = 2,368]; relative risk, 1.14 [95% CI, 0.89 to 1.45]; I2, 8%). However, this 
report excluded data on inpatients and those without depressive disorders, whom the Food and 
Drug Administration included in finding an increased risk of suicidality for all antidepressants 
across all indications. 
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Conclusions. Efficacious treatments exist for adolescents with MDD. SSRIs may be associated 
with increased withdrawal and serious adverse events. No evidence on harms of psychotherapy 
were identified. 
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Evidence Summary 
Introduction 

Background 
Depressive disorders (DD) can affect long-term mental and physical health conditions, lead 

to poor functional status among children and adolescents, and increase risk of suicide.1 The 
potential for lasting negative effects of child-onset depression underscores the importance of its 
early identification, diagnosis, and subsequent treatment.2  

Several nonpharmacological, pharmacological, and combined treatment options for 
childhood DDs are available to clinicians. Uncertainty persists regarding their overall efficacy 
and variations in efficacy by age and disorder. Developmental changes that occur over the course 
of childhood and adolescence likely have widespread impacts on outcomes, and children and 
adolescents may experience differential benefits and harms depending on treatment type.3 In 
addition, differences in outcomes may vary by severity and type of DD (e.g., major depressive 
disorder [MDD], persistent depressive disorder [PDD, previously termed dysthymia] or DD not 
otherwise specified [DD NOS]). Although the evidence on PDD is relatively sparse, PDD can be 
a gateway to MDD and signal high risk of recurrent mood disorders.  

Most existing clinical practice guidelines offer separate recommendations by age and DD 
type or level of severity (mild, moderate, severe). Guidelines generally recommend either active 
support and monitoring or psychotherapy for patients with mild DDs, and selective serotonin 
reuptake inhibitor (SSRI) medications or a combination of psychotherapy and SSRIs for patients 
with moderate or severe disorders and for patients with mild disorders who do not improve. 
However, substantial concern surrounds the use of pharmacological interventions to treat 
childhood depression. Although the Food and Drug Administration (FDA) has approved two 
types of SSRIs to treat MDD (fluoxetine for children ages 8 years or older and escitalopram for 
adolescents ages 12 to 17 years), FDA issued several warnings in the early 2000s. These 
warnings stemmed from reports of possible increased risk of suicidal ideation and suicide 
attempts associated with one SSRI, paroxetine, as well as the possibility of increased risk of 
suicidality in some children and adolescents treated with antidepressants.4 Other areas of 
uncertainty include treatment of children, disorders other than MDD, and partial or no response 
to initial therapy.  

In sum, clinicians contend with numerous challenges in treating childhood depression 
appropriately. Clinical uncertainty persists regarding how the harms may vary according to dose 
of medication or how the efficacy of treatments may vary by frequency or intensity of the 
nonpharmacological intervention. Moreover, few nonpharmacological studies have 
systematically collected and reported harms data (e.g., re-experiencing trauma, suicidality),5 
which leads to uncertainty about weighing the risks and benefits of different types of treatment. 
Finally, the evidence base on comparative effectiveness of depression interventions in childhood 
is sparse.6 These uncertainties obscure best practices in selecting a treatment most likely to 
benefit each individual patient. 
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Scope and Key Questions 

Scope of the Review  
This systematic review (SR) addresses the efficacy, comparative effectiveness, and harms of 

commonly used types of nonpharmacological and pharmacological treatments for childhood 
depression. 

Key Questions and Analytic Framework  
Multiple Key Informants and members of a Technical Expert Panel helped finalize the 

following Key Questions (KQs). We developed an analytic framework to guide SR (Figure A). 
The full report lists the related PICOTS (population, interventions, comparators, outcomes, 
timing, and setting). 
 
KQ 1a. In adolescents and children, what are the benefits and harms of 

nonpharmacological interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 1b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, parent/caregiver characteristics, disorder 
characteristics, history of previous treatment, comorbid condition, 
exposure to a traumatic life event)? 

KQ 2a. In adolescents and children, what are the benefits and harms of 
pharmacological interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 2b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

KQ 3a.  In adolescents and children, what are the benefits and harms of 
combination interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 3b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

KQ 4a. In adolescents and children, what are the benefits and harms of 
collaborative care interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 
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KQ 4b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

KQ 5a. In adolescents and children, what are the comparative benefits 
and harms of treatments (pharmacological, nonpharmacological, 
combined, collaborative care interventions) for DDs (MDD, 
PDD/dysthymic disorders, or DD NOS)?  

KQ 5b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

Figure A. Analytic framework for depression in children and adolescents 

 
KQ = Key Question. 

Methods 
We followed established methodologies of SRs as outlined in the Agency for Healthcare 

Quality and Research (AHRQ) Methods Guide for Effectiveness and Comparative Effectiveness 
Reviews.7 The study protocol is registered in the international prospective register of systematic 
reviews (PROSPERO #: CRD42018112150) and published on AHRQ’s website at 
https://effectivehealthcare.ahrq.gov/topic/childhood-depression/protocol.  

Literature Search Strategy 
We conducted focused searches of MEDLINE®, the Cochrane Library, the Cochrane Central 

Trials Registry, the Cumulative Index to Nursing and Allied Health Literature®, and PsycINFO® 
from inception to May 29, 2019. We also searched relevant SRs and gray literature.  

https://effectivehealthcare.ahrq.gov/topic/childhood-depression/protocol
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Eligible studies had to meet all the following criteria: (1) children and adolescents 18 years 
or younger with a confirmed diagnosis of MDD, PDD [or dysthymia, as previously defined], or 
DD NOS; (2) study participants received any nonpharmacological interventions; 
pharmacotherapy, alone or combined; interventions delivered in collaborative care systems that 
consisted of at least 6 weeks of treatment; and (3) study participants reported outcomes of 
interest (standardized depression or functional impairment benefit measures or harms outcomes). 
We included randomized controlled trials (RCTs) for benefits and RCTs or observational studies 
for harms. We further restricted the studies to those conducted in countries with a very high 
Human Development Index (HDI; at least one country in multiple-country studies had to be on 
the very high HDI list) and those published in English. The full report lists detailed inclusion and 
exclusion criteria, organized by PICOTS. 

Study Selection 
We imported all citations identified through searches and other sources into EndNote v.7. 

Independent reviewers screened the titles and abstracts of all citations using the inclusion and 
exclusion criteria using Covidence (systematic review software).8 Studies included by either 
reviewer were retrieved for full-text screening. Independent reviewers then screened the full-text 
version of eligible references. Discrepancies between the reviewers were resolved through 
discussions and consensus or consultation with a third reviewer.  

Data Abstraction 
We developed and pilot tested a standardized data extraction form to extract relevant study 

data. Trained reviewers abstracted the relevant data; a second member of the team reviewed 
abstractions. For the studies that addressed the subgroup KQs (KQs 1b, 2b, 3b, 4b, 5b), we only 
included studies that directly compared the efficacy or effectiveness between subgroups of 
interest. 

Assessment of Methodological Risk of Bias of Individual Studies 
The criteria set forth by AHRQ’s Methods Guide for Effectiveness and Comparative 

Effectiveness Reviews guided our assessment of methodological risk of bias. To assess the risk of 
bias (i.e., internal validity), we used the ROBINS-19 tool for observational studies and the 
Cochrane RCT tool10 for RCTs.  

Two independent reviewers assigned risk-of-bias ratings for each study with disagreements 
resolved by discussion and consensus. Reviewers assigned a rating of low risk of bias (study met 
all criteria), some concerns (study met some criteria), high risk of bias (methodological 
shortcomings leading to high risk of bias in one or more categories), or unclear risk of bias 
(methods not reported clearly).  

Data Synthesis 
If we found three or more studies with low levels of heterogeneity (similar populations, 

interventions, comparators, outcomes), we considered meta-analysis For all analyses, we used 
random effects models to estimate pooled or comparative effects; unlike a fixed-effects model, 
this approach allowed for the likelihood that the true population effect may vary from study to 
study. To determine whether quantitative analyses were appropriate for bodies of evidence that 
contained three or more similar studies, we assessed the clinical and methodological 
heterogeneity of the studies under consideration following established guidance.11  
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When possible, for each intervention/comparator grouping, we present benefits and harms 
findings clustered by age of sample. We elected to use age categories as defined by study authors 
(adolescents as defined by study authors [typically age 11 or 12 years or older], children as 
defined by study authors [typically age 10 or 11 years or younger], and mixed adolescent and 
child samples [typically age 7 or 8 to 17 or 18 years]) rather than our own a priori definitions 
(adolescents [sample age >12 and ≤18]: RCTs, children [sample age ≤12]) to capture all 
available evidence. In addition, we present findings clustered by the sample’s required DD 
diagnoses for inclusion—MDD only or a wide range of depressive disorders (MDD, 
PDD/dysthymia, or DD NOS) (i.e., having at least one DD diagnosis such as MDD, 
PDD/dysthymic disorders, or other DDs like DD NOS). We generally use the same diagnostic 
term as the original study (e.g., PDD or dysthymia). We also note special characteristics of the 
sample required for study inclusions such as females only, those with treatment-resistant 
depression, those with a comorbid disorder like substance use disorder, or those with exposure to 
a traumatic life event. Studies that test different delivery systems of similar interventions (e.g., in 
person versus online or targeting adolescents only versus adolescents and parents) or different 
aspects of DDs (e.g., acute episodes versus relapse after successful treatment) are reported 
separately as well. We present end-of-treatment data for all studies; these vary widely from 
weeks to months. We also present longer-term outcomes when available. We synthesized the 
data qualitatively when quantitative analyses were not appropriate (e.g., due to heterogeneity, 
insufficient numbers of similar studies, or insufficiency or variation in outcome reporting). 

Grading the Strength of Evidence 
We graded the strength of evidence (SOE) based on the guidance established for the 

Evidence-based Practice Center Program.12 Grades of high, medium, low, or insufficient reflect 
the strength of the body of evidence to answer KQs on the comparative effectiveness, efficacy, 
and harms of the interventions included in this review. Grades represent the degree of confidence 
that the evidence reflects the true effect and the likelihood that further research will change the 
estimate of effect. Insufficient grades are assigned when evidence is either unavailable or does 
not permit estimation of an effect.  

Based on input from Key Informants, we chose to report depression symptom reduction, 
remission, relapse, recovery, functional impairment, mortality, suicidality, serious adverse events 
(AEs), and withdrawal due to AEs in the main text of the report. Two reviewers assessed each 
domain for each key outcome with differences resolved by consensus. For bodies of evidence for 
which we could conduct sensitivity analyses, we based the final SOE grade on the evidence base 
without high risk-of-bias studies for benefits. For harms, if the results continued to be consistent, 
we retained the overall SOE from the entire evidence base, in order to capture the potential for a 
signal of harms. We appended a footnote to SOE tables to indicate when sensitivity analyses 
changed the SOE grade. 

Assessing Applicability 
We assessed the applicability of individual studies as well as the applicability of a body of 

evidence following guidance from the Methods Guide for Effectiveness and Comparative 
Effectiveness Reviews.13 We indicated age and type of DD in the analysis and otherwise called 
out characteristics of the study populations that might limit applicability.  
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Results 

Literature Searches and Evidence Base  
The electronic search, gray literature, and reference mining identified 14,176 citations. After 

title and abstract screening, we retrieved 874 studies for full-text review. A total of 60 studies (94 
articles) met eligibility criteria and were included in the analyses (Figure B).  

Figure B. Article flow diagram 

 

 
KQ = Key Question; N = number. 

For KQ 1, we identified 23 RCTs of nonpharmacological treatments. Five RCTs compared 
cognitive behavioral therapy (CBT) with pill placebo, wait-list, usual care or treatment as usual 
(TAU). Three RCTs compared CBT with an active control. Two RCTs compared relapse 
prevention CBT plus continued antidepressant medication with continued medication 
management alone. Eleven trials addressed other psychotherapy approaches (i.e., interpersonal 
therapy [IPT], family-based IPT, attachment-based family therapy, family therapy, Parent-Child 
Interaction Therapy (PCIT), and psychoanalytic therapy) compared with wait-list, TAU, or 
active controls. Two trials address omega-3 versus pill placebo. Single RCTs compared exercise 
with an active control and spirituality with wait-list. One omega-3 fatty acid and family therapy 
RCT, one family therapy RCT and three CBT RCTs provided subpopulation evidence.  
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For KQ 2, we identified 23 RCTs comparing pharmacological approaches. Fourteen RCTs 
examined SSRIs compared with placebo. Two RCTs compared relapse prevention with 
fluoxetine compared with placebo. Five RCTS compared serotonin and norepinephrine reuptake 
inhibitors (SNRIs) with placebo. Four RCTs compared tricyclic antidepressants (TCAs) with 
placebo. One RCT examined monoamine oxidase inhibitors (MAOIs) with placebo and one RCT 
of venlafaxine plus active control versus placebo plus active control. Seven RCTs of SSRIs and 
TCAs compared with placebo provided evidence on subpopulations.  

For KQ 3, we identified one RCT comparing fluoxetine plus CBT with placebo and one RCT 
comparing omega-3 plus family therapy with placebo. Both provided evidence on 
subpopulations. We found no studies for KQ 4. For KQ 5, we found 29 studies including 28 
RCTs and one nonrandomized trial addressing comparative effectiveness. Three RCTs compared 
CBT with other psychotherapy. Seven RCTs compared the delivery methods of psychotherapy. 
Three RCTs compared psychotherapy and pharmacotherapy; six compared psychotherapy plus 
pharmacotherapy and psychotherapy; seven compared psychotherapy plus pharmacotherapy and 
pharmacotherapy. One RCT compared omega-3 with other therapies. Two RCTs each compared 
SSRIs with SNRIs, SSRIs with TCAs and interventions for treatment-resistant depression. Three 
RCTs were dose comparison studies. Seven studies addressed subpopulations for comparative 
effectiveness. 

Table A presents the aggregated study characteristics of our included studies. A majority of 
the studies (56.7%) had some concerns for risk of bias for benefits, and 41.7 percent had high 
risk of bias. We rated one RCT as low risk of bias. For studies reporting on harms, 23 of 39 were 
assessed as some concern for risk of bias, 14 of 39 as high risk of bias, one study as low risk of 
bias, and one as uncertain. The full report contains additional details of the quality assessment 
for each study.  

Table A. Key characteristics of included studies 
Study Characteristics Subcharacteristics Number of 

Studies Percent 

Study quality for benefits Low risk-of-bias studies 1 1.7 
  Some concerns for risk-of-bias studies 34 56.7 
  High risk-of-bias studies 25 41.7 
Study quality for harms Low risk-of-bias studies 1 1.7 
  Some concerns for risk-of-bias studies 23 38.3 
  High risk-of-bias studies 14 23.3 
  Unclear risk of bias 1 1.7 
  Not applicable (did not report on harms) 21 35.0 
Population characteristics:  Child (mean age <13, ages range from 5 to 12)  5 8.3 
Child or adolescent Adolescent (mean age ≥13, ages range from 11 to 18) 30 50.0 
  Both (mean age varies, age ranges from 7 to 18) 25 41.7 
Population characteristics:  Mostly female 40 66.7 
Gender Mostly male 20 33.3 
Population characteristics:  Mostly white 40 66.7 
Race Mostly nonwhite 4 6.7 
  Not reported 16 26.7 
Population characteristics: MDD 46 76.7 
Diagnosis MDD, PDD, DD NOS, combinations 14 23.3 
Intervention characteristics:  Nonpharmacological 27 45.0 
Types of interventions Pharmacological 24 40.0 
  Both 9 15.0 
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Study Characteristics Subcharacteristics Number of 
Studies Percent 

Comparator Active comparator 20 33.3 
  Placebo comparator 27 45.0 
  Usual care comparator 13 21.7 
Geographic setting United States of America 43 71.7 
  United Kingdom 3 5.0 
  Canada 1 1.7 
  Australia 2 3.3 
  Multiple countries 7 11.7 
  Israel 1 1.7 
  Norway 1 1.7 
   Romania 1 1.7 
  South Korea 1 1.7 
KQ 1: Benefits and harms of 
nonpharmacological 
interventions 

Cognitive behavioral therapy 10 NAa 

  Other therapies (IPT, family-based IPT, attachment-based 
family therapy, family therapy, parent-child interaction 
therapy) 

11 NAa 

  Omega-3 2 NAa 
  Exercise 1 NAa 
  Spirituality 1 NAa 
KQ 2: Benefits and harms of 
pharmacological 
interventions 

SSRIs  14 NAa 

  SNRIs 5 NAa 
  TCAs 4 NAa 
  Relapse prevention with fluoxetine versus placebo 2 NAa 
  MAOIs 1 NAa 
  Venlafaxine plus active control versus placebo plus active 

control 
1 NAa 

KQ 3: Benefits and harms of 
combined interventions 

Cognitive behavioral therapy + fluoxetine 1 NAa 

  Omega-3 + family therapy 1 NAa 
KQ 4: Benefits and harms of 
collaborative care 
interventions 

Collaborative care interventions 0 NAa 

KQ 5: Benefits and harms 
from head-to-head 
comparisons of interventions 

CBT versus other psychotherapy 3 NAa 

  Comparison of psychotherapy delivery methods  7 NAa 
  Psychotherapy versus pharmacotherapy 3 NAa 
  Psychotherapy plus pharmacotherapy versus 

psychotherapy 
6 NAa 

  Psychotherapy plus pharmacotherapy versus 
pharmacotherapy 

7 NAa 

  Omega-3 versus other therapies 1 NAa 
  SSRIs vs SNRIs 2 NAa 
  SSRIs vs TCAs 2 NAa 
  Dose comparison 3 NAa 
  Interventions for treatment-resistant depression 2 NAa 
a The number of studies sum to more than 100% because studies may address multiple KQs. 
 
CBT = cognitive behavioral therapy; DD = depressive disorder; DD NOS = depressive disorder not otherwise classified; IPT = 
interpersonal therapy; KQ = Key Question; MAOI = monoamine oxidase inhibitor; MDD = major depressive disorder; NA = not 
applicable; PCIT = parent child interaction therapy; PDD = persistent depressive disorder; SNRI = serotonin and norepinephrine 
reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant; vs = versus.  
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A minority (33.3%) of studies offered an active comparator: most compared treatments with 
placebo, usual care, or wait-list controls. Usual care participants were free to initiate or continue 
nonstudy mental health or other healthcare services.14-16 For pharmacotherapy studies, usual care 
participants may have received the index medication.16 For psychotherapy studies, therapists 
offered treatment that they believed to be effective.17 Usual care could include therapy, 
medications, or combined therapy and medications.18  

We generally used study-defined categorizations of outcomes and footnoted exceptions (for 
example, one study reported a common measure of remission [a score of 28 or more on the 
Children’s Depression Rating Scale—Revised, or CDRS≤28] as response);19 we reclassified this 
outcome as remission but footnoted the decision. We did not find anchor-based data to identify 
minimal clinically important differences [MCIDs] for continuous scales measuring depressive 
symptoms and functional status. Distribution-based data for MCIDs suggest a 0.5 standard 
deviation (SD) of the baseline value as a clinically meaningful difference.20 Studies did not 
report suicidal ideation or behavior consistently. We generally relied on the most comprehensive 
available measure; in some studies, this measure also included suicide attempts. Studies that 
defined serious adverse events generally used FDA’s definition, that is, events resulting in death, 
life-threatening events, new or prolonged hospitalization, disability or permanent damage, 
congenital anomalies, or other serious events.21-23 In some instances, authors did not specify 
serious adverse events. Studies evaluated a number of moderator variables (clinical, 
demographic, caregiver, and study characteristics). We highlight results for variables that 
showed a moderating effect. The full report appendices list all moderator analyses. 

KQ 1a: Benefits and Harms of Nonpharmacological Interventions 
The full report contains details about all studies included in KQ 1a. Table B summarizes the 

SOE for outcomes graded as having at least low evidence of benefit or harms. In sum, variation 
in the types of nonpharmacological interventions, comparators (e.g., wait-list or active control), 
and populations (e.g., children, adolescents, or both and MDD only or with a wider range of 
depressive disorders (MDD, PDD, or DD NOS) precluded any meta-analyses of findings. No 
comparison exceeded low SOE for any outcome. The point estimates generally exceeded the 
distribution-based MCIDs (0.5 of SD of baseline or control group values); the confidence 
intervals (CIs) generally did not. As a result, the clinical significance of the reported change is 
unclear. 

Evidence on three therapies (CBT plus TAU vs. TAU or usual care [UC], exercise vs. active 
control, and spirituality-informed online sessions vs. wait-list), from one small trial each (with 
sample sizes ranging from 25 to 212), included adolescents with MDD and suggested benefit for 
depressive symptoms, response, recovery, or functional status. Among adolescents and children 
with MDD, CBT for relapse prevention in combination with continued antidepressant medication 
may be associated with lower risk of relapse at post-treatment and followup assessments, when 
compared with antidepressants alone.21, 24  

Evidence from studies of participants with a wide range of depressive disorders (MDD, PDD, 
or DD NOS) suggests improved depressive symptoms, response, or functional status with CBT 
or family therapy versus wait-list or active control among adolescents or children25-27 and of 
family-based IPT versus active control among children.  

We graded many interventions as insufficient because of imprecision, inconsistency, or bias. 
Interventions with insufficient evidence of benefits (or harms) included CBT versus pill placebo, 
modified CBT vs. usual care, CBT delivered to adolescents and parents versus wait-list control, 



 

ES-10 

CBT versus active control, IPT versus wait-list or active control, attachment-based family 
therapy versus wait-list or treatment as usual, family therapy versus pill placebo, PCIT versus 
active control, short-term psychoanalytic therapy versus active control, and omega-3 versus 
placebo. Additionally, we found no eligible evidence on a range of other psychotherapies, 
including play therapy and psychodynamic therapy, and therefore cannot comment on their 
effectiveness. 

Table B. Strength of evidence for outcomes of nonpharmacological interventions versus active or 
wait-list control 

Comparison 
(Duration of 
Treatment) 

Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. wait-
list control 
8 weeks 

Depressive 
symptoms, 
self-reported 

Mean difference 
(BDI): -5.90; 95% 
CI, -10.89 to -0.92 

1 RCT 
(n=64)25  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD or 
dysthymia 

  Functional 
status, 
clinician 
reported 

Mean difference 
(GAF): 6.5; 95% 
CI, 0.68 to 12.32 

1 RCT 
(n=64)25  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD or 
dysthymia 

CBT + TAU vs. 
TAU/UC 
12-16 weeks 

Depressive 
symptoms, 
clinician-
reported  

Mean difference 
(CDRS): -7.11; 
95% CI, -10.3 
to -3.90 

1 RCT 
(n=212)28  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Weeks to 
recovery  

Mean difference 
(weeks): -7.40; 
95% CI, -13.4 
to -1.42 

1 RCT 
(n=212)28  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Recovery (at 
least 8 weeks 
of no or 
minimal 
depressive 
symptoms) 

Risk difference: 
192/1,000; 95% 
CI, 80 more to 304 
more cases 
recovered 

1 RCT 
(n=212)28  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response Risk difference: 
212/1,000; 95% CI 
78 more to 346 
more cases 

1 RCT 
(n=212)28  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Functional 
status, 
clinician 
reported  

Mean difference 
(CGAS): 5.32; 
95% CI, 2.73 to 
7.91 

1 RCT 
(n=212)28  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

Relapse 
prevention CBT 
+ continued 
antidepressant 
medication 
management 
vs. continued 
medication 
management 
30 weeks 

Relapse Risk difference 
(CDRS of 40 or 
more): -260/1,000;  
95% CI, 433 fewer 
cases to 87fewer 
cases 

1 RCT 
(n=115)21, 24  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents and 
children with 
MDD 
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Comparison Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Relapse 
prevention CBT 
+ continued 
antidepressant 
medication 
management 
vs. continued 
medication 
management 
30 weeks 
(continued) 

Relapse (78 
weeks) 

Risk 
difference: -273/ 
1,000; 95% CI, 
444 fewer cases to 
102 fewer cases 

1 RCT 
(n=121)21, 24  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents and 
children with 
MDD 

Family-based 
IPT vs. active 
control (child-
centered 
therapy) 
14 weeks 

Depressive 
symptoms, 
clinician 
report  

Mean difference 
(CDRS-R): -7.8; 
95% CI, -12.73 
to -2.87 

1 RCT 
(n=38)29  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Children with 
MDD, 
dysthymia, DD 
NOS 

  Depressive 
symptoms, 
self-report  

Mean difference 
(MFQ-C): -6.50; 
95% CI, -7.85 
to -5.15 

1 RCT 
(n=38)29  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Children with 
MDD, 
dysthymia, DD 
NOS 

  Depressive 
symptoms, 
parent-report  

Mean difference 
(MFQ-P): -5.60; 
95% CI, -6.49 
to -4.71 

1 RCT 
(n=38)29  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Children with 
MDD, 
dysthymia, DD 
NOS 

Family therapy 
vs. active 
control 
22 weeks 

Response Risk difference 
(CDRS-R 
decrease of 50% 
or more): 
179/1,000; 95% 
CI, 25 more cases 
to 333 more cases 

1 RCT 
(n=99)27  

Imprecision, 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

Exercise vs. 
active control 
12 weeks 

Response  Risk difference 
(CGI of 2 or less 
and at least a 50% 
reduction in 
CDRS): 333; 95% 
CI, 59 more cases 
to 607 more cases 

1 RCT 
(n=26)30  

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

Spirituality vs. 
wait-list 
8 weeks 

Depressive 
symptoms, 
clinician 
report  

Mean difference 
(CDRS-R), -13.99; 
95% CI, -22.65 
to -5.33 

1 RCT 
(n=25)31  

Imprecision (small 
sample size), 
unknown 
consistency  

Low for 
benefit 

Adolescents 
with MDD 

a For BDI, the 0.5* standard deviation for baseline control arms is 5.4.32 For CGAS, the 0.5* standard deviation for baseline 
control arms ranges from 2.533 to 3.8.34 For CDRS-R, the 0.5* standard deviation for baseline or followup control arms ranges 
from 4.031 to 5.7.29 For GAF, the 0.5* standard deviation for baseline control arms is 3.2.32 For MFQ-C, the 0.5* standard 
deviation for baseline control arms is 8.3.29 For MFQ-P, the 0.5* standard deviation for baseline control arms is 6.5.29 
 
BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDRS = Children’s Depression Rating Scale; CDRS-R 
= Children’s Depression Rating Scale—Revised; CGAS = Children’s Global Assessment Scale; CGI = Clinical Global 
Impressions; CI = confidence interval; DD = depressive disorder; GAF = Global Assessment of Functioning; IPT = interpersonal 
therapy; MDD = major depressive disorder; MFQ-C = Mood and Feelings Questionnaire-Child; MFQ-P = Mood and Feelings 
Questionnaire-Parent; n= number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; TAU = 
treatment as usual; UC = usual care; vs. = versus. 
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KQ 1b: Benefits and Harms of Nonpharmacological Interventions 
by Subpopulation 

In studies published from a trial of CBT versus pill placebo,35, 36 statistically significant 
moderators included family income and comorbid attention deficit hyperactivity disorder 
(ADHD). CBT resulted in greater improvements in functional status among those with higher 
family income. CBT also resulted in greater improvements in depressive symptoms among those 
with comorbid ADHD. For the two trials of CBT versus active control,37, 38 statistically 
significant moderators included lifetime suicidality, race, prior MDD episodes, and coping skills. 
One study found that when families reported fewer psychosocial stressors, the omega-3 arm had 
a significant decline in depression severity and little impact in the pill placebo arm.39 

KQ 2a: Benefits and Harms of Pharmacological Interventions 
The full report contains details about all studies included in KQ 2a. Table C summarizes the 

SOE across the trials or groups of pooled trials that had one or more outcomes graded as having 
at least low evidence of benefit or harms. In sum, studies that found evidence of benefit did not 
include participants with a wide range of depressive disorders; all included adolescents with 
MDD only and only a few samples also included children. We describe the results below first for 
individual drugs, and then the drug class.  

Evidence from single fluoxetine23, 34, 40 and escitalopram33 trials provided evidence of 
benefits for symptoms among adolescents with MDD. Escitalopram also improves functional 
status and response and remission at 24 weeks.  

SSRIs as a class showed benefit for response6, 22, 41-45 and functional status6, 41, 45-47 in studies 
of adolescents and children. Although the point estimates generally exceeded the distribution-
based MCIDs (0.5 of SD of baseline or control group values) for escitalopram, the CIs did not. 
As a result, the clinical significance of the reported change is unclear.  

The evidence for adolescent-only populations with MDD was heterogenous. Fluoxetine, as 
noted above, demonstrated benefit for clinician-rated depression symptoms. For SSRIs other 
than fluoxetine, the evidence was generally insufficient to judge benefit for depressive symptoms 
or response. The evidence for adolescent-only populations suggested no benefit for remission for 
SSRIs as a class.  

Table C. Strength of evidence for outcomes of pharmacotherapy versus placebo 

Comparison 
(Duration of 
Treatment) 

Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 
12 weeks 

Depressive 
symptoms, 
clinician 
report  

Mean difference 
(CDRS-R): -7.98; 
95% CI; -10.12 
to -5.84 

1 RCT  
(n=221)23  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response  Risk difference 
(CGI-I): 258/1,000 
cases; 95% CI; 
131 more cases to 
385 more cases 

1 RCT  
(n=221)23  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 
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Comparison 
(Duration of 
treatment) 

Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Escitalopram 
16-20 weeks 

Depressive 
symptoms, 
clinician 
report (24-
week 
followup)  

Mean difference 
(CDRS-R): -4.40; 
95% CI, -8.15 
to -0.65 

1 RCT  
(n=311)33  

Imprecision (wide 
CIs), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Remission 
(24 weeks) 

Risk difference 
(CDRS-R): 
149/1,000; 95% 
CI, 40 more cases 
to 258 more cases 

1 RCT  
(n=311)33  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response 
(24 weeks) 

Risk difference 
(CDRS-R): 
130/1,000; 95% 
CI, 21 more cases 
to 239 more cases 

1 RCT  
(n=311)48 

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Functional 
status, 
clinician 
report  

Mean difference 
(CGAS): 3.60; 
95% CI, 0.13 to 
7.07 

1 RCT  
(n=301)33  

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

SSRI: 
Paroxetine 
8-12 weeks 

Suicidal 
ideation or 
behaviors 

Risk difference, 
32; 95% CI, 8 
fewer cases to 71 
more cases, I2=0% 

 
Risk difference 
without high risk-
of-bias study, 9 
more cases; 95% 
CI, 23 fewer cases 
to 42 more cases, 
N=20645 

3 RCTs 
(n=662)45, 49, 

50 

Imprecision (wide 
CIs), high risk of 
bias49, 50 

Low for 
harmsb, c 

Adolescents or 
adolescents and 
children with 
MDD 

  Withdrawal 
due to AEs 

Risk difference: 
60/1,000; 95% CI, 
19 more cases to 
101 more cases; 
I2=0% 

 
Risk difference 
without high risk-
of-bias study: 
70/1,000; 95% CI, 
8 more cases to 
131 more cases, 
N=20345  

3 RCTs  
(n=658)45, 49, 

50  

Imprecision (wide 
CIs), high risk of 
bias49, 50  

Low for 
harms 

Adolescents or 
adolescents and 
children with 
MDD 
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Comparison Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone 
8-10 weeks 

Response  Risk difference 
(HAM-D, MADRS, 
CGI-I), 72/1,000; 
95% CI, 2 to 124, 
I2=9%  
 
Risk difference 
without high risk-
of-bias studies: 
80/1,000; 95% CI, 
16 more to 143 
more cases, 
I2=0%, N=847 

7 RCTs  
(n=1,525)6, 22, 

41-45  

Imprecision (wide 
CIs), high risk of 
bias41-43  

Low for 
benefit 

Adolescents and 
children with 
MDD 

  Remission  Risk difference 
(HAM-D, CDRS-
R), 45/1,000; 
95% CI, 8 fewer 
cases to 107 more 
cases; I2=0% 
 
Risk difference 
without high risk-
of-bias studies: 
37/1,000; 95% CI, 
26 fewer to 100 
more cases, 
I2=0%, N=870 

4 RCTs  
(n=1,050)40 , 

48, 51, 52  

Imprecision, (wide 
CIs), high risk of 
bias51  

Low for no 
benefit 

Adolescents 
with MDD 

  Functional 
status, 
clinician 
report 

SMD (GAF, 
CGAS), 0.16; 95% 
CI, 0.03 to 0.29, 
i2=0% 
 
Without high risk-
of-bias studies, 
SMD: 0.17; 95% 
CI, 0.02 to 0.33, 
I2=0%, N=626 

5 RCTs  
(n=941)6, 41, 45-

47  

Imprecision (wide 
CIs), high risk of 
bias41, 46  

Low for 
benefit 

Adolescents and 
children with 
MDD 

  SAEs Risk difference, 
20/1,000; 95% CI, 
1 more case to 
440 more cases; 
I2, 4%  
 
RR without high 
risk-of-bias studies 
(three fluoxetine 
studies and one 
paroxetine 
studies), 2.38; 95 
CI%, 1.13 to 5.01; 
I2=0%; N=1,358 

9 RCTs 
(n=2,206)22, 

23, 41-43, 45, 47, 52, 

53 

Imprecision (wide 
CIs, few events), 
high risk of bias41-

43, 53 

Low for 
harmsb, d 

Adolescents and 
children with 
MDD, 
adolescents with 
MDD 
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Comparison Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone 
8-10 weeks 
(continued)  

Withdrawal 
due to AEs 

Risk difference, 
26/1,000; 95% CI, 
6 more cases to 
45 more cases; I2, 
0%  
 

CIs for RR without 
high risk-of-bias 
studies span the 
null 

4 RCTs 
(n=1,296)48-50, 

52 

Serious 
imprecision, high 
risk of bias49, 50 

Low for 
harmsb 

Adolescents 
with MDD 

SSRI: Relapse 
prevention 
fluoxetine 
32 weeks 

Relapse  CIs for one of two 
studies span the 
null 
 
Without high risk-
of-bias, risk 
difference (CDRS-
R): -272/1,000; 
95% CI, 458 fewer 
cases to 86 fewer 
cases 

2 RCTs 
(n=142)54, 55 

Serious 
imprecision (wide 
CIs, small sample 
size), 
inconsistency, 
high risk of bias54  

Low for 
benefite  

Adolescents and 
children with 
MDD 

SNRI: 
Desvenlafaxine 
8 weeks 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-R) 
of -0.11 and 0.04, 
CIs of both studies 
cross the null  

2 RCTs 
(n=590)22, 56  

Inconsistency 
(direction of effect) 

Low for no 
benefit 

Adolescents and 
children with 
MDD 

  Response  RR (CGI-I) of 1.06 
and 1.10 
Both 95% CIs 
cross the null 

2 RCTs 
(n=511)22, 56  

Imprecision (wide 
CIs) 

Low for no 
benefit 

Adolescents and 
children with 
MDD 

ALL SNRIs 
(venlafaxine, 
desvenlafaxine 
and duloxetine) 
8-10 weeks 

Depressive 
symptoms, 
clinician 
report  

Mean difference 
(CDRS-R), -1.48; 
95% CI, -2.690 to  
-0.06; I2=8%,  
 
Without high risk-
of-bias study, two 
studies remain. 
CIs for RR without 
high risk-of-bias 
studies span the 
null 

5 RCTs 
(n=1,260)22, 

42, 56  

Inconsistency 
(direction of 
effect), high risk of 
bias42, 57  

Low for no 
benefitf 

Adolescents and 
children with 
MDD 

SNRI: 
Duloxetine 
10 weeks 

Withdrawal 
due to AEs 

Risk difference 
(high-dose 
duloxetine): 
78/1,000; 95% CI, 
11 more cases to 
145 more cases 

1 RCT  
(n=346)42  

Imprecision (wide 
CIs), high risk of 
bias,42 unknown 
consistency 

Insufficient 
for low dose, 
low for high 
dose 

Adolescents and 
children with 
MDD 

a For CGAS, the 0.5* standard deviation for baseline control arms ranges from 2.533 to 3.8.34 For CDRS-R, the 0.5* standard 
deviation for baseline or followup control arms ranges from 4.031 to 5.7.29 

b Without high risk-of-bias studies, the grade would have been rated as insufficient for imprecision. With high risk-of-bias 
studies, the evidence suggests increased risk of harms. We have retained the high risk-of-bias in these ratings to communicate the 
potential for a signal of harm. 
c One high risk-of-bias study (n=180) reported a substantial risk (relative risk: 5.15, 95% CI, 1.17 to 22.56; risk difference: 95, 
95% CI, 22 to 168).50 
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d One study23 reported the total number of SAEs that met FDA’s definition for an adverse event (N=23) but did not report results 
by study arm; this estimate of effect draws from harm-related adverse events, which were reported by study arm. Not all harm-
related adverse events are SAEs. 
e With the high risk-of-bias studies, the evidence would have been downgraded for inconsistency and imprecision and would 
have been downgraded to insufficient. 
f Without the high risk-of-bias study (duloxetine), the results continued to span the null; the SOE did not change as a result of the 
sensitivity analysis. 
 
AE = adverse event; CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating Scale-Revised; 
CGAS = Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale; CI = confidence interval; GAF = 
Global Assessment of Functioning; HAM-D = Hamilton Depression Rating Scale; MADRS = Montgomery-Asberg Depression 
Rating Scale; MDD = major depressive disorder; n/N =number; RCT = randomized controlled trial; RR = relative risk; SAE = 
serious adverse event; SOE = strength of evidence; SMD = standardized mean difference; SNRI = serotonin and norepinephrine 
reuptake inhibitors; SSRI = selective serotonin reuptake inhibitors. 

Although the pooled evidence for suicidal ideation or behaviors with paroxetine suggested 
uncertainty (3 RCTs [n = 662]; risk difference [RD], 32/1000 [95% CI, 8 fewer cases to 71 more 
cases]; I2=0%),45, 49, 50 one study (n=180) reported a substantially increased risk (RD, 95/1000, 
95% CI, 22 to 168)50 leading to low SOE for harms. The evidence suggests that paroxetine is 
associated with increased risk of withdrawal due to AEs (3 RCTs [n=658]; RD, 60/1,000 [95% 
CI, 19 more cases to 101 more cases]; I2=0%).  

Regarding harms for SSRIs as a class, we found an increased risk of suicidal ideation or 
behaviors for paroxetine. We found no statistically significant differences in suicidal ideation or 
behavior for the entire class, although the risks of suicidal ideation or behavior were higher with 
SSRIs. We conducted sensitivity analyses that included selected data from the FDA meta-
analyses58 that prompted a boxed warning for antidepressants. With the addition of selected data 
unavailable in the individual published studies, we continued to find increased but not 
statistically significant risk, with relatively wide CIs spanning both benefit and harm. We found 
an increased risk of serious adverse events with SSRIs in studies with adolescents or adolescents 
and children with MDD and an increased risk of withdrawals due to adverse events in 
adolescents with MDD.  

One trial found evidence of benefit for relapse in a relapse prevention trial that included 
children and adolescents with MDD.55  

The evidence for desvenlafaxine (2 studies)22, 56 and SNRIs as a class (5 studies, including 
two venlafaxine studies in a single publication57)22, 42, 56, 57 suggest no benefit among children and 
adolescents with MDD for depressive symptoms. In addition, evidence from one trial suggested 
risk of harms (withdrawal due to AEs) for high-dose duloxetine (60 mg) versus placebo among 
children and adolescents with MDD (low SOE for harms).42  

Interventions with insufficient evidence included TCAs versus placebo, monoamine oxidase 
inhibitors versus placebo and venlafaxine versus placebo.  

KQ 2b: Benefits and Harms of Pharmacological Interventions by 
Subpopulation 

For fluoxetine, statistically significant moderators of benefits included sex, family income, 
depression severity, depression chronicity, and comorbid conditions.35, 36, 41, 46, 59-61 Some studies 
suggest greater benefits for a few outcomes among males; lower income families; and study 
participants with greater severity of depression, chronicity of depression, and comorbid 
conditions. These findings are very limited: not all studies examining the moderator found 
effects, and when studies reported findings for specific outcomes, they did not rule out the 
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possibility of chance findings. For paroxetine, most moderators did not influence the effect of the 
drug on benefits. Studies suggested varying results by age. In one study of children and 
adolescents, age did not moderate outcomes. In another, depression symptoms and response were 
better in older adolescents than younger adolescents.49 The difference in the incidence of harms 
between paroxetine and placebo patients was more pronounced in older adolescents than in 
younger adolescents.49 None of the other SSRI or other types of pharmacotherapy trials found 
statistically significant moderators of benefits, and no pharmacotherapy trials found statistically 
significant moderators of harms.  

KQ 3a: Benefits and Harms of Combination Interventions 
The full report contains additional details about the single trial that met criteria for KQ 3a. 

Table D summarizes the SOE of the outcomes graded as having at least low evidence of 
strengths or harms. For adolescents with MDD, fluoxetine plus CBT had low evidence of benefit 
for depressive symptoms, response, remission, and functional status as compared with placebo.23, 

34, 40 Interventions with insufficient evidence include omega-3 plus family therapy versus pill 
placebo. We did not find evidence on any other combination interventions.  

Table D. Strength of evidence for outcomes of fluoxetine + CBT versus placebo 

Comparison Outcome Conclusiona 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Fluoxetine + 
CBT vs. 
placebo 
12 weeks 

Depressive 
symptoms, 
clinician 
report  

Mean difference 
(CDRS-R):  
-7.98; 95% 
CI, -10.13 to -5.83 

1 RCT 
(n=219)23  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents with 
MDD 

  Response  Risk difference 
(CGI-I of 1 or 2 
indicating very much 
improved or 
improved): 
362/1,000; 95% CI, 
239 more cases to 
485 more cases 

1 RCT 
(n=219)23  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents with 
MDD 

  Remission Risk difference 
(CDRS of 28 or 
lower at end of 
treatment): 
200/1,000; 95% CI, 
85 more cases to 
315 more cases 

1 RCT 
(n=219)40  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents with 
MDD 

  Functional 
status 
clinician 
report 

Mean difference 
(CGAS): 7.3; 95% 
CI, 4.03 to 10.57 

1 RCT 
(n=219)34  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents with 
MDD 

a For CGAS, the 0.5* standard deviation for baseline control arms ranges from 2.533 to 3.8.34 For CDRS-R, the 0.5* standard 
deviation for baseline or followup control arms ranges from 4.031 to 5.7.29 
 
CBT = cognitive behavioral therapy; CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating 
Scale-Revised; CGAS = Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale; MDD = major 
depressive disorder; n = number; RCT = randomized controlled trial; vs. = versus.  
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KQ 3b: Benefits and Harms of Combination Interventions by 
Subpopulation 

The publications that examined efficacy of combined fluoxetine and CBT did not determine 
any significant moderators of combined fluoxetine plus CBT versus placebo. One study reported 
greater efficacy for omega-3 plus family therapy compared with pill placebo among those with 
greater psychosocial stressors and a history of maternal depression.  

KQ 4a: Benefits and Harms of Collaborative Care Interventions  
We found no studies of collaborative care interventions that met our inclusion and exclusion 

criteria.  

KQ 4b: Benefits and Harms of Collaborative Care Interventions by 
Subpopulation 

We found no studies of collaborative care interventions that met our inclusion and exclusion 
criteria.  

KQ 5a: Comparative Benefits and Harms of Treatments 
The full report contains details about all studies included in KQ 5a. Table E summarizes the 

SOE for the outcomes graded as having at least low evidence of benefit or harms. With a single 
exception, variation in the types of interventions, comparators, and populations precluded any 
meta-analyses of findings. Comparative effective studies did not exceed low SOE for any 
outcome. The evidence from one study suggests benefit for fluoxetine versus CBT on depressive 
symptoms, although CBT had fewer treatment-emergent AEs.23, 34-36, 40, 62, 63  

Combination pharmacotherapy plus psychotherapy may be associated with improved 
depressive symptoms, remission, and functional status when compared with psychotherapy 
alone.23, 34-36, 40, 62-65 Not all combination pharmacotherapy plus psychotherapy is superior to 
pharmacotherapy alone. Combination pharmacotherapy may not be associated with improved 
depressive symptoms when compared with pharmacotherapy alone.23, 34-36, 40, 62, 63, 66-68 
Interventions were varied: studies provided sertraline, fluoxetine, or unspecified SSRIs and 
group, individual, or brief CBT; the only study suggesting benefit compared CBT plus fluoxetine 
with fluoxetine alone. Evidence from a single study each suggests benefit of combined CBT plus 
fluoxetine versus fluoxetine on remission in adolescents with MDD and combined CBT plus 
bupropion versus bupropion on depressive symptoms in adolescents with MDD.68  

Interventions with insufficient evidence included CBT versus other psychotherapy; head-to-
head comparisons of psychotherapy; omega-3, family therapy, or their combination; SSRIs 
versus SNRIs; SSRIs versus TCAs; pharmacotherapy dose comparisons; and head-to-head 
comparisons of interventions for treatment-resistant depression (increasing or switching 
medications with or without CBT). 
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Table E. Strength of evidence for outcomes of comparative effectiveness studies 

Comparison Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength (Direction 
of Effect) 

Applicability 

Psychotherapy vs. 
pharmacotherapy 
12 weeks 

Depression 
(clinician  
rated)  

Mean difference 
(CDRS-R): 
5.76; 95% CI, 
3.46 to 8.06 

1 RCT 
(n=220)23, 34-36, 

40, 62, 63  

Imprecision 
(small sample 
size), unknown 
consistency 

Low (benefit for 
pharmacotherapy) 

Adolescents 
with MDD 

  Treatment- 
emergent 
psychiatric 
AEs  

Risk difference:  
-100/1,000; 
95% CI,160 
fewer cases to 
40 fewer cases 

1 RCT 
(n=220)23, 34-36, 

40, 62, 63  

Imprecision 
(small sample 
size), unknown 
consistency  

Low (benefit for 
psychotherapy) 

Adolescents 
with MDD 

Psychotherapy 
plus 
pharmacotherapy 
vs. psychotherapy 
8 to 12 weeks 

Depression 
(clinician 
rated)  

Mean difference 
(CBT + 
fluoxetine vs. 
CBT) 
(CDRS-R): -8.2
7; 95% 
CI, -10.59 to -
5.95 

1 RCT 
(n=218)23, 34-36, 

40, 62, 63  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit for 
combination therapy 

Adolescents 
with MDD 

  Depression 
(clinician 
rated)  

Mean difference 
(CBT + 
imipramine vs. 
CBT) 
(CDRS): -11.1; 
95% CI, -17.68 
to -4.52 

1 RCT 
(n=63)64, 65  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit for 
combination therapy 

School-
refusing 
adolescents 
with comorbid 
anxiety and 
MDD 

  Remission 
from MDD 

Risk difference 
(CBT + 
fluoxetine vs. 
CBT): 
210/1,000; 95% 
CI, 96 more 
cases to 324 
more cases 

1 RCT 
(n=378)23, 34-36, 

40, 62, 63  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit for 
combination therapy  

Adolescents 
with MDD 

  Functional 
status  

Mean difference 
(CBT + 
fluoxetine vs. 
CBT) (CGAS): 
6.60; 95% CI, 
3.23 to 9.97 

1 RCT 
(n=185)23, 34-36, 

40, 62, 63  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit for 
combined therapy  

Adolescents 
with MDD 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 
8-28 weeks 

Depressive 
symptoms 
(self-rated) 

SMD 
(CBT + SSRI 
vs. SSRI, based 
on CDI, RADS, 
CES-D, and 
MFQ): -0.15; 
95% CI, -0.34 
to 0.03, N=450 
(4 studies), 
I2=0% 
 
SMD without 
high risk-of-bias 
studies, -0.14; 
95% CI, -0.36 
to 8.31, N=427, 
I2=22% 

4 RCTs 
(n=450)23, 34-36, 

40, 62, 63, 66-68  

Imprecision 
(wide CIs), 
inconsistent, 
high risk of 
bias67  

Low for no benefit of 
adding CBT to 
SSRIs 

Adolescents 
with MDD 
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Comparison Outcome Conclusiona 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength (Direction 
of Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 
8-28 weeks 
(continued)  

Depressive 
symptoms 
(self-rated) 

Mean 
difference, CBT 
+ bupropion vs. 
bupropion 
(based on BDI)  
-5.2; 95% 
CI, -9.31 
to -1.09 

1 RCT 
(n=65)68  

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit of 
adding CBT to 
bupropion 

Adolescents 
with MDD 

  Remission 
from MDD 

Risk difference 
(combination 
vs. medication): 
140/1,000; 95% 
CI, 19 more 
cases to 261 
more cases 

1 RCT 
(n=216)40  

Imprecision 
(wide CIs, small 
sample size) 

Low for benefit of 
adding CBT to 
fluoxetine 

Adolescents 
with MDD 

a For CGAS, the 0.5* standard deviation for baseline control arms ranges from 2.533 to 3.8.34 For CDRS-R, the 0.5* standard 
deviation for baseline or followup control arms ranges from 4.031 to 5.7.29 
 
AE = adverse event; BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI = Children’s Depression 
Inventory; CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating Scale-Revised; CES-D = 
Center for Epidemiologic Studies Depression Scale; CGAS = Children’s Global Assessment Scale; CI = confidence interval; 
MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; RADS = Reactive Airways 
Dysfunction Syndrome; RCT = randomized controlled trial; SMD = standardized mean difference; SSRI = selective serotonin 
reuptake inhibitors; vs. = versus. 

KQ 5b: Comparative Benefits and Harms of Treatments by 
Subpopulation 

Three companion publications to a single trial of adolescents with MDD23 found that CBT 
was inferior to fluoxetine in groups with lower family income, marked/severe baseline 
depressive symptom severity, and comorbid ADHD.35, 36, 69 CBT plus fluoxetine was superior to 
fluoxetine in groups with ADHD, higher treatment expectations, or mild to moderate baseline 
depression symptoms. In addition, for those with treatment-resistant depression, when compared 
with no CBT plus new medication, CBT plus new medication increased response rates among 
those with no abuse history, who had at least one comorbid condition, and those with low levels 
of hopelessness.70-72 

Discussion 
Current recommendations support CBT, combined therapy, and fluoxetine for adolescsents73 

with moderate to severe depression.74-76 Uncertainty persists regarding treatment of children, 
disorders other than MDD, and partial or no response to initial therapy. We conducted an SR to 
examine the effectiveness and safety of treatments for child and adolescent DDs (i.e., MDD, 
dysthymia/PDD, and/or DD NOS). The SR examined efficacy and comparative effectiveness of 
nonpharmacological, pharmacological, and combination treatments. Our findings are generally 
consistent with current recommendations but offer some additional insights specific to disorders 
other than MDD and to children. In summary, our results, when parsed by population and 
disorder, suggest that for adolescents with MDD, CBT, fluoxetine, escitalopram, and combined 
fluoxetine plus CBT may reduce depressive symptoms in the short term. Notably, although the 
point estimates for improvement on continuous measures of symptom improvement and 
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functional status for escitalopram and nonpharmacological interventions generally exceeded the 
distribution-based MCIDs (0.5 of SD of the control group, generally from baseline when 
available, for the studies contributing to strength-of-evidence results), the CIs did not. As a 
result, the clinical significance of the reported change is unclear. 

SSRIs as a class may improve response and functional status among adolescents and children 
with MDD. However, they may be associated with a higher risk of serious AEs among 
adolescents and children with MDD and with a higher risk of withdrawal due to AEs among 
adolescents with MDD. Paroxetine may be associated with a higher risk of suicidal ideation or 
behaviors in adolescents with MDD. For adolescents or children with MDD, PDD, or DD NOS, 
CBT and family therapy may improve symptoms, response, or functional status. For adolescents 
and children with MDD, CBT plus medications may help prevent relapse. Evidence on children 
with MDD alone or with a wider range of depressive disorders (MDD, PDD, or DD NOS) is 
sparse.  

Across populations and disorders, the findings of this review indicated that several 
interventions may be associated with low SOE of benefits such as CBT, fluoxetine, escitalopram, 
and combined fluoxetine and CBT in the short term; we found insufficient evidence on harms for 
these individual interventions but note that our analysis was underpowered to detect rare harms. 
As noted above, paroxetine had a higher risk of suicidal ideation or behaviors in adolescents with 
MDD, but the evidence was insufficient for other SSRIs as a drug class across populations and 
disorders. FDA’s boxed warning was issued in 2004 and was based on a meta-analysis finding of 
increased risk of suicidality when pooling across all antidepressants and all indications.58 Our 
review included several publications after 2004 but was restricted to studies focusing on 
depression, outpatients, and publications that allowed extraction of study-level data. These 
limitations likely further reduced the power necessary to find differences in suicidality in our 
analysis.  

Results for interventions were not always consistent across age and underlying DD. Notably, 
we did not find evidence that therapies such as CBT and IPT are universally superior to inactive 
or active controls. CBT, for example, offers benefits when compared with wait-list control 
(adolescents with MDD or dysthymia) or treatment as usual (adolescents with MDD), but the 
evidence is insufficient when compared with pill placebo or active control (adolescents with 
MDD). Given the heterogeneity of populations and comparators, we were unable to determine if 
the lack of consistency in demonstrating benefits of CBT or IPT arose from differences in 
effectiveness by age and disorder or from differences in study size, design, and conduct. 

Broadly speaking, the evidence base is characterized by large areas of uncertainty or lack of 
information; these large gaps in the evidence occur more frequently in the nonpharmacological 
evidence base where the evidence on benefits comes from single studies, and few studies 
examined harms. 

More specifically, several issues stand out as gaps and may serve as areas for future research. 
First, we found insufficient evidence on many interventions and outcomes. Greater certainty in 
the estimate of effect will require more and better evidence for nearly all evaluated interventions. 
In some instances, we found no eligible evidence of benefits or harms in our specified 
populations, as with collaborative care. Second, we found limited information on subpopulations 
(based on patient characteristics, parent/caregiver characteristics, disorder characteristics, history 
of previous treatment, comorbid condition, or exposure to a traumatic life event). Third, we 
found preliminary evidence for moderators of efficacy and effectiveness, such as baseline 
depression severity and comorbid conditions. These subgroup analyses, when available, were 
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generally hypothesis generating because studies were rarely designed to measure differences in 
moderating variables. Some studies evaluated several demographic, clinical, caregiver, and study 
characteristics and found evidence of moderation for a subset of variables only. These findings 
could be explained by chance; we could not arrive at conclusions as a result. The paucity of 
evidence limited our ability to support recommendations tailored by underlying patient 
characteristics. A robust trial focusing on sequencing treatments would help provide patient-
centered evidence that accounts for underlying patient characteristics. Fourth, psychotherapy 
studies rarely reported on harms. Fifth, we had difficulty interpreting the clinical significance of 
some reported changes in continuous scales in the absence of evidence on minimally important 
differences for patients (that is, the smallest amount an outcome must change to be meaningful to 
patients) on those scales. In summary, further research is needed on the effects of interventions 
in children, in groups with DDs other than MDD, and over the long term. Further research is also 
needed on head-to-head comparisons of interventions. In addition, new research should establish 
minimally important differences to help understand the trade-offs between benefits and harms.  

Conclusion 
Efficacious treatments exist for adolescents with MDD. The evidence is largely insufficient 

for other ages and DDs. SSRIs may be associated with increased withdrawal and serious AEs. 
No evidence on harms of psychotherapy was identified.  
  



 

ES-23 

References 
1. Bang KS, Chae SM, Hyun MS, et al. The 

mediating effects of perceived parental 
teasing on relations of body mass index to 
depression and self-perception of physical 
appearance and global self-worth in 
children. J Adv Nurs. 2012 
Dec;68(12):2646-53. doi: 10.1111/j.1365-
2648.2012.05963.x. PMID: 22384945. 

2. Avenevoli S, Swendsen J, He JP, et al. 
Major depression in the national 
comorbidity survey-adolescent supplement: 
Prevalence, correlates, and treatment. J Am 
Acad Child Adolesc Psychiatry. 2015 
Jan;54(1):37-44 e2. doi: 
10.1016/j.jaac.2014.10.010. PMID: 
25524788. 

3. Gordon MS, Tonge B, Melvin GA. Outcome 
of adolescent depression: 6 months after 
treatment. Aust N Z J Psychiatry. 2011 
Mar;45(3):232-9. doi: 
10.3109/00048674.2010.538838. PMID: 
21128873. 

4. U.S. Food and Drug Administration. 
Suicidality in children and adolescents being 
treated with antidepressant medications. 
Silver Spring, MD: U.S. Food and Drug 
Administration; 2004. 
http://wayback.archive-
it.org/7993/20170113164717/http://www.fd
a.gov/Drugs/DrugSafety/PostmarketDrugSaf
etyInformationforPatientsandProviders/ucm
161679.htm. Accessed on February 25 2019. 

5. Lilienfeld SO. Psychological treatments that 
cause harm. Perspect Psychol Sci. 2007 
Mar;2(1):53-70. doi: 10.1111/j.1745-
6916.2007.00029.x. PMID: 
WOS:000207450300005. 

6. Wagner KD, Jonas J, Findling RL, et al. A 
double-blind, randomized, placebo-
controlled trial of escitalopram in the 
treatment of pediatric depression. J Am 
Acad Child Adolesc Psychiatry. 2006 
Mar;45(3):280-8. doi: 
10.1097/01.chi.0000192250.38400.9e. 
PMID: 16540812. 

7. Agency for Healthcare Research and 
Quality. Methods guide for effectiveness 
and comparative effectiveness reviews. 
AHRQ Publication No. 10(14)-EHC063-EF. 
Rockville, MD: Agency for Healthcare 
Research and Quality; January 2014. 
www.effectivehealthcare.ahrq.gov/methodsg
uide.cfm. 

8. Covidence. Covidence systematic review 
software. Melbourne, Australia: Veritas 
Health Innovation; n.d. www.covidence.org. 
Accessed on March 19 2019. 

9. Sterne JA, Hernan MA, Reeves BC, et al. 
ROBINS-I: a tool for assessing risk of bias 
in non-randomised studies of interventions. 
BMJ. 2016 Oct 12;355:i4919. doi: 
10.1136/bmj.i4919. PMID: 27733354. 

10. Higgins JPT, Green S. Cochrane handbook 
for systematic reviews of interventions. The 
Cochrane Collaboration; 2011. 
www.handbook.cochrane.org. Accessed on 
January 10 2017. 

11. West SL, Gartlehner G, Mansfield AJ, et al. 
Comparative effectiveness review methods: 
clinical heterogeneity methods research 
report. (Prepared by RTI International-
University of North Carolina Evidence-
based Practice Center under Contract No. 
290-2007-10056-I). AHRQ Publication No: 
10-EHC070-EF. Rockville, MD: Agency for 
Healthcare Research and Quality; September 
2010. 

12. Owens DK, Lohr KN, Atkins D, et al. 
AHRQ series paper 5: grading the strength 
of a body of evidence when comparing 
medical interventions--agency for healthcare 
research and quality and the effective health-
care program. J Clin Epidemiol. 2010 
May;63(5):513-23. doi: 
10.1016/j.jclinepi.2009.03.009. PMID: 
19595577. 

13. Atkins D, Chang SM, Gartlehner G, et al. 
Assessing applicability when comparing 
medical interventions: AHRQ and the 
Effective Health Care Program. J Clin 
Epidemiol. 2011 Nov;64(11):1198-207. doi: 
10.1016/j.jclinepi.2010.11.021. PMID: 
21463926. 

http://wayback.archive-it.org/7993/20170113164717/http:/www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm161679.htm
http://wayback.archive-it.org/7993/20170113164717/http:/www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm161679.htm
http://wayback.archive-it.org/7993/20170113164717/http:/www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm161679.htm
http://wayback.archive-it.org/7993/20170113164717/http:/www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm161679.htm
http://wayback.archive-it.org/7993/20170113164717/http:/www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm161679.htm
file://rtpnfil02.rti.ns/0213462_EPC_IV/0214643.012.001.001_Depression%20in%20Children/Report/Final%20Report/AHRQ%20edits/www.effectivehealthcare.ahrq.gov/methodsguide.cfm
file://rtpnfil02.rti.ns/0213462_EPC_IV/0214643.012.001.001_Depression%20in%20Children/Report/Final%20Report/AHRQ%20edits/www.effectivehealthcare.ahrq.gov/methodsguide.cfm
file://rtpnfil02.rti.ns/0213462_EPC_IV/0214643.012.001.001_Depression%20in%20Children/Report/Final%20Report/AHRQ%20edits/www.covidence.org
file://rtpnfil02.rti.ns/0213462_EPC_IV/0214643.012.001.001_Depression%20in%20Children/Report/Final%20Report/AHRQ%20edits/www.handbook.cochrane.org


 

ES-24 

14. Clarke GN, Hornbrook M, Lynch F, et al. 
Group cognitive-behavioral treatment for 
depressed adolescent offspring of depressed 
parents in a health maintenance 
organization. J Am Acad Child Adolesc 
Psychiatry. 2002 Mar;41(3):305-13. doi: 
10.1097/00004583-200203000-00010. 
PMID: 11886025. 

15. Storch EA, Wilhelm S, Sprich S, et al. 
Efficacy of augmentation of cognitive 
behavior therapy with weight-adjusted d-
cycloserine vs placebo in pediatric 
obsessive-compulsive disorder: a 
randomized clinical trial. JAMA Psychiatry. 
2016 Aug 1;73(8):779-88. doi: 
10.1001/jamapsychiatry.2016.1128. PMID: 
27367832. 

16. Clarke G, Debar L, Lynch F, et al. A 
randomized effectiveness trial of brief 
cognitive-behavioral therapy for depressed 
adolescents receiving antidepressant 
medication. J Am Acad Child Adolesc 
Psychiatry. 2005 Sep;44(9):888-98. PMID: 
16113617. 

17. Shirk SR, Deprince AP, Crisostomo PS, et 
al. Cognitive behavioral therapy for 
depressed adolescents exposed to 
interpersonal trauma: an initial effectiveness 
trial. Psychotherapy (Chic). 2014 
Mar;51(1):167-79. doi: 10.1037/a0034845. 
PMID: 24377410. 

18. Israel P, Diamond GS. Feasibility of 
attachment based family therapy for 
depressed clinic-referred Norwegian 
adolescents. Clin Child Psychol Psychiatry. 
2013;18(3):334-50. doi: 
10.1177/1359104512455811. PMID: 
108668356. Language: English. Entry Date: 
20160426. Revision Date: 20160426. 
Publication Type: Article. 

19. Strasser F, Sweeney C, Willey J, et al. 
Impact of a half-day multidisciplinary 
symptom control and palliative care 
outpatient clinic in a comprehensive cancer 
center on recommendations, symptom 
intensity, and patient satisfaction: a 
retrospective descriptive study. J Pain 
Symptom Manage. 2004 Jun;27(6):481-91. 
doi: 10.1016/j.jpainsymman.2003.10.011. 
PMID: 15165646. 

20. Norman GR, Sloan JA, Wyrwich KW. 
Interpretation of changes in health-related 
quality of life: the remarkable universality of 
half a standard deviation. Med Care. 2003 
May;41(5):582-92. doi: 
10.1097/01.MLR.0000062554.74615.4C. 
PMID: 12719681. 

21. Kennard BD, Emslie GJ, Mayes TL, et al. 
Sequential treatment with fluoxetine and 
relapse--prevention CBT to improve 
outcomes in pediatric depression. Am J 
Psychiatry. 2014 Oct;171(10):1083-90. doi: 
10.1176/appi.ajp.2014.13111460. PMID: 
24935082. 

22. Weihs KL, Murphy W, Abbas R, et al. 
Desvenlafaxine versus placebo in a 
fluoxetine-referenced study of children and 
adolescents with major depressive disorder. 
J Child Adolesc Psychopharmacol. 2018 
Feb;28(1):36-46. doi: 
10.1089/cap.2017.0100. PMID: 29189044. 

23. March J, Silva S, Petrycki S, et al. 
Fluoxetine, cognitive-behavioral therapy, 
and their combination for adolescents with 
depression: Treatment for Adolescents With 
Depression Study (TADS) randomized 
controlled trial. JAMA. 2004 Aug 
18;292(7):807-20. doi: 
10.1001/jama.292.7.807. PMID: 15315995. 

24. Emslie GJ, Kennard BD, Mayes TL, et al. 
Continued effectiveness of relapse 
prevention cognitive-behavioral therapy 
following fluoxetine treatment in youth with 
major depressive disorder. J Am Acad Child 
Adolesc Psychiatry. 2015 Dec;54(12):991-8. 
doi: 10.1016/j.jaac.2015.09.014. PMID: 
26598474. 

25. Clarke GN, Rohde P, Lewinsohn PM, et al. 
Cognitive-behavioral treatment of 
adolescent depression: efficacy of acute 
group treatment and booster sessions. J Am 
Acad Child Adolesc Psychiatry. 1999 
Mar;38(3):272-9. doi: 10.1097/00004583-
199903000-00014. PMID: 10087688. 

26. Rossello J, Bernal G. The efficacy of 
cognitive-behavioral and interpersonal 
treatments for depression in Puerto Rican 
adolescents. J Consult Clin Psychol. 1999 
Oct;67(5):734-45. PMID: 10535240. 



 

ES-25 

27. Tompson MC, Sugar CA, Langer DA, et al. 
A randomized clinical trial comparing 
family-focused treatment and individual 
supportive therapy for depression in 
childhood and early adolescence. J Am 
Acad Child Adolesc Psychiatry. 2017 
Jun;56(6):515-23. doi: 
10.1016/j.jaac.2017.03.018. PMID: 
28545757. 

28. Clarke G, DeBar LL, Pearson JA, et al. 
Cognitive behavioral therapy in primary 
care for youth declining antidepressants: a 
randomized trial. Pediatrics. 2016 
May;137(5). doi: 10.1542/peds.2015-1851. 
PMID: 27244782. 

29. Dietz LJ, Weinberg RJ, Brent DA, et al. 
Family-based interpersonal psychotherapy 
for depressed preadolescents: examining 
efficacy and potential treatment 
mechanisms. J Am Acad Child Adolesc 
Psychiatry. 2015 Mar;54(3):191-9. doi: 
10.1016/j.jaac.2014.12.011. PMID: 
25721184. 

30. Hughes CW, Barnes S, Barnes C, et al. 
Depressed Adolescents Treated with 
Exercise (DATE): a pilot randomized 
controlled trial to test feasibility and 
establish preliminary effect sizes. Ment 
Health Phys Act. 2013 Jun;6(2):119-31. doi: 
10.1016/j.mhpa.2013.06.006. PMID: 
24244220. 

31. Rickhi B, Kania-Richmond A, Moritz S, et 
al. Evaluation of a spirituality informed e-
mental health tool as an intervention for 
major depressive disorder in adolescents and 
young adults - a randomized controlled pilot 
trial. BMC Complement Altern Med. 2015 
Dec 24;15:450. doi: 10.1186/s12906-015-
0968-x. PMID: 26702639. 

32. Barthow C, Wickens K, Stanley T, et al. The 
Probiotics in Pregnancy Study (PiP Study): 
rationale and design of a double-blind 
randomised controlled trial to improve 
maternal health during pregnancy and 
prevent infant eczema and allergy. BMC 
Pregnancy Childbirth. 2016 Jun 3;16(1):133. 
doi: 10.1186/s12884-016-0923-y. PMID: 
27255079. 

33. Findling RL, Robb A, Bose A. Escitalopram 
in the treatment of adolescent depression: a 
randomized, double-blind, placebo-
controlled extension trial. J Child Adolesc 
Psychopharmacol. 2013 Sep;23(7):468-80. 
doi: 10.1089/cap.2012.0023. PMID: 
24041408. 

34. Vitiello B, Rohde P, Silva S, et al. 
Functioning and quality of life in the 
Treatment for Adolescents with Depression 
Study (TADS). J Am Acad Child Adolesc 
Psychiatry. 2006 Dec;45(12):1419-26. doi: 
10.1097/01.chi.0000242229.52646.6e. 
PMID: 17135987. 

35. Curry J, Rohde P, Simons A, et al. 
Predictors and moderators of acute outcome 
in the Treatment for Adolescents with 
Depression Study (TADS). J Am Acad 
Child Adolesc Psychiatry. 2006 
Dec;45(12):1427-39. doi: 
10.1097/01.chi.0000240838.78984.e2. 
PMID: 17135988. 

36. Kratochvil CJ, May DE, Silva SG, et al. 
Treatment response in depressed adolescents 
with and without co-morbid attention-
deficit/hyperactivity disorder in the 
Treatment for Adolescents with Depression 
Study. J Child Adolesc Psychopharmacol. 
2009 Oct;19(5):519-27. doi: 
10.1089/cap.2008.0143. PMID: 19877976. 

37. Barbe RP, Bridge J, Birmaher B, et al. 
Suicidality and its relationship to treatment 
outcome in depressed adolescents. Suicide 
Life Threat Behav. 2004 Spring;34(1):44-
55. PMID: 15106887. 

38. Rohde P, Seeley JR, Kaufman NK, et al. 
Predicting time to recovery among 
depressed adolescents treated in two 
psychosocial group interventions. J Consult 
Clin Psychol. 2006 Feb;74(1):80-8. doi: 
10.1037/0022-006X.74.1.80. PMID: 
16551145. 

39. Fristad MA, Vesco AT, Young AS, et al. 
Pilot randomized controlled trial of Omega-
3 and individual-family psychoeducational 
psychotherapy for children and adolescents 
with depression. J Clin Child Adolesc 
Psychol. 2019;48(sup1):S105-s18. doi: 
10.1080/15374416.2016.1233500. PMID: 
27819485. 



 

ES-26 

40. Kennard B, Silva S, Vitiello B, et al. 
Remission and residual symptoms after 
short-term treatment in the Treatment of 
Adolescents with Depression Study 
(TADS). J Am Acad Child Adolesc 
Psychiatry. 2006 Dec;45(12):1404-11. doi: 
10.1097/01.chi.0000242228.75516.21. 
PMID: 17135985. 

41. Emslie GJ, Heiligenstein JH, Wagner KD, et 
al. Fluoxetine for acute treatment of 
depression in children and adolescents: a 
placebo-controlled, randomized clinical 
trial. J Am Acad Child Adolesc Psychiatry. 
2002 Oct;41(10):1205-15. doi: 
10.1097/00004583-200210000-00010. 
PMID: 12364842. 

42. Emslie GJ, Prakash A, Zhang Q, et al. A 
double-blind efficacy and safety study of 
duloxetine fixed doses in children and 
adolescents with major depressive disorder. 
J Child Adolesc Psychopharmacol. 2014 
May;24(4):170-9. doi: 
10.1089/cap.2013.0096. PMID: 24815533. 

43. Atkinson SD, Prakash A, Zhang Q, et al. A 
double-blind efficacy and safety study of 
duloxetine flexible dosing in children and 
adolescents with major depressive disorder. 
J Child Adolesc Psychopharmacol. 2014 
May;24(4):180-9. doi: 
10.1089/cap.2013.0146. PMID: 24813026. 

44. Wagner KD, Robb AS, Findling RL, et al. A 
randomized, placebo-controlled trial of 
citalopram for the treatment of major 
depression in children and adolescents. Am 
J Psychiatry. 2004 Jun;161(6):1079-83. doi: 
10.1176/appi.ajp.161.6.1079. PMID: 
15169696. 

45. Emslie GJ, Wagner KD, Kutcher S, et al. 
Paroxetine treatment in children and 
adolescents with major depressive disorder: 
a randomized, multicenter, double-blind, 
placebo-controlled trial. J Am Acad Child 
Adolesc Psychiatry. 2006 Jun;45(6):709-19. 
doi: 10.1097/01.chi.0000214189.73240.63. 
PMID: 16721321. 

46. Emslie GJ, Rush AJ, Weinberg WA, et al. A 
double-blind, randomized, placebo-
controlled trial of fluoxetine in children and 
adolescents with depression. Arch Gen 
Psychiatry. 1997 Nov;54(11):1031-7. 
PMID: 9366660. 

47. Forest Laboratories. A randomized, double-
blind, placebo-controlled evaluation of the 
safety and efficacy of citalopram in children 
and adolescents with depression. Forest 
Laboratories - Clinical Study Register. 
2001(1). PMID: CN-00763823. 

48. Emslie GJ, Ventura D, Korotzer A, et al. 
Escitalopram in the treatment of adolescent 
depression: a randomized placebo-controlled 
multisite trial. J Am Acad Child Adolesc 
Psychiatry. 2009 Jul;48(7):721-9. doi: 
10.1097/CHI.0b013e3181a2b304. PMID: 
19465881. 

49. Berard R, Fong R, Carpenter DJ, et al. An 
international, multicenter, placebo-
controlled trial of paroxetine in adolescents 
with major depressive disorder. J Child 
Adolesc Psychopharmacol. 2006 Feb-
Apr;16(1-2):59-75. doi: 
10.1089/cap.2006.16.59. PMID: 16553529. 

50. Le Noury JL, Nardo JM, Healy D, et al. 
Restoring Study 329: efficacy and harms of 
paroxetine and imipramine in treatment of 
major depression in adolescence. Br Med J. 
2015;351. PMID: 2016-20242-001. 

51. Le Noury J, Nardo JM, Healy D, et al. Study 
329 continuation phase: safety and efficacy 
of paroxetine and imipramine in extended 
treatment of adolescent major depression. 
Int J Risk Saf Med. 2016 Sep 17;28(3):143-
61. doi: 10.3233/jrs-160728. PMID: 
27662279. 

52. Durgam S, Chen C, Migliore R, et al. A 
phase 3, double-blind, randomized, placebo-
controlled study of vilazodone in 
adolescents with major depressive disorder. 
Paediatr Drugs. 2018 Aug;20(4):353-63. 
doi: 10.1007/s40272-018-0290-4. PMID: 
29633166. 

53. Keller MB, Ryan ND, Strober M, et al. 
Efficacy of paroxetine in the treatment of 
adolescent major depression: a randomized, 
controlled trial. J Am Acad Child Adolesc 
Psychiatry. 2001 Jul;40(7):762-72. doi: 
10.1097/00004583-200107000-00010. 
PMID: 11437014. 



 

ES-27 

54. Emslie GJ, Heiligenstein JH, Hoog SL, et al. 
Fluoxetine treatment for prevention of 
relapse of depression in children and 
adolescents: a double-blind, placebo-
controlled study. J Am Acad Child Adolesc 
Psychiatry. 2004 Nov;43(11):1397-405. doi: 
10.1097/01.chi.0000140453.89323.57. 
PMID: 15502599. 

55. Emslie GJ, Kennard BD, Mayes TL, et al. 
Fluoxetine versus placebo in preventing 
relapse of major depression in children and 
adolescents. Am J Psychiatry. 2008 
Apr;165(4):459-67. doi: 
10.1176/appi.ajp.2007.07091453. PMID: 
18281410. 

56. Atkinson S, Lubaczewski S, Ramaker S, et 
al. Desvenlafaxine versus placebo in the 
treatment of children and adolescents with 
major depressive disorder. J Child Adolesc 
Psychopharmacol. 2018;28(1):55-65. doi: 
10.1089/cap.2017.0099. PMID: 2018-
03285-007. 

57. Emslie GJ, Findling RL, Yeung PP, et al. 
Venlafaxine ER for the treatment of 
pediatric subjects with depression: results of 
two placebo-controlled trials. J Am Acad 
Child Adolesc Psychiatry. 2007 
Apr;46(4):479-88. doi: 
10.1097/chi.0b013e31802f5f03. PMID: 
17420682. 

58. Hammad TA, Laughren T, Racoosin J. 
Suicidality in pediatric patients treated with 
antidepressant drugs. Arch Gen Psychiatry. 
2006 Mar;63(3):332-9. doi: 
10.1001/archpsyc.63.3.332. PMID: 
16520440. 

59. Kennard BD, Mayes TL, Chahal Z, et al. 
Predictors and moderators of relapse in 
children and adolescents with major 
depressive disorder. J Clin Psychiatry. 2018 
Mar/Apr;79(2). doi: 
10.4088/JCP.15m10330. PMID: 29474007. 

60. Hirschtritt ME, Pagano ME, Christian KM, 
et al. Moderators of fluoxetine treatment 
response for children and adolescents with 
comorbid depression and substance use 
disorders. J Subst Abuse Treat. 2012 
Jun;42(4):366-72. doi: 
10.1016/j.jsat.2011.09.010. PMID: 
22116008. 

61. GlaxoSmithKline. A double-blind, 
multicentre placebo controlled study of 
paroxetine in adolescents with unipolar 
major depression. 1998. 
http://cochranelibrary-
wiley.com/o/cochrane/clcentral/articles/038/
CN-00497038/frame.html. 

62. Emslie G, Kratochvil C, Vitiello B, et al. 
Treatment for Adolescents with Depression 
Study (TADS): safety results. J Am Acad 
Child Adolesc Psychiatry. 2006 
Dec;45(12):1440-55. doi: 
10.1097/01.chi.0000240840.63737.1d. 
PMID: 17135989. 

63. Kratochvil C, Emslie G, Silva S, et al. Acute 
time to response in the Treatment for 
Adolescents with Depression Study 
(TADS). J Am Acad Child Adolesc 
Psychiatry. 2006 Dec;45(12):1412-8. doi: 
10.1097/01.chi.0000237710.73755.14. 
PMID: 17135986. 

64. Bernstein GA, Borchardt CM, Perwien AR, 
et al. Imipramine plus cognitive-behavioral 
therapy in the treatment of school refusal. J 
Am Acad Child Adolesc Psychiatry. 2000 
Mar;39(3):276-83. doi: 10.1097/00004583-
200003000-00008. PMID: 10714046. 

65. Bernstein GA, Anderson LK, Hektner JM, et 
al. Imipramine compliance in adolescents. J 
Am Acad Child Adolesc Psychiatry. 2000 
Mar;39(3):284-91. doi: 10.1097/00004583-
200003000-00009. PMID: 10714047. 

66. Iftene F, Predescu E, Stefan S, et al. 
Rational-emotive and cognitive-behavior 
therapy (REBT/CBT) versus 
pharmacotherapy versus REBT/CBT plus 
pharmacotherapy in the treatment of major 
depressive disorder in youth; a randomized 
clinical trial. Psychiatry Res. 2015 Feb 
28;225(3):687-94. doi: 
10.1016/j.psychres.2014.11.021. PMID: 
25500320. 

67. Wilkinson PO, Goodyer IM. The effects of 
cognitive-behavioural therapy on mood-
related ruminative response style in 
depressed adolescents. Child Adolesc 
Psychiatry Ment Health. 2008 Jan 29;2(1):3. 
doi: 10.1186/1753-2000-2-3. PMID: 
18230146. 

http://cochranelibrary-wiley.com/o/cochrane/clcentral/articles/038/CN-00497038/frame.html
http://cochranelibrary-wiley.com/o/cochrane/clcentral/articles/038/CN-00497038/frame.html
http://cochranelibrary-wiley.com/o/cochrane/clcentral/articles/038/CN-00497038/frame.html


 

ES-28 

68. Kim SM, Han DH, Lee YS, et al. Combined 
cognitive behavioral therapy and bupropion 
for the treatment of problematic on-line 
game play in adolescents with major 
depressive disorder. Comput Human Behav. 
2012;28(5):1954-9. PMID: CN-00853199. 

69. Foster S, Mohler-Kuo M, Tay L, et al. 
Estimating patient-specific treatment 
advantages in the 'Treatment for 
Adolescents with Depression Study'. J 
Psychiatr Res. 2019 May;112:61-70. doi: 
10.1016/j.jpsychires.2019.02.021. PMID: 
30856378. 

70. Brent D, Emslie G, Clarke G, et al. 
Switching to another SSRI or to venlafaxine 
with or without cognitive behavioral therapy 
for adolescents with SSRI-resistant 
depression: the TORDIA randomized 
controlled trial. JAMA. 2008 Feb 
27;299(8):901-13. doi: 
10.1001/jama.299.8.901. PMID: 18314433. 

71. Brent DA, Emslie GJ, Clarke GN, et al. 
Predictors of spontaneous and systematically 
assessed suicidal adverse events in the 
treatment of SSRI-resistant depression in 
adolescents (TORDIA) study. Am J 
Psychiatry. 2009 Apr;166(4):418-26. doi: 
10.1176/appi.ajp.2008.08070976. PMID: 
19223438. 

72. Asarnow JR, Emslie G, Clarke G, et al. 
Treatment of selective serotonin reuptake 
inhibitor-resistant depression in adolescents: 
predictors and moderators of treatment 
response. J Am Acad Child Adolesc 
Psychiatry. 2009 Mar;48(3):330-9. doi: 
10.1097/CHI.0b013e3181977476. PMID: 
19182688. 

73. American Psychological Association. 
Guideline development panel for the 
treatment of depressive disorders. Clinical 
practice guideline for the treatment of 
depression across three age cohorts. 
Washington, DC: American Psychological 
Association; 2019. 
https://www.apa.org/depression-
guideline/guideline.pdf. Accessed on August 
12 2019. 

74. National Institute for Health and Care 
Excellence. Depression in children and 
young people: identifification and 
management. NICE guideline [NG134]. 
United Kingdom: National Institute for 
Health and Care Excellence; 2019. 
https://www.nice.org.uk/guidance/ng134/ch
apter/Recommendations. Accessed on 
August 12 2019. 

75. Cheung AH, Zuckerbrot RA, Jensen PS, et 
al. Guidelines for Adolescent Depression in 
Primary Care (GLAD-PC): part II. treatment 
and ongoing management. Pediatrics. 2018 
Feb 26;141(3). doi: 10.1542/peds.2017-
4082. PMID: 29483201. 

76. Zuckerbrot RA, Cheung A, Jensen PS, et al. 
Guidelines for Adolescent Depression in 
Primary Care (GLAD-PC): part I. practice 
preparation, identification, assessment, and 
initial management. Pediatrics. 2018 Feb 
26;141(3). doi: 10.1542/peds.2017-4081. 
PMID: 29483200. 

 
 

https://www.apa.org/depression-guideline/guideline.pdf
https://www.apa.org/depression-guideline/guideline.pdf
https://www.nice.org.uk/guidance/ng134/chapter/Recommendations
https://www.nice.org.uk/guidance/ng134/chapter/Recommendations


 

1 

Chapter 1. Introduction 
Background 

Depressive disorders (DDs) can affect long-term mental and physical health conditions, lead 
to poor functional status, and increase risk of suicide.1-6 The potential for lasting negative effects 
of child-onset depression underscores the importance of its early identification, diagnosis, and 
subsequent treatment.7 Despite evidence that several effective treatments for depression exist, 
one 2016 national survey indicated that only 40.9 percent of adolescents ages 12 to 17 years who 
experienced a major depressive episode in the prior 12 months reported receiving depression 
treatment during the same time period.8  

Several nonpharmacological, pharmacological, and combined treatment options for 
childhood depression are available to clinicians with varying levels of evidence behind their use 
and efficacy. In general, the evidence base for individual treatment types is inconsistent for use 
in pediatric populations,9-16 and the evidence base is much weaker for younger children than for 
adolescents. Although some evidence exists for benefits, particularly from nonpharmacological 
treatments, very few studies report associated harms. The 2013 review published for the U.S. 
Preventive Services Task Force (USPSTF) recommendation on screening for major depressive 
disorder (MDD) among children and adolescents in primary care indicated that, with one 
exception (the Treatment for Adolescents with Depression Study17), no psychotherapy 
intervention efficacy trial reported harms as an outcome. The absence of information on harms 
associated with nonpharmacological interventions precludes making an informed 
recommendation that adequately weighs the benefits and harms of these treatments. 

Substantial concern surrounds the use of pharmacological interventions to treat childhood 
depression. Although the Food and Drug Administration (FDA) has approved two types of 
selective serotonin reuptake inhibitors (SSRIs) to treat MDD (fluoxetine for children age 8 or 
older and escitalopram for adolescents ages 12 to 17), FDA issued several warnings in the early 
2000s. These warnings stemmed from reports of possible increased risk of suicidal ideation and 
suicide attempts associated with one SSRI, paroxetine, as well as the possibility of increased risk 
of suicidality in some children and adolescents treated with antidepressants.18 FDA requires a 
boxed warning on these medications about the potential danger of suicidality with a 
recommendation to closely monitor for worsening of depression, agitation or withdrawal, and 
increased suicidal thoughts or behaviors. 

Practice patterns are typically complex and may include single therapy or combination 
therapy.19 Some clinicians combine interventions, particularly when a single treatment type has 
failed. Specific interventions may be started concurrently or staggered (e.g., one treatment 
followed by another new intervention 4 weeks later). Some evidence suggests differential effects 
of combination therapy when compared with psychotherapy or pharmacotherapy alone in studies 
conducted on children and adolescents.17, 20, 21 

Recently, clinical care of children with depression has increasingly used healthcare teams to 
deliver a collaborative care model of intervention delivery involving the healthcare system. 
Similar interventions focused on a team providing coordinated care may be referenced as co-
managed care, colocated care, integrated care, integrative care, and stepped care. Frequently, 
primary care providers and mental health specialists work together to deliver collaborative care 
interventions with the support of a case manager to identify and treat patients in need.  

Table 1 describes several guidelines for treating child and adolescent depression, including 
details on the scope and applicability. Treatments can vary by age of the patient, diagnosis, 
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severity of disorder, and response to therapy. Not all guidelines address all potential topics. Two 
of the three most recent guidelines (American Psychological Association [APA], 2019,22 
National Institution for Health and Care Excellence [NICE], 2019,23 and the Guidelines for 
Adolescent Depression in Primary Care [GLAD-PC, 201824, 25]) address options for children and 
adolescents, although both guidelines (APA and NICE) note the paucity of evidence for children. 
The GLAD-PC guidelines are specific to MDD; the others are not specific to MDD but do not 
specify treatment options by disorder. Two guidelines (GLAD-PC and NICE) recommend 
treatments depending on level of severity (mild, moderate, severe). GLAD-PC and NICE 
recommend either active support and monitoring or psychotherapy for patients with mild DDs. 
NICE and GLAD-PC guidelines recommend SSRI medications or a combination of 
psychotherapy and SSRIs for patients with moderate or severe disorders. The NICE guideline 
suggests that patients with at least moderate levels of depression severity may benefit from 
starting psychotherapy and an SSRI concurrently; the GLAD-PC guideline is not as specific in 
this regard. The APA guidelines only offer recommendations for initial treatment. The NICE 
guidelines call out the paucity of evidence on psychotherapy as second-line treatments and offer 
cautious support for sertraline or citalopram as a second-line treatment if fluoxetine is not 
effective. For those not responding within 6 to 8 weeks of initial treatment, the GLAD-PC 
guidelines suggest consulting with mental health specialists and adding (or maximizing the dose 
of) pharmacotherapy or psychotherapy. Across these recent guidelines, significant areas of 
uncertainty persist in treating children, disorders other than MDD, and partial or no response to 
initial therapy.  

Table 1. Current clinical practice guidelines for the treatment of child and adolescent DDs 

Guideline (Year 
of Publication) 

Process Used 
To Produce 
Guideline  

Population  Treatment Recommendations 

APA, 201922 Systematic 
reviews (SRs), 
meta-analyses, 
expert consensus 

Children and 
adolescents with 
DDs (minor 
depression, major 
depression, PDD 
[formerly called 
“dysthymia”], 
intermittent 
depression, or having 
depression 
symptoms at or 
above a prespecified 
level based on a 
validated measure of 
depression severity)  

For children, there was insufficient evidence to 
recommend psychotherapy (behavioral therapy, 
cognitive therapy, CBT, family therapy, play therapy, 
problem-solving therapy, psychodynamic therapy, 
supportive therapy) or pharmacotherapy.  
 
For adolescents, initial treatment with CBT or IPT-A; 
fluoxetine as a first-line medication with MDD; 
insufficient evidence to recommend either 
psychotherapy or fluoxetine over the other for MDD.  

GLAD-PC, 
201824, 25 
(supported by 
AAP and CPS) 

SRs, expert 
consensus, input 
from youth and 
families with lived 
experience 

Patient: Adolescents 
ages 10 to 21 with 
MDD differentiated 
by severity level 
(mild, moderate, 
severe)a 

Active support and monitoring for 6-8 weeks for 
patients with mild MDD; referral to mental health 
specialists for patients with moderate to severe MDD 
and those who do not improve with active support 
and monitoring.  
Advocates for the use of psychotherapies (CBT or 
IPT), SSRI medications, or both.  

 
  



 

3 

 
Guideline (Year 
of Publication) 

Process Used to 
Produce 
Guideline  

Population  Treatment Recommendations 

USPSTF, 
201626 

SRs, expert 
consensus 

Adolescents with 
MDD 
(insufficient evidence 
to make a 
recommendation for 
children) 

Guideline did not state explicit treatment 
recommendations because it focuses on screening 
for depression in pediatric primary care settings; 
however, part of the chain of indirect evidence used 
to make the recommendation included efficacy of 
CBT, collaborative care, fluoxetine, CBT combined 
with fluoxetine, and escitalopram among 
adolescents.  

NICE, 201923 SR and 
consideration of 
cost-effectiveness 

Children and 
adolescents with 
depression 
(unspecified type) 
with 
recommendations 
made according to 
severity 

Several psychological therapies have shown efficacy 
but no clear evidence of superiority of one over 
another in comparative effectiveness studies; 
adolescents with depression of at least moderate 
severity may benefit from starting psychological and 
pharmacotherapy concurrently; antidepressants are 
not recommended for adolescents with mild 
depression; children with moderate to severe 
depression should be offered family IPT, family 
therapy, psychodynamic psychotherapy, or individual 
CBT; adolescents with moderate to severe 
depression should be offered at least 3 months of 
CBT; when pharmacotherapy is indicated, the 
guidelines call for vigilant, active monitoring for 
adverse drug reactions.  

NICE, 201923 SR and 
consideration of 
cost-effectiveness 

Children and 
adolescents with 
depression 
(unspecified type) 
with 
recommendations 
made according to 
severity 

Several psychological therapies have shown efficacy 
but no clear evidence of superiority of one over 
another in comparative effectiveness studies; 
adolescents with depression of at least moderate 
severity may benefit from starting psychological and 
pharmacotherapy concurrently; antidepressants are 
not recommended for adolescents with mild 
depression; children with moderate to severe 
depression should be offered family IPT, family 
therapy, psychodynamic psychotherapy, or individual 
CBT; adolescents with moderate to severe 
depression should be offered at least 3 months of 
CBT; when pharmacotherapy is indicated, the 
guidelines call for vigilant, active monitoring for 
adverse drug reactions.  

AACAP, 200727 Rigorous review 
of empirical 
evidence and 
clinical consensus 

Children and 
adolescents with 
DDs (unspecified) 
with 
recommendations 
varying by severity, 
duration, history of 
prior depressive 
episodes, and 
complications 

Depression of short duration with no complications or 
with mild impairment can be treated with education, 
support, and case management; nonresponse to 
these initial strategies or those with complicated or 
depression symptoms accompanied by moderate to 
severe functional impairment should be followed by a 
trial of psychotherapy or antidepressants; treatment 
should be continued for 6-12 months and, to prevent 
recurrence, longer if possible for some youth who 
might have a history of relapse/recurrence after 
treatment, chronic or severe types of depression, or 
long prior periods of recovery.  

a Authors mention that recommendations can be applied to adolescents with PDD and premenstrual dysphoric disorder as well.  

AACAP = American Academy of Child and Adolescent Psychiatry; AAP = American Academy of Pediatrics; APA = American 
Psychological Association; CBT = cognitive behavioral therapy; CPS = Canadian Pediatric Society; DD = depressive disorder; 
GLAD-PC = Guidelines for Adolescent Depression in Primary Care; IPT = interpersonal therapy; IPT-A = interpersonal therapy 
for adolescents; MDD = major depressive disorder; NICE = National Institute for Health and Care Excellence; PDD = persistent 
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depressive disorder; SR = systematic review; SSRI = selective serotonin reuptake inhibitor; USPSTF = United States Preventive 
Services Task Force. 

All guidelines suggest that the treatment phase should last for an adequate amount of time (6 
to 12 months27, 28 after resolution of symptoms) with active monitoring for potential adverse 
events. 

Clinicians contend with numerous challenges in treating childhood depression appropriately. 
Perhaps most importantly, clinicians need to account for developmental changes over the course 
of childhood and adolescence that likely have widespread impacts on outcomes. Adolescents and 
younger children may experience differential benefits and harms depending on treatment type.29 
In addition, differences in outcomes may vary by severity and type of DD (e.g., MDD, persistent 
depressive disorder [PDD, previously termed dysthymia] or DD not otherwise specified [DD 
NOS]). Although the evidence on PDD is relatively sparse, PDD can be a gateway to MDD and 
signal high risk of recurrent mood disorders. Other clinical uncertainty persists regarding how 
the harms may vary according to dose of medication or how the efficacy of treatments may vary 
by frequency or intensity of the nonpharmacological intervention. Moreover, few 
nonpharmacological studies have systematically collected and reported harms data (e.g., re-
experiencing trauma, suicidality),30 which leads to uncertainty about weighing the risks and 
benefits of different types of treatment. Treatment recommendations also need to account for 
patient and family preferences31, 32 and prior experience with depression that has not responded 
to treatment.33 Comparatively little is known about these issues that influence treatment 
selection. Finally, the evidence base on comparative effectiveness of depression interventions in 
childhood is sparse.34 These uncertainties obscure best practices in selecting a treatment most 
likely to benefit each individual patient. 

Scope and Key Questions 

Scope of the Review 
This systematic review (SR) addresses the efficacy, comparative effectiveness and harms of 

commonly used types of nonpharmacological and pharmacological treatments, as listed in Tables 
2 and 3.  

Table 2. Nonpharmacological interventions used to treat child and adolescent depression 
Intervention Type Interventions 

Psychological/ 
psychosocial 

CBT, rational emotive behavior therapy, behavioral activation, other behavioral therapy, IPT, 
directive counseling, Katathym-imaginative psychotherapy, family therapy, parent education, 
self-help groups, problem-solving therapy, autonomic training, combined-modality therapy, 
psychological adaptation therapies 

Lifestyle Exercise (physical activity), diet therapy, mindfulness (including mindfulness-based stress 
reduction), meditation (including mindfulness mediation), relaxation therapy, massage therapy, 
music therapy, art therapy, integrative restoration, visualization, tai-chi, yoga, spirituality, 
acupuncture 

Supplements St. John’s wort, SAMe, fish oil, melatonin, L-tryptophan, folic acid, 5-HTP, zinc, chromium, 
gingko biloba, vitamin E, omega-3 fatty acids, hypericum, inositol, selenium 

Other Electroconvulsive therapy, transcranial magnetic stimulation, light therapy (phototherapy), 
hypnotherapy (including self-hypnotherapy), neurofeedback, deep brain stimulation, 
biofeedback 

5-HTP = 5-hydroxytryptophan; CBT = cognitive behavioral therapy; IPT = interpersonal therapy; SAMe = S-adenosyl-L-
methionine. 



 

5 

Table 3. Pharmacological agents used to treat child and adolescent depression  
Class Drugs 
SSRIs Fluoxetine, citalopram, escitalopram, fluvoxamine, paroxetine, 

sertraline, vilazodone 
SNRIs Duloxetine, venlafaxine 
Tricyclic antidepressants (TCAs) Amitriptyline, desipramine, imipramine, nortriptyline, doxepin, 

clomipramine 
Monoamine oxidase inhibitors (MAOIs) Rasagiline, selegiline, isocarboxazid, phenelzine, tranylcypromine 
Atypical antidepressants Bupropion, mirtazapine, nefazodone, trazodone, vortioxetine 
MAOI = monoamine oxidase inhibitor; SNRI = selective serotonin reuptake inhibitor; SSRI = serotonin and norepinephrine 
reuptake inhibitor; TCA = tricyclic antidepressant. 

Key Questions and Analytic Framework 
Multiple Key Informants and members of a Technical Expert Panel helped finalize the 

following Key Questions (KQs). We developed an analytic framework to guide the SR (Figure 
1). Table 4 lists the related PICOTS (population, interventions, comparators, outcomes, timing, 
and setting). 
 
KQ 1a. In adolescents and children, what are the benefits and harms of 

nonpharmacological interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 1b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, parent/caregiver characteristics, disorder 
characteristics, history of previous treatment, comorbid condition, 
exposure to a traumatic life event)? 

KQ 2a. In adolescents and children, what are the benefits and harms of 
pharmacological interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 2b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

KQ 3a.  In adolescents and children, what are the benefits and harms of 
combination interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 3b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 
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KQ 4a. In adolescents and children, what are the benefits and harms of 
collaborative care interventions for DDs (MDD, PDD/dysthymic 
disorders, or DD NOS)? 

KQ 4b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

KQ 5a. In adolescents and children, what are the comparative benefits 
and harms of treatments (pharmacological, nonpharmacological, 
combined, collaborative care interventions) for DDs (MDD, 
PDD/dysthymic disorders, or DD NOS)?  

KQ 5b. How do the benefits and harms vary by subpopulation (e.g., 
patient characteristics, disorder characteristics, history of previous 
treatment, comorbid condition, exposure to a traumatic life 
event)? 

Figure 1. Analytic framework for depression in children and adolescents 

 
KQ = Key Question. 
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Table 4. Inclusion/exclusion criteria 
PICOTS Inclusion Exclusion 
Population Children and adolescents (≤18 years old) with a DD (MDD or 

PDD/DYS) as indicated by a diagnosis made from an established 
taxonomy (e.g., DSM, ICD) via administration of a structured or 
semistructured clinical interview (CIDI, DISC, SCID, PRIME-MD, 
Kinder-DIPS, K-SADS, DICA, CAS, SADS, DAWBA, SCAN), use 
of a cut point indicative of clinical MDD or PDD/DYS as measured 
by a clinically validated depression scale (BDI, CDI, CESD, PHQ, 
MFQ, ChilD-S)a or via a clinician diagnosis  
Subgroups of interest (KQs 1b, 2b, 3b, 4b, 5b) include those 
distinguished by patient characteristics (e.g., developmental age—
child or adolescent, gender, race/ethnicity), parent/caregiver 
characteristics, disorder characteristics (e.g., type, severity), 
history of previous treatment, comorbid condition, and exposure to 
a traumatic life event 

All other children and 
adolescents (≤18 years old), all 
adults >18 years old 

Intervention Nonpharmacological interventions:  
Psychological/psychosocial: Cognitive behavioral therapy, rational 
emotive behavior therapy, behavioral activation, other behavioral 
therapy, IPT, directive counseling, Katathym-imaginative 
psychotherapy, family therapy, parent education, self-help groups, 
problem-solving therapy, autonomic training, combined-modality 
therapy, psychological adaptation therapies 
Lifestyle: Exercise (physical activity), diet therapy, mindfulness 
(including mindfulness-based stress reduction), meditation 
(including mindfulness mediation), relaxation therapy, massage 
therapy, music therapy, art therapy, integrative restoration, 
visualization, tai-chi, yoga, spirituality, acupuncture 
Supplements: St. John’s wort, SAMe, fish oil, melatonin, L-
tryptophan, folic acid, 5-HTP, zinc, chromium, gingko biloba, 
vitamin E, omega-3 fatty acids, hypericum, inositol, selenium 
Other: Electroconvulsive therapy, transcranial magnetic 
stimulation, light therapy (phototherapy), hypnotherapy (including 
self-hypnotherapy), neurofeedback, deep brain stimulation, 
biofeedback 

All other interventions 

  Pharmacological interventions: SSRIs: Citalopram, escitalopram, 
fluvoxamine, paroxetine, sertraline, vilazodone 
SNRIs: Duloxetine, venlafaxine 
TCAs: Amitriptyline, desipramine, imipramine, nortriptyline, 
doxepin, clomipramine 
MAOIs: Rasagiline, selegiline, isocarboxazid, phenelzine, 
tranylcypromine 
Atypical antidepressants: Bupropion, mirtazapine, nefazodone, 
trazodone, vortioxetine 
Combination interventions: Any combined treatment that includes 
two or more types of nonpharmacological, pharmacological, and/or 
collaborative care interventions, either started together or given as 
augments to initial treatment types 
Collaborative care interventions: Collaborative care, integrated 
care, integrative care, stepped care, coordinated care, comanaged 
care, colocated care 
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PICOTS Inclusion Exclusion 
Comparator KQ 1: Treatment as usual, sham, attention control, wait-list control 

KQ 2: Placebo, treatment as usual, attention control, wait-list 
control 
KQ 3: Treatment as usual, placebo, sham, attention control, wait-
list control 
KQ 4: Treatment as usual, placebo, sham, attention control, wait-
list control 
KQ 5: Any nonpharmacological, pharmacological, or collaborative 
care intervention alone or in combination 

All other comparators 

Outcomes Benefits:  
Remission 
Response 
Relapse 
Depressive symptoms 
Suicidality 
Mortality 
Functional impairment 
Harms:  
Any AEs of intervention (e.g., death, SAEs)  

All other outcomes  

Time frame Any publication dates 
At least 6 weeks of treatment 

Less than 6 weeks of treatment 

Settings Outpatient care in countries with a very high Human Development 
Indexb 

Inpatient care, studies conducted 
in countries without a very high 
Human Development Index 

Study design For benefits: 

• Adolescents (sample age >12 and ≤18): RCTs 
• Children (sample age ≤12): RCTs or CCTs  

For harms: 

• RCTs, CCTs, and observational studies 

Reference lists of relevant systematic reviews published in 2013 or 
later used to ensure search strategies captured all relevant 
studies.  

All other designs and studies 
using included designs that do 
not meet the sample size 
criterion 

Language Studies published in English Studies published in languages 
other than English 

a We excluded studies that used a screener rather than a clinical diagnosis based on our finding of lack of consistency in the use of 
cut points on screeners. Studies may use different cut points for the same instrument because of lack of consensus on appropriate 
cut points or to increase sample size.  

b http://hdr.undp.org/en/content/human-development-index-hdi 

5-HTP = 5-hydroxytryptophan; AE = adverse event; BDI = Beck Depression Inventory; CAS = Child Assessment Schedule; 
CCT = controlled clinical trial; CDI = Children’s Depression Inventory; CES-D = Center for Epidemiological Studies Depression 
Scale; ChilD-S = Children’s Depression Screener; CIDI = Composite International Diagnostic Interview; DAWBA = 
Development and Wellbeing Assessment; DD = depressive disorder; DICA = Diagnostic Interview for Children and Adolescents; 
DISC = Diagnostic Interview Schedule for Children; DSM = Diagnostic and Statistical Manual; DYS = dysthymia; ICD = 
International Statistical Classification of Diseases and Related Health Problems; IPT = interpersonal therapy; Kinder-DIPS = 
Diagnostic Interview for Psychiatric Disorders in Children and Adolescents; K-SADS = Schedule for Affective Disorders and 
Schizophrenia for School-Age Children; KQ = Key Question; MAOI = monoamine oxidase inhibitor; MDD = major depressive 
disorder; MFQ = Mood and Feelings Questionnaire; PDD = persistent depressive disorder; PHQ = Patient Health Questionnaire; 
PICOTS = populations, interventions, comparators, outcomes, timing, and setting; PRIME-MD = The Primary Care Evaluation 
of Mental Disorders; RCT = randomized controlled trial; SADS = Schedule for Affective Disorders and Schizophrenia; SAMe = 
S-adenosyl-L-methionine; SCAN = Schedules for Clinical Assessment in Neuropsychiatry; SCID = Structured Clinical Interview 
for DSM disorders; SAE = serious adverse event; SNRI = selective serotonin reuptake inhibitor; SOE = strength of evidence; SR 
= systematic review; SSRI = serotonin and norepinephrine reuptake inhibitor; TCA = tricyclic antidepressant; TEP = Technical 
Expert Panel.  

http://hdr.undp.org/en/content/human-development-index-hdi
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Chapter 2. Methods 
We followed established methodologies of systematic reviews (SRs) as outlined in the 

Agency for Healthcare Quality and Research (AHRQ) Methods Guide for Effectiveness and 
Comparative Effectiveness Reviews.35 The reporting complies with the Preferred Reporting Items 
for Systematic Reviews and Meta-Analyses (PRISMA) statements. A Key Informant panel gave 
feedback on the initial proposed Key Questions (KQs); these KQs were posted on AHRQ’s 
Effective Health Care website for public comment in February 2018 for 3 weeks and revised in 
response to comments. We then drafted a protocol for the SR and recruited a panel of technical 
experts to provide high-level content and methodological expertise throughout the development 
of the review. The study protocol is registered in the international prospective register of 
systematic reviews (PROSPERO #: CRD42018112150) and published on AHRQ’s website at 
https://effectivehealthcare.arq.gov/topic/childhood-depression/protocol.  

Literature Search Strategy 
To identify articles relevant to each KQ, we conducted a focused MEDLINE® search using a 

variety of terms, medical subject headings (MeSH), and major headings. The search included 
studies published from inception to May 29, 2019 and was limited to English-language and 
human-only studies. We also searched the Cochrane Library, the Cochrane Central Trials 
Registry, the Cumulative Index to Nursing and Allied Health Literature®, and PsycINFO® by 
using analogous search terms. In addition, we searched gray literature for unpublished studies 
relevant to this review and included studies that met all the inclusion criteria and contained 
enough methodological information for assessing internal validity/quality. Sources of gray 
literature included ClinicalTrials.gov, World Health Organization International Clinical Trials 
Registry Platform, HSRProj, pharmaceutical companies’ dossiers (for pharmacotherapies of 
interest), and scientific evidence.  

Relevant SRs and meta-analysis, as well as reference mining of relevant publications, were 
used to identify additional existing and new literature. An experienced librarian with inputs from 
the study investigators developed the search strategy (Appendix A). An independent experienced 
librarian peer-reviewed the search strategy. 

Inclusion and Exclusion Criteria 
Eligible studies had to meet all the following criteria: (1) children and adolescents 18 years 

or younger with a confirmed diagnosis of major depressive disorder (MDD), persistent 
depressive disorder (PDD or dysthymia, as previously defined), or depression not otherwise 
specified (NOS); (2) study participants received any nonpharmacotherapy, pharmacotherapy, 
alone or combined, including interventions delivered in collaborative care systems that consisted 
of at least 6 weeks of treatment; and (3) study participants reported outcomes of interest 
(standardized depression or functional impairment benefit measures or harms outcomes). We 
included randomized controlled trials (RCTs) for benefits and RCTs or observational studies for 
harms. We further restricted the studies to those conducted in countries with a very high Human 
Development Index (HDI; at least one country in multiple-country studies had to be on the very 
high HDI list) and those published in English. We did not restrict publication time. Appendix B 
lists detailed inclusion and exclusion criteria. 
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Study Selection 
We imported all citations identified through searches and other sources into EndNote v.7. 

Independent reviewers screened the titles and abstracts of all citations using the inclusion and 
exclusion criteria using Covidence (a systematic review software).36 Studies included by either 
reviewer were retrieved for full-text screening. Independent reviewers then screened the full-text 
version of eligible references. Discrepancies between the reviewers were resolved through 
discussions and consensus. If consensus was not reached, a third reviewer helped resolve 
differences. Excluded studies are listed in Appendix C.  

Data Abstraction  
We developed and pilot tested a standardized data extraction form to extract study 

characteristics (author, study design, inclusion and exclusion criteria, patient characteristics, 
interventions, comparisons, outcomes, settings, study design, and related items for assessing 
study quality and applicability). Trained reviewers abstracted the relevant data from each 
included article into the evidence tables; a second member of the team reviewed all data 
abstractions for completeness and accuracy. For the studies that addressed the subgroup KQs 
(KQs 1b, 2b, 3b, 4b, 5b), we only included studies that directly compared the efficacy or 
effectiveness between subgroups of interest. 

Assessment of Methodological Risk of Bias of Individual 
Studies  

Our assessment of methodological risk of bias was guided by the criteria set forth by 
AHRQ’s Methods Guide for Effectiveness and Comparative Effectiveness Reviews. To assess the 
risk of bias (i.e., internal validity), we used the ROBINS-137 tool for observational studies and 
the Cochrane RCT tool38 for RCTs. For both observational studies and RCTs, risk-of-bias 
assessment included questions to assess selection bias, confounding, performance bias, detection 
bias, and attrition bias; concepts covered include those about adequacy of randomization (for 
RCTs only), similarity of groups at baseline, masking, attrition, whether intention-to-treat 
analysis was used, method of handling dropouts and missing data, validity and reliability of 
outcome measures, and treatment fidelity.35  

Two independent reviewers assigned risk-of-bias ratings for each study, with disagreements 
resolved by discussion and consensus. Reviewers assigned a rating of low risk of bias (study met 
all criteria), some concerns (study met some criteria), high risk of bias (methodological 
shortcomings leading to high risk of bias in one or more categories), or unclear risk of bias 
(methods not reported clearly). 

Data Synthesis 
We summarized all included studies in narrative form and in summary tables that tabulate the 

important features of the study populations, design, intervention, outcomes, setting (including 
geographic location), and results. When relevant (the evidence included studies with high risk of 
bias and without high risk of bias), we conducted qualitative or quantitative sensitivity analyses 
to gauge the difference in conclusions upon including and excluding high risk-of-bias studies. 
For bodies of evidence with meta-analyses, we reported effect sizes with and without high risk-
of-bias studies. 
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If we found three or more studies with low levels of heterogeneity (similar populations, 
interventions, comparators, outcomes), we considered meta-analysis. For all analyses, we used 
random effects models to estimate pooled or comparative effects; unlike a fixed-effects model, 
this approach allowed for the likelihood that the true population effect may vary from study to 
study. To determine whether quantitative analyses were appropriate for bodies of evidence that 
contained three or more similar studies, we assessed the clinical and methodological 
heterogeneity of the studies under consideration following established guidance.39 We calculated 
standardized differences (relative risks or standardized mean differences) for outcomes; when we 
graded the strength-of-evidence (SOE) grade as higher than insufficient, we also presented 
absolute differences in effect, when possible, in the detailed results to aid with interpretation of 
results. 

We assessed statistical heterogeneity in effects between studies included in meta-analyses by 
calculating the chi-square statistic and the I2 statistic (the proportion of variation in study 
estimates due to heterogeneity). The importance of the observed value of I2 depends on the 
magnitude and direction of effects and on the SOE for heterogeneity (e.g., p-value from the chi-
square test or a confidence interval for I2).  

When possible, for each intervention/comparator grouping, we present findings clustered by 
age of sample. We elected to use age categories as defined by study authors (adolescents as 
defined by study authors [typically age 11 or 12 years or older], children as defined by study 
authors [typically age 10 or 11 years or younger], and mixed adolescent and child samples 
[typically age 7 or 8 to 17 or 18 years]) rather than our own a priori definitions (adolescents 
[sample age >12 and ≤18]: RCTs, children [sample age ≤12]) to capture all available evidence. 
In addition, we present findings clustered by the sample’s required depressive disorder (DD) 
diagnoses for inclusion—MDD only or a wider spectrum of DDs (i.e., MDD, PDD/dysthymic 
disorders, or other DDs like DD NOS). We generally use the same diagnostic term as the original 
study (e.g., PDD or dysthymia). We also note special characteristics of the sample required for 
study inclusions such as females only, those with treatment-resistant depression, those with a 
comorbid disorder like substance use disorder, or those with exposure to a traumatic life event. 
Studies that test different delivery systems of similar interventions (e.g., in person versus online 
or targeting adolescents only versus adolescents and parents) or different aspects of DDs (e.g., 
acute episodes versus relapse after successful treatment) are reported separately as well. We 
present end-of-treatment data for all studies; these vary widely from weeks to months. We also 
present longer-term outcomes when available. We synthesized the data qualitatively when 
quantitative analyses were not appropriate (e.g., due to heterogeneity, insufficient numbers of 
similar studies, or insufficiency or variation in outcome reporting).  

Harms reported in text included mortality, suicidal ideation or behaviors, suicide attempts, 
serious adverse events, and withdrawals due to adverse events. Appendix tables list other types 
of harms (e.g., pooled adverse events not deemed as serious or individual adverse events such as 
stomach- or headaches, dry mouth, dizziness). For suicidal ideation or behavior, we generally 
graded studies on the most comprehensive available measure; in some studies, this measure also 
included suicide attempts. When studies reported suicide attempts separately, we also graded that 
outcome separately.  

Grading the Strength of Evidence  
We graded the SOE based on the Grading of Recommendations Assessment, Development 

and Evaluation (GRADE) working group guidance40 and guidance established for the Evidence-
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based Practice Center Program.41 Developed to grade the overall strength of a body of evidence, 
this approach incorporates five key domains: risk of bias (includes study design and aggregate 
quality), consistency, directness, precision of the evidence, and reporting bias. This approach 
requires looking beyond statistical significance alone, even when studies are consistent and of 
high quality and outcomes are direct and clinically relevant. It emphasizes the adequacy of the 
sample size to rule out spurious associations and results that are not clinically relevant. It also 
considers other optional domains that may be relevant for some scenarios, such as a dose-
response association, plausible confounding that would decrease the observed effect, and 
strength of association (magnitude of effect).  

Table 5 describes the grades of evidence that could be assigned. Grades reflect the strength of 
the body of evidence to answer KQs on the comparative effectiveness, efficacy, and harms of the 
interventions included in this review. Two reviewers assessed each domain for each key outcome 
with differences resolved by consensus. If the volume of evidence was large, we focused the 
SOE for the outcomes deemed to be of greatest importance to decision-makers and those most 
commonly reported in the literature. Based on input thus far from Key Informants, we chose 
these to include depression symptom reduction, remission, relapse, recovery, functional 
impairment, suicidality, and serious AEs. Because these are direct outcomes, the evidence was 
not downgraded for indirectness; the strength of evidence tables do not explicitly grade for 
directness as a result.  

Table 5. Definitions of the grades of overall SOE41 
Grade Definition 
High High confidence that the evidence reflects the true effect. Further research is very unlikely to 

change our confidence in the estimate of effect. 
Moderate Moderate confidence that the evidence reflects the true effect. Further research may change 

our confidence in the estimate of the effect and may change the estimate. 
Low Low confidence that the evidence reflects the true effect. Further research is likely to change 

our confidence in the estimate of the effect and is likely to change the estimate. 
Insufficient Evidence either is unavailable or does not permit estimation of an effect. 
SOE = strength of evidence. 

For bodies of evidence for which we could conduct sensitivity analyses, we based the final 
SOE grade on the evidence base without high risk-of-bias studies for benefits. For harms, if the 
results continued to be consistent, we retained the overall SOE from the entire evidence base, in 
order to capture the potential for a signal of harms. We appended a footnote to SOE tables to 
indicate when sensitivity analyses changed the SOE grade. 

The evidence on variations in benefits and harms in subgroups generally came from post-hoc 
analyses and could potentially be attributed to chance. Outcomes for subgroup analyses were not 
graded. 

Assessing Applicability 
We assessed the applicability of individual studies as well as the applicability of a body of 

evidence following guidance from the Methods Guide for Effectiveness and Comparative 
Effectiveness Reviews.42 For individual studies, we examined conditions that may limit 
applicability based on the PICOTS (population, interventions, comparators, outcomes, timing, 
and setting) structure. Some factors identified a priori that may limit the applicability of evidence 
include the following: age of the sample (adolescent vs. younger children), comorbid conditions, 
exposure to a traumatic life event, severity or type of DD, history of previous depressive 
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episodes or depression treatment, or setting (primary care vs. specialty care). We analyzed 
populations separately that were characterized by having a comorbid condition or exposure to 
traumatic life events. We indicated age and type of DD in the analysis and otherwise call out 
characteristics of the study populations that might limit applicability.  
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Chapter 3. Results 
In this chapter, we present the yield from literature searches first, followed by a brief 

description of the characteristics of included studies. The remainder of the chapter presents 
results organized by Key Question (KQ) and then by intervention and comparator for benefits 
and harms. Within each intervention and comparator cluster, we first present key points followed 
by detailed results. The detailed results present evidence separately for subpopulations of interest 
(children, adolescents, major depressive disorder [MDD] only, or a wider spectrum of depression 
diagnoses [MDD, persistent depressive disorder (PDD), depressive disorders not otherwise 
specified (DD NOS)]). Appendixes D, E, F, G, H, and I are organized by the intervention 
comparison groups for each of the KQs. Appendix D presents individual study characteristics. 
Appendixes E, F, and G provide the outcome data on benefits (E), harms (F), and subpopulations 
(G). Appendix H details our risk-of-bias assessments for the randomized controlled trials, and 
Appendix I provides the risk-of-bias details for the single nonrandomized study. Appendix J 
contains our meta-analyses results. Appendix K lists references. 

Literature Searches and Study Characteristics  
The electronic search, gray literature, and reference mining identified 14,176 citations. After 

title and abstract screening, we retrieved 874 studies for full-text review. A total of 60 studies (94 
articles) met eligibility criteria and were included in the analyses (Figure 2). For KQ 1, we 
identified 23 randomized controlled trials (RCTs) of nonpharmacological treatments.43-65 

Five RCTs compared cognitive behavioral therapy (CBT) with pill placebo,53 wait-list,59 
usual care, or treatment as usual (TAU).45, 49, 56 Three RCTs compared CBT with an active 
control.44, 54, 60 Two RCTs compared relapse prevention CBT plus continued antidepressant 
medication with continued medication management alone.48, 51 Eleven trials addressed other 
psychotherapy approaches (i.e., interpersonal therapy [IPT],57, 58 family-based IPT,47 attachment-
based family therapy,55, 63 family therapy,43, 60, 64, 65 Parent-Child Interaction Therapy [PCIT],50 
and psychoanalytic therapy44) compared with wait-list, TAU, or active controls. Two trials 
address omega-3 versus pill placebo.52, 65 Single RCTs compared exercise with an active 
control62 and spirituality with wait-list.46 One omega-3 fatty acid and family therapy RCT,65 one 
family therapy RCT,43 and three CBT RCTs provided subpopulation evidence.53, 54, 60  

For KQ 2, we identified 23 RCTs comparing pharmacological approaches.34, 53, 66-84 Fourteen 
RCTs examined selective serotonin reuptake inhibitors (SSRIs) compared with placebo.34, 53, 67-70, 

72, 75, 76, 79, 81, 82, 84-92 Two RCTs compared relapse prevention with fluoxetine compared with 
placebo.80, 93 Five RCTS (one publication reported on two studies94) compared serotonin and 
norepinephrine reuptake inhibitors (SNRIs) with placebo.67, 76, 77, 94 Four RCTs compared 
tricyclic antidepressants (TCAs) with placebo,71, 74, 78 One RCT examined monoamine oxidase 
inhibitors (MAOIs) with placebo66 and one RCT of venlafaxine plus active control versus 
placebo plus active control.73 Seven RCTs of SSRIs and TCAs compared with placebo provided 
evidence on subpopulations.53, 69, 72, 80, 82, 91, 95-98 For KQ 3, we identified one RCT comparing 
fluoxetine plus CBT with placebo53 and one RCT comparing omega-3 plus family therapy with 
placebo.65 Both provided evidence on subpopulations. We found no studies for KQ 4. For KQ 5, 
we found 29 studies including 28 RCTs44, 53, 57, 59-61, 65, 67, 68, 75-77, 91, 99-113 and one nonrandomized 
trial114 addressing comparative effectiveness. Three RCTs compared CBT with other 
psychotherapy.44, 57, 60 Seven RCTs compared the delivery methods of psychotherapy.59, 61, 100, 106-

108, 110 Three RCTs compared psychotherapy and pharmacotherapy53, 99, 101; six compared  
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Figure 2. Article flow diagram 

 
KQ = Key Question; N = number.  

psychotherapy plus pharmacotherapy and psychotherapy53, 99, 101, 111, 113, 114; seven compared 
psychotherapy plus pharmacotherapy and pharmacotherapy.53, 99, 101, 103-105, 112 One RCT 
compared omega-3 with other therapies.65 Two RCTs each compared SSRIs with SNRIs,67, 68 
SSRIs with TCAs,76, 83 and interventions for treatment resistant depression.109 Three RCTs were 
dose comparison studies.67, 75, 77 Seven studies addressed subpopulations for comparative 
effectiveness.33, 53, 61, 76, 77, 83, 86, 90, 91, 97, 98, 109, 115, 116 

Table 6 below presents key characteristics of our included studies. A majority of the studies 
(56.7%) had some concerns for risk of bias for benefits, and 41.7 percent had high risk of bias. 
We rated one RCT as low. For those studies reporting on harms, 23 of 39 studies were assessed 
as some concern for risk of bias, 14 of 39 studies as high risk of bias, one study as low risk of 
bias, and one as uncertain. The tables in Appendix H include additional details of the risk-of-bias 
assessments for these trials. 

A minority (33.3%) of studies offered an active comparator: most compared treatments with 
placebo, usual care, or wait-list controls. Usual care participants were free to initiate or continue 
nonstudy mental health or other healthcare services.56, 103, 117 For pharmacotherapy studies, usual 
care participants may have received the index medication.103 For psychotherapy studies, 
therapists offered treatment that they believed to be effective.49 Usual care could include therapy, 
medications, or combined therapy and medications.63 
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Table 6. Key characteristics of included studies 
Study Characteristics Subcharacteristics Number of 

Studies Percent 

Study quality for benefits Low risk-of-bias studies 1 1.7 
  Some concerns for risk-of-bias studies 34 56.7 
  High risk-of-bias studies 25 41.7 
Study quality for harms Low risk-of-bias studies 1 1.7 
  Some concerns for risk-of-bias studies 23 38.3 
  High risk-of-bias studies 14 23.3 
  Unclear risk of bias 1 1.7 
  Not applicable (did not report on harms) 21 35.0 
Population characteristics:  Child (mean age <13, ages range from 5 to 12)  5 8.3 
Child or adolescent Adolescent (mean age ≥13, ages range from 11 to 18) 30 50.0 
  Both (mean age varies, age ranges from 7 to 18) 25 41.7 
Population characteristics:  Mostly female 40 66.7 
Gender Mostly male 20 33.3 
Population characteristics:  Mostly white 40 66.7 
Race Mostly nonwhite 4 6.7 
  Not reported 16 26.7 
Population characteristics:  MDD 46 76.7 
Diagnosis MDD, PDD, DD NOS, combinations 14 23.3 
Intervention characteristics:  Nonpharmacological 27 45.0 
Types of interventions Pharmacological 24 40.0 
  Both 9 15.0 
Comparator Active comparator 20 33.3 
  Placebo comparator 27 45.0 
  Usual care comparator 13 21.7 
Geographic setting United States of America 43 71.7 
  United Kingdom 3 5.0 
  Canada 1 1.7 
  Australia 2 3.3 
  Multiple countries 7 11.7 
  Israel 1 1.7 
  Norway 1 1.7 
  Romania 1 1.7 
  South Korea 1 1.7 
KQ 1: Benefits and harms of 
nonpharmacological 
interventions 

Cognitive behavioral therapy 10 NAa 
Other therapies (IPT, family-based IPT, attachment-based 
family therapy, family therapy, parent-child interaction 
therapy) 

11 NAa 

Omega-3 2 NAa 
Exercise 1 NAa 
Spirituality 1 NAa 

KQ 2: Benefits and harms of 
pharmacological 
interventions  

SSRIs  14 NAa 
SNRIs 5 NAa 
TCAs 4 NAa 
Relapse prevention with fluoxetine versus placebo 2 NAa 
MAOIs 1 NAa 
Venlafaxine plus active control versus placebo plus active 
control 

1 NAa 

KQ 3: Benefits and harms of 
combined interventions 

Cognitive behavioral therapy + fluoxetine 1 NAa 

  Omega-3 + family therapy 1 NAa 
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Study Characteristics Subcharacteristics Number of 
Studies Percent 

KQ 4: Benefits and harms of 
collaborative care 
interventions 

Collaborative care interventions 0 NAa 

KQ 5: Benefits and harms 
from head-to-head 
comparisons of interventions 

CBT versus other psychotherapy 3 NAa 
Comparison of psychotherapy delivery methods  7 NAa 
Psychotherapy versus pharmacotherapy 3 NAa 
Psychotherapy plus pharmacotherapy versus 
psychotherapy 

6 NAa 

Psychotherapy plus pharmacotherapy versus 
pharmacotherapy 

7 NAa 

Omega-3 versus other therapies 1 NAa 
SSRIs vs SNRIs 2 NAa 
SSRIs vs TCAs 2 NAa 
Dose comparison 3 NAa 
Interventions for treatment-resistant depression 2 NAa 

a The number of studies sum to more than 100% because studies may address multiple Key Questions. 
 
CBT = cognitive behavioral therapy; DD = depressive disorder; DD NOS = depressive disorder not otherwise classified; IPT = 
interpersonal therapy; KQ = Key Question; MAOI = monoamine oxidase inhibitor; MDD = major depressive disorder; NA = not 
applicable; PCIT = parent child interaction therapy; PDD = persistent depressive disorder; SNRI = serotonin and norepinephrine 
reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant; vs = versus.  

We generally used study-defined categorizations of outcomes and footnoted exceptions (e.g., 
one study reported a common measure of remission (a score of 28 or more on the Children’s 
Depression Rating Scale—Revised, or CDRS≤28) as response;118 we reclassified this outcome as 
remission but footnoted the decision. Studies did not report suicidal ideation or behavior 
consistently. We generally relied on the most comprehensive available measure; in some studies, 
this measure also included suicide attempts. Studies that defined serious adverse events generally 
used the Food and Drug Administration’s (FDA’s) definition, that is, events resulting in death, 
life-threatening events, new or prolonged hospitalization, disability or permanent damage, 
congenital anomalies, or other serious events.48, 53, 76 In some instances, authors did not specify 
serious adverse events (SAEs).  

KQ 1a: Benefits and Harms of Nonpharmacological 
Interventions 

CBT Versus Pill Placebo: Benefits 

Key Points 
• The evidence was insufficient to judge the benefits (depressive symptoms, response, 

remission, loss of diagnosis, or functional impairment) of CBT when compared with 
pill placebo. 

Detailed Results 
One RCT with medium risk of bias with three companion publications compared benefits 

between CBT (n=111) and pill placebo (n=112)53, 85-87 among adolescents with MDD in a 12-
week study (Table 7). Additional details about the Treatment among Adolescents with 
Depression (TADS) trial can be found in Appendix Tables D-1 and E-1.  
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The evidence from a single study was insufficient to judge the effectiveness of CBT versus 
placebo for depressive symptoms, response, remission, or functional impairment.  

Table 7. Strength of evidence for benefits of CBT versus pill placebo 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. pill 
placebo 

Depressive 
symptoms, 
clinician report  

SMD (CDRS-
R), 0.03; 95% 
CI, -0.23 to 0.30 

1 RCT (n=223)53 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (CGI-I of 1 
or 2, very much 
improved or 
much 
improved): 0.88; 
95% CI, 0.72 to 
1.09 

1 RCT (n=223)53 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission (loss 
of diagnosis) 

RR (loss of K-
SAD P/L MDD 
diagnosis): 
0.99; 95% CI, 
0.69 to 1.44 

1 RCT (n=176)85 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission RR (CDRS-R of 
28 or less): 1.01 
95% CI, 0.90 to 
1.13 

1 RCT (n=223)85 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician report 

SMD (CGAS): 
0.06; 95% 
CI, -0.20 to 0.32 

1 RCT (n=223)87 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CGAS = Children’s Global 
Assessment Scale; CGI-I = Clinical Global Impressions Scale; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SAD P/L MDD = schedule for affective disorders 
present/lifetime major depressive disorder; SMD = standardized mean difference; vs. = versus. 

CBT Versus Pill Placebo: Harms  

Key Points 
• The evidence was insufficient to judge the harms of CBT when compared with pill 

placebo for any examined harms (mortality from suicide, suicide-related or harms-
related adverse events (AEs), suicide attempts, or worsening suicidal ideation).  

Detailed Results 
One RCT with one companion publication that had medium risk of bias compared harms 

between CBT (n=111) and pill placebo (n=112)53, 119 among adolescents with MDD in a 12-week 
study (Table 8). Additional details about the TADS trial can be found in Appendix Tables D-1 
and F-1.  
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Table 8. Strength of evidence for harms of CBT versus pill placebo 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. pill 
placebo 

Mortality 
from suicide  

No suicides in 
either group 

1 RCT 
(n=223)53 

Serious 
imprecision (few 
events, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide-
related AEs 

RR, 1.65; 95% 
CI, 0.41 to 
6.70 

1 RCT 
(n=185)119 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Harms-
related AEs 

RR, 0.83; 95% 
CI, 0.26 to 
2.65 

1 RCT 
(n=223)53 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide 
attempts 

RR, 2.97; 95% 
CI, 0.12 to 
71.93 

1 RCT 
(n=185)119 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Worsening 
suicidal 
ideation  

RR (SIQ-Jr of 
31 or greater): 
0.28; 95% CI, 
0.06 to 1.32 

1 RCT 
(n=185)119 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

AE = adverse event; CBT = cognitive behavioral therapy; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SIQ-Jr = Suicide Ideation Questionnaire-Junior High School; vs. 
= versus. 

The evidence was insufficient to evaluate the harms of CBT when compared with pill 
placebo for any examined harms (mortality from suicide, suicide-related or harms-related AEs, 
suicide attempts, or worsening suicidal ideation). The study reported the total number of SAEs 
that met the FDA’s definition of an adverse event (N=23) but did not report results by study arm; 
separately it reported suicide-related AEs. Not all these adverse events are SAEs. 

CBT Versus Wait-List Control: Benefits  

Key Points 
• When compared with wait-list control, CBT had greater improvements in self-

reported depressive symptoms and clinician-reported functional impairment at 8 
weeks of treatment among adolescents with MDD or dysthymia (strength of evidence 
[SOE] low for benefit). 

• The evidence was insufficient to judge improvements in clinician- or parent-reported 
depressive symptoms, response, or recovery. 
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Detailed Results 
Table 9 presents two RCTs,57, 59 one with high risk of bias57 and one with medium risk of 

bias,59 compared CBT with wait-list control among adolescents with dysthymia or MDD or both. 
The duration of the intervention spanned 859 to 12 weeks.57 Compared with wait-list control, 
CBT improved self-reported depressive symptoms (mean difference [Beck Depression Inventory 
(BDI)], -5.90; 95% confidence interval (CI), -10.89 to -0.92) and improved clinician-reported 
functional impairment (mean difference [Global Assessment of Functioning (GAF)], 6.5; 95% 
CI, 0.68 to 12.32) (SOE low for benefit). The evidence was insufficient to judge whether there 
were improvements noted in clinician- or parent-reported depressive symptoms, recovery, or 
response Additional details can be found in Appendix Tables D-2 and E-2. 

Table 9. Strength of evidence for benefits of CBT versus wait-list control 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. wait-
list control 

Depressive 
symptoms, 
clinician 
reported 

SMD (HAM-D and 
CDI): -0.53 
and -0.35 across 
two studies 
 
CI crosses the null 
in one study 

2 RCTs 
(n=103)57, 59 

Imprecision (wide 
CIs, small sample 
size), 
inconsistency of 
overlap in CIs, 1 
with high risk of 
bias57 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
self-reported 

SMD (BDI): -0.59,  
95% CI, -1.09 
to -0.08a  

1 RCT 
(n=64)59 

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
parent 
reported 

SMD (CBCL-
Depression): 0.48,  
95% CI, -0.03 to 
0.98 

1 RCT 
(n=64)59 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Response RR (CDI<17): 
0.58,  
95% CI, 0.22 to 
1.51 

1 RCT 
(n=48)57 

Imprecision (wide 
CIs, small sample 
size), high risk of 
bias,57 unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
both 

  Recovery RR (no longer 
meeting criteria for 
depression 
diagnosis): 1.35; 
95% CI, 0.85 to 
2.13 

1 RCT 
(n=64)59 

Imprecision (wide 
CIs, small sample 
size), unknown 
consistency  

Insufficient Adolescents 
with MDD or 
dysthymia 

  Functional 
impairment, 
clinician 
reported 

SMD (GAF): 0.55; 
95% CI, 0.05 to 
1.05  

1 RCT 
(n=64)59 

Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD or 
dysthymia 

BDI = Beck Depression Inventory; CBCL-Depression = Child Behavior Checklist- depression; CBT = cognitive behavioral 
therapy; CDI = Children’s Depression Inventory; CI = confidence interval; GAF = Global Assessment of Functioning; HAM-D = 
Hamilton Depression Rating Scale; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized 
mean difference; vs. = versus. 
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CBT Versus Wait-List Control: Harms 

Key Points 
• No studies reported on harms. 

Detailed Results 
Two RCTs,57, 59 one with high risk of bias57 and one with medium risk of bias,59 compared 

CBT to wait-list control and did not report harms.  

CBT (Delivered to Adolescent and Parent) Versus Wait-List 
Control: Benefits  

Key Points 
• The evidence was insufficient to evaluate the effect of CBT delivered to the 

adolescent and parent on depressive symptoms as reported by the clinician, self-
reported, or by parent, recovery or functional impairment as reported by clinician, 
when compared with wait-list control.  

Detailed Results 
One RCT,59 with medium risk of bias, compared CBT delivered to both adolescent and 

parents with wait-list control in an 8-week study of adolescents with MDD or dysthymia (Table 
10). The evidence was insufficient to determine whether CBT, when delivered to adolescents and 
parents, improved clinician-, self-reported, or parent-reported depressive symptoms, recovery, or 
clinician-reported functional impairments when compared with wait-list control. Additional 
details can be found in Appendix Tables D-3 and E-3. 

CBT (Delivered to Adolescent and Parent) Versus Wait-List 
Control: Harms  

Key Points 
• No studies reported harms. 

Table 10. Strength of evidence for benefits of CBT (delivered to adolescents and parents) versus 
wait-list control 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT 
(delivered to 
adolescent 
and parent) 
vs. wait-list 
control 

Depressive 
symptoms, 
clinician-
reported 

SMD (HAM-D), 
0.14; 95% 
CI, -0.66 to 
0.37 

1 RCT (n=69)59 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD or 
dysthymia 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT 
(delivered to 
adolescent 
and parent) 
vs. wait-list 
control 
(continued) 

Depressive 
symptoms, self-
reported 

SMD 
(BDI), -0.24; 
95% CI, -0.76 
to 0.27 

1 RCT (n=69)59 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD or 
dysthymia 

  Depressive 
symptoms, 
parent-reported 

SMD (CBCL-
Depression), 
0.43; 95% 
CI, -0.02 to 
0.88 

1 RCT (n=79)59 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD or 
dysthymia 

  Recovery RR (no longer 
meeting 
depression 
diagnosis 
criteria), 1.43; 
95% CI, 0.91 to 
2.25 

1 RCT (n=79)59 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD or 
dysthymia 

  Functional 
impairment, 
clinician-
reported 

SMD (GAF), 
0.40; 95% 
CI, -0.12 to 
0.92  

1 RCT (n=69)59 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD or 
dysthymia 

BDI = Beck Depression Inventory; CBCL-Depression = child behavior checklist- depression; CBT = cognitive behavioral 
therapy; CI = confidence interval; GAF = Global Assessment of Functioning; HAM-D = Hamilton Depression Rating Scale; n = 
number; MDD = major depressive disorder; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean 
difference; vs. = versus. 

Detailed Results 
One RCT59 with medium risk of bias compared CBT delivered to adolescents and parents 

with wait-list control. No harms were reported.  

CBT + TAU Versus TAU/UC: Benefits  

Key Points 
• For adolescents with MDD, CBT plus TAU improved end-of-treatment clinician-

reported depressive symptoms; time to recovery; and short- -term recovery, response, 
and clinician-reported functional status (low for benefit for all outcomes).  

• For adolescents with MDD, the evidence was insufficient to determine if CBT plus 
TAU improved long-term recovery, response, or functional impairment. 

• For adolescents with MDD or dysthymia, the evidence was insufficient to determine 
whether CBT plus TAU improved clinician, self- or parent-reported depressive 
symptoms, time to recovery response, or clinician-reported functional impairment.  

Detailed Results 
Two RCTs45, 56 with medium risk of bias compared CBT plus TAU to TAU/usual care (UC) 

in adolescents with MDD45 and adolescents with mixed depression diagnoses (MDD and 
dysthymia)56 offered in a primary care or a health maintenance organization setting (Table 11). 
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In the MDD trial, participants self-selected TAU and were randomly assigned to CBT, for two 
four-session modules (participants received seven sessions on average). The adolescents in the 
RCT with MDD or dysthymia56 were depressed adolescent offspring of depressed parents. The 
intervention lasted for 8 weeks.56 Among adolescents with MDD, CBT45 improved clinician-
reported depressive symptoms when compared with TAU/UC (mean difference [Children’s 
Depression Rating Scale (CDRS)], -7.11; 95% CI, -10.3 to -3.90) (SOE low for benefit). 
Adolescents receiving CBT also showed improved short-term recovery (risk difference [RD], 
192/1,000; 95% CI, 80 more to 3043 more cases), improved time to recovery (mean difference 
[weeks], -7.40; 95% CI, -13.4 to -1.42), improved short-term response (risk difference, 
212/1,000; 95% CI, 78 more to 346 more cases) and improved clinician-reported functional 
status (mean difference [Children’s Global Assessment Scale (CGAS)], 5.32; 95% CI, 2.73 to 
7.91) (SOE low for benefit).  

Table 11. Strength of evidence for benefits of CBT + TAU versus TAU/UC 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT + TAU 
vs. TAU/UC 

Depressive 
symptoms, 
clinician-
reported  

SMD (HAM-
D), -0.10; 95% 
CI, -0.52 to 0.32 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
clinician-
reported  

SMD 
(CDRS), -0.60, % 
CI, -0.87 to -0.32 

1 RCT 
(n=212)45 

Imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Low for benefit Adolescents 
with MDD 

  Depressive 
symptoms, 
clinician-
reported (96 
weeks) 

SMD (HAM-
D), -0.06; 95% 
CI, -0.48 to 0.35  

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
clinician-
reported (104 
weeks) 

SMD 
(CDRS), -0.10; 
95% CI, -0.37 to 
0.17 

1 RCT 
(n=212)45 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-reported 

SMD (CES-
D), -0.20; 95% 
CI, -0.62 to 0.22 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT + TAU 
vs. TAU/UC 
(continued)  

Depressive 
symptoms, 
self-reported 
(96 weeks) 

SMD (CES-
D), -0.16; 95% 
CI, -0.58 to 0.26 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
parent-
reported 

SMD (CBCL-
Depression), 0.24; 
95% CI, -0.18 to 
0.66 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms, 
parent-
reported (96 
weeks) 

SMD (CBCL-
Depression), 0.06; 
95% CI, -0.36 to 
0.48  

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Weeks to 
recovery  

SMD (time in 
weeks to at least 8 
weeks of no or 
minimal depressive 
symptoms), -0.349,
5% CI, -0.60 
to -0.06 

1 RCT 
(n=212)45 

Imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Low for benefit Adolescents 
with MDD 

  Recovery RR (no longer 
having a 
depression 
diagnosis), 1.10; 
95% CI, 0.76 to 
1.60 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Recovery  RR (at least 8 
weeks of no or 
minimal depressive 
symptoms), 2.59; 
95% CI, 1.41 to 
4.74 

1 RCT 
(n=212)45 

Imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Low for benefit Adolescents 
with MDD 

  Recovery (96 
weeks) 

RR (no longer 
having a 
depression 
diagnosis), 0.97; 
95% CI, 0.85 to 
1.10 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Recovery (104 
weeks) 

RR (at least 8 
weeks of <5 
depressive 
symptoms), 1.13; 
95% CI, 1.00 to 
1.28 

1 RCT 
(n=212)45 

Imprecision 
(small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (at least 8 
weeks of <5 
depressive 
symptoms), 1.45; 
95% CI, 1.13 to 
1.85 

1 RCT 
(n=212)45 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT + TAU 
vs. TAU/UC 
(continued)  

Response 
(104 weeks) 

RR (at least 8 
weeks of no or 
minimal depressive 
symptoms), 1.02; 
95% CI, 0.95 to 
1.10 

1 RCT 
(n=212)45 

Serious 
imprecision 
( small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician 
reported 

SMD (GAF), 0; 
95% CI, -0.42 to 
0.42 

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Functional 
status, 
clinician 
reported  

SMD (CGAS), 
0.56; 95% CI, 0.28 
to 0.83 

1 RCT 
(n=212)45 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit Adolescents 
with MDD 

  Functional 
impairment, 
clinician 
reported (96 
weeks) 

SMD (GAF), -0.21; 
95% CI, -0.63 to 
0.21  

1 RCT (n=88)56 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Functional 
impairment, 
clinician 
reported (104 
weeks) 

SMD (CGAS), 
0.04; 95% 
CI, -0.23 to 0.31 

1 RCT 
(n=212)45 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

CBCL-Depression = child behavior checklist - depression; CBT = cognitive behavioral therapy; CDRS = Children’s Depression 
Rating Scale; CES-D = Center for Epidemiologic Studies Depression Scale; CGAS = Children’s Global Assessment Scale; CI = 
confidence interval; GAF = Global Assessment of Functioning; HAM-D = Hamilton Depression Rating Scale; MDD = major 
depressive disorder; RCT = randomized controlled trial; n = number; RR = relative risk; SMD = standardized mean difference; 
TAU = treatment as usual; UC = usual care; vs. = versus. 

Among adolescents with MDD or dysthymia,56 no improvements were noted for CBT plus 
TAU when compared with TAU/UC in a 16-week intervention (insufficient SOE). No 
improvements were noted in either population for rates of adequate clinical depression response 
for CBT plus TAU when compared with TAU/UC. Additional details can be found in Appendix 
Tables D-4 and E-4.  

CBT + TAU Versus TAU/UC: Harms 

Key Points 
• Among adolescents with MDD only or with MDD or dysthymia, the evidence was 

insufficient to judge the effect of CBT plus TAU on suicidality, when compared with 
TAU or UC, across a range of followup periods. 

Detailed Results 
Two RCTs45, 56 with medium risk of bias examined harms of CBT plus TAU when compared 

with TAU/UC in adolescents with MDD45 and adolescents with MDD or dysthymia56 offered in 
a primary care or a health maintenance organization setting (Table 12). Among adolescents with 
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MDD or dysthymia, the evidence was insufficient to judge differences in suicidality.56 Among 
adolescents with MDD, the evidence, comprising one study,45 the evidence was insufficient to 
judge differences in suicidality at 12 or 104 weeks. Additional details can be found in Appendix 
Tables D-4 and F-2. 

Table 12. Strength of evidence for harms of CBT + TAU versus TAU/UC 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT + TAU 
vs. TAU/UC 

Suicidality SMD (K-SADS 
suicide items 
total score), 
0.17; 95% 
CI, -0.25 to 0.52  

1 RCT (n=88)56 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Suicidality (12 
weeks) 

Reported OR 
(K-SADS), 1.21; 
95% CI, 0.32 to 
3.78a 

1 RCT (n=212)45 Serious 
imprecision (small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidality (96 
weeks) 

SMD (K-SADS 
suicide items 
total score), 0; 
95% CI, -0.41 
to 0.41 

1 RCT (n=88)56 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Suicidality (104 
weeks) 

RR (K-SADS), 
1.00; 95% CI, 
0.06 to 15.8 

1 RCT (n=212)45 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

a The RR cannot be calculated independently because of an error in the reported results 
 
CBT = cognitive behavioral therapy; CI = confidence interval; K-SADS = Kiddie Schedule for Affective Disorders and 
Schizophrenia; MDD = major depressive disorder; n = number; R = odds ratio; RCT = randomized controlled trial; RR = relative 
risk; SMD = standardized mean difference; TAU = treatment as usual; UC = usual care; vs. = versus. 

CBT (Modified) Versus UC: Benefits  

Key Points 
• The evidence comparing modified CBT with UC was insufficient to evaluate 

improvements in self-reported depressive symptoms or remission of depression 
diagnosis.  

Detailed Results 
One RCT49 with medium risk of bias compared modified CBT with UC in a 12-week study 

in adolescents (Table 13), diagnosed with MDD, dysthymic disorder, or unspecified DD, and all 
had experienced interpersonal trauma. CBT was modified to address cognitions related to the 
experience of interpersonal trauma. The evidence comparing modified CBT with UC was 
insufficient to compare CBT with UC for self-reported depressive symptoms or remission of 
depression. Additional details can be found in Appendix Tables D-5 and E-5. 
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Table 13. Strength of evidence for benefits of CBT (modified) versus UC 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT 
(modified) vs. 
UC: benefits 

Depressive 
symptoms, self-
reported 

SMD (BDI-II), 
0.16; 95% 
CI, -0.44 to 0.76 

1 RCT (n=43)49 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymic 
disorder, or 
unspecified DD 

  Remission RR (No longer 
meeting 
depression 
diagnosis), 
1.05; 95% CI, 
0.57 to 1.93 

1 RCT (n=43)49 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymic 
disorder, or 
unspecified DD 

BDI-II = Beck Depression Inventory-II; CBT = cognitive behavioral therapy; CI = confidence interval; DD = depressive 
disorder; n = number; RR = relative risk; SMD = standardized mean difference; UC = usual care; vs. = versus. 

CBT (Modified) Versus UC: Harms 

Key Points 
• No harms reported harms. 

Detailed Results 
One RCT49 with medium risk of bias compared modified CBT to UC in a 12-week study in 

adolescents with MDD, dysthymia, or DD NOS but did not report harms.  

CBT Versus Active Control: Benefits  

Key Points 
• The evidence was insufficient to judge the effectiveness of CBT when compared with 

active control. 

Detailed Results 
Three RCTs,44, 54, 60, 120 one with high risk of bias60 and two studies44, 54 with medium risk of 

bias, compared CBT delivered to adolescents with MDD with active control (Table 14). Study 
length varied between 8 weeks,54 12-16 weeks,60 and 36 weeks.44 The evidence was insufficient 
to judge the effectiveness of CBT when compared with active control. Additional details can be 
found in Appendix Tables D-6 and E-6. 
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Table 14. Strength of evidence for benefits of CBT versus active control 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

CBT vs. 
active control 

Depressive 
symptoms, 
clinician 
reported 

SMD 
(HDRS), -0.39; 
95% CI, -0.81 to 
0.02  

1 RCT (n=91)54 
8 weeks 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
clinician 
reported (48 
weeks) 

SMD (HDRS), 
0.26; 95% 
CI, -0.16 to 0.68 

1 RCT (n=87)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-reported 

SMD (BDI-II and 
MFQ), -0.41, 
 -0.40, -0.17 
across 3 studies 
 
2 CIs cross the 
null 

3 RCTs (n=402)44, 54, 

60 
Serious imprecision 
(wide CIs, small 
sample size), 
inconsistency of 
overlap in CIs, high 
risk of bias60 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-reported 
(48 weeks) 

SMD (BDI-II), 
0.26; 95% 
CI, -0.16 to 0.68 

1 RCT (n=87)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-reported 
(86 weeks) 

SMD, -1.30; 
95% CI, -5.37 to 
2.77 

1 RCT (n=239)44 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response RR, 1.58; 95% 
CI, 1.01 to 2.46 

1 RCT (n=72)60 Imprecision (small 
sample size), high 
risk of bias60, 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR, 1.00; 95% 
CI, 0.81 to 1.23 

1 RCT (n=209)44 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Response 
(86 weeks) 

RR, 1.04; 95% 
CI, 0.86 to 1.26 

1 RCT (n=239)44 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission RR (no longer 
meeting MDD 
criteria), 1.47 
and 1.92 across 
2 studies, CIs 
span the null, , 
one study 
reports no 
statistically 
significant 
differences 
(details NR) 

3 RCTs (n=402)44, 54, 

60 
Serious imprecision 
(wide CIs, small 
sample size), 
inconsistency of 
overlap in CIs, high 
risk of bias60 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

CBT vs. 
active control 
(continued) 

Remission, 
no longer 
meeting 
MDD criteria 
(48 weeks) 

RR, 0.94; 95% 
CI, 0.54 to 1.65 

1 RCT (n=87)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission, 
no longer 
meeting 
MDD criteria 
(86 weeks) 

RR, 1.03; 95% 
CI, 0.87 to 1.22 

1 RCT (n=239)44 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Relapse (86 
weeks) 

RR, 1.40; 95% 
CI, 0.50 to 3.97 

1 RCT (n=92)120 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician-
reported 

SMD (CGAS), 
0.13; 95% 
CI, -0.29 to 0.54  

1 RCT (n=91)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician-
reported  

RR (CGAS<60), 
0.79; 95% CI, 
0.39 to 1.59 

1 RCT (n=72)60 Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias60, 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician-
reported (48 
weeks) 

SMD, 0.01; 95% 
CI, -0.41 to 0.43 

1 RCT (n=87)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
self-reported 

SMD, -0.30; 
95% CI, -0.72 to 
0.11  

1 RCT (n=91)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
self-reported 
(48 weeks) 

SMD, -0.06; 
95% CI, -0.48 to 
0.36  

1 RCT (n=87)54 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

BDI-II = Beck Depression Inventory-II; CBT = cognitive behavioral therapy; CGAS = Children’s Global Assessment Scale; CI = 
confidence interval; HDRS = Hamilton Depression Rating Scale; MDD = major depressive disorder; MFQ = Mood and Feelings 
Questionnaire; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = 
versus. 

CBT Versus Active Control: Harms 

Key Points 
• The evidence was insufficient to judge the harms of CBT when compared with active 

control for suicide attempts. 
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Detailed Results 
Two RCTs that had medium44, 120-122 and high60 risk of bias compared harms between CBT 

and active control among adolescents with MDD at 12-16 weeks and at 86 weeks (Table 15). 
The evidence was insufficient to judge the harms of CBT when compared with active control. 
Additional details can be found in Appendix Tables D-6 and F-3. 

Table 15. Strength of evidence for harms of CBT versus active control 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. active 
control 

Suicide attempt 1 per arm, 
denominator 
not provided 

1 RCT (n not 
reported)44, 120 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide 
attempts (86 
weeks) 

No recent 
suicide 
attempts in 
either group 

1 RCT (n not 
reported)44, 120 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Dropout 32% vs, 36%, 
no evidence of 
difference in 
chi-square test, 
RR not 
calculable  

1 RCT (n by arm 
not reported)121, 

122 

Unknown 
imprecision, 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CBT = cognitive behavioral therapy; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = 
randomized controlled trial; RR = relative risk; vs. = versus. 

Relapse Prevention CBT + Continued Antidepressant Medication 
Management Versus Continued Medication Management: Benefits  

Key Points 
• When compared with continued medication management alone, relapse prevention 

CBT plus continued antidepressant medication management showed lower risk of 
relapse throughout the 78-week followup period. 

• The evidence was insufficient to judge the effectiveness of relapse prevention CBT 
plus continued antidepressant medication management when compared with 
continued medication management alone on clinician reported depressive symptoms, 
remission or functional impairment.  

Detailed Results 
Two RCTs48, 51 and a long-term followup123 compared relapse prevention CBT combined 

with continued antidepressant medication management to continued medication management 
alone (Table 16). One RCT with medium risk of bias examined differences in adolescents with 
MDD in an 8- to 11-week study of continuation phase CBT. A second RCT with medium risk of 
bias examined differences in adolescents and children with MDD in a 30-week study48 followed 
by long-term followup123 for an additional 6 months. The evidence was insufficient to judge the 
effectiveness of relapse prevention CBT plus continued antidepressant medication management 
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when compared with medication management alone for clinician-reported depressive symptoms, 
remission, or functional impairment. When compared with medication management alone, CBT 
combined with medication showed lower risk of relapse throughout the 78-week followup period 
(risk difference, -260/1,000; 95% CI, 433 fewer cases to 87 fewer cases) (SOE low for 
benefit).48, 123 Additional details can be found in Appendix Tables D-7 and E-7.  

Table 16. Strength of evidence for benefits of relapse prevention CBT + continued antidepressant 
medication management versus continued medication management 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

Relapse 
prevention CBT + 
continued 
antidepressant 
medication 
management vs. 
continued 
medication 
management 

Depressive 
symptoms, 
clinician-
reported 

SMD 
(CDRS-
R), -0.52; 
95% 
CI, -1.10 to 
0.07 

1 RCT (n=46)51 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission RR (CDRS-
R of 28 or 
less), 1.08; 
95% CI, 
0.95 to 1.22 

1 RCT (n=144)48, 123 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Remission 
(78 weeks) 

RR (CDRS 
of 28 or 
less), 1.05; 
95% CI, 
0.96 to 1.15 

1 RCT (n=144)48, 123 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Relapse RR (CDRS 
of 40 or 
more), 0.36; 
95% CI, 
0.16 to 0.80 

1 RCT (n=115)48, 123 Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
and children 
with MDD 

  Relapse RR (CDRS-
R of 40 or 
more), 0.36; 
95% CI, 
0.11 to 1.17 

1 RCT (n=46)51 Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Relapse (78 
weeks) 

RR (CDRS-
R of 40 or 
more), 0.55; 
95% CI, 
0.40 to 0.85 

1 RCT (n=121)48, 123 Imprecision (small 
sample size), 
unknown 
consistency 

Low for 
benefit 

Adolescents 
and children 
with MDD 

  Functional 
impairment, 
clinician-
reported 

SMD 
(CGAS), 
0.13; 95% 
CI, -0.45 to 
0.71  

1 RCT (n=46)51  Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

CBT = cognitive behavioral therapy; CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating 
Scale-Revised; CGAS = Children’s Global Assessment Scale; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 
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Relapse Prevention CBT + Continued Antidepressant Medication 
Management Versus Continued Medication Management: Harms 

Key Points 
• The evidence was insufficient to judge the harms of relapse prevention CBT 

combined with continued antidepressant medication management when compared 
with continued medication management alone. 

Detailed Results 
Two RCTs48, 51 and a long-term followup123 examined harms when comparing relapse 

prevention CBT combined with medication management to medication management alone 
(Table 17). The evidence was insufficient to evaluate the examined harms (suicidal ideation, 
suicide attempts, or withdrawal due to adverse effects or serious adverse effects) of continued 
medication management alone when compared with CBT combined with medication 
management. Additional details can be found in Appendix Tables D-7 and F-4. 

Table 17. Strength of evidence for harms of relapse prevention CBT + continued antidepressant 
medication management versus continued medication management 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Relapse 
prevention CBT 
+ continued 
antidepressant 
medication 
management 
vs. continued 
medication 
management 

Suicidal ideation 
not leading to 
hospitalization  

RR, 0.13; 
95% CI, 0.01 
to 2.50 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Suicidal ideation 
leading to 
hospitalization  

RR, 0.31; 
95% CI, 0.01 
to 7.41 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Suicidal 
behavior not 
leading to 
hospitalization  

RR, 2.76; 
95% CI, 0.11 
to 66.7 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Suicide attempt RR, 0.55; 
95% CI, 0.05 
to 5.60 

1 RCT (n=46)51 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Relapse 
prevention CBT 
+ continued 
antidepressant 
medication 
management 
vs. continued 
medication 
management 
(continued) 

Suicide attempt 
leading to 
hospitalization  

RR, 0.31; 
95% CI, 0.01 
to 7.41 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal due 
to AEs  

RR, 0.61; 
95% CI, 0.11 
to 3.56 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal due 
to AEs 

RR, 0.36; 
95% CI, 0.02 
to 8.46 

1 RCT (n=46)51 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs RR, 1.18; 
95% CI, 0.47 
to 3.00 

1 RCT (n=144)48 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  SAEs RR, 1.09; 
95% CI, 0.17 
to 7.10 

1 RCT (n=46)51 Serious 
imprecision 
(wide CIs, 
small, sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

AE = adverse event; CBT = cognitive behavioral therapy; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SAE = serious adverse event; vs. = versus. 

IPT Versus Wait-List Control: Benefits 

Key Points 
• The evidence was insufficient to judge the effectiveness of IPT when compared with 

wait-list control for improving depressive symptoms or response to treatment. 

Detailed Results 
One RCT57 with high risk of bias compared benefits of IPT with wait-list control in 

adolescents with MDD, dysthymia, or both in an 8-week intervention (Table 18). Compared with 
wait-list control, IPT showed improved self-reported depressive symptoms but imprecision and 
high risk of bias limited the grade to insufficient. The evidence was not sufficient to judge the 
effectiveness of IPT on depression response when compared with wait-list control. Additional 
details can be found in Appendix Tables D-8 and E-8. 
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Table 18. Strength of evidence for benefits of IPT versus wait-list control 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

IPT vs. wait-list 
control 

Depressive 
symptoms, 
self-reported  

SMD 
(CDI), -0.76; 95% 
CI, -1.35 to -0.16 

1 RCT 
(n=46)57 

Imprecision 
(small sample 
size), high risk of 
bias,57 unknown 
consistency 

Insufficient Adolescents with 
MDD, dysthymia, 
or both 

  Response  RR (no longer 
severely 
depressed), 1.83; 
95% CI, 0.82 to 
4.12 

1 RCT 
(n=46)57 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias57, unknown 
consistency 

Insufficient Adolescents with 
MDD, dysthymia, 
or both 

CDI = Children’s Depression Inventory; CI = confidence interval; IPT = interpersonal psychotherapy; MDD = major depressive 
disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

IPT Versus Wait-List Control: Harms 

Key Points 
• No evidence exists on the harms of IPT when compared with wait-list control. 

Detailed Results 
One RCT of adolescents with MDD in an 8-week intervention with high risk of bias did not 

report on harms of IPT when compared with wait-list control.  

IPT Versus Active Control: Benefits 

Key Points 
• The evidence was insufficient to judge the effectiveness of IPT when compared with 

active control for clinician- or self-reported depressive symptoms, depression 
response, remission, or clinician- or self-reported functional impairment. 

Detailed Results 
One RCT58 with high risk of bias compared IPT with active control in a 12-week trial of 

interpersonal psychotherapy for adolescents with MDD (Table 19). The evidence was 
insufficient to judge the benefits of IPT when compared with active control for clinician- and 
self-reported depressive symptoms, depression response, remission, and clinician- and self-
reported functional impairment. Additional details can be found in Appendix Tables D-9 and E-
9. 
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Table 19. Strength of evidence for benefits of IPT versus active control (clinical monitoring) 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

IPT vs. active 
control 
(clinical 
monitoring) 

Depressive 
symptoms, 
clinician 
report  

SMD 
(HDRS), -0.66; 
95% CI, -1.24 
to -0.08 

1 RCT (n=48)58 Imprecision (small 
sample size), 
high risk of bias,58 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report  

SMD 
(BDI), -0.66; 
95% CI, -1.24 
to -0.08 

1 RCT (n=48)58 Imprecision (small 
sample size), high risk 
of bias,58 unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Response  RR (HDRS of 6 
or less and BDI 
of 9 or less, 
1.64; 95% CI, 
1.00 to 2.68 

1 RCT (n=48)58 Imprecision (small 
sample size), high risk 
of bias,58 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission RR (loss of 
MDD 
diagnosis), 
1.50; 95% CI, 
1.04 to 2.17 

1 RCT (n=48)58 Imprecision (small 
sample size), high risk 
of bias,58 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
clinician 
report 

SMD 
(CGI), -1.31; 
95% CI, -1.93 
to -0.69 

1 RCT (n=48)58 Imprecision (small 
sample size), high risk 
of bias,58 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
impairment, 
self-report  

SMD (SAS-
SR), -0.45; 95% 
CI, -1.02 to 
0.12 

1 RCT (n=48)58 Serious imprecision 
(wide CIs, small 
sample size), high risk 
of bias,58 unknown 
consistency 

Insufficient Adolescents 
with MDD 

BDI = Beck Depression Inventory; CGI = Clinical Global Impressions Scale; CI = confidence interval; HDRS = Hamilton 
Depression Rating Scale; IPT = interpersonal psychotherapy; MDD = major depressive disorder; n = number; RCT = randomized 
controlled trial; RR = relative risk; SAS-SR = Social Adjustment Scale-Self Report; SMD = standardized mean difference; vs. = 
versus. 

IPT Versus Active Control: Harms 

Key Points 
• The evidence was insufficient to judge the risks of suicidality of IPT when compared 

with active control. 

Detailed Results 
One RCT58 of adolescents with MDD compared IPT with active control. SOE was 

insufficient to judge the harms of IPT when compared with active control (Table 20). Additional 
details can be found in Appendix Tables D-9 and F-5. 
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Table 20. Strength of evidence for harms of IPT versus active control (clinical monitoring) 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

IPT vs. active 
control (clinical 
monitoring) 

Suicidality RR (ideation, 
plan, or attempt 
measured by 
SADS-E), 0.88; 
95% CI, 0.72 to 
1.09  

1 RCT (n=48)58 Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,58 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CI = confidence interval; IPT = interpersonal psychotherapy; MDD = major depressive disorder; n = number; RCT = randomized 
controlled trial; RR = relative risk; SADS-E = Schedule for Affective Disorders and Schizophrenia for School-Aged Children; vs. 
= versus.  

Family-Based IPT Versus Active Control: Benefits 

Key Points 
• Family-based IPT improved clinician-, parent-, and self-reported depressive 

symptoms when compared with active control (SOE low for benefit). 
• The evidence was insufficient to judge the effectiveness of family-based IPT on 

remission when compared with active control. 

Detailed Results 
One RCT47 with medium risk of bias compared family-based IPT for active control in 

children with MDD, dysthymia, or DD NOS in a 14-week intervention (Table 21). Family-based 
IPT improved clinician-, self-, and parent-reported depressive symptoms (low SOE for benefit). 
The mean difference on the clinician-reported scale (CDRS-R) was -0.50; 95% CI, -2.48 
to -0.10. The mean difference on the self-reported Mood and Feelings Questionnaire for 
children(MFQ-C) was -6.50; 95% CI, -7.85 to -5.15. The mean difference on the parent-reported 
Mood and Feelings Questionnaire (MFQ-P) was -5.60; 95% CI, -6.49 to -4.71. The evidence was 
insufficient to judge the effectiveness of family-based IPT when compared with active control 
for remission. Additional details can be found in Appendix Tables D-10 and E-10. 

Family-Based IPT Versus Active Control: Harms 

Key Points 
• No evidence exists on the harms of family-based IPT when compared with wait-list 

control. 

Detailed Results 
One RCT47 with medium risk of bias compared family-based IPT with active control in 

children with MDD, dysthymia, or DD NOS in a 14-week intervention but did not report harms.  
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Table 21. Strength of evidence for benefits of family-based IPT versus active control (child-
centered therapy) 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family-based 
IPT vs. active 
control (child-
centered 
therapy) 

Depressive 
symptoms, 
clinician report  

SMD (CDRS-
R), -4.22; 95% 
CI, -5.38 
to -3.06 

1 RCT 
(n=38)47 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit Children with 
MDD, 
dysthymia, DD 
NOS 

  Depressive 
symptoms, self-
report  

SMD (MFQ-
C), -3.35; 95% 
CI, -4.36 
to -2.34a 

1 RCT 
(n=38)47 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit Children with 
MDD, 
dysthymia, DD 
NOS 

  Depressive 
symptoms, parent 
report  

SMD (MFQ-
P), -4.35; 95% 
CI, -5.53 
to -3.16 

1 RCT 
(n=38)47 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit Children with 
MDD, 
dysthymia, DD 
NOS 

  Remission RR (CDRS-R 
of 28 or less), 
2.08; 95% CI, 
0.87 to 4.95 

1 RCT 
(n=38)47 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Children with 
MDD, 
dysthymia, DD 
NOS 

CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating Scale-Revised; CI = confidence interval; 
DD = depressive disorder; IPT = interpersonal psychotherapy; MDD = major depressive disorder; MFQ-C = Mood and Feelings 
Questionnaire-Child; MFQ-P = Mood and Feelings Questionnaire-Parent; NOS = not otherwise specified; RCT = randomized 
controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

Attachment-Based Family Therapy Versus Wait-List Control: 
Benefits 

Key Points 
• The evidence was insufficient to judge the effectiveness of attachment-based family 

therapy when compared with wait-list control for clinician-reported depressive 
symptoms, response, or remission of depression diagnosis. 

Detailed Results 
One RCT55 with high risk of bias compared attachment-based family therapy with wait-list 

control and found improved depression response in a 12-week intervention with adolescents with 
MDD (Table 22); imprecision and high risk of bias limited the grade to insufficient. Evidence 
was insufficient to judge the effectiveness of attachment-based family therapy versus wait-list 
control for clinician-reported depressive symptoms or for remission of depression diagnosis. 
Additional details can be found in Appendix Tables D-11 and E-11. 
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Table 22. Strength of evidence for benefits of attachment-based family therapy versus wait-list 
control 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Attachment-
based family 
therapy vs. 
wait-list control  

Depressive 
symptoms, 
clinician report  

SMD (HAM-
D), -0.64; 95% 
CI, -1.35 to 
0.07 

1 RCT (n=32)55 Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,55 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (BDI of 9 
or less), 3.33; 
95% CI, 1.12 
to 9.90 

1 RCT (n=32)55 Imprecision 
(small sample 
size), high risk 
of bias,55 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission RR (no longer 
meeting MDD 
criteria), 1.74; 
95% CI, 0.97 
to 3.14 

1 RCT (n=32)55 Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,55 unknown 
consistency 

Insufficient Adolescents 
with MDD 

BDI = Beck Depression Inventory; CI = confidence interval; HAM-D = Hamilton Depression Rating Scale; MDD = major 
depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; 
vs. = versus. 

Attachment-Based Family Therapy Versus Wait-List Control: 
Harms 

Key Points 
• The evidence was insufficient to judge the risks of suicidal ideation of attachment-

based family therapy when compared with wait-list control. 

Detailed Results 
One RCT55 with high risk of bias compared suicidal ideation in adolescents with MDD 

receiving attachment-based family therapy to wait-list control in a 12-week intervention (Table 
23). The evidence was insufficient to judge the harms of attachment-based family therapy when 
compared with wait-list control. Additional details can be found in Appendix Tables D-11 and F-
6. 
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Table 23. Strength of evidence for harms of attachment-based family therapy versus wait-list 
control 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Attachment-
based family 
therapy vs. 
wait-list control 

Suicidal 
ideation (SIQ) 

SMD (SIQ 
score), -0.37; 
95% CI, -1.07 
to 0.32 

1 RCT (n=32)55 Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,55 unknown 
consistency 

Insufficient Adolescents 
with MDD 

CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; SIQ = Suicidal 
Ideation Questionnaire; SMD = standardized mean difference; vs. = versus. 

Attachment-Based Family Therapy Versus TAU: Benefits 

Key Points 
• The evidence was insufficient to judge the effectiveness of attachment-based family 

therapy when compared with TAU. 

Detailed Results 
One RCT63 with high risk of bias compared benefits of attachment-based family therapy 

(n=11) with TAU (n=9) among adolescents 13 to 17 years with MDD in a 12-week intervention. 
Evidence was insufficient to judge the effectiveness of attachment-based therapy when compared 
with TAU for improved clinician- and self-reported depression symptoms. Evidence was not 
sufficient to judge the effectiveness of attachment-based family therapy when compared with 
TAU. Results of attachment-based family therapy are presented in Table 24. Additional details 
can be found in Appendix Tables D-12 and E-12. 

Table 24. Strength of evidence for benefits of attachment-based family therapy versus TAU 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Attachment-
based family 
therapy vs. 
TAU 

Depressive 
symptoms, 
clinician 
report 

SMD (HAM-
D), -1.08; 
95% CI, -2.02 
to -0.14 

1 RCT 
(n=20)63 

Imprecision, (small 
sample size), high 
risk of bias,63 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report 

SMD (BDI), 
1.42; 95% 
CI, -2.40 
to -0.43) 

1 RCT 
(n=20)63 

Imprecision, (small 
sample size), high 
risk of bias,63 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Recovery  RR (HAM-D 
<9), 2.45 
95% CI, 0.31 
to 19.7 

1 RCT 
(n=20)63 

Serious imprecision, 
(wide CIs, small 
sample size), high 
risk of bias,63 
unknown consistency 

Insufficient Adolescents 
with MDD 

BDI = Beck Depression Inventory; CI = confidence interval; HAM-D = Hamilton Depression Rating Scale; MDD = major 
depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; 
TAU = treatment as usual; vs. = versus. 
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Attachment-Based Family Therapy Versus TAU: Harms 

Key Points 
• No evidence exists on the harms of attachment-based family therapy compared with 

TAU. 

Detailed Results 
One RCT63 with high risk of bias compared benefits of attachment-based family therapy 

(n=11) with TAU (n=9) among adolescents 13 to 17 years with MDD in a 12-week intervention 
but did not report harms.  

Family Therapy Versus Pill Placebo: Benefits 

Key Points 
• The evidence comparing family therapy with pill placebo was insufficient for 

depression symptoms and remission for adolescents and children with MDD, 
dysthymia, or DD NOS. 

Detailed Results 
One RCT with some risk-of-bias concerns65 compared family therapy, specifically 

psychoeducation plus CBT, (n=18) with pill placebo (n=18) over 12 weeks duration (Table 25). 
Evidence was insufficient to evaluate the effectiveness of family therapy compared with pill 
placebo for clinician-reported depressive symptoms and remission. Additional details can be 
found in Appendix Tables D-13 and E-13. 

Table 25. Strength of evidence for benefits of family therapy versus pill placebo 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family 
therapy vs. pill 
placebo 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-
R), -0.10; 95% 
CI, -0.75 to 0.55 

1 RCT (n=36)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Remission RR (CDRS-R≤28), 
1.10; 95% CI, 0.63 
to 1.91 

1 RCT (n=36)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

CDRS-R = Children’s Depression Rating Scale-Revised; DD = depressive disorders; MDD = major depressive disorder; n = 
number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean 
difference; vs. = versus. 
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Family Therapy Versus Pill Placebo: Harms 

Key Points 
• No study reported on harms. 

Detailed Results 
One RCT with some risk-of-bias concerns65 of adolescents and children ages 7 to 14 years 

compared family therapy with placebo over 12 weeks duration but did not report on harms.  

Family Therapy Versus Active Control: Benefits 

Key Points 
• For adolescents or children with MDD, dysthymia, or DD NOS, family therapy 

improved depression response when compared with active control (low SOE of 
benefit). 

• The evidence comparing family therapy with active control was insufficient for 
depression symptoms, response, and remission. 

Detailed Results 
Three RCTs,43, 60, 64, 124, 125 two with some risk-of-bias concerns,43, 64, 125 and a third with high 

risk of bias,60 compared family therapy (n=103) with active control (n=138) in studies that were 
8 to 16 weeks long (Table 26). Compared with active control, one study43 found that family 
therapy showed higher rates of adequate clinical depression response with a 50 percent reduction 
in CDRS-R scores from baseline to posttreatment (risk difference, 179/1,000; 95% CI, 25 more 
cases to 333 more cases). Evidence was insufficient to evaluate the effectiveness of family 
therapy and active control for clinician- or self-reported depressive symptoms, depression 
response, remission, recurrence, and clinician- or self-reported functional impairment. Additional 
details can be found in Appendix Tables D-14 and E-14. 

Table 26. Strength of evidence for benefits of family therapy versus active control 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family 
therapy vs. 
active control 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-
R), -0.30; 95% 
CI, -0.67 to 0.07 

1 RCT (n=99)43 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

  Depressive 
symptoms, 
self-report 

SMD (CDI-CR, 
SMFQ) ranges 
from -0.28 to -0.01 
with both 95% CIs 
crossing the null 

2 RCTs (n=163)43, 

64, 125  
Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents or 
adolescents 
and children 
with MDD, 
minor 
depression, 
dysthymia, or 
DD NOS 
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Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family 
therapy vs. 
active control 
(continued) 

Depressive 
symptoms, 
self-report (5 
months) 

SMD (SMFQ), 
0.18; 95% 
CI, -0.31 to 0.67  

1 RCT (n=64)64 
125 

Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
minor DD, or 
dysthymic 
disorder 

  Depressive 
symptoms, 
self-report 

SMD (BDI), -0.07; 
95% CI, -0.54 to 
0.40  

1 RCT (n=107)60 Serious 
imprecision, 
(wide CIs, small 
sample size), 
high risk of 
bias,60 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
parent report 

SMD (CDI-
PR), -0.19; 95% 
CI, -0.56 to 0.17 

1 RCT (n=99)43 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

  Response RR (CDRS-R 
decrease of 50% 
or more), 1.30; 
95% CI, 1.03 to 
1.64 

1 RCT (n=99)43 Imprecision, 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

  Response RR (BDI<9), 0.93; 
95% CI, 0.53 to 
1.63  

1 RCT (n=107)60 Serious 
imprecision, 
(wide CIs, small 
sample size), 
inconsistent high 
risk of bias,60 
unknown 
consistency 

Insufficient Adolescents 
with MDD  

  Remission RR (CDRS-R<28), 
1.40; 95% CI, 0.95 
to 2.06 

1 RCT (n=99)43 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

  Remission RR (no MDD and 
BDI<9 for at least 
3 consecutive 
sessions), 0.83; 
95% CI, 0.42 to 
1.67 

1 RCT (n=107)60 Serious 
imprecision, 
(wide CIs, small 
sample size), 
high risk of 
bias,60 unknown 
consistency 

Insufficient Adolescents 
with MDD  

  Recurrence Recurrence was 
relatively rare but 
was more 
common among 
youths receiving 
IP (details NR) 

1 RCT (n=134)124 Unknown 
imprecision, 
unknown 
consistency  

Insufficient Adolescents or 
children with 
MDD, minor 
depression, or 
dysthymia 
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Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family 
therapy vs. 
active control 
(continued) 

Functional 
impairment, 
clinician 
report 

SMD 
(CGAS), -0.09; 
95% CI, -0.46 to 
0.27 

1 RCT (n=99)43 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Functional 
impairment, 
clinician 
report 

RR (calculated for 
CGAS<60 yes vs. 
no), 1.09 95% CI, 
0.56 to 2.13 

1 RCT (n=107)60 Serious 
imprecision, 
(wide CIs, small 
sample size), 
high risk of 
bias,60 unknown 
consistency 

Insufficient Adolescents 
with MDD  

  Functional 
impairment, 
self-report 

SMD (SAS-
SR), -0.29 95% 
CI, -0.66 to 0.08 

1 RCT (n=99)43 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
DD NOS 

BDI = Beck Depression Inventory; CDI-CR = Children’s Depression Inventory-Child Report; CDI-PR = Children’s Depression 
Inventory-Parent Report; CDRS-R = Children’s Depression Rating Scale-Revised; CGAS = Children’s Global Assessment Scale; 
CI = confidence interval; DD = depressive disorders; MDD = major depressive disorder; n = number; NOS = not otherwise 
specified; NR = not reported; RCT = randomized controlled trial; RR = relative risk; SAS-SR = Social Adjustment Scale for 
Children-Self-Report; SMD = standardized mean difference; SMFQ = Short Moods and Feelings Questionnaire; vs. = versus.  

Family Therapy Versus Active Control: Harms 

Key Points 
• The evidence was insufficient to judge the risks of suicidality of family therapy when 

compared with active control.  

Detailed Results 
One RCT60 with high risk of bias did not provide sufficient evidence to judge the risks of 

suicidality of family therapy when compared with active control (Table 27). Additional details 
can be found in Appendix Tables D-14 and F-7. 

Table 27. Strength of evidence for harms of family therapy versus active control 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Family 
therapy vs. 
active control 

Suicidality RR (ideation with a 
plan or attempt as 
measured by K-
SADS-P/E), 0.40; 
95% CI, 0.08 to 1.93 

1 RCT (n=107)60 Serious 
imprecision 
(wide CIs, small 
sample size, 
high risk of 
bias,60 unknown 
consistency 

Insufficient Adolescents 
with MDD 

CI = confidence interval; K-SADS-P/E - School Age Schedule for Affective Disorders and Schizophrenia, Present and Lifetime 
Versions; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; vs. = versus.  
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PCIT Versus Active Control: Benefits 

Key Points 
• The evidence was insufficient to judge the benefits of PCIT when compared with 

active control for depressive symptoms or functional impairment. 

Detailed Results 
One RCT50 with high risk of bias compared benefits of PCIT (n=25) with active control 

(n=18) in preschool children (ages 3 to 7 years) in a 12-week intervention (Table 28). The 
evidence was insufficient to judge the effectiveness of PCIT when compared with active control 
on depressive symptoms or parent-reported functional impairment. Additional details can be 
found in Appendix Tables D-15 and E-15. 

Table 28. Strength of evidence for benefits of PCIT versus active control 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

PCIT vs. 
active control 

Depressive 
symptoms, 
clinician 
reported 

SMD (PAPA), -0.02; 
95% CI, -0.58 to 0.63 

1 RCT (n=43)50 Serious 
imprecision 
(wide CIs, small 
sample size, 
high risk of 
bias,50 unknown 
consistency 

Insufficient Children with 
MDD  

  Depressive 
symptoms, 
parent 
reported 

SMD (PFC-S), -0.33; 
95% CI, -0.94 to 0.28 

1 RCT (n=43)50 Serious 
imprecision 
(wide CIs, small 
sample size, 
high risk of 
bias,50 unknown 
consistency 

Insufficient Children with 
MDD 

  Functional 
impairment, 
parent 
reported 

SMD (HBQ), -0.07; 
95% CI, -0.54 to 0.67 

1 RCT (n=43)50 Serious 
imprecision 
(wide CIs, small 
sample size, 
high risk of 
bias,50 unknown 
consistency 

Insufficient Children with 
MDD 

CI = confidence interval; HBQ = Health and Behavior Questionnaire; MDD = major depressive disorder; n = number; PAPA = 
Preschool Age Psychiatric Assessment; PCIT = Parent-Child Interaction Therapy; PFC-S = Preschool Feelings Checklist-Scale 
Version; RCT = randomized controlled trial; SMD = standardized mean difference; vs. = versus.  

PCIT Versus Active Control: Harms 

Key Points 
• The evidence was insufficient to judge the harms of PCIT when compared with active 

control on AEs. 

Detailed Results 
One RCT50 with high risk of bias examined PCIT and active control and noted there were no 

adverse events; however, the study did not mention assessment of adverse effects or data 
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supporting absence of adverse effects. Evidence was insufficient to judge harms of PCIT when 
compared with active control. Additional details can be found in Appendix Tables D-15 and F-8. 

Short-Term Psychoanalytic Therapy Versus Active Control: 
Benefits  

Key Points 
• Evidence was insufficient to judge the effectiveness of psychoanalytic therapy when 

compared with active control for self-reported depressive symptoms, response, 
remission, or relapse. 

Detailed Results 
One RCT44, 120 with some risk-of-bias concerns compared short-term psychoanalytic therapy 

(n=157) with active control (n=158) in adolescents ages 11 to 17 years (Table 29). Treatment 
was delivered in up to 28 sessions with an average of 30 weeks of intervention. The evidence 
was insufficient to evaluate effectiveness at 36 weeks (end-of-treatment) or 86 weeks. Evidence 
was also insufficient to evaluate depression response or remission when assessed at 36 weeks 
and again at 86 weeks. Additional details can be found in Appendix Tables D-16 and E-16. 

Table 29. Strength of evidence for benefits of short-term psychoanalytic therapy versus active 
control 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychoanalytic 
therapy vs. 
active control 

Depressive 
symptoms, 
self-report 

SMD 
(MFQ), -0.25; 
95% CI, -0.51 to 
0.02 

1 RCT (n=214)44 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report 
(86 weeks) 

SMD 
(MFQ), -0.11; 
95% CI, -0.37 to 
0.14 

1 RCT (n=237)44 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response RR (reduction of 5 
points of the 
MFQ), 1.03; 95% 
CI, 0.89 to 1.20 

1 RCT (n=311)44 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Response 
(86 weeks) 

RR (reduction of 5 
points of the 
MFQ), 1.03; 95% 
CI, 0.86 to 1.11 

1 RCT (n=311)44 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychoanalytic 
therapy vs. 
active control 
(continued) 

Presence of 
MDD 

RR (one or more 
antisocial 
behavior 
symptoms 
(self-reported) 
and met clinical 
diagnostic criteria 
for MDD), 0.81; 
95% CI, 0.57 to 
1.15 

1 RCT 
(n=193)44, 120 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Presence of 
MDD (86 
weeks) 

RR (one or more 
antisocial 
behavior 
symptoms 
(self-reported) 
and met clinical 
diagnostic criteria 
for MDD), 0.56; 
95% CI, 0.31 to 
0.99 

1 RCT 
(n=191)44, 120 

Imprecision 
(small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission No significant 
difference (data 
not reported) 

1 RCT 
(n=191)44, 120 

Serious 
imprecision 
(small sample 
size, unknown 
CIs), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Relapse 
(among those 
who remitted 
at the end of 
treatment at 
36 weeks, 
measured at 
86 weeks of 
followup) 

RR (K-SADS), 
0.36; 95% CI, 
0.07 to 1.75 

1 RCT (n=91)44 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CI = confidence interval; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; MDD = major depressive 
disorder; MFQ = Mood and Feelings Questionnaire; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = 
standardized mean difference; vs. = versus. 

Short-Term Psychoanalytic Therapy Versus Active Control: Harms  

Key Points 
• The evidence was insufficient to judge the harms of short-term psychoanalytic 

therapy when compared with active control for mortality from suicide, suicide-related 
AEs, suicide attempts, or worsening suicidal ideation. 

Detailed Results 
One RCT44, 120-122 with some risk-of-bias concerns compared short-term psychoanalytic 

therapy (n=157) with active control (n=158) in adolescents ages 11 to 17 years (Table 30). 
Evidence was insufficient to judge the harms of short-term psychoanalytic psychotherapy when 
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compared with active control for recent suicide attempts. Additional details can be found in 
Appendix Tables D-16 and F-9. 

Table 30. Strength of evidence for harms of short-term psychoanalytic therapy versus active 
control 

Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychoanalytic 
therapy vs. active 
control 

Suicide 
attempt 

1 per arm, 
denominator 
not provided 

1 RCT (n 
not 
reported)44, 

120 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide 
attempts 
(86 
weeks) 

No recent 
suicide 
attempts in 
either group 

1 RCT (n 
not 
reported)44, 

120 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Dropout 43% vs, 
36%, no 
evidence of 
difference in 
chi-square 
test, RR not 
calculable  

1 RCT (n by 
arm not 
reported)121, 

122 

Unknown 
imprecision, 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; 
vs. = versus. 

Exercise Versus Active Control: Benefits  

Key Points 
• When compared with active control (nonstrenuous exercise group), aerobic exercise 

improved response (low for benefit) for adolescents with MDD.  
• The evidence was insufficient to judge the effectiveness of exercise on depression 

symptoms, response or remission. 

Detailed Results 
One RCT62 with some risk-of-bias concerns compared aerobic exercise (n=16) with active 

control (n=14) among adolescents ages 12 to 18 years with MDD in a 12-week intervention 
(Table 31). Compared with active control, aerobic exercise demonstrated improved response rate 
when compared with active control at 12 weeks but not at 52 weeks (risk difference, 333/1,000; 
95% CI, 59 more cases to 607 more cases) (low for benefit SOE). The evidence was not 
sufficient to judge whether exercise improved clinician-, self-, or parent-reported depressive 
symptoms or remission of depression. Additional details can be found in Appendix Tables D-17 
and E-17. 
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Table 31. Strength of evidence for benefits of exercise versus active control 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the Strength 
of Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Exercise vs. 
active control 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-
R), -0.66; 95% 
CI, -1.45 to 
0.14 

1 RCT (n=26)62 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report 

SMD (CGI), 
0.70 95% CI, 
0.05 to 1.35 

1 RCT (n=26)62 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
parent 
report 

SMD (QIDS-
PR), 1.10 95% 
CI, -1.54 to 
3.74 

1 RCT (n=26)62 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (CGI of 2 or 
less and at 
least a 50% 
reduction in 
CDRS), 1.48 
95% CI, 0.99 to 
2.22 

1 RCT (n=26)62 Imprecision (small 
sample size), 
unknown 
consistency 

Low for benefit Adolescents 
with MDD 

  Response 
(52 weeks) 

RR (CGI of 2 or 
less and at 
least a 50% 
reduction in 
CDRS), 1.09 
95% CI, 0.92 to 
1.29 

1 RCT (n=26)62 Serious imprecision 
(small sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission  RR (no residual 
symptoms, 
CDRS of 28 or 
less and CGI of 
2 or less), 1.71 
95% CI, 0.94 to 
3.14 
95% CI, 

1 RCT (n=26)62 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission 
(52 weeks) 

RR (no residual 
symptoms, 
CDRS of 28 or 
less and CGI of 
2 or less), 1.09 
95% CI, 0.92 to 
1.29 

1 RCT (n=26)62 Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating Scale-Revised; CGI = Clinical Global 
Impressions Scale; CI = confidence interval; MDD = major depressive disorder; n = number; QIDS-PR = Quick Inventory for 
Depressive Symptomatology-Adolescent Version; RCT = randomized controlled trial; RR = relative risk; SMD = standardized 
mean difference; vs. = versus. 
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Exercise Versus Active Control: Harms  

Key Points:  
• No harms were reported for aerobic exercise when compared with nonstrenuous 

exercise. 

Detailed Results 
One RCT62 with some risk of bias examined aerobic exercise (n=16) with active control 

(n=14) among adolescents ages 12 to 18 years in a 12-week intervention but did not report on 
harms.  

Spirituality-Informed Online Sessions Versus Wait-List: Benefits  

Key Points 
• The evidence on online weekly sessions based on spirituality-informed principles 

showed an improvement in clinician-reported depressive symptoms (low SOE for 
benefit). 

Detailed Results 
One RCT (some risk-of-bias concerns)46 of adolescents with MDD compared online weekly 

sessions based on spirituality-informed principles (n=18) with wait-list control (n=13) in an 8-
week intervention (Table 32). Spirituality-based intervention demonstrated improvement in 
clinician-reported depressive symptoms (mean difference [CDRS-R], -13.99; 95% CI, -22.65 to -
5.33) (low for benefit). Additional details can be found in Appendix Tables D-18 and E-18. 

Table 32. Strength of evidence for benefits of spirituality versus wait-list control  

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Spirituality 
vs. wait-list 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-
R), -1.15 95% 
CI, -1.92 
to -3.20 

1 RCT 
(n=25)46 

Imprecision 
(small sample 
size), 
unknown 
consistency 

Low for benefit Adolescents with MDD 

CDRS-R = Children’s Depression Rating Scale-Revised; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; SMD = standardized mean difference; vs. = versus. 

Spirituality-Informed Online Sessions Versus Wait-List: Harms  

Key Points 
• No study reported on harms.  

Detailed Results 
One RCT46 of adolescents ages 13 to 24 years with some risk-of-bias concerns compared 

online weekly sessions based on spirituality-informed principles (n=18) with wait-list control 
(n=13) in an 8-week intervention but did not report on harms.  
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Omega-3 Versus Pill Placebo: Benefits  

Key Points 
• The evidence is insufficient to judge the effectiveness of omega-3 when compared 

with pill placebo for depressive symptoms, response, and remission.  

Detailed Results 
Two RCTs (one with some risk of bias concerns65 and one high risk of bias52) of adolescents 

and children ages 6 to 14 years compared omega-3 with placebo over 12 to 16 weeks duration, 
but evidence was insufficient for clinician-reported depressive symptoms, response, or remission 
(Table 33). Additional details can be found in Appendix Tables D-19 and E-19. 

Table 33. Strength of evidence for benefits of omega-3 versus pill placebo 

Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Omega-3 vs. 
pill placebo 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS) 
cannot be 
calculated but 
authors report 
that mean 
difference 
is -20.72, 
p=0.03 at the 
end of 
treatment 

1 RCT 
(n=20)52 

Imprecision 
(small sample 
size), high risk of 
bias,52 unknown 
consistency 

Insufficient  Children with MDD 

  Depressive 
symptoms, 
clinician 
report  

SMD (CDRS): 
0, 95% CI, -0.67 
to 0.67 

1 RCT 
(n=34)65 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient  Adolescents and 
children with 
MDD, dysthymia, 
or DD NOS 

  Response  RR (CDRS 
score of <29), 
15.0 95% CI, 
0.97 to 1.85 

1 RCT 
(n=20)52 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,52 unknown 
consistency 

Insufficient Children with MDD 

  Remission 
(loss of 
diagnosis) 

RR (more than 
50% reduction 
in CDRS score), 
9.00 95% CI, 
0.55 to 147.96 

1 RCT 
(n=20)52 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,52 unknown 
consistency 

Insufficient Children with MDD 

  Remission RR (CDRS 
score≤ 
28), 0.79, 95% 
CI, 0.39 to 1.57 

1 RCT 
(n=34)65 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents and 
children with 
MDD, dysthymia, 
or DD NOS 

CDRS = Children’s Depression Rating Scale; CI = confidence interval; DD = depressive disorders; MDD = major depressive 
disorder; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean 
difference; vs. = versus. 
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Omega-3 Versus Pill Placebo: Harms 

Key Points 
• No study reported on harms. 

Detailed Results 
Two RCTs (one with some risk-of-bias concerns65 and one high risk of bias52) of adolescents 

and children ages 6 to 14 years compared omega-3 with placebo over 12 to 16 weeks duration52 
but did not report on harms.  

KQ 1b: Benefits and Harms of Nonpharmacological 
Interventions by Subpopulation 

CBT Versus Pill Placebo: Subpopulations 

Key Points 
• The efficacy of CBT versus placebo did not differ by depressive symptom severity.  
• When compared with pill placebo, CBT resulted in greater improvements in 

functional impairment among those with higher family income levels. No differences 
between CBT and pill placebo were found in functional impairment among those in 
the low to middle family income levels.  

• When compared with pill placebo, CBT resulted in greater improvements in 
depressive symptoms among those with attention deficit hyperactivity disorder 
(ADHD). No differences between CBT and pill placebo were found in depressive 
symptoms among those without ADHD. 

Detailed Results 
Two companion publications97, 98 to one RCT with medium risk of bias53 examined subgroup 

differences in benefits between CBT (n=111) and pill placebo (n=112) among adolescents with 
MDD in a 12-week study. Additional details about the TADS trial can be found in Appendix 
Tables D-20 and G-1.  

No significant differences between CBT and pill placebo groups in functional impairment 
were found across depressive symptom severity subgroups.97 In the second study, adolescents 
with ADHD in the CBT group had significantly greater improvements in depressive symptoms 
than those with ADHD in the placebo group; those without ADHD did not have any differences 
in depressive symptoms between CBT and placebo groups at the end of treatment.98 Subgroup 
differences in functional impairment improvements between those in the CBT and pill placebo 
groups also were found by family income status. In the lower income group, there were no 
significant differences in functional impairment at the end of treatment, but in the higher income 
group, those in CBT had better improvements in functional impairment than pill placebo 
adolescents at the end of treatment.  
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CBT Versus Wait-List Control: Subpopulations 

Key Points 
• Studies comparing CBT and wait-list control did not evaluate differences by subgroups of 

interest to this review. 

CBT (Delivered to Adolescent and Parent) Versus Wait-List 
Control: Subpopulations  

Key Points 
• Studies compared CBT delivered to adolescent and parent with wait-list control did not 

evaluate differences by subgroups of interest to this review. 

CBT + TAU Versus TAU/UC: Subpopulations  

Key Points 
• Studies comparing CBT plus TAU with TAU did not evaluate differences by subgroups 

of interest to this review. 

CBT (Modified) Versus UC: Subpopulations  

Key Points 
• Studies comparing modified CBT with UC did not evaluate differences by subgroups of 

interest to this review. 

CBT Versus Active Control: Subpopulations 

Key Points 
• Lifetime suicidality was not associated with treatment response among adolescents in 

the CBT or systematic-behavior family therapy groups, but for those in the active 
control group, the response of subjects with suicidal history was less favorable than 
for nonsuicidal subjects.126 

• Among white adolescents, those in the CBT group recovered faster than those in the 
active control group. No differences in recovery were found across treatment groups 
among nonwhite adolescents.127 

• Among adolescents with prior MDD episodes, those in the CBT group recovered 
faster than those in the active control group. No differences across treatment groups 
were found among those with first-episode MDD.127 

• Among adolescents with high levels of positive coping skills, those in the CBT group 
recovered faster than those in the active control group. No differences were found 
across treatment groups among those with poor levels of positive coping skills.127 
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Detailed Results 
One companion publication126 to an RCT with high risk of bias60 examined subgroup 

differences in benefits between CBT (n=37), systematic-behavior family therapy (n=35), and a 
nondirective supportive therapy active comparator (n=35) among adolescents with MDD in a 12- 
to 16-week study. One companion publication127 to an RCT with medium risk of bias54 examined 
subgroup differences in benefits between CBT (n=56) and a life skills/tutoring active comparator 
group (n=58) among adolescents with MDD in an 8-week study.  

In the first study, lifetime suicidality was found to moderate treatment response in the active 
control group:126 participants with suicidal history were less likely to respond to treatment than 
nonsuicidal participants. In the second study, when compared with the active control, CBT was 
found to improve recovery time better than active control among adolescents who were white, 
had experienced prior MDD episodes, or had high levels of positive coping skills. However, no 
differences across treatment groups were found for adolescents who were nonwhite, 
experiencing their first MDD episode, or had poor positive coping skills.127 Additional details 
can be found in Appendix Tables D-21 and G-2. 

Relapse Prevention CBT + Continued Antidepressant Medication 
Management Versus Continued Medication Management: 
Subpopulations 

Key Points 
• Studies comparing modified CBT plus continued antidepressant medication management 

with continued medication management did not evaluate differences by subgroups of 
interest to this review. 

IPT Versus Wait-List Control: Subpopulations 

Key Points 
• Studies comparing IPT with wait-list control did not evaluate differences by subgroups of 

interest to this review. 

IPT Versus Active Control: Subpopulations 

Key Points 
• Studies comparing IPT when compared with active control did not evaluate differences 

by subgroups of interest to this review. 

Family-Based IPT Versus Active Control: Subpopulations 

Key Points 
• Studies comparing family-based IPT with active control did not evaluate differences by 

subgroups of interest to this review. 
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Attachment-Based Family Therapy Versus Wait-List Control: 
Subpopulations 

Key Points 
• Studies comparing attachment-based family therapy with wait-list control did not 

evaluate differences by subgroups of interest to this review. 

Attachment-Based Family Therapy Versus TAU: Subpopulations 

Key Points 
• Studies comparing attachment-based family therapy with TAU did not evaluate 

differences by subgroups of interest to this review.  

Family Therapy Versus Pill Placebo: Subpopulations  

Key Points 
• One study comparing family therapy (psychoeducation plus CBT) with pill placebo 

found declines in depression severity in the intervention arm but not in the placebo arm in 
families with more psychosocial stressors. 

• The same study found no moderating effects of maternal depression.  

Detailed Results 
One RCT with some risk-of-bias concerns65 examined the effect of history of maternal 

depression and found a decline in depression severity associated with the number of 
psychosocial stressors in the intervention arm but not in the placebo arm. The study found that 
when families reported fewer psychosocial stressors, the intervention arm had a significant 
decline in depression severity and little impact in the placebo arm. The same study found no 
moderating effects associated with history of maternal depression. Additional details can be 
found in Appendix Tables D-22 and G-3. 

Family Therapy Versus Active Control: Subpopulations 

Key Points 
• Studies comparing family therapy with active control did not find differences by 

subgroups of interest to this review. 

Detailed Results 
One RCT43 found no effects of demographic age group, gender, race, family composition, 

family income) or clinical variables (syndromal vs. subsyndromal depression, baseline CDRS 
score, comorbid anxiety disorder, comorbid disruptive behavior disorder, chronicity, current 
antidepressant medication) on treatment response. Additional details can be found in Appendix 
Tables D-23 and G-4. 
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PCIT Versus Active Control: Subpopulations 

Key Points 
• Studies comparing PCIT with active control did not evaluate differences by subgroups of 

interest to this review. 

Psychoanalytic Therapy Versus Active Control: Subpopulations 

Key Points 
• Studies comparing psychoanalytic therapy with active control did not evaluate 

differences by subgroups of interest to this review. 

Exercise Versus Active Control: Subpopulations 

Key Points 
• Studies comparing exercise with active control did not evaluate differences by subgroups 

of interest to this review. 

Spirituality Versus Wait-List: Subpopulations 

Key Points  
• Studies comparing spirituality with wait-list control did not evaluate differences by 

subgroups of interest to this review. 

Omega-3 Versus Pill Placebo: Subpopulations 

Key Points 
• One study comparing omega-3 with pill placebo found declines in depression severity in 

the intervention arm but not in the placebo arm in families with more psychosocial 
stressors. 

• The same study found no moderating effects of maternal depression.  

Detailed Results 
One RCT with some risk-of-bias concerns65 examined the effect of history of maternal 

depression and found a decline in depression severity associated with the number of 
psychosocial stressors in the intervention arm but not in the placebo arm. The study found that 
when families reported fewer psychosocial stressors, the intervention arm had a significant 
decline in depression severity and little impact in the placebo arm. The same study found no 
moderating effects associated with history of maternal depression. Additional details can be 
found in Appendix Tables D-24 and G-5. 
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KQ 2a: Benefits and Harms of Pharmacological Interventions  

SSRIs Versus Placebo: Benefits  

Key Points 
• Fluoxetine improves clinician-rated depressive symptoms, and response among 

adolescents with MDD (low SOE of benefit) when compared with placebo; for other 
populations including both adolescents and children with MDD, children with MDD, 
or adolescents and children with MDD, dysthymia, or DD NOS, the evidence for 
fluoxetine versus placebo is insufficient.  

• Escitalopram improves long-term depressive symptoms (low SOE), long-term 
remission rates (low SOE), and functional status (low SOE) for adolescents with 
MDD when compared with placebo, but the evidence was insufficient for response or 
end-of-treatment depressive symptoms or remission. 

• The evidence is insufficient to judge the efficacy of citalopram, vilazodone, or 
paroxetine versus placebo for symptoms, response, remission, and functional status. 

• The evidence for SSRIs as a class was mixed. For adolescents and children with 
MDD, the evidence was insufficient to judge clinician-reported depressive symptoms 
and remission but suggested benefit for response and functional status (low for 
benefit). The evidence for adolescent-only populations with MDD was heterogenous. 
Fluoxetine demonstrated benefit for symptoms and response. For SSRIs other than 
fluoxetine, the evidence was generally insufficient to judge benefit for depressive 
symptoms, remission, or response.  

• The evidence for SSRIs as a class suggested no benefit for remission among 
adolescents with MDD. 

Detailed Results 
Fourteen RCTs compared SSRIs (specifically, fluoxetine, citalopram, escitalopram, 

paroxetine, and vilazodone) with pill placebo.34, 53, 67-70, 72, 75, 76, 79, 81, 82, 84-92 Risk-of-bias ratings 
ranged from “some concerns” to “high risk” across all studies. 

For paroxetine, the original results for one trial (“Study 329”) were published in 200183 and 
reported that “paroxetine was generally well tolerated and effective for major depression in 
adolescents” (p. 762). Subsequent critiques of the original trial led to the release of the 
unpublished study report91 and a re-analysis to address several flaws (under an initiative termed 
“restoring invisible and abandoned trials” [RIAT] for the acute phase in 201590 and for the 
continuation phase in 2016).92 Specifically, the RIAT analysis addressed several selective 
outcome and analysis reporting flaws. The original protocol specified two primary outcomes 
(change in total Hamilton Depression Rating Scale [HAM-D] score and proportion of 
responders) and six secondary outcomes and found no statistically significant differences for any 
of the prespecified outcomes. Before and after breaking the blind, several new outcomes were 
added to the list of outcomes,90 and the 2001 results focused on statistically significant results 
from outcomes that had not been prespecified.128 Because the RIAT analysis sought to avoid 
these issues (the possibility of “hypothesis after the fact known,”90, p. 5 the authors limited the 
re-analysis to variables that had been prespecified in the protocol. The current analysis relies on 
the RIAT analysis of the acute phase90 and the continuation phase.92 The RIAT analysis 
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presented results for the last-observation-carried-forward data, as planned in Study 329, but 
additionally provided results for multiple imputation methods of addressing missing values. 

Examining SSRIs individually among adolescents and children with MDD, the evidence for 
fluoxetine for clinician-rated symptoms (standardized mean difference [SMD], -0.23; 95% 
CI, -0.46 to 0.00; I2=69.7) was graded as insufficient due to imprecision, inconsistency, and high 
risk of bias (four of five studies had a high risk of bias). Without the high risk-of-bias studies, the 
results are imprecise (SMD, -0.14; 95% CI, -0.4 to 0.1; N=224); the SOE did not change as a 
result of the sensitivity analysis. The evidence for the remainder of the outcomes for adolescents 
and children with MDD for fluoxetine was rated as insufficient. For an adolescent-only 
population with MDD, the evidence from one study53 suggested improved clinician-rated 
depression symptoms (mean difference [CDRS-R], -7.98; 95% CI, -10.12 to -5.84) and response 
rates for adolescents for fluoxetine when compared with placebo (risk difference, 258/1,000 
cases; 95% CI, 131 more cases to 385 more cases) (low SOE).85 

The evidence for escitalopram versus placebo from a single study88 suggested improvement 
over the long term (24 weeks) for depressive symptoms (mean difference [CDRS-R], -4.40; 95% 
CI, -8.15 to -0.65) (low SOE), response (risk difference, 130/1,000; 95% CI, 21 more cases to 
239 more cases) (low SOE), remission rates (risk difference, 149/1,000; 95% CI, 40 more cases 
to 258 more cases) (low SOE). The study also suggested improvement in end-of-treatment 
functional status (mean difference [CGAS], 3.60; 95% CI, 0.13 to 7.07) (low SOE) for 
adolescents with MDD, but the evidence was insufficient end-of-treatment depressive symptoms, 
response, or remission. The evidence for the remainder of outcomes for citalopram, paroxetine, 
and vilazodone was graded as insufficient.34, 69, 70, 75, 81, 90-92 

As a class, the evidence for SSRIs compared with pill placebo on clinician-rated depressive 
symptoms for adolescents and children with MDD was insufficient. Notably, the results when 
inclusive of high risk-of-bias studies suggest benefit (SMD, -0.19; 95% CI, -0.35 to -0.03; 
I2=60%); a sensitivity analysis without these studies indicates that the CIs for the effect size span 
the null (SMD without high risk-of-bias studies, -0.14; 95% CI, -0.29 to 2.12; I2=28%, N=869).  

Among adolescents only, the underlying heterogeneity across drugs within the drug class, 
risk of bias of included studies, and concerns about potential harms arising from paroxetine 
complicate the interpretation of the evidence. A meta-analysis that includes all drugs and high 
risk-of-bias studies suggests benefit (SMD, -0.24; 95% CI, -0.45 to -0.04; I2=75%; N=1,501) but 
is characterized by heterogeneity that can be explained by the single fluoxetine study. 
Fluoxetine, as described above, does suggest benefit for clinician-rated depression symptoms 
among adolescents with depression. A meta-analysis without fluoxetine also suggests benefit 
(SMD, -0.12; 95% CI, -0.22 to -0.02; I2=0%; N=1,280) but includes two high risk-of-bias 
studies, both on paroxetine. Given concerns about prescribing paroxetine in adolescents with 
depression, a more clinically relevant evaluation would exclude paroxetine studies. Excluding 
the two high risk-of-bias paroxetine studies and the fluoxetine study results in imprecise results: 
confidence intervals span the null for the remaining drugs (escitalopram and vilazodone). As a 
result, we rated the evidence for clinician-rated depression symptoms among adolescents as 
insufficient because of imprecision, inconsistency, and high risk of bias.  

Response rates improved for adolescents and children with MDD (risk difference, 72/1,000; 
95% CI, 2 to 124; I2=9%; low SOE). Without the high risk-of-bias studies, the results continue to 
be consistent and precise (risk difference, 80/1,000; 95% CI, 16 more to 143 more cases, I2=0%); 
the sensitivity analysis does not change the SOE.  



 

58 

Among adolescents only, the results for response rates mirror the results for clinician-rated 
depression symptoms. The interpretation of the evidence is complicated by underlying 
heterogeneity, risk of bias, and the inclusion of paroxetine. The results for the entire evidence 
base suggest benefit (relative risk [RR], 1.16; 95% CI, 1.01 to 1.35; I2=61%) but a single 
fluoxetine study that demonstrates benefit drives these results and underpins the heterogeneity of 
the evidence base. Excluding the fluoxetine study reduces heterogeneity but also results in a 
lower estimate of benefit, with greater uncertainty (the confidence intervals span the null). 
Excluding the high risk-of-bias studies (both paroxetine) similarly results in imprecise results. 
Results that exclude both fluoxetine and paroxetine (that is, results for just escitalopram and 
vilazodone) span the null. Given these factors, we rated the evidence as insufficient because of 
imprecision, consistency, and high risk of bias.  

The evidence for the drug class in terms of improving remission rates for adolescents and 
children with MDD were inconsistent in addition to being imprecise and having high risk of 
bias.67, 68, 72, 82 Without the high risk-of-bias studies, the results continued to be imprecise and 
inconsistent; the SOE did not change as a result of the sensitivity analysis. The results for 
adolescents with MDD, by contrast, suggested no benefit (low SOE): without the high risk-of-
bias study,90 the results continued to be consistent; the SOE did not change as a result of the 
sensitivity analysis.75, 79  

The evidence regarding SSRIs and functional status for adolescents and children with MDD 
was graded as low for benefit (SMD, 0.16; 95% CI, 0.03 to 0.29, I2=0%). Without the high risk-
of-bias studies, the evidence continued to suggest benefit (SMD, 0.17; 95% CI, 0.02 to 0.33; 
I2=0%); the SOE did not change as a result of the sensitivity analysis. Results of the individual 
SSRI drug and the SSRI class comparisons with pill placebo are presented in Table 34. 
Additional details about these studies can be found in Appendix Tables D-26 and E-20. 

Table 34. Strength of evidence for benefits of SSRIs versus placebo 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 

Depressive 
symptoms, 
clinician 
report  

SMD for all 
studies (CDRS-
R), -0.23; 95% 
CI, -0.46 to 0.00, 
I2=70 
(Appendix J, 
Figure J-1)  

5 RCTs  
(n=979)67, 68, 72, 76, 82 

Imprecision (wide 
CIs), inconsistency 
high risk of bias67, 68, 

72, 82 

Insufficient Adolescents 
and children 
with MDD 

  Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-
R), -0.68; 95% 
CI, -0.95 
to -0.41) 

1 RCT  
(n=221)53 

Imprecision (small 
sample size), 
unknown consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Depressive 
symptoms, 
clinician 
report  

Between-group 
mean difference 
(CDRS-
R), -4.23; 95% 
CI, -12.95 to 
4.49 

1 RCT  
(n=34)84 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with MDD or 
other DDs plus 
a comorbid 
substance-
related 
disorder 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 
(continued) 

Depressive 
symptoms, 
self-report  

SMD 
(CDI/BDI), -0.19; 
95% CI,-0.59 to 
0.21 

1 RCT  
(n=96)72 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,72 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Depressive 
symptoms, 
self-report  

SMD (BDI), 
0.09; 95% 
CI, -0.18 to 0.35 

1 RCT  
(n=97)82 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,82 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report  

SMD (CDI), 
0.05; 95% 
CI,-0.35 to 0.45 

1 RCT  
(n=122)82 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,82 
unknown consistency 

Insufficient  Children with 
MDD 

  Depressive 
symptoms, 
self-report  

Between-group 
mean difference 
(BDI), 4.70; 95% 
CI, -5.23 to 
14.63 

1 RCT 
(n=34)84 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with (MDD) or 
other DDs plus 
a comorbid 
substance-
related 
disorder 

  Response  RR (probability 
of response 
w/CGI/CDRS-
R), 1.15; 95% 
CI, 0.99 to 1.34, 
I2=50% 
(Appendix J, 
Figure J-2) 

4 RCTs  
(n=878)67, 68, 76, 82 

Imprecision (wide 
CIs), inconsistency, 
high risk of bias67, 68, 

76, 82 

Insufficient Adolescents 
and children 
with MDD 

  Response  RR(CGI-I), 1.74; 
95% CI, 1.30 to 
2.34 

1 RCT  
(n=221)53 

Imprecision (small 
sample size), 
unknown consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response  RR (CGI-I), 
1.30; 95% CI, 
0.96 to 1.76 

1 RCT  
(n=34)84 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with MDD or 
other DDs plus 
a comorbid 
substance-
related 
disorder 

  Remission  RR (remission: 
CDRS-R), 1.24; 
95% CI, 0.78 to 
1.92, I2=75% 
(Appendix J, 
Figure J-3) 

4 RCTs  
(n=774)67, 68, 72, 82 

Imprecision (wide 
CIs, inconsistency, 
high risk of bias67, 68, 

72, 82 

Insufficient  Adolescents 
and children 
with MDD 

  Remission  RR (remission: 
CDRS-R), 1.35; 
95% CI, 0.79 to 
2.31 

1 RCT  
(n=221)85 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status, 
clinician 
report  

SMD (GAF, 
CGAS) range 
from 0.08 to 
0.27  
Both 95% CIs 
cross the null 

2 RCTs  
(n=280)72, 82 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias72, 82 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 
(continued) 

Functional 
status, 
clinician 
report  

SMD (CGAS), 
0.23; 95% CI,  
-0.04 to 0.49 

1 RCT  
(n=221)87 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status, 
clinician 
report  

Between group 
mean difference 
(CGAS), 1.85; 
95% CI, -8.67 to 
12.37) 

1 RCT  
(n=30)84 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient  Adolescents 
with (MDD) or 
other DDs plus 
a comorbid 
substance-
related 
disorder 

SSRI: 
Escitalopram 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-
R), -0.21; 95% 
CI, -0.44 to 0.01 

1 RCT  
(n=311)79 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient  Adolescents 
with MDD 

  Depressive 
symptoms, 
clinician 
report (24- 
week 
followup)  

SMD (CDRS-
R), -0.26; 95% 
CI, -0.48 to -0.04 

1 RCT  
(n=311)88 

Imprecision (wide 
CIs), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response  RR (CDRS-R), 
1.21;  
95% CI, 1.00 to 
1.46 

1 RCT  
(n=311)79 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient  Adolescents 
with MDD 

  Response 
(24 weeks) 

RR (CDRS-R), 
1.25;  
95% CI, 1.03 to 
1.51 

1 RCT  
(n=311)79 

Imprecision (small 
sample size), 
unknown consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Remission RR (CDRS-R), 
1.17; 95% CI, 
0.74 to 1.84 

1 RCT  
(n=311)79 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Remission 
(24 weeks) 

RR (CDRS-R), 
1.50; 95% CI, 
1.09 to 1.84 

1 RCT  
(n=311)88 

Imprecision (small 
sample size), 
unknown consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Functional 
status, 
clinician 
report (24 
weeks) 

SMD (CGAS), 
0.23; 95% CI, 
0.08 to 0.46 

1 RCT  
(n=301)88 

Imprecision (small 
sample size), 
unknown consistency 

Low for 
benefit 

Adolescents 
with MDD 

SSRI: 
Citalopram 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-R) 
ranges 
from -0.12 
to -0.37 with 1 of 
2 95% CIs 
crossing the null 

2 RCTs  
(n=446)34, 81 

Imprecision (wide 
CIs), inconsistency in 
CIs crossing the null  

Insufficient Adolescents 
and children 
with MDD 

  Response  RR (CGI-I) 
ranges from 
1.04 to 1.21 with 
both 95% CIs 
crossing the null. 

2 RCTs 
(n=446)34, 81 

Serious imprecision 
(wide CIs, OIS likely 
not met) 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Citalopram 
(continued) 

Remissiona RR (CDRS-R), 
1.50; 95% CI, 
0.94 to 2.39 

1 RCT  
(n=178)81 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Functional 
status, 
clinician 
report 

SMD (CGAS) 
ranges from 
0.18 to 0.21 with 
both 95% CIs 
crossing the null 

2 RCTs 
(n=439)34, 89 

Serious imprecision 
(wide CIs, OIS likely 
not met) 

Insufficient Adolescents 
and children 
with MDD 

SSRI: 
Paroxetine 

Depressive 
symptoms, 
clinician 
report  

Reported 
adjusted mean 
difference 
(CDRS-R), 0.80; 
95% CI, -3.09 to 
4.69 

1 RCT  
(n=203)69 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Depressive 
symptoms, 
clinician 
report 

SMD (HAM-D, 
K-SADS-L), 
ranges 
from -0.06 
to -0.23 across 2 
studies with both 
95% CIs 
crossing the null 

2 RCTs  
(n=436)70, 90 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias70, 90 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report  

MD 
(MFQ), -0.74; 
95% CI, -4.27 to 
2.80 

1 RCT  
(n=268)70 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,70 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (CGI-I), 
1.16; 95% CI, 
0.66 to 2.03 

1 RCT 
(n=206)69 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Response  RR (HAM-D, 
MADRS) of 1.05 
in both studies; 
95% CI crossed 
the null in both 
studies  

2 RCTs 
(n=445)70, 90 

Imprecision (wide 
CIs), high risk of 
bias70, 90 

Insufficient Adolescents 
with MDD 

  Response 
(sustained) 

RR (reported), 
1.38; 95% CI, 
0.95 to 2.02 

1 RCT  
(n=180)91 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,91 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Remission  RR (CDRS-
R<28), 0.81; 
95% CI, 0.51 to 
1.31 

1 RCT  
(n=206)69 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Remission  RR (HAM-D), 
1.21; 95% CI, 
0.95 to 1.55 

1 RCT  
(n=180)92 

Serious imprecision 
(wide CIs, small 
sample size) high risk 
of bias,92 unknown 
consistency 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Paroxetine 
(continued) 

Relapse RR (HAM-D), 
1.93; 95% CI, 
1.03 to 3.61 

1 RCT  
(n=108)92 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,92 
unknown consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status, 
clinician 
report 

Median 
difference 
(GAF), 1.33; 
95% CI, -2.19 to 
4.86, p=0.46 

1 RCT 
(n=187)69 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown consistency 

Insufficient Adolescents 
and children 
with MDD 

  Functional 
status, self-
report  

SMD (AFC), 
0.24; 95% 
CI, -0.11 to 0.60 

1 RCT  
(n=122)90 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,90 
unknown consistency 

Insufficient  Adolescents 
with MDD 

  Functional 
status, 
parent 
report  

SMD (AFC), 
0.25; 95% 
CI, -0.11 to 0.61 

1 RCT 
(n=122)91 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,91 
unknown consistency 

Insufficient Adolescents 
with MDD 

SSRI: 
Vilazodone 

Depressive 
symptoms, 
clinician 
report  

RR (CDRS-
R), -0.07; 95% 
CI, -0.25 to 0.11 

1 RCT  
(n=524)75 

Imprecision (wide 
CIs), unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Response  RR (CDRS-R), 
1.07; 95% CI, 
0.86 to 1.35 

1 RCT  
(n=524)75 

Imprecision (wide 
CIs), unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Remission RR (CDRS-R), 
1.04; 95% CI, 
0.82 to 1.32 

1 RCT  
(n=524)75 

Imprecision (wide 
CIs), unknown 
consistency  

Insufficient  Adolescents 
with MDD 

SSRIs: 
Pooling two or 
more SSRIs, 
including 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone  

Depressive 
symptoms, 
clinician 
report  

SMD (HAM-D, 
CDRS-R, 
MADRS), -0.19; 
95% CI, -0.35 
to -0.03, I2=60%, 
(Appendix J, 
Figure J-4) 
 
SMD without 
high risk-of-bias 
studies, -0.14; 
95% CI, -0.29 to 
2.12), I2=28%, 
N=869 

8 RCTs  
(n=1624)34, 67-69, 72, 76, 81, 

82 

High risk of bias,67, 68, 

72, 82 inconsistency, 
imprecision (wide 
CIs) without high risk-
of-bias studies  

Insufficientb Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: 
Pooling two or 
more SSRIs, 
including 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone 
(continued) 

Depressive 
symptoms, 
clinician 
report  

SMD (HAM-D, 
CDRS, 
MADRS), -0.24; 
95% CI, -0.45 to 
-0.04, I2=75%, 
(Appendix J, 
Figure J-5) 
 
SMD without 
high risk-of-bias 
studies (both 
paroxetine), -
0.30; 95% CI, -
0.64 to 0.03, 
I2=86%, 
N=1,056 
 
SMD without 
fluoxetine,  
-0.12; 95% CI,  
-0.23 to -0.02, 
N=1,280 
 
SMD without 
fluoxetine or 
paroxetine,  
-0.21; 95% CI,  
-0.44 to 0.01, 
N=311 for 
escitalopram 
and -0.07, 95% 
CI, -0.22 to 
0.08), N = 524 
for vilazodone 

5 RCTs  
(n=1,501)53, 70, 75, 79, 90 

Imprecision (wide 
CIs), inconsistency 
with fluoxetine study, 
high risk of bias70, 90 

Insufficientb  Adolescents 
with MDD 

  Response  RR (HAM-D, 
MADRS, CGI-I), 
1.15; 95% CI, 
1.04 to 1.26, 
I2=9%, 
(Appendix J, 
Figure J-6) 
 
RR without high 
risk-of-bias 
studies, 1.19; 
95% CI, 1.06 to 
1.36, I2=0%, 
N=847 

7 RCTs  
(n=1,525)34, 67-69, 76, 81, 82 

Imprecision (wide 
CIs), high risk of 
bias67, 68, 82 

Low for 
benefit 

Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: 
Pooling two or 
more SSRIs, 
including 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone 
(continued) 

Response  RR (CDRS-R, 
CGI-I, HAM-D, 
MADRS), 1.16; 
95% CI, 1.01 to 
1.35, I2=61%,  
(Appendix J, 
Figure J-7) 
 
RR without high 
risk-of-bias 
studies, 1.27; 
95% CI, 1.00 to 
1.62, I2=74%, 
N=986  
 
RR without 
fluoxetine study, 
1.09; 95% CI, 
0.99 to 1.20, 
I2=0%, N=1,210  
 
RR without 
fluoxetine or 
paroxetine, 1.21;  
95% CI, 1.00 to 
1.46, N=311 for 
escitalopram 
and 1.07; 95% 
CI, 0.86 to 1.35, 
N = 524 for 
vilazodone 

5 RCTs  
(n= 1,431)53, 70, 75, 79, 90 

Imprecision (wide 
CIs), inconsistency 
with fluoxetine study, 
high risk of bias70, 90 

Insufficientb Adolescents 
with MDD 

  Remissiona  RR (CDRS-R, 
CGI-I), 1.19; 
95% CI, 0.86 to 
1.64, I2=68%, 
(Appendix J, 
Figure J-8) 
 
Without high 
risk-of-bias 
studies (all 
fluoxetine), CIs 
span the null, 
but point 
estimates 
continue to be 
inconsistent 

6 RCTs  
(n=1153)67-69, 72, 81, 82 

Imprecision (wide 
Cis), inconsistency, 
high risk of bias67, 68, 

72, 82 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: 
Pooling two or 
more SSRIs, 
including 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, or 
vilazodone 
(continued) 

Remission  RR (HAM-D, 
CDRS-R), 1.15; 
95% CI, 0.98 to 
1.33, I2=0%, 
(Appendix J, 
Figure J-9) 
 
RR without high 
risk-of-bias 
studies, 1.10; 
95% CI, 0.91 to 
1.34, I2=0%, 
N=870  

4 RCTs  
(n=1,050)75, 79, 85, 92 

Imprecision, (wide 
CIs), high risk of 
bias92 

Low for no 
benefit 

Adolescents 
with MDD 

  Functional 
status, 
clinician 
report 

SMD (GAF, 
CGAS), 0.16; 
95% CI, 0.03 to 
0.29, I2=0%, 
(Appendix J, 
Figure J-10) 
 
Without high 
risk-of-bias 
studies, SMD, 
0.17; 95% CI, 
0.02 to 0.33, 
I2=0%, N=626 

5 RCTs  
(n=941)34, 69, 72, 82, 89 

Imprecision (wide 
CIs), high risk of 
bias72, 82 

Low for 
benefit 

Adolescents 
and children 
with MDD 

a One study81 reported CDRS≤28 as response. Because this outcome is typically evaluated as remission, we recategorized this 
outcome as remission. 
b In the absence of sensitivity analyses accounting for high risk of bias and heterogeneity, this evidence would not have been 
downgraded for imprecision; the grade would have been low for benefit.  

AFC = Autonomous Functioning Checklist; BDI = Beck Depression Inventory; CDI = Children’s Depression Inventory; CDRS-
R = Children’s Depression Rating Scale-Revised; CGAS = Children’s Global Assessment Scale; CGI = Clinical Global 
Impressions Scale; CGI-I = Clinical Global Impressions Scale- Improvement; CI = confidence interval; DD = depressive 
disorders; GAF = Global Assessment of Functioning; HAM-D = Hamilton Depression Rating Scale; K-SADs-L = Kiddie-
Schedule for Affective Disorders and Schizophrenia for School-Age Children; MADRS = Montgomery-Asberg Depression 
Rating Scale; MD = mean difference; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n = number; 
OIS = optimal information size; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; 
SSRI = selective serotonin reuptake inhibitors. 

SSRIs Versus Placebo: Harms 

Key Points 
• The evidence was insufficient to judge the harms of fluoxetine compared with 

placebo for suicidal ideation or behaviors, SAEs, or withdrawal due to AEs.  
• Paroxetine was associated with a higher risk of suicidal ideation or behavioral and 

withdrawals due to AEs than placebo (low SOE for harms). 
• The evidence for escitalopram, paroxetine, and vilazodone for all other outcomes was 

insufficient to judge the risk of harms. 
• SSRIs as a class were associated with a higher risk of serious adverse events in 

studies with adolescents or adolescents and children with MDD (low risk of harms). 
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• SSRIs as a class were associated with a higher risk of withdrawals for adverse events 
in studies with adolescents with MDD (low risk of harms). 

• Across a broad range of other populations, the evidence was insufficient to judge the 
risk of suicidal ideation or behaviors, SAEs, or withdrawals with SSRIs as a class, but 
the insufficient grade reflects uncertainty, primarily because of rare outcomes rather 
than the absence of harms. 

Detailed Results 
Eleven RCTs compared SSRIs, including fluoxetine, citalopram, escitalopram, paroxetine, 

and vilazodone, with pill placebo and reported AEs.53, 67-70, 72, 75, 76, 79, 81-84, 88 , 89, 90, 92 , 119 Overall 
characteristics of these studies are described in the benefits section. Mortality was reported in 
two studies of fluoxetine, and no deaths were reported in either group from any cause including 
suicide.  

In broadly defined populations (adolescents or children, MDD or other DDs), the evidence 
for the effects of fluoxetine versus placebo was insufficient for suicidal ideation or behaviors, 
SAEs, or withdrawal due to AEs because of serious imprecision and high risk of bias. Removing 
the high risk-of-bias studies67, 68 continued to yield seriously imprecise results; the SOE did not 
change as a result of the sensitivity analysis. This conclusion also held for a more narrowly 
defined population of adolescents and children with MDD with or without high risk-of bias 
studies.67, 68  

A pooled analysis of all paroxetine studies indicates uncertainty because of confidence 
intervals spanning the null, but two of three included studies have a high risk of bias. The results 
from the single study without critical risk-of-bias concerns spans the null and would be 
insufficient to judge the harms of suicidal ideation or behaviors. We judged the evidence to be 
low for harms, despite the inclusion of high risk-of-bias studies to convey the signal for a risk of 
harm. Specifically the harm reported in one study (n=180) indicates a substantial risk difference 
of 95/1,000, 95% CI, 22 to 168.90 The evidence for paroxetine suggested a higher risk of 
withdrawal due to AEs (risk difference, 60/1,000; 95% CI, 19 more cases to 101 more cases) 
(low SOE of harms). The evidence for escitalopram, paroxetine, and vilazodone for all other 
outcomes was insufficient to judge the risk of harms.  

When SSRIs were examined as a class for suicidal ideation or behaviors, the analyses in 
broadly defined populations (adolescents, children, MDD, other DDs) and more narrowly 
defined populations (adolescents only, MDD only) had high risk of bias and serious imprecision, 
leading to a judgment of insufficient evidence. Without the high risk-of-bias studies (which 
included the paroxetine study that demonstrated a higher risk of suicidal ideation or behavior), 
these results continued to demonstrate serious imprecision; the SOE was not changed as a result 
of the sensitivity analysis. In other words, although we judged paroxetine to have an increased 
risk of suicidal ideation for adolescents, we did not find evidence for increased risk of suicidal 
ideation for the entire class of SSRIs.  

Our inclusion criteria requiring study-level data and our lack of access to some data resulted 
in the exclusion of some potentially relevant results from the meta-analysis. These criteria also 
reduced the power of the analysis. After looking at published studies, we then examined the 
effect of our exclusions in comparison with the FDA meta-analysis129 that prompted the boxed 
warning on all antidepressants. The sensitivity analyses described below are cumulative; that is, 
we retained the data from each analysis as we moved to the next to maximize the power of the 
analyses.  
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First, we added data to which we did not have access. One study of citalopram did not report 
suicidal behavior or outcomes in the publication81 or in the FDA clinical review,130 but the FDA 
meta-analysis included results indicating one event in the drug arm and two in the placebo 
arm.129 Adding these results, using the FDA meta-analysis as a source, did not change the 
direction or statistical significance of the results (RR, 1.11; 95% CI, 0.89 to 1.38).  

Second, we added data for which we did not have sufficient information to attribute 
causality. One escitalopram study reported one “potential suicide-related event” in the drug arm 
and two in the placebo arm and judged that only one of the placebo events was possibly related 
to the study medication.34 Assuming the worst-case scenario and including all these events as 
potential harms, as in the FDA meta-analysis, did not change the direction or statistical 
significance of the effect (RR, 1.09; 95% CI, 0.89 to 1.33). The FDA meta-analysis found one 
study of mirtazapine with one event in the treatment and none in the placebo arm.129 Adding 
these results, using the FDA meta-analysis as a source, did not change the direction or statistical 
significance of the results (RR, 1.09; 95% CI, 0.89 to 1.33).  

Third, we added pooled studies for which we were unable to extract study-level data. One 
such study pooled two trials for sertraline.131 The FDA meta-analysis had access to study-level 
results and reported three events in the drug arm and none in the placebo arm in one study 
(A0501001) and two in each arm in the second study (A0501017). Adding these results, using 
the FDA meta-analysis as a source, did not change the direction or statistical significance of the 
results (RR, 1.10; 95% CI, 0.90 to 1.34).  

Fourth, we added studies for which we used different data values than the FDA meta-
analysis: for the TADS trial,119 we relied on published reports suggesting 10 events in the 
fluoxetine arm and 3 in the placebo arm using the Columbia Classification system yielding a 
higher but not statistically significant difference between the arms (RR, 3.43; 95% CI, 0.97 to 
12.11); the FDA meta-analysis reported 9 and 2, yielding a statistically significant difference 
between the arms (RR, 4.62; 95% CI, 1.02 to 20.92).129 Using the numbers in the FDA meta-
analysis for the TADS also did not change the direction or statistical significance of the results 
(RR, 1.10; 95% CI, 0.90 to 1.34).  

Finally, we tested whether pooling SSRIs along with all other drugs (venlafaxine, 
desvenlafaxine, amitriptyline, imipramine, duloxetine, MAOIs), as in the FDA meta-analysis, 
would alter the results. This broader analysis also did not change the direction or statistical 
significance of the results (RR, 1.07; 95% CI, 0.90 to 1.27). 

The FDA meta-analysis included other populations and settings from our review; we did not 
attempt sensitivity analyses to address these populations because they are outside the scope of 
this review. Specifically, we excluded studies with inpatient populations.132, 133 One of the 
excluded studies was judged in the FDA meta-analysis129 as having more events in the drug arm 
than in the placebo arm (9 vs. 5),132 and the other had no events in the drug arm and one in the 
placebo arm.133 We also excluded studies of populations with disorders other than depression. In 
these populations, the potential adverse effects of antidepressants on suicidality may be more 
apparent because there is no mitigating benefit from improved symptom response. The evidence 
for SAEs for adolescents only or adolescents and children with MDD demonstrated higher risk 
(RR, 20/1,000; 95% CI, 1 more case to 40 more cases), but was marked by very few events (68 
events), leading to seriously imprecise results and a judgment of low for harms. Without high 
risk-of-bias studies, the results continued to be imprecise with confidence intervals that span the 
null (risk difference, 20/1,000; 95% CI, 1 less case to 33 more cases; I2=0%; N=1,180). We 
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judged the evidence to be low for harms, despite the inclusion of high risk-of-bias studies. The 
evidence from studies of adolescents and children was insufficient. 

The evidence suggests an increased risk of withdrawals with SSRIs as a class for adolescents 
with depression (risk difference, 26/1,000; 95% CI, 6 fewer cases to 45 more cases). Without 
high risk-of-bias studies, these results span the null. We judged the evidence to be low for harms, 
despite the inclusion of high risk-of-bias studies. The results in other populations (adolescents 
and children with MDD, adolescents or children with MDD) had high risk of bias and serious 
imprecision, leading to a judgment of insufficient evidence. Without the high risk-of-bias 
studies, these results continued to demonstrate serious imprecision; the SOE was not changed as 
a result of the sensitivity analysis.  

Results of the individual SSRI drug and the class comparisons with pill placebo for harms are 
presented in Table 35. Additional details can be found in Appendix Tables D-26 and F-10. 

Table 35. Strength of evidence for harms of SSRIs versus placebo 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 

Mortality No deaths in 
either group  

1 RCT  
(n=224)76 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Mortality No mortality from 
completed 
suicides in either 
group  

1 RCT  
(n=221)53 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidal 
ideation or 
behaviors  

RR (C-SSRS/ 
discontinuation 
due to SI), 1.05; 
95% CI, 0.70 to 
1.58, I2=0%, 
(Appendix J, 
Figure J-11) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null  

4 RCTs  
(n=701)67, 68, 76, 84 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68 

Insufficient Adolescents 
and children 
with MDD or 
adolescents 
with MDD or 
other DDs with 
a comorbid 
substance-
abuse disorder 

  Suicidal 
ideation or 
behaviors 

RR (C-SSRS/ 
discontinuation 
due to SI), 1.06; 
95% CI, 0.70 to 
1.60, I2=0%, 
(Appendix J, 
Figure J-12) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

3 RCTs  
(n=667)67, 68, 76 

Imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Fluoxetine 
(continued) 

Suicide-
related AEs 

RR (C-CASA), 
1.74; 95% CI, 
0.43 to 7.12 

1 RCT  
(n=219)119 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide 
attempts  

RR (number with 
attempts), 5.41; 
95% CI, 0.25 to 
105.7) 

1 RCT 
(n=221)53 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs  RR, 2.15; 95% 
CI, 0.93 to 4.96; 
I2, 19%, 
(Appendix J, 
Figure J-13) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

5 RCTs  
(n=1,113)53, 67, 68, 76, 

82 

Imprecision 
(few events), 
high risk of 
bias67, 68, 82 

Insufficienta Adolescents or 
adolescents 
and children 
with MDD 

  SAEs  RR, 2.08; 95% 
CI, 0.53 to 8.17; 
I2, 39% 
(Appendix J, 
Figure J-14) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

4 RCTs  
(n=892)67, 68, 76, 82 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

82 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs  

RR, 0.88; 95% 
CI, 0.41 to 1.88; 
I2, 12% 
(Appendix J, 
Figure J-15) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

5 RCTs  
(n=998)67, 68, 72, 76, 82 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

72, 82 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 
(extension 
phase) 

RR ranged from 
0.42 (95% CI, 
0.11 to 1.56) to 
1.87 (95% CI, 
0.58 to 5.99)  
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

2 RCTs  
(n=344)67, 68 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Escitalopram 

Suicidal 
ideation or 
behaviors 

RR (C-SSRS, 
SIQ-JR), 0.99; 
95% CI, 0.46 to 
2.11 

1 RCT 
(n=258)79 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidal 
ideation or 
behaviors (24 
weeks) 

RR (C-SSRS, 
SIQ-JR), 1.33; 
95% CI, 0.70 to 
2.53 

1 RCT  
(n=259)88 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs (24 
weeks) 

RR, 0.99 95% CI, 
0.14 to 6.85 

1 RCT 
(n=165)79 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal 
due to AEs 

RR, 4.05; 95% 
CI, 0.46 to 35.84 

1 RCT 
(n=312)79 

Serious 
imprecision 
(wide CIs, OIS 
likely not met), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal 
due to AEs 
(24 weeks) 

RR, 8.89; 95% 
CI, 0.49 to 162.6 

1 RCT 
(n=165)79 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

SSRI: 
Citalopram 

SAEs RR, 0.31; 95% 
CI, 0.01 to 7.39 

1 RCT  
(n=178)89 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 

RR, 0.96; 95% 
CI, 0.29 to 3.18 

1 RCT  
(n=174)89 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

SSRI: 
Paroxetine 

Suicidal 
ideation or 
behaviors 

RR, 3.06; 95% 
CI, 1.16 to 8.07 
I2=0%, (Appendix 
J, Figure J-16) 

 
RR without high 
risk-of-bias 
studies, 1.96; 
95% CI, 0.18 to 
21.30, N=20669 

3 RCTs (n=662) 69, 

70, 90 
Imprecision 
(wide CIs), high 
risk of bias70, 90 

Low for 
harmsb, c 

Adolescents or 
adolescents 
and children 
with MDD 

 



 

71 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Paroxetine 
(continued)  

Suicidal 
ideation or 
behaviors 

RR ranged from 
2.12 (95% CI, 
0.46 to 9.78) to 
5.15 (95% CI, 
1.17 to 22.56) 

2 RCTs  
(n=466)70, 90 

Serious 
imprecision 
(wide CIs), high 
risk of bias70, 90 

Low for 
harmsb 

Adolescents 
with MDD 

  Suicidal 
ideation or 
behaviors  

RR, 1.96; 95% 
CI, 0.18 to 21.30 

1 RCT 
(n=206)69 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Suicidal 
ideation or 
behaviors, 6 
months 
continuation 

RR (RIAT), 5.30; 
95% CI 1.72 to 
10.8 

1 RCT  
(n=180)92 

Imprecision 
(small sample 
size), high risk 
of bias92, 
unknown 
consistency 

Low for 
harmsb 

Adolescents 
with MDD 

  Suicide 
attempts  

RR (reported), 
0.78; 95% CI, 
0.13 to 4.77 

1 RCT  
(n=276)70 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,70 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs  RR, 5.15; 95% 
CI, 1.17 to 22.56 

1 RCT  
(n=180)83 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias83, unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs  RR, 5.89; 95% 
CI, 0.72 to 48.02 

1 RCT  
(n=206)69 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 

RR, 2.00; 95% 
CI, 1.14 to 3.53; 
I2=0%, (Appendix 
J, Figure J-17) 

 
RR without high 
risk-of-bias study, 
4.55; 95% CI, 
1.01 to 20.52, 
N=20369 

3 RCTs  
(n=658)69, 70, 90 

Imprecision 
(wide CIs), high 
risk of bias70, 90 

Low for harms Adolescents or 
adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 
(continuation 
phase)  

RR (RIAT), 0.73; 
95% CI, 0.22 to 
2.36 

1 RCT  
(n=49)92 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias92, unknown 
consistency 

Insufficient Adolescents 
with MDD 

 



 

72 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: 
Vilazodone 

Suicidal 
ideation or 
behaviors 

RR (C-SSRS), 
0.99; 95% CI, 
0.77 to 1.28 

1 RCT  
(n=526)75 

Serious 
imprecision 
(wide CIs, few 
events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidal 
attempts 

RR (C-SSRS), 
0.48, 95% CI, 
0.07 to 3.39 
 

1 RCT  
(n=526)75 

Serious 
imprecision 
(wide CIs, few 
events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs RR, 2.41; 95% 
CI, 0.28 to 20.45 

1 RCT 
(n=526)75 

Serious 
imprecision 
(wide CIs, few 
events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal 
due to AEs 

RR, 2.08; 95% 
CI, 0.71 to 6.10 

1 RCT 
(n=529)75 

Serious 
imprecision 
(wide CIs, few 
events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

SSRIs: Pooling 
two or more 
SSRIs, 
including 
fluoxetine,  
escitalopram, 
paroxetine, and 
vilazodone 

Suicidal 
ideation or 
behaviors 

RR, 1.14; 95% 
CI, 0.89 to 1.45; 
I2, 8% (Appendix 
J, Figure J-18) 
 
RR without high 
risk-of-bias 
studies (two 
paroxetine 
studies and two 
fluoxetine 
studies), 1.08; 
95% CI, 0.86 to 
1.36; I2=0%; 
N=1,467 

10 RCTs  
(n=2,368)67-70, 75, 76, 

79, 84, 90, 119 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

70, 90 

Insufficienta Adolescents or 
adolescents 
and children 
with MDD or 
adolescents 
with MDD or 
other DDs with 
a comorbid 
substance-
abuse disorder 

  Suicidal 
ideation or 
behaviors 

RR, 1.07; 95% 
CI, 0.71 to 1.62; 
I2, 0% (Appendix 
J, Figure J-19) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

4 RCTs 
(n=873)67-69, 76 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: Pooling 
two or more 
SSRIs, 
including 
fluoxetine,  
escitalopram, 
paroxetine, and 
vilazodone 
(continued)  

Suicidal 
ideation or 
behaviors 

RR, 1.46; 95% 
CI, 0.87 to 2.47; 
I2=41%, 
(Appendix J, 
Figure J-20) 
 
RR without high 
risk-of-bias 
studies (both 
paroxetine), 1.10; 
95% CI, 0.76 to 
1.58; I2=15%; 
N=1,039 

6 RCTs 
(n=1,495)70, 75, 79, 84, 

90, 119 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias70, 90 

Insufficient Adolescents 
with MDD or 
adolescents 
with MDD or 
other DDs with 
a comorbid 
substance-
abuse disorder 

  SAEs RR, 2.52; 95% 
CI, 1.40 to 4.54; 
I2, 4% (Appendix 
J, Figure J-21) 

 
RR without high 
risk-of-bias 
studies (three 
fluoxetine studies 
and one 
paroxetine 
studies), 2.38; 95 
CI%, 1.13 to 
5.01; I2=0%; 
N=1,358 

9 RCTs 
(n=2,206)53, 67-69, 75, 

76, 82, 83, 89 

Imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

82, 83 

Low for 
harmsa,b 

Adolescents 
and children 
with MDD, 
adolescents 
with MDD 

  SAEs  RR, 2.09; 95% 
CI, 0.69 to 6.28; 
I2; 31% 
(Appendix J, 
Figure J-22) 

 

RR without high 
risk-of-bias 
studies (three 
fluoxetine 
studies), 2.70; 95 
CI%, 0.48 to 
15.13; I2=19%; 
N= 608 

6 RCTs 
(n=1,276)67-69, 76, 82, 

89 

High risk of 
bias67, 68, 82 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs  

RR, 1.49; 95% 
CI, 0.98 to 2.25; 
I2, 12% 
(Appendix J, 
Figure J-23) 

 

RR without high 
risk-of-bias 
studies, 1.84; 95 
CI%, 0.94 to 
3.60; I2=5%; 
N=1,442 

11 RCTs  
(n=2,671)67-70, 72, 75, 

76, 79, 82, 89, 90 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

70, 72, 82, 90 

Insufficient Adolescents 
with MDD, 
adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRIs: Pooling 
two or more 
SSRIs, 
including 
fluoxetine, 
citalopram, 
escitalopram, 
paroxetine, and 
vilazodone 
(continued)  

Withdrawal 
due to AEs 

RR, 1.15; 95% 
CI, 0.58 to 2.28, 
I2, 29% 
(Appendix J, 
Figure J-24) 

 
RR without high 
risk-of-bias 
studies, 1.47; 95 
CI%, 0.44 to 
4.96; I2=42%; 
N=601 

7 RCTs 
(n=1,375)67-69, 72, 76, 

82, 89 

Serious 
imprecision 
(wide CIs, few 
events), high 
risk of bias67, 68, 

72, 82 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 

RR, 1.91; 95% 
CI, 1.14 to 3.20; 
I2, 0% (Appendix 
J, Figure J-25) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

4 RCTs 
(n=1,296)70, 75, 79, 90 

Serious 
imprecision, 
high risk of 
bias70, 90 

Low for 
harmsb 

Adolescents 
with MDD 

a One study53 reported the total number of SAEs that met FDA’s definition for an adverse event (N=23) but did not report results 
by study arm; this estimate of effect draws from harm-related adverse events, which were reported by study arm. Not all harm-
related adverse events are SAEs. 
b Without high risk-of-bias studies, the grade would have been rated as insufficient for imprecision. With high risk-of-bias 
studies, the evidence suggests increased risk of harms. We have retained the high risk-of-bias in these ratings to communicate the 
potential for a signal of harm.  
e One high risk-of-bias study (n=180) reported a substantial risk (relative risk: 5.15, 95% CI, 1.17 to 22.56; risk difference: 95, 
95% CI, 22 to 168).90 

AE = adverse event; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CI = confidence interval; C-SSRS = 
Columbia-Suicide Severity Rating Scale; FDA = Food and Drug Administration; MDD = major depressive disorder; n/N = 
number; OIS = optimal information size; RCT = randomized controlled trial; RIAT = restoring invisible and abandoned trials; 
RR = relative risk; SAE = serious adverse event; SI = suicidal ideation; SIQ-JR = Suicide Ideation Questionnaire-Junior High 
School; SSRI = selective serotonin reuptake inhibitor. 

Fluoxetine for Relapse Prevention Versus Placebo: Benefits 

Key Points 
• Fluoxetine for relapse prevention improves relapse among children and adolescents. 
• The evidence was insufficient to judge the efficacy of relapse prevention strategies on 

symptoms and time to relapse. 

Detailed Results 
Two studies of fluoxetine versus placebo focused on relapse prevention.80, 93 These studies 

evaluated 208 adolescents and children. The evidence from two studies suggested insufficient 
evidence on relapse; without the high risk-of-bias study, evidence from one study indicated 
benefit for relapse (risk difference, -272/1,000; 95% CI, 458 fewer cases to 86 fewer cases) (low 
SOE of benefit). The evidence for depressive symptoms and increased time to relapse was 
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insufficient to allow for conclusions. Results of the fluoxetine relapse prevention studies are 
presented in Table 36. Additional details can be found in Appendix Tables D-27 and E-21. 

Table 36. Strength of evidence for benefits of relapse prevention of fluoxetine versus placebo  

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: Relapse 
prevention 
fluoxetine 

Depressive 
symptoms, 
clinician report  

SMD (CDRS-
R), -0.48; 95% 
CI, -1.11 to 
0.15 

1 RCT  
(n=40)93 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Depressive 
symptoms, 
self-report  

SMD 
(BDI), -0.95; 
95% CI, -1.98 
to 0.08 

1 RCT 
(n=18)93 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self- report  

SMD 
(CDI), -0.34; 
95% CI, -1.23 
to 0.54 

1 RCT 
(n=21)93 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,93 unknown 
consistency 

Insufficient Children with 
MDD 

  Relapse  CIs for one of 
two studies 
span the null 
Without high 
risk of bias, RR 
(CDRS-R), 
0.61; 95% CI, 
0.42 to 0.88 

2 RCTs 
(n=142)80, 93 

Serious 
imprecision 
(wide CIs, small 
sample size), 
inconsistency, 
high risk of 
bias93 
 

Low for 
benefita 

Adolescents 
and children 
with MDD 

  Time to 
relapse  

SMD (CDRS-
R), 1.82; 95% 
CI,1.09 to 2.56a 

1 RCT 
(n=40)93 

Imprecision 
(small sample 
size, high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Functional 
status, 
clinician report  

SMD (GAF), 
0.06; 95% 
CI, -0.58 to 
0.70 

1 RCT  
(n=38)93 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

a With the high risk-of-bias studies, the evidence would have been downgraded for inconsistency and imprecision and would 
have been downgraded to insufficient. 

BDI = Beck Depression Inventory; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-
Revised; CI = confidence interval; GAF = Global Assessment of Functioning; MDD = major depressive disorder; n = number; 
RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; SSRI = selective serotonin reuptake 
inhibitors. 



 

76 

Fluoxetine for Relapse Prevention Versus Placebo: Harms 

Key Points 
• The evidence was insufficient to judge the harms from relapse strategies for suicidal 

ideation or behaviors, SAEs, and withdrawal due to AEs.  

Detailed Results 
The evidence on relapse prevention comparing fluoxetine to placebo80, 93 was insufficient to 

judge harms related to suicidal ideation or behaviors, SAEs, or withdrawal due to AEs. Results 
of the individual fluoxetine relapse study comparisons with pill placebo for harm are presented in 
Table 37. Additional details can be found in Appendix Tables D-27 and F-11. 

Table 37. Strength of evidence for harms of relapse prevention of fluoxetine versus placebo  

Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SSRI: Relapse 
prevention 
fluoxetine 

Suicidal ideation 
or behaviors 

RR, 0.33; 95% 
CI, 0.01 to 
7.72 

1 RCT 
(n=40)93 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  SAEs RR, 0.52; 95% 
CI, 0.05 to 
5.56 

1 RCT  
(n=102)80 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal due 
to AEs 
(continuation 
phase)  

RR, 3.12; 95% 
CI, 0.13 to 
74.8 

1 RCT 
(n=102)80 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal due 
to AEs 

RR, 3.00; 95% 
CI, 0.13 to 
69.5 

1 RCT 
(n=40)93 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,93 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; SAE = serious adverse event; SSRI = selective serotonin reuptake inhibitors. 

SNRIs Versus Placebo: Benefits 

Key Points 
• SNRIs did not improve primary depressive symptoms for adolescents and children 

with MDD when compared with pill placebo (low SOE of no benefit).  
• The evidence suggests low SOE for no benefit for depressive symptoms or response 

for desvenlafaxine.  
• The evidence for duloxetine and venlafaxine is insufficient to judge efficacy for 

depressive symptoms, remission, or response. 
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Detailed Results 
Five RCTs (two reported in one publication)94 compared SNRIs to pill placebo including 

venlafaxine, desvenlafaxine and duloxetine.67, 76, 77, 94 All studies included children and 
adolescents and no studies included adolescents only or children only. All studies focused on 
patients with MDD and no studies focused on a wider range of DDs. Three studies were rated 
high risk of bias,67, 94 one was rated uncertain76 and one was rated as having some concerns.77 

As a class, SNRIs did not improve depressive symptoms (mean difference in CDRS-R, -1.48; 
95% CI, -2.90 to -0.06), when compared with pill placebo (low SOE of no benefit). Without the 
high risk-of-bias study (duloxetine),67 the results spanned the null; the SOE did not change as a 
result of the sensitivity analysis. The sensitivity analysis results for SNRIs, without the high risk-
of-bias duloxetine study, were limited to desvenlafaxine studies alone; as a result, the SOE for 
desvenlafaxine for depressive symptoms also low for no benefit. The relative risk for response 
for all SRNIs suggests a modest benefit when including all studies (RR, 1.13; 95% CI, 1.03 to 
1.23; I2, 0%), but without high risk-of-bias studies, the results are imprecise and the strength of 
evidence is insufficient. 

The evidence for duloxetine was insufficient to judge efficacy for remission or response. 
Results of the individual SNRI drug and the SNRI class comparisons with pill placebo are 
presented in Table 38. Additional details about these studies can be found in Appendix Tables D-
28 and E-22. 

Table 38. Strength of evidence for benefits of SNRIs versus placebo 

Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SNRI: Venlafaxine Depressive 
symptoms, 
clinician report  

SMD (CDRS-R) 
of -0.15 and -
0.14, CIs of both 
studies cross the 
null  

2 RCTs 
(n=334)94 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias94  

Insufficient Adolescents 
and children 
with MDD 

  Response  RR (CDRS-R) of 
1.25 and 1.13 
Both 95% CIs 
cross the null. 

2 RCTs 
(n=334)94  

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias94  

Insufficient Adolescents 
and children 
with MDD 

SNRI: 
Desvenlafaxine 

Depressive 
symptoms, 
clinician report  

SMD (CDRS-R) 
of -0.11 and 0.04, 
CIs of both 
studies cross the 
null  

2 RCTs 
(n=590)76, 77 

Inconsistency 
(direction of 
effect) 

Low for no 
benefit 

Adolescents 
and children 
with MDD 

  Response  RR (CGI-I) of 
1.06 and 1.10 
Both 95% CIs 
cross the null. 

2 RCTs 
(n=511)76, 77  

Imprecision 
(wide CIs) 

Low for no 
benefit 

Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SNRI: Duloxetine Depressive 
symptoms, 
clinician report  

SMD (CDRS-R, 
pooled for high 
and low 
dose), -0.22; 95% 
CI, -0.45 to 0.01 

1 RCT 
(n=336)67 

Imprecision 
(wide CIs), high 
risk of bias,67 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Response  RR (CDRS-R, 
pooled for high 
and low dose), 
1.15; 95% CI, 
0.97 to 1.36 

1 RCT  
(n=346)67 

Imprecision 
(wide CIs), high 
risk of bias,67 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Remission  RR (CDRS-R, 
pooled for high 
and low dose), 
1.43; 95% CI, 
1.05 to 1.95 

1 RCT  
(n=346)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

SNRIs: 
venlafaxine, 
desvenlafaxine 
and duloxetine 

Depressive 
symptoms, 
clinician report  

SMD (CDRS-
R), -0.12; 95% 
CI, -0.23 to 
0.000; I2=0%, I2, 
8% (Appendix J, 
Figure J-26) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

5 RCTs 
(n=1,260)67, 

76, 77, 94 

Inconsistency 
(direction of 
effect), high risk 
of bias67, 94 

Low for no 
benefit 

Adolescents 
and children 
with MDD 

  Response  RR (CDRS-R), 
1.13; 95% CI, 
1.03 to 1.23, I2, 
0% (Appendix J, 
Figure J-27) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

5 RCTs 
(n=1,191)67, 

76, 77, 94 

Imprecise (wide 
CIs), high risk of 
bias,67, 94 
unknown 
consistency 

Insufficienta Adolescents 
and children 
with MDD 

CDRS-R = Children’s Depression Rating Scale-Revised; CGI-I = Clinical Global Impressions Scale- Improvement; CI = 
confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SMD 
= standardized mean difference; SNRI = serotonin and norepinephrine reuptake inhibitor. 

a In the absence of sensitivity analyses accounting for high risk of bias and heterogeneity, this evidence would not have been 
downgraded for imprecision; the grade would have been low for benefit.  

SNRIs Versus Placebo: Harms 

Key Points 
• High-dose duloxetine (60 mg) is associated with a higher risk of withdrawals from 

SAEs when compared with placebo (low SOE of harms). 
• The evidence was insufficient to judge the harms of mortality from desvenlafaxine. 
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• The evidence was insufficient to judge the harms from desvenlafaxine or duloxetine 
when compared with placebo for suicidal ideation or behaviors, SAEs, and 
withdrawals due to AEs.  

• The evidence was insufficient to judge the harms from SNRIs as a class when 
compared with placebo for suicidal ideation or behaviors and withdrawals due to 
AEs.  

• The FDA reported higher rates of hostility and suicide-related events in the 
venlafaxine arm when compared with placebo. 

Detailed Results 
Three RCTs (one high risk of bias67) of SNRIs versus placebo were examined for harms.67, 76, 

77 The evidence for desvenlafaxine was insufficient to judge the risks of harms for mortality, 
suicidal ideation or behaviors, SAEs, or withdrawals due to AEs. One trial of duloxetine 
compared high dose (60 mg) and low dose (30 mg) with placebo. Although the evidence was 
insufficient to judge the risk of withdrawals for SAEs in the low-dose arm, it suggested a high 
risk in the high-dose arm (risk difference, 78/1,000; 95% CI, 11 more cases to 145 more cases) 
(low SOE of harms). The evidence was insufficient to judge the risks of harms for suicidal 
ideation or behaviors and SAEs for duloxetine.67 The two venlafaxine studies reported in a single 
publication offered pooled results only.94 While the publication did not provide study-level data 
on harm, study event rates were reported in the FDA meta-analysis.129 The results indicate higher 
rates of hostility and suicide-related events in the venlafaxine arm when compared with 
placebo:94 specifically, three events in the drug arm and none in the placebo arm in one study 
(Study 382) and five events in the drug arm and none in the placebo arm in the second study 
(Study 394). The FDA pooled analyses suggest an RR of 8.84 (95% CI, 1.12 to 69.51) for MDD 
populations.129 

The harm outcomes of interest reported and examined include suicidal ideation or behaviors, 
SAEs, and withdrawal due to AEs. The evidence was sufficient to allow for meta-analysis in 
regard to suicidal ideation or behaviors and withdrawal due to AEs but was imprecise for these 
two outcomes of interest after removing the high risk-of-bias study. When drugs were examined 
individually, the evidence was rated as insufficient for the two drugs and the harm outcomes of 
interest. Additionally, mortality was reported in one RCT, and no deaths were reported, but this 
evidence was rated as insufficient. Results of the individual SNRI drug and class comparisons 
with pill placebo for harms are presented in Table 39. Additional details can be found in 
Appendix Tables D-28 and F-12.  

Table 39. Strength of evidence for harms of SNRIs versus placebo 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SNRI: 
Desvenlafaxine 

Mortality No deaths in 
either group 

1 RCT 
(n=227)76 

Imprecision (no 
events, small 
sample size), 
high risk of 
bias,76 unknown 
consistency 

Insufficient Adolescents and 
children with 
MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SNRI: 
Desvenlafaxine 
(continued) 

Suicidal 
ideation or 
behaviors 

RR across 2 
studies ranged 
from 0.71 to 
1.10 with both 
CIs crossing the 
null  

2 RCTs  
(n=587)76, 77 

Serious 
imprecision (wide 
CIs, few events), 
inconsistency (in 
direction of 
effect)  

Insufficient Adolescents 
and children 
with MDD 

  SAEs  RR, 6.82; 95% 
CI, 0.36 to 130.5 

1 RCT 
(n=227)76 

Serious 
imprecision (wide 
CIs, small 
sample size, few 
events), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 

RR ranged from 
0.49 to 0.97 with 
both CIs 
crossing the null 

2 RCTs 
(n=590)76, 77 

Serious 
imprecision (wide 
CIs, few events) 

Insufficient Adolescents 
and children 
with MDD 

SNRI: Duloxetine Suicidal 
ideation or 
behaviors 

RR (C-SSRS), 
0.99; 95% CI, 
0.55 to 1.78 

1 RCT  
(n=337)67 

Serious 
imprecision (wide 
CIs, few events), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  SAEs  RR (pooled for 
both duloxetine 
groups), 3.72; 
95% CI, 0.86 to 
16.1 

1 RCT 
(n=336)67 

Serious 
imprecision (wide 
CIs, few events), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Withdrawal 
due to AEs 

RR (high-dose 
duloxetine), 
3.39; 95% CI, 
1.13 to 10.2 
 
RR (low-dose 
duloxetine), 
1.84; 95% CI, 
0.55 to 6.12 

1 RCT  
(n=346)67 

Imprecision (wide 
CIs), high risk of 
bias,67 unknown 
consistency 

Insufficient 
for low dose, 
low for harms 
for high dose 

Adolescents 
and children 
with MDD 

SNRIs: 
desvenlafaxine 
and duloxetine 

Suicidal 
ideation or 
behaviors 

RR, 0.88; 95% 
CI, 0.60 to 1.29 
I2, 0% (Appendix 
J, Figure J-28) 
 
CIs for RR 
without high 
risk-of-bias 
studies span the 
null 

3 RCTs  
(n=924)67, 76, 

77 

Serious 
imprecision (wide 
CIs, few events), 
high risk of bias67 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion 

Study 
Design 
and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

SNRIs: 
desvenlafaxine 
and duloxetine 
(continued) 

Withdrawal 
due to AEs 

RR, 1.20; 95% 
CI, 0.47 to 3.06, 
I2=45%, 
(Appendix J, 
Figure J-29) 
 
CIs for RR 
without high risk-
of-bias studies 
span the null 

3 RCTs  
(n=933)67, 

76, 77 

Serious 
imprecision 
(wide CIs, few 
events), high risk 
of bias67 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CI = confidence interval; C-SSRS = Columbia-Suicide Severity Rating Scale; MDD = major depressive 
disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SAE = serious adverse event; SNRI = serotonin and 
norepinephrine reuptake inhibitors.  

TCAs Versus Placebo: Benefits 

Key Points  
• The evidence for children with MDD was insufficient to judge the effectiveness of 

TCAs as a class or as individual drugs (imipramine, desipramine, amitriptyline, and 
nortriptyline) for depressive symptoms, response rates, remission, relapse, and 
functional status.  

Detailed Results 
Four RCTs compared TCAs, including imipramine, desipramine, amitriptyline, and 

nortriptyline, with pill placebo.71, 74, 78, 83, 90-92, 134 Three studies included adolescents only and one 
study (evaluating nortriptyline) included children only.78, 134 None of the studies examined 
combined child/adolescent populations. All studies focused on patients with MDD, and no 
studies focused on a wider range of DDs. Risk-of-bias ratings ranged from “some concerns” to 
“high risk” across all studies. 

One study, comparing imipramine, paroxetine, and placebo, was labeled “Study 329.” As 
noted previously in the section on paroxetine, the original results for Study 329 were published 
in 2001;83 a reanalysis (RIAT) addressed several flaws for the acute phase in 201590 and for the 
continuation phase in 2016.92 The current analysis relies on the RIAT analysis of the acute 
phase90 and the continuation phase.92 

The evidence for TCAs, when analyzed individually or as a class, is insufficient to judge 
efficacy for depressive symptoms, remission rates, response rates, and functional status. Results 
of the individual TCA drug and the TCA class comparisons with pill placebo are presented in 
Table 40. Additional details about these studies can be found in Appendix Tables D-29 and E-23. 
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Table 40. Strength of evidence for benefits of TCAs versus placebo 

Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

TCA: 
Imipramine 

Depressive 
symptoms, 
clinician report  

SMD (HAM-
D), -0.05; 95% 
CI, -0.34 to 0.24 

1 RCT  
(n=182)90 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,90 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (HAM-D), 1.00; 
95% CI,0.83 to 1.21 

1 RCT 
(n=181)90 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,90 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission  RR (HAM-D), 1.11; 
95% CI, 0.86 to 
1.43 

1 RCT  
(n=182)92 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,92 unknown 
consistency 

Insufficient Adolescents 
with MDD 

 Relapse RR (HAM-D), 1.24; 
95% CI, 0.61 to 
2.49 

1 RCT  
(n=104)92 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,92 unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Functional 
status, self-
report 

SMD (AFC), 0.22; 
95% CI, -0.07 to 
0.51 

1 RCT  
(n=119)90 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,90 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status, parent 
report  

SMD (AFC), 0.10; 
95% CI, -0.26 to 
0.46 

1 RCT  
(n=119)91 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,91 unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCA: 
Desipramine 

Depressive 
symptoms, 
clinician report  

SMD (HAM-
D), -0.38; 95% 
CI, -0.97 to 0.21 

1 RCT  
(n=36)71 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms, 
self-report  

SMD (BDI), -0.41; 
95% CI, -1.11 to 
0.29 

1 RCT 
(n=30)71 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

TCA: 
Desipramine 
(continued) 

Remission  RR (K-SADS), 1.39; 
95% CI, 0.85 to 
2.29 

1 RCT  
(n=36)71 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status, 
clinician report  

SMD 
(CGAS), -0.08; 95% 
CI, -0.78 to 0.61 

1 RCT  
(n=34)71 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCA: 
Amitriptyline 

Depressive 
symptoms, 
clinician report  

SMD (HAM-
D), -0.17; 95% 
CI, -0.88 to 0.55 

1 RCT 
(n=31)74 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,74 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (HAM-D), 3.61; 
95% CI, 0.95 to 
13.8 

1 RCT  
(n=31)74 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,74 unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCA: 
Nortriptyline 

Depressive 
symptoms, 
clinician report 

SMD(CDRS), 0.08; 
95% CI, -0.48 to 
0.63 

1 RCT  
(n=50)134 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Children with 
MDD 

  Response  RR (CDRS), 1.85; 
95% CI, 0.64 to 
5.35 

1 RCT  
(n=50)78, 134 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Children with 
MDD 

  Functional 
status, 
clinician report  

SMD 
(CGAS), -0.15; 95% 
CI, -0.71 to 0.40 

1 RCT  
(n=50)134 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Children with 
MDD 

TCAs: 
imipramine, 
desipramine, 
amitriptyline 

Depressive 
symptoms, 
clinician report  

SMD (CDRS, HAM-
D), -0.11; 95% 
CI, -0.36 to 0.14, I2, 
0% (Appendix J, 
Figure J-30) 

3 RCTs  
(n=252)71, 74, 

90 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias74, 90 

Insufficient Adolescents 
with MDD 

AFC = Autonomous Functioning Checklist ; BDI = Beck Depression Inventory; CDRS = Children’s Depression Rating Scale; 
CGAS = Children’s Global Assessment Scale; CI = confidence interval; HAM-D = Hamilton Depression Rating Scale; K-SADS 
= Kiddie Schedule for Affective Disorders and Schizophrenia; MDD = major depressive disorder; n = number; RCT = 
randomized controlled trial; RR = relative risk; SMD = standardized mean difference; TCA = tricyclic antidepressants. 
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TCAs Versus Placebo: Harms 

Key Points 
• When TCAs were examined individually or as a class, evidence related to harm 

outcomes of interest was rated as insufficient.  

Detailed Results 
Three RCTs of TCAs versus pill placebo in 258 adolescents reported harm outcomes of 

interest.71, 74, 90-92 The TCAs studied include imipramine, desipramine, and amitriptyline. The 
harm outcomes reported and examined included mortality, suicidal ideation or behaviors, SAEs, 
and withdrawal due to AEs. As noted above, one study was labeled “Study 329.” As noted 
previously, the original results for Study 329 were published in 2001;83 a reanalysis (RIAT) 
addressed several flaws for the acute phase in 201590 and for the continuation phase in 2016.92  

One RCT regarding imipramine reported on mortality, and no deaths were reported in either 
treatment group, but this evidence was graded as insufficient.91 Examined individually, the 
evidence for harm for suicidal ideation and behavior, SAEs, and withdrawal due to AEs was 
graded insufficient for the three drugs. The evidence was sufficient to allow for pooled results for 
one harm outcome: withdrawal due to AEs. The evidence for harm from this meta-analysis was 
rated as insufficient.71, 74, 90 Results of the individual TCA drug and class comparisons with pill 
placebo for harms are presented in Table 41. Additional details can be found in Appendix Tables 
D-29 and F-13. 

Table 41. Strength of evidence for harms of TCAs versus placebo 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

TCA: 
Imipramine 

Mortality There were no 
deaths reported 
during treatment 
or 30 days 
following 
treatment 
completion in 
either group 

1 RCT  
(n=182)91 

Serious imprecision 
(small sample 
size), high risk of 
bias,91 unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidal 
ideation or 
behaviors 

RR, 1.87; 95% 
CI, 0.35 to 9.96 

1 RCT  
(n=182)90 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,90 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide-related 
AEs (6 
months) 

RR, 2.01; 95% 
CI, 0.73 to 5.57 

1 RCT  
(n=182)92 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,92 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  SAEs RR, 2.29; 95% 
CI, 0.46 to 11.5 

1 RCT  
(n=182)83 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,83 
unknown 
consistency 

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

TCA: 
Imipramine 
(continued) 

Withdrawal 
due to AEs 

RR, 4.73; 95% 
CI, 2.08 to 
10.79 

1 RCT  
(n=182)90 

Imprecision (small 
sample size), high 
risk of bias,90 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal 
due to AEs (6 
months) 

RR, 2.06; 95% 
CI, 0.66 to 6.45 

1 RCT  
(n=182)92 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,92 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCA: 
Desipramine 

Withdrawal 
due to AEs  

RR, 0.48; 95% 
CI, 0.05 to 4.91 

1 RCT 
(n=45)71 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCA: 
Amitriptyline 

Suicidal 
ideation or 
behaviors  

RR, 0.25; 95% 
CI, 0.01 to 5.59 

1 RCT  
(n=31)74 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,74 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal 
due to AEs 

RR, 0.96; 95% 
CI, 0.26 to 3.59 

1 RCT  
(n=31)74 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,74 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

TCAs: 
imipramine, 
desipramine, 
amitriptyline 

Withdrawal 
due to AEs 

RR, 1.66; 95% 
CI, 0.41 to 6.75; 
I2, 68% 
(Appendix J, 
Figure J-31) 

3 RCTs 
(n=258)71, 74, 90 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias74, 90 

Insufficient Adolescents 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; SAE = serious adverse event; TCA = tricyclic antidepressants. 

MAOIs Versus Placebo: Benefits 

Key Points  
• The evidence comparing selegiline in the transdermal system (STS) with placebo for 

depressive symptoms and response rates for adolescents with MDD was graded as 
insufficient.  

Detailed Results 
One RCT of the MAOI selegiline in the STS form compared the treatment with patch 

placebo and included 304 adolescents with MDD.66 The study was rated as having some risk-of-
bias concerns. Evidence for depressive symptoms and response rates for adolescents with MDD was 
graded as insufficient. Results of the individual STS drug and the comparison with patch placebo 
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are presented in Table 42. Additional details about these studies can be found in Appendix 
Tables D-30 and E-24. 

Table 42. Strength of evidence for benefits of MAOIs versus placebo 

Comparison Outcome Conclusion 

Study 
Design and 
Sample 
Size 

Factors That Affect 
the Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

STS Depressive 
symptoms, 
clinician report  

SMD (CDRS-R), 
0.01; 95% 
CI, -0.55 to 0.56 

1 RCT 
(n=304)66 

Serious imprecision 
(wide CIs, small 
sample), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Response  RR (CGI), 0.98; 
95% CI, 0.81 to 
1.19 

1 RCT 
(n=304)66 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CDRS-R = Children’s Depression Rating Scale-Revised; CGI = Clinical Global Impressions Scale; CI = confidence interval; 
MDD = major depressive disorder; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; 
STS = selegiline transdermal system. 

MAOIs Versus Placebo: Harms 

Key Points 
• The evidence was insufficient to judge harms of selegiline STS versus placebo.  

Detailed Results 
One RCT of the MAOI selegiline in STS form versus patch placebo of 308 adolescents with 

MDD reported harms. The evidence for suicidal ideation or behaviors and withdrawal due to 
AEs was rated insufficient.66 Results of the analysis of STS comparison with patch placebo for 
harms are presented in Table 43. Additional details can be found in Appendix Tables D-30 and 
F-14. 

Table 43. Strength of evidence for harms of MAOIs versus placebo 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That Affect 
the Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

STS Suicidal 
ideation or 
behaviors 

RR, 1.03; 95% 
CI, 0.26 to 4.03 

1 RCT  
(n=308)66 

Serious imprecision 
(wide CIs, few 
events), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Withdrawal due 
to AEs 

RR, 2.05; 95% 
CI, 0.72 to 5.87 

1 RCT 
(n=308)66 

Serious imprecision 
(wide CIs, few 
events), unknown 
consistency 

Insufficient Adolescents 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RR = relative risk; STS = 
selegiline transdermal system. 
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Venlafaxine + Active Control Versus Placebo + Active Control: 
Benefits 

Key Points 
• In a population of adolescents and children with MDD, when comparing venlafaxine 

with active control versus placebo with active control, the evidence for benefit was 
rated as insufficient regarding depressive symptoms. 

Detailed Results 
One RCT compared venlafaxine with an active psychotherapy control versus placebo with 

active psychotherapy control in the treatment of MDD in 33 adolescents and children.73 The 
evidence for depressive symptoms from clinician, self, or parent report was rated as insufficient. 
Details of the analysis of the benefits and harms outcomes are presented in Table 44. Additional 
details about these studies can be found in Appendix Tables D-31 and E-25. 

Table 44. Strength of evidence for benefits of venlafaxine plus active control versus placebo plus 
active control 

Comparison Outcome Conclusion 

Study 
Design 
and 
Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Venlafaxine + 
active control 
vs. placebo + 
active control 

depressive 
symptoms, 
clinician report 

SMD (CDRS) data 
not provided but 
authors report 
between-group 
differences not 
significant (p=0.47) 

1 RCT 
(n=33)73 

Serious 
imprecision 
(unknown CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents and 
children with 
MDD 

  Depressive 
symptoms, 
self-report 

SMD (CDI) data 
not provided but 
authors report 
between-group 
differences not 
significant (p=0.37) 

1 RCT  
(n=33)73 

Serious 
imprecision 
(unknown CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents and 
children with 
MDD 

  Depressive 
symptoms, 
parent report 

SMD (CBCL) data 
not provided but 
authors report 
between-group 
differences not 
significant (p=0.08) 

1 RCT 
(n=33)73 

Serious 
imprecision 
(unknown CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents and 
children with 
MDD 

CBCL = Child Behavior Checklist; CDI = Children’s Depression Inventory; CDRS = Children’s Depression Rating Scale; CI = 
confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; SMD = standardized 
mean difference; vs. = versus. 

Venlafaxine + Active Control Versus Placebo + Active Control: 
Harms 

Key Points 
• In a population of adolescents and children with MDD, when comparing venlafaxine 

with active control versus placebo with active control, the evidence for harm was 
rated as insufficient regarding withdrawal due to AEs. 
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Detailed Results 
One RCT compared venlafaxine with an active psychotherapy control versus placebo with 

active psychotherapy control in the treatment of MDD in 33 adolescents and children.73 The 
evidence for harms in terms of withdrawal due to AEs was rated as insufficient. Details of the 
analysis of the benefits and harms outcomes are presented in Table 45. Additional details can be 
found in Appendix Tables D-31 and F-15. 

Table 45. Strength of evidence for harms of venlafaxine plus active control versus placebo plus 
active control 

Comparison Outcome Conclusion 

Study 
Design 
and 
Sample 
Size 

Factors That 
Affect the Strength 
of Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Venlafaxine + 
active control vs. 
placebo + active 
control  

Withdrawal 
due to AEs 

RR, 3.00; 95% 
CI, 0.13 to 
68.8 

1 RCT 
(n=33)73 

Serious imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; vs. = versus. 

KQ 2b: Benefits and Harms of Pharmacological Interventions 
by Subpopulation 

SSRIs Versus Placebo: Subpopulations 

Key Points 
• A few trials examined potential moderators of the efficacy of fluoxetine versus 

placebo and of paroxetine versus placebo.  
• For fluoxetine, statistically significant moderators included sex (in one of three 

studies only), depression severity (in one of two studies), and chronic depression, 
comorbid ADHD, alcohol consumption, and family income in one study each.  

• For paroxetine, most moderators did not influence the effect of the drug on benefits. 
Studies suggested varying results by age. In one study of children and adolescents, 
age did not moderate outcomes. In another, depression symptoms and response were 
better in older adolescents than younger adolescents. The difference in the incidence 
of harms between paroxetine and placebo patients was more pronounced in older 
adolescents than in younger adolescents.  

• No evidence exists on the moderators of mortality, suicidality, SAEs, or withdrawal 
due to AEs of SSRIs compared with placebo.  

Detailed Results 
• Age: Age group (defined as children ages 8 to 12 years versus adolescents ages 13 to 

17 years in two of three studies,72, 82 undefined in third study95) did not significantly 
affect change in depressive symptoms,72, 82 response,82 or relapse in fluoxetine studies 
that examined potential moderators.95 A paroxetine study, found no statistically 
significant differences in depressive symptoms between children and adolescents.69 A 
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study of adolescents found improved symptoms and response in older adolescents 
when compared with younger adolescents.70 The same study found that the magnitude 
of the difference in adverse events in the paroxetine group when compared with 
placebo was more pronounced among older adolescents when compared with younger 
adolescents.  

• Sex: Two studies found that the effect of fluoxetine versus placebo on change in 
depressive symptoms did not significantly differ by sex,72, 82 and one study found the 
same as it relates to response.82 However, in one study, females who remained on 
fluoxetine after the end of treatment (12 months) were almost 9 times more likely to 
relapse than males who remained on fluoxetine as compared to placebo.95 

• Race: Race (Caucasian versus non-Caucasian) did not moderate the effect of 
fluoxetine versus placebo on relapse.95 

• Depression Severity: Depressive symptom severity (mild/moderate versus 
marked/severe) did not moderate clinician-reported functional impairment in one 
study of fluoxetine versus placebo.97 In a different study, those with higher baseline 
and higher end of acute phase treatment depression severity on the CDRS-R who 
remained on fluoxetine after the end of treatment (12 weeks) were more likely to 
relapse than those with lower levels of depression severity.95  

• Depression Chronicity: In a sample with comorbid depression and substance use 
disorder, those with “chronic” depression (defined as episodes lasting 9 months or 
longer) showed significant decreases in depressive symptoms in the fluoxetine versus 
placebo group when compared with those with “transient” depression (episodes 
lasting less than 9 months).96 However, the number of prior depressive episodes did 
not moderate the efficacy of fluoxetine versus placebo on relapse in two studies.91, 95 

• Age of Onset: The age of onset of depression (11 years or younger versus 12 years or 
older) did not affect response rate in a trial of paroxetine versus placebo.91  

• Family History of Depression: The effect of fluoxetine versus placebo on change in 
depressive symptoms did not significantly differ by family history of depression in 
one study.82 

• Features of Depression: The effect of paroxetine versus placebo on response did not 
significantly differ by the presence of atypical depression features or melancholic 
features of depression.91  

• Comorbid Conditions: Adolescents with ADHD in the fluoxetine group had 
significantly greater improvements in depressive symptoms than those with ADHD in 
the placebo group; those without ADHD did not have significant differences in 
depressive symptoms between fluoxetine and placebo groups at the end of 
treatment.98 In a sample with comorbid depression and substance use disorder, those 
with moderate use of alcohol or less (as compared with heavy use) showed 
significantly greater response rates and significantly greater decreases in depressive 
symptoms in the fluoxetine versus placebo groups.96 In the same study, however, the 
effect of fluoxetine versus placebo on change in depressive symptoms did not 
significantly differ by level of marijuana consumption.96 In a different study, the 
presence of comorbid dysthymia or comorbid anxiety did not moderate the effect of 
fluoxetine versus placebo on relapse.95 The effect of paroxetine versus placebo on 
response did not significantly differ by the presence of anxiety disorder or any 
comorbid disorder.91  
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• Family Income: In a study of fluoxetine versus placebo, fluoxetine was more 
effective in terms of clinician-reported functional impairment than placebo for 
families making less than $75,000/year. In families making more than $75,0000, 
effectiveness did not significantly differ from that of placebo.97 

• Parent Characteristics: Age of parents did not moderate the effect of fluoxetine 
versus placebo on relapse.95 

• Harms: No evidence exists on moderators of key harms. One trial did, however, 
examine age, sex, and family history as potential moderators of other types of harms, 
as reported in the evidence tables.82 

Additional details about these studies can be found in Appendix Tables D-32 and G-6. 

Fluoxetine for Relapse Prevention Versus Placebo: Subpopulations 

Key Points 
• Participants with no residual symptoms who were switched to placebo for 

continuation treatment were more likely to relapse than those on fluoxetine. 

Detailed Results 
One study80 (N=102, children and adolescents) evaluated the effect of residual symptoms on 

relapse. The study found that the odds of relapse in the placebo arm was 6.3 (95% CI, 1.8 to 
22.9) compared with the odds of relapse with residual symptoms (2.1; 95% CI, 0.7 to 6.6). 
Additional details about these studies can be found in Appendix Tables D-33 and G-7. 

SNRIs Versus Placebo: Subpopulations 

Key Points 
• Studies comparing SNRIs with placebo did not evaluate differences by subgroups of 

interest to this review. 

TCAs Versus Placebo: Subpopulations 

Key Points 
• The efficacy of imipramine versus placebo did not differ by any of the examined 

moderators in one study.  

Detailed Results 
• Age of Onset: The age of onset of depression (11 years or younger versus 12 years or 

older) did not affect response rate in a trial of imipramine versus placebo.91  
• Features of Depression: The effect of imipramine versus placebo on response did 

not significantly differ by the presence of atypical depression features or melancholic 
features of depression.91 

• Comorbid Conditions: The effect of imipramine versus placebo on response did not 
significantly differ by the presence of anxiety disorder or any comorbid disorder.91  

Additional details about these studies can be found in Appendix Tables D-34 and G-8. 
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MAOIs Versus Placebo: Subpopulations 

Key Points 
• Studies comparing MAOIs with placebo did not evaluate differences by subgroups of 

interest to this review. 

Venlafaxine + Active Control Versus Placebo + Active Control: 
Subpopulations 

Key Points 
• Studies comparing venlafaxine plus active control with placebo plus active control 

did not evaluate differences by subgroups of interest to this review. 

KQ 3a: Benefits and Harms of Combination Interventions  

Fluoxetine + CBT Versus Placebo: Benefits  

Key Points 
• The evidence from one RCT on the combination of fluoxetine plus CBT when 

compared with placebo suggests improved depressive symptoms, response, 
remission, functional impairment, and time to first response (low SOE). 

Detailed Results 
One RCT compared the combination of fluoxetine plus CBT (n=107) with pill placebo 

(n=112)53, 85-87, 97, 98, 119, 135 among adolescents with MDD in a 12-week study.  
When compared with pill placebo, the combination of fluoxetine and CBT improved 

depressive symptoms (mean difference [CDRS-R], -7.98; 95% CI, -10.13 to -5.83), response 
(risk difference, 362/1,000; 95% CI, 239 more cases to 485 more cases, remission (risk 
difference, 200/1,000; 95% CI, 85 more cases to 315 more cases), and functional impairment 
(mean difference [CGAS], 7.3; 95% CI, -15.37 to 14.58) (low SOE). Time to first response was 
>5 weeks for adolescents treated with fluoxetine plus CBT compared with >11 weeks for 
adolescents treated with placebo.135 The study reported loss of diagnosis but we could not 
independently calculate relative risk. Table 46 includes a summary of the results and assessment 
of SOE. Additional details about the TADS trial can be found in Appendix Tables D-35 and E-
26.  
  



 

92 

Table 46. Strength of evidence for benefits of fluoxetine + CBT versus placebo 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

Fluoxetine plus 
CBT vs. placebo 

Depressive 
symptoms, 
clinician 
report  

SMD (CDRS-R), -
0.98; 95% CI, -
1.26 to  
-0.70 

1 RCT (n=219)53 Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Response  RR (CGI-I of 1 or 
2 indicating very 
much improved or 
improved), 2.04 
95% CI, 1.54 to 
2.70 

1 RCT (n=219)53 Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Remission RR (CDRS of 28 
or lower at the end 
of treatment), 
2.18; 95% CI, 1.35 
to 3.51 

1 RCT (n=219)85 Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

  Functional 
status 
clinician 
report 

SMD (CGAS), 
0.59 95% CI, 0.32 
to 0.86 

1 RCT (n=219)87 Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit 

Adolescents 
with MDD 

CBT = cognitive behavioral therapy; CDRS = Children’s Depression Rating Scale; CDRS-R = Children’s Depression Rating 
Scale-Revised; CGAS = Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale; MDD = major 
depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; 
vs. = versus. 

Fluoxetine + CBT Versus Placebo: Harms  

Key Points 
• The evidence was insufficient to judge the harms of fluoxetine plus CBT when 

compared with placebo on mortality due to suicide, suicide-related or harms-related 
AEs, suicide attempts, or worsening suicidal ideation. 

Detailed Results 
One RCT compared harms between fluoxetine plus CBT (n=107) and pill placebo (n=112)53, 

119 among adolescents with MDD in a 12-week study (Table 47). Additional details about the 
TADS trial can be found in Appendix Tables D-5 and F-16.  

When compared with pill placebo, the rates of suicide-related or harms-related AEs, suicide 
attempts, or worsening suicidal ideation were not different in the fluoxetine plus CBT group, but 
the SOE is limited because of the small sample size and wide CIs.119  
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Table 47. Strength of evidence for harms of fluoxetine + CBT versus placebo 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Fluoxetine 
plus CBT vs. 
pill placebo 

Mortality from 
suicide  

No suicides in 
either group 

1 RCT 
(n=219)53 

Serious 
imprecision (no 
events, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Suicide-
related AEs 

RR, 1.74 95% CI, 
0.43 to 7.12 

1 RCT 
(n=219)119 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Harms-related 
AEs 

RR, 1.56; 95% 
CI, 0.57 to 4.21 

1 RCT 
(n=219)53 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Suicide 
attempts 

RR, 5.23 95% CI, 
0.25 to 107.7 

1 RCT 
(n=219)119 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Worsening 
suicidal 
ideation  

RR (SIQ-Jr of 31 
or greater), 0.28; 
95% CI, 0.06 to 
1.32 

1 RCT 
(n=219)119 

Serious 
imprecision 
(wide CIs, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents with 
MDD 

AE = adverse event; CBT = cognitive behavioral therapy; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SIQ-Jr = Suicide Ideation Questionnaire-Junior High School; vs. 
= versus. 

Omega-3 + Family Therapy Versus Placebo: Benefits  

Key Points 
• The evidence comparing omega-3 plus family therapy with pill placebo was 

insufficient for depression symptoms and remission for adolescents and children with 
MDD, dysthymia, or DD NOS. 

Detailed Results 
One RCT with some risk-of-bias concerns65 compared omega-3 plus family therapy, 

specifically psychoeducation plus CBT, (n=17) with pill placebo (n=18) over 12 weeks duration 
(Table 48). Evidence was insufficient to evaluate the effectiveness of omega-3 plus family 
therapy compared with pill placebo for clinician-reported depressive symptoms and remission. 
Additional details can be found in Appendix Tables D-36 and E-27. 
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Table 48. Strength of evidence for benefits of family therapy versus pill placebo 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Omega-3 plus 
family therapy 
vs. placebo 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-
R), -0.48; 95% 
CI, -1.15 to 0.20 

1 RCT (n=35)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Remission RR (CDRS-R≤28), 
1.38; 95% CI, 0.84 
to 2.25 

1 RCT (n=35)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

CDRS-R = Children’s Depression Rating Scale-Revised; DD = depressive disorders; n = number; NOS = not otherwise specified: 
RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

Omega-3 + Family Therapy Versus Placebo: Harms 

Key Points 
• No study reported on harms. 

Detailed Results 
One RCT (with some risk-of-bias concerns)65 of adolescents and children ages 7 to 14 years 

compared omega-3 plus family therapy with placebo over 12 weeks duration but did not report 
on harms.  

KQ 3b: Benefits and Harms of Combination Interventions by 
Subpopulation 

Fluoxetine + CBT Versus Placebo: Subpopulations 

Key Points 
• We found no clear evidence that family income, depression severity, or ADHD 

moderated outcomes for combination therapy when compared with placebo. 

Detailed Results 
Two companion publication97, 98 to one RCT53 examined subgroup differences between 

fluoxetine plus CBT (n=107) and pill placebo (n=112) among adolescents with MDD in a 12-
week study. One companion publication98 examined variations in depressive symptoms by 
ADHD diagnosis, and the other companion publication97 examined variations in functional 
impairment by family income status and depressive symptom severity. Additional details about 
the TADS trial can be found in Appendix Tables D-35 and G-9.  

In the first companion publication, adolescents in the fluoxetine plus CBT group had 
significantly greater improvements in depressive symptoms when compared with placebo across 
both ADHD diagnosis subgroups.98 In the second companion publication, adolescents in the 
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fluoxetine plus CBT group had improved functional impairment when compared with those in 
placebo at the end of treatment across the various subgroups of family income status and the 
various subgroups separated by depressive symptom severity.97  

Omega-3 + Family Therapy Versus Pill Placebo: Subpopulations 

Key Points 
• One study comparing omega-3 plus family therapy with pill placebo found declines in 

depression severity in the intervention arm but not in the placebo arm in families with 
more psychosocial stressors or history of maternal depression.  

Detailed Results 
One RCT with some risk-of-bias concerns65 examined the effect of history of maternal 

depression and found a decline in depression severity associated with the number of 
psychosocial stressors in the intervention arm but not in the placebo arm. The study found that 
when families reported fewer psychosocial stressors, the intervention arm had a significant 
decline in depression severity and little impact in the placebo arm. The same study found similar 
effects for families without a history of maternal depression: significant declines in depression 
severity in the combined arm and no change in the placebo arm. Additional details on these trials 
can be found in Appendix Tables D-36 and G-10. 

KQ 4a: Benefits and Harms of Collaborative Care 
Interventions  

We found no studies of collaborative care interventions that met our inclusion and exclusion 
criteria.  

KQ 4b: Benefits and Harms of Collaborative Care 
Interventions by Subpopulation 

We found no studies of collaborative care interventions that met our inclusion and exclusion 
criteria.  

KQ 5a: Comparative Benefits and Harms of Treatments  

CBT Versus Other Psychotherapy: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on comparisons of CBT and other 

psychotherapies on depression diagnosis, depressive symptoms, response, remission, and 
relapse. 

Detailed Results 
Three RCTs (one with some risk-of-bias concerns,44, 120 two with high risk of bias57, 60, 126, 136-

138) compared benefits between CBT and IPT,57 systematic behavior family therapy,60, 126, 136-138 
and short-term psychoanalytical therapy (Table 49).44, 120 All studies were conducted on 
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adolescents. Two were conducted on MDD samples; one included MDD or dysthymia.57 The 
duration of the interventions ranged from 12 to 36 weeks. Additional details on these trials can 
be found in Appendix Tables D-37 and E-28.  

Table 49. Strength of evidence for benefits of CBT versus other psychotherapies 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. other 
psychotherapies 
(IPT, systematic 
behavior family 
therapy, 
short-term 
psychoanalytical 
therapy) 

Presence of 
MDD episode 
(clinician 
reported) 

RR, 0.53; 95% 
CI, 0.22 to 
1.29 

1 RCT 
(n=66)60, 126, 136-

138  

Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,60, 126, 

136-138 
unknown 
consistency 

Insufficient Adolescents with 
MDD, CBT vs. 
systematic 
behavior family 
therapy 

  Presence of 
MDD 

RR (one or 
more 
antisocial 
behavior 
symptoms 
(self-reported) 
and met 
clinical 
diagnostic 
criteria for 
MDD), 0.86; 
95% CI, 0.57 
to 1.29  

1 RCT 
(n=187)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD, CBT vs. 
short-term 
psychoanalytical 
therapy 

  Presence of 
MDD at 52 
weeks (16 
weeks after 
end of treat-
ment) 

RR (one or 
more 
antisocial 
behavior 
symptoms 
(self-reported) 
and met 
clinical 
diagnostic 
criteria for 
MDD), 0.96; 
95% CI, 0.59 
to 1.57 

1 RCT 
(n=177)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD, CBT vs. 
short-term 
psychoanalytical 
therapy 

  Presence of 
MDD at 86 
weeks (50 
weeks after 
end of treat-
ment) 

RR, 1.67; 95% 
CI, 0.92 to 
3.03 

1 RCT 
(n=187)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD, CBT vs. 
short-term 
psychoanalytical 
therapy 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. other 
psychotherapies 
(IPT, systematic 
behavior family 
therapy, 
short-term 
psychoanalytical 
therapy) 
(continued)  

Depressive 
symptoms 
(self-reported)  

SMD 
(BDI), -0.39; 
95% CI, -0.88 
to 0.11 

1 RCT 
(n=277)60, 126, 

136-138  

Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,60, 126, 

136-138 
unknown 
consistency 

Insufficient Adolescents with 
MDD, CBT vs. 
systematic 
behavior family 
therapy 

  Depressive 
symptoms 
(self-reported)  

SMD 
(MFQ), -0.16; 
95% CI, -0.42 
to 0.1 

2 RCTs 
(n=213)44, 60, 120, 

126, 136-138  

Serious 
imprecision 
(wide CIs, 
small sample 
size) 

Insufficient Adolescents with 
MDD, CBT vs. CBT 
vs. short-term 
psychoanalytical 
therapy 

  Depressive 
symptoms 
(self-reported) 
at 52 weeks 
(16 weeks 
after end of 
treatment) 

SMD (MFQ), 
0.77; 95% CI, 
0.49 to 1.04 

2 RCTs 
(n=221)44, 60, 120, 

126, 136-138  

Serious 
imprecision 
(wide CIs, 
small sample 
size) 

Insufficient Adolescents with 
MDD, CBT vs. CBT 
vs. short-term 
psychoanalytical 
therapy 

  Depressive 
symptoms 
(self-reported) 
at 86 weeks 
(50 weeks 
after end of 
treatment) 

SMD (MFQ), 
0.03; 95% 
CI, -0.22 to 
0.29 

2 RCTs 
(n=237)44, 60, 120, 

126, 136-138  

Serious 
imprecision 
(wide CIs, 
small sample 
size) 

Insufficient Adolescents with 
MDD, CBT vs. CBT 
vs. short-term 
psychoanalytical 
therapy 

  Depressive 
symptoms 
(self-reported)  

SMD (based 
on CDI), 0.35; 
95% CI, -0.28 
to 0.98 

1 RCT (n=40)57  Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,57 
unknown 
consistency 

Insufficient Adolescents with 
MDD, dysthymia, 
or both 

  Depressive 
symptoms 
(self-reported) 
at 36 weeks 
(24 weeks 
after end of 
treatment) 

SMD (based 
on CDI), -0.59; 
95% CI, -1.43 
to 0.24 

1 RCT (n=23)57  Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,57 
unknown 
consistency 

Insufficient Adolescents with 
MDD, dysthymia, 
or both 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. other 
psychotherapies 
(IPT, systematic 
behavior family 
therapy, 
short-term 
psychoanalytical 
therapy) 
(continued)  

Response  RR, 0.97; 95% 
CI, 0.81 to 
1.16  

1 RCT 
(n=213)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Response at 
52 weeks (16 
weeks after 
end of treat-
ment) 

RR, 1.01; 95% 
CI, 0.86 to 
1.20 

1 RCT 
(n=221)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Response at 
86 weeks (50 
weeks after 
end of treat-
ment) 

RR, 1.10; 95% 
CI, 0.95 to 
1.26  

1 RCT 
(n=237)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD 

  Response  RR, 0.72; 95% 
CI, 0.49 to 
1.05  

1 RCT (n=48)57 Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,57 
unknown 
consistency 

Insufficient Adolescents with 
MDD, dysthymia, 
or both 

  Remission RR, 1.6; 95% 
CI, 1.11 to 
2.31 in one 
study60, 126, 136-

138) No 
significant 
differences in 
another 
(details NR)44, 

120 

2 RCTs 
(n=381)44, 60, 120, 

126, 136-138 

Serious 
imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias60, 126, 

136-138 
inconsistent 

Insufficient Adolescents with 
MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. other 
psychotherapies 
(IPT, systematic 
behavior family 
therapy, 
short-term 
psychoanalytical 
therapy) 
(continued) 

Relapse at 86 
weeks (50 
weeks after 
end of treat-
ment) 

RR, 3.88; 95% 
CI, 0.87 to 
17.27 

1 RCT 
(n=97)44, 120 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents with 
MDD 

BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CI = 
confidence interval; IPT = interpersonal therapy; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n 
= number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

CBT was not significantly different than other psychotherapies in improving depression 
diagnosis, depressive symptoms, response, or relapse. The exclusion of the high risk-of-bias 
study when evaluating clinician-rated depression symptoms continued to result in insufficient 
ratings because of the serious imprecision of the remaining studies.  

CBT Versus Other Psychotherapy: Harms  

Key Points 
• Insufficient evidence exists to support conclusions on comparisons of CBT and other 

psychotherapies on harms. 

Detailed Results 
One RCT (with some risk-of-bias concerns) compared AE scores and dropout rates)121, 122 

between CBT and short-term psychoanalytical therapy (Table 50).44, 120 The study was conducted 
on adolescents with MDD, and the intervention lasted for 36 weeks. Additional details on this 
trial can be found in Appendix Tables D-37 and F-17.  

AE scores did not vary by study arm. The study also reported suicides (1 per arm at 36 
weeks) but did not report denominators for each arm; as a result, we could not calculate risk 
ratios. A second study reported on “Suicide>4” but did not define the measure; the results are not 
discussed further.60, 126, 136-138 
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Table 50. Strength of evidence for harms of CBT versus other psychotherapies 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

CBT vs. other 
psychotherapies 
(short-term 
psychoanalytical 
therapy) 

Suicide 
attempt 

1 per arm, 
denominator 
not provided 

1 RCT (n not 
reported)44, 120 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide 
attempt (86 
weeks) 

No recent 
suicide 
attempts in 
either group 

1 RCT (n not 
reported)44, 120 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  AEs score SMD, 0.00 
(95% CI, -0.27 
to 0.27) 

1 RCT 
(n=213)44, 120  

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Dropout 32% vs, 43%, 
no evidence 
of difference 
in chi-square 
test, RR not 
calculable  

1 RCT (n by 
arm not 
reported)121, 122 

Unknown 
imprecision, 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

CBT = cognitive behavioral therapy; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = 
randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

Psychotherapy Within-Type Comparisons of Delivery Methods or 
Approaches: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on comparisons of CBT and other 

psychotherapies on depressive symptoms, remission, and functional impairment. 

Detailed Results 
Six RCTs (two with some risk-of-bias concerns,59, 108 four with high risk of bias100, 106, 107, 110, 

139) compared benefits between delivery methods or approaches for different types of 
psychotherapy (Table 51). Three trials tested the involvement of parents (parent-adolescent CBT 
vs. adolescent-only CBT,100 CBT with separate parent sessions vs. adolescent-only CBT,59 and 
high vs. low intensity of engagement with parents in two IPT arms).108 Two studies evaluated 
variants of CBT (enhanced CBT vs. CBT106 and CBT over interactive televideo vs. 
face-to-face).107 One evaluated focused individual psychodynamic psychotherapy (FIPP) 
compared with time-limited systems integrative family therapy (SIFT).110, 139 All studies were 
conducted on adolescents; in addition, two studies also included children.59, 110, 139 One study was 
conducted in overweight or obese children.90 Depression types varied across the studies: some 
limited the studies to MDD only, while others included dysthymia. The duration of the 
interventions ranged from 8 weeks to 9 months. Additional details on these trials can be found in 
Appendix Tables D-39 and E-29.  
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Table 51. Strength of evidence for comparative benefits of psychotherapy interventions 
comparing varying delivery methods or approaches 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Parent 
involvement in 
psychotherapy 
vs. no or 
reduced 
involvement in 
therapy  

Depressive 
symptoms 
(clinician 
reported) 

SMD (HAM-D), 
0.35; 95% 
CI, -0.13 to 
0.83  

1 RCT 
(n=69)59 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms 
(clinician 
reported) 

SMD 
(CDRS-R), 
0.14; 95% 
CI, -0.90 to 
1.17 

1 RCT 
(n=15)108 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, DD 
NOS, 
adjustment 
disorder with 
depressed 
mood 

  Depressive 
symptoms 
(self-reported) 

No difference 
between 
treatment arms 
based on 
BDI,100 
RR, -0.32; 
95% CI, -0.16 
to 0.8059 

2 RCTs 
(n=93)59, 100 

Serious 
imprecision (wide 
CIs, small 
sample size) 

Insufficient Adolescents 
with MDD 

  Remission RR, 1.06 (95% 
CI, 0.76 to 
1.48) 

1 RCT 
(n=69)59 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Functional 
status  

SMD (GAF),  
-0.08 (95% 
CI, -0.56 to 
0.39) 

1 RCT 
(n=69)59 

Serious 
imprecision (wide 
CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

Enhanced CBT 
vs. CBT  

Depressive 
symptoms 
(self-rated) 

SMD (BDI), 
0.21; 95% 
CI, -0.61 to 
1.03)  

1 RCT 
(n=28)106 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,106 unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 

  Depressive 
symptoms 
(self-rated) at 
48 weeks (24 
weeks after 
end of 
treatment)  

SMD (BDI), 
0.34; 95% 
CI, -0.49 to 
1.18 

1 RCT 
(n=26)106 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,106 unknown 
consistency 

Insufficient Adolescents 
with MDD or 
dysthymia 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Televideo vs. 
face-to-face CBT 

Depressive 
symptoms 
(self-rated) 

No statistically 
significant 
effects 
reported for 
treatment arm 
for BDI or CDI 
(based on 
reported 
p-values) 

1 RCT 
(n=28)107 

Serious 
imprecision 
(small sample 
size), high risk of 
bias,107 unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD 

Individual 
psychodynamic 
psychotherapy 
vs. family 
therapy 

Diagnosis of 
depression or 
dysthymia 
(clinician 
reported) 

RR (MDD), 
0.79 (95% CI, 
0.31 to 2.05 
 
RR 
(dysthymia), 
0.90 (95% CI, 
0.34 to 2.43 

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 

  Diagnosis of 
depression or 
dysthymia 
(clinician 
reported) at 
15 months (9 
months after 
end of 
treatment) 

RR (MDD), 
0.07; 95% CI, 
0.00 to 1.19 
 
RR 
(dysthymia), 
0.12; 95% CI, 
0.01 to 2.10 

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 

  Depressive 
symptoms 
(self-reported) 

SMD (based 
on CDI and 
MFQ) ranges 
from 0.29 to 
0.52; CIs cross 
the null for 
MFQ 

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 

  Depressive 
symptoms 
(self-reported) 
at 15 months 
(6 months 
after end of 
treatment) 

SMD (based 
on CDI and 
MFQ) ranges 
from 0.09 to 
0.13; CIs cross 
the null  

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 

  Functional 
impairment 

SMD (CGAS), 
1.10; 95% CI, 
0.95 to 1.26 

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Individual 
psychodynamic 
psychotherapy 
vs. family 
therapy 
(continued) 

Functional 
impairment at 
15 months (6 
months after 
end of 
treatment) 

SMD (CGAS), 
0.30; 95% 
CI, -0.16 to 
0.77 

1 RCT 
(n=72)110, 139 

Serious 
imprecision (wide 
CIs, small 
sample size), 
high risk of 
bias,110, 139 
unknown 
consistency 

Insufficient Adolescents or 
children with 
MDD, 
dysthymia, or 
both 

BDI = Beck Depression Inventory; CGAS = Children’s Global Assessment Scale; CBT = cognitive behavioral therapy; CDI = 
Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CI = confidence interval; DD = 
depressive disorder; GAF = Global Assessment of Functioning; HAM-D = Hamilton Depression Rating Scale; MDD = major 
depressive disorder; MFQ = Mood and Feelings Questionnaire; n = number; NOS = not otherwise specified; RCT = randomized 
controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

The evidence does not support conclusions of differences in depression diagnosis, depressive 
symptoms, remission, or functional status with and without parent involvement in CBT or IPT 
(insufficient). The evidence was also insufficient to judge the comparative effectiveness of 
enhanced CBT versus standard CBT, televideo versus face-to-face CBT, and individual 
psychodynamic psychotherapy versus family therapy. Excluding the high risk-of-bias studies 
continued to result in insufficient ratings because of the serious imprecision of the remaining 
studies. 

Psychotherapy Within-Type Comparisons of Delivery Methods or 
Approaches: Harms 

Key Points 
• No studies reported on harms. 

Detailed Results 
Six RCTs (two with some risk-of-bias concerns,59, 108 four with high risk of bias100, 106, 107, 110, 

139) compared delivery methods or approaches for different types of psychotherapy, none 
evaluated harms. 

Psychotherapy Versus Pharmacotherapy: Benefits  

Key Points 
• Fluoxetine is superior to CBT in improving clinician-reported depression scores in 

adolescents with MDD (low for benefit). 
• Insufficient evidence exists to support conclusions on comparisons of CBT and other 

psychotherapies on self-reported depression scores, response, remission, and 
functional status. 

Detailed Results 
Three RCTs compared benefits between CBT and pharmacotherapy (two with some 

risk-of-bias concerns53, 85-87, 97-99, 119, 135 and one high risk-of-bias101). One of the three studies 
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offered group therapy (Table 52).99 One study included participants with dysthymic disorder and 
DD NOS, in addition to MDD,101 and the others were restricted to MDD only. All studies 
focused on adolescents. The duration of the interventions ranged from 12 to 16 weeks. 
Additional details on these three trials can be found in Appendix Tables D-40 and E-30.  

Table 52. Strength of evidence for benefits of psychotherapy versus pharmacotherapy 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy vs. 
pharmacotherapy 

Depression 
(clinician 
rated)  

SMD 
(CDRS-R), 
0.66; 95% CI, 
0.39 to 0.93 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), 
unknown 
consistency 

Low (benefit for 
pharmacotherapy) 

Adolescents 
with MDD 

  Depressive 
symptoms 
(self-rated) 

SMD (CDI, 
RADS), 0.07 to 
0.54, CIs cross 
the null in one 
study99 

2 RCTs 
(n=281)53, 85, 87, 

97-99, 119, 135  

Imprecision 
(small sample 
size), 
inconsistency 
in overlap of 
CIs 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms 
(self-rated) 

SMD (RADS),  
-0.42; 95% 
CI, -1.00 to 
0.15 

1 RCT (n=46)101  Imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
DD NOS 

  Response RRs range 
from 1.12 to 
1.24, CIs span 
the null in both 
studies 

2 RCTs 
(n=284) )53, 85, 87, 

97-99, 119, 135 

Serious 
imprecision 
(wide CIs, 
small sample 
size) 

Insufficient Adolescents 
with MDD 

  Presence of 
MDD after 
treatment 

OR (medication 
vs. CBT), 6.86; 
95% CI, 1.12 to 
41.48 

1 RCT (n=46)101  Imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
DD NOS 

  Remission 
from MDD 

RR, 0.70; 95% 
CI, 0.40 to 1.20 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision 
(wide CIs, 
small sample 
size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Remission 
from 
dysthymia or 
DD not 
otherwise 
specified 

OR (medication 
vs. CBT), OR = 
1.6; 95% CI, 
0.23 to 11.27 

1 RCT (n=46)101  Imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD 
dysthymia, or 
DD NOS 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy vs. 
pharmacotherapy 
(continued) 

Functional 
status  

SMD 
(CGAS), -0.18; 
95% CI,  
-0.47 to 0.11 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Functional 
status  

SMD 
(CGAS), -0.18; 
95% CI, -0.47 
to 0.11 

1 RCT (n=46)101  Imprecision 
(wide CIs, 
small sample 
size), high risk 
of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
DD NOS 

CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-
Revised; CGAS = Children’s Global Assessment Scale; CI = confidence interval; DD = depressive disorder; MDD = major 
depressive disorder; n = number; NOS = not otherwise specified; OR = odds ratio; RADS = Reactive Airways Dysfunction 
Syndrome; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

One of two studies53, 85, 87, 97, 98, 119, 135 reported that fluoxetine was superior to CBT in 
improving patient-reported depression scores (SMD, 0.54; 95% CI, 0.27 to 0.81); confidence 
intervals in the second study crossed the null. Given the imprecision, the findings are insufficient 
to judge the comparative effectiveness of the two treatments. The evidence was insufficient to 
support conclusions of differences in response or functional status.  

Evidence from one study (TADS) suggests benefit for pharmacotherapy in reducing 
clinician-reported depression scores (mean difference [CDRS-R], 5.76; 95% CI, 3.46 to 8.06) 
when compared with CBT (low SOE) in adolescents with MDD.  

Psychotherapy Versus Pharmacotherapy: Harms 

Key Points 
• Evidence from one study suggests fewer harms for psychotherapy than 

pharmacotherapy for treatment-emergent psychiatric AEs (low SOE) for adolescents 
with MDD. 

• The evidence was insufficient to judge the comparative effectiveness of 
psychotherapy versus pharmacotherapy for improving suicidal ideation in adolescents 
with MDD, dysthymia, or DDs NOS. 

• The evidence was insufficient to judge the comparative harms from psychotherapy 
versus pharmacotherapy on suicide attempts or SAEs.  

• No deaths were reported. 

Detailed Results 
Table 53 presents three RCTs compared harms between CBT and pharmacotherapy (two 

with some risk-of-bias concerns53, 85, 87, 97-99, 119, 135 and one high risk of bias101). One study 
included participants with dysthymic disorder and DD NOS in addition to MDD,101 and the other 
two were restricted to MDD only. All studies focused on adolescents. The duration of the 
interventions was 12 weeks for all studies. Additional details on these trials can be found in 
Appendix Tables D-40 and F-18.  
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Table 53. Strength of evidence for harms of psychotherapy versus pharmacotherapy 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy vs. 
pharmacotherapy 

Mortality No suicides 
reported 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision 
(small sample 
size, no 
events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidality 
(self-reported 
score) 

SMD 
(SIQR-Jr), -0.2
8; 95% 
CI, -0.55 
to -0.02, 
suicidal 
ideation based 
on one item in 
the CDI was 
not statistically 
significant 
(p>0.05) 

2 RCTs 
(n=279)53, 85, 87, 

97-99, 119, 135 

Imprecision 
(small sample 
size), 
inconsistency 

Insufficient Adolescents 
with MDD 

  Suicidality 
(self-reported 
score) 

SMD 
(SIQR-Jr), -0.2
0; 95% 
CI, -0.77 to 
0.37 

1 RCT (n=48)101 Imprecision 
(small sample 
size), high risk 
of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, or 
DD NOS 

  Suicide 
attempts  

RR, 0.49; 95% 
CI, 0.05 to 5.34 
 
Suicide-related 
AEs, 0.55; 95% 
CI, 0.19 to 1.58 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicide-
related AEs 

RR, 0.33; 95% 
CI, 0.01 to 7.95 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision 
(few events, 
small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Harms-
related AEs 

RR, 0.38; 95% 
CI, 0.14 to 1.03 

1 RCT 
(n=220)53 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Treatment- 
emergent 
psychiatric 
AEs  

RR, 0.08; 95% 
CI, 0.01 to 0.62 

1 RCT 
(n=220)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), 
consistency 
unknown 

Low (benefit for 
psychotherapy) 

Adolescents 
with MDD 

AE = adverse event; CDI = Children’s Depression Inventory; CI = confidence interval; MDD = major depressive disorder; n = 
number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SIQR-Jr = Suicide Ideation 
Questionnaire-Junior High School; SMD = standardized mean difference; vs. = versus. 

Results reported in one (TADS) study in adolescents with MDD suggest greater benefit for 
the CBT arm in reducing suicidal ideation than fluoxetine (calculated SMD for Suicide Ideation 
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Questionnaire-Junior High School (SIQR-Jr), -0.28; 95% CI, -0.55 to -0.02). These results, 
however, are not consistent with the authors’ interpretation of their results: they report that 
“fluoxetine alone was not significantly different from CBT alone (P = 0.22)” (p. 814) with no 
further details. The other study on adolescents with MDD did not find significant differences in 
suicidal ideation by treatment arm. In adolescents with MDD, dysthymia, or DD NOS, the 
evidence was insufficient to evaluate comparative risks of suicidal ideation.  

Evidence from one study85, 87, 97, 98, 119, 135 suggests greater benefit for CBT for 
treatment-emergent psychiatric AEs when compared with pharmacotherapy (risk 
difference, -100/1,000, 160 fewer cases to 40 fewer cases) (low SOE) but is insufficient to judge 
comparative risks of suicide-related or harms-related AEs in adolescents with MDD.  

Psychotherapy Plus Pharmacotherapy Versus Psychotherapy: 
Benefits  

Key Points 
• Combination therapy (psychotherapy plus pharmacotherapy) is superior to 

psychotherapy alone in improving clinician-reported depression scores, remission, 
and functional status in adolescents with MDD (low SOE). 

• Combination therapy (psychotherapy plus pharmacotherapy) is superior to 
psychotherapy alone in improving clinician-reported depression scores in 
school-refusing adolescents with MDD and comorbid anxiety (low SOE). 

• The evidence was insufficient to judge the comparative effectiveness of combined 
therapy when compared with psychotherapy alone for other populations and 
outcomes.  

Detailed Results 
Five RCTs53, 85, 87, 97-99, 101, 111, 113, 119, 135, 140 and one observational study114 compared benefits 

between combined psychotherapy and pharmacotherapy and psychotherapy alone (one with low 
risk of bias,113 three with some risk-of-bias concerns,53, 85, 87, 97-99, 111, 119, 135, 140 and two with high 
risk of bias101, 114) (Table 54). Three studies offered sertraline,99, 101, 113 one offered fluoxetine,53, 

85, 87, 97, 98, 119, 135 one offered imipramine in a group of school-refusing adolescents,111, 140 and one 
did not specify the pharmacotherapy other than to state the adolescents elected to take SSRIs.114 
Regarding psychotherapy, five studies offered CBT (two offered group therapy99, 113 and three 
offered individual therapy53, 85, 87, 97, 98, 101, 111, 119, 135, 140) and one offered IPT.114 All except one 
study114 were limited to adolescents. Two studies included participants with dysthymic disorder 
and DD NOS in addition to MDD,101, 114 a second focused on adolescents with a primary DD and 
a comorbid alcohol use disorder,113 a third focused on adolescents with one or more anxiety 
disorders and MDD,111, 140 and the other two were restricted to MDD only.53, 85, 87, 97-99, 119, 135  

The duration of the interventions ranged from 8 to 16 weeks. Additional details on these 
studies can be found in Appendix Tables D-41 and E-31. 
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Table 54. Strength of evidence for benefits of psychotherapy plus pharmacotherapy versus 
psychotherapy 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 

Depression 
(clinician 
rated)  

SMD (CBT + 
fluoxetine vs. 
CBT) 
(CDRS-R), -0.95; 
95% CI, -1.23 
to -0.67 

1 RCT 
(n=218)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit 
for combination 
therapy 

Adolescents 
with MDD 

  Depression 
(clinician 
rated)  

SMD (IPT + 
SSRIs vs. IPT) 
(CDRS), -0.72; 
95% CI, -1.76 to 
0.32 

1 study 
(n=16)114 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias, unknown 
consistency 

Insufficient Children with 
MDD, 
dysthymic 
disorder, or DD 
NOS 

  Depression 
(clinician 
rated)  

SMD (CBT + 
imipramine vs. 
CBT) 
(CDRS), -0.83; 
95% CI, -1.35 
to -0.32 

1 RCT 
(n=63)111, 140 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit 
for combination 
therapy 

School-refusing 
adolescents 
with comorbid 
anxiety and 
MDD 

  Depression 
(clinician 
rated)  

SMD (CBT + 
sertraline vs. 
CBT) (HAM-D), 
0.37; 95% 
CI, -0.88 to 1.62 

1 RCT 
(n=10)113 

Serious 
imprecision 
(wide CI, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with comorbid 
substance use 
disorders and 
MDD 

  Depressive 
symptoms 
(self-rated) 

SMD (CBT + 
fluoxetine or 
sertraline vs. 
CBT) (CDI, 
RADS) ranges 
from -0.83 to 
0.11, CI, span 
the null in one 
study 

2 RCTs 
(n=280)53, 85, 87, 

97-99, 119, 135 

Serious 
imprecision 
(wide CIs, small 
sample size), 
inconsistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms 
(self-rated) 

SMD (CBT + 
sertraline vs. 
CBT) (RADS), 
0.33; 95% 
CI, -0.25 to 0.90 

1 RCT 
(n=47)101 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias101 

Insufficient  Adolescents 
with MDD, 
dysthymic 
disorder, or DD 
NOS 

  Depressive 
symptoms 
(self-rated) 

SMD (CBT + 
imipramine vs. 
CBT), -0.42; 
95% CI, -0.92 to 
0.08 

1 RCT 
(n=63)111, 140 

Serious 
imprecision 
(wide CIs, small 
sample size) 

Insufficient School-refusing 
adolescents 
with comorbid 
anxiety and 
MDD 

  Presence 
of MDD 
after 
treatment 

OR (CBT vs. 
combined 
therapy) 0.19; 
95% CI, 0.03 to 
1.16 

1 RCT 
(n=47)101 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,101 
unknown 
consistency 

Insufficient  Adolescents 
with MDD, 
dysthymic 
disorder, or DD 
NOS 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 
(continued) 

Remission 
from MDD 

RR (CBT + 
fluoxetine vs. 
CBT), 2.31; 95% 
CI, 1.41 to 3.79 

1 RCT 
(n=218)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit 
for combination 
therapy  

Adolescents 
with MDD 

  Remission 
from MDD 

OR (CBT vs. 
CBT + 
sertraline), 2.7; 
95% CI, 0.60 to 
12.14101 

1 RCT 
(n=47)101 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,101 
unknown 
consistency 

Insufficient  Adolescents 
with MDD, 
dysthymic 
disorder, or DD 
NOS 

  Remission 
from 
dysthymia, 
DD not 
otherwise 
specified 

OR (CBT vs. 
CBT + 
sertraline), 0.71; 
95% CI, 0.10 to 
5.12101 

1 study 
(n=47)101 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,101 
unknown 
consistency 

Insufficient  Adolescents 
with MDD, 
dysthymic 
disorder, or DD 
NOS 

  Response RR ranges from 
0.78 to 1.64 
  
CIs in 1 of 2 
studies crosses 
the null  

2 RCTs 
(n=270)53, 85, 87, 

97-99, 119, 135 

Serious 
imprecision 
(wide CIs, small 
sample size), 
inconsistency 

Insufficient Adolescents 
with MDD 

  Remission 
from MDD 

RR (CBT + 
imipramine vs. 
CBT), 1.65; 95% 
CI, 0.89 to 
3.06111, 140 

1 RCT 
(n=63)111, 140 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient  School-refusing 
adolescents 
with comorbid 
anxiety and 
MDD 

  Functional 
status  

SMD (CBT + 
fluoxetine vs. 
CBT) (CGAS), 
0.56; 95% CI, 
0.27 to 0.86 

1 RCT 
(n=185)53, 85, 87, 

97, 98, 119, 135 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for benefit 
for combined 
therapy  

Adolescents 
with MDD 

  Functional 
status  

SMD (IPT + 
SSRIs vs. IPT), 
0.42; 95% 
CI, -0.60 to 1.44 

1 
study(n=16)114 

Serious 
imprecision 
(small sample 
size, wide 
confidence 
intervals), high 
risk of bias,114 
unknown 
consistency 

Insufficient  Children with 
MDD, 
dysthymic 
disorder, or DD 
NOS 

CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CDRS = Children’s Depression Rating Scale; 
CDRS-R = Children’s Depression Rating Scale-Revised; CGAS = Children’s Global Assessment Scale; CI = confidence interval; 
DD = depressive disorder; HAM-D = Hamilton Depression Rating Scale; IPT = interpersonal psychotherapy; MDD = major 
depressive disorder; n = number; NOS = not otherwise specified; OR = odds ratio; RADS = Reactive Airways Dysfunction 
Syndrome; RCT = randomized controlled trial; SMD = standardized mean difference; SSRI = selective serotonin reuptake 
inhibitor; vs. = versus. 
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The evidence indicates that in adolescents with MDD a combined approach of CBT plus 
fluoxetine results in greater improvement in clinician-rated depression (mean difference [CDRS-
R], -8.27; 95% CI, -10.59 to 5.95), remission (risk difference, 210/1,000; 95% CI, 96 more cases 
to 324 more cases), and functional status (mean difference [CGAS], 6.60; 95% CI, 3.23 to 9.97) 
when compared with CBT alone (low SOE). In school-refusing adolescents with comorbid 
anxiety and MDD, the evidence also suggests greater effectiveness of combination therapy (CBT 
plus imipramine) than CBT alone on clinician-rated depression scores (mean difference [CDRS], 
-11.1; 95% CI, -17.68 to -4.52) (low SOE). In other populations, the evidence was not sufficient 
to judge the comparative benefit of a combined approach on clinician-rated depression scores. 
The evidence was not sufficient to judge the comparative effectiveness of combined 
psychotherapy plus pharmacotherapy versus psychotherapy on other outcomes. 

Psychotherapy Plus Pharmacotherapy Versus Psychotherapy: 
Harms 

Key Points 
• The evidence was insufficient to judge the comparative harms from combination 

therapy or psychotherapy on suicidal ideation, suicide attempts, treatment-emergent 
psychiatric AEs, suicide-related AEs, or SAEs. 

• No deaths were reported.  

Detailed Results 
Three RCTs compared harms between CBT and pharmacotherapy (one with some 

risk-of-bias concerns53, 85, 87, 97-99, 119, 135 and one high risk of bias101) (Table 55). One study 
included participants with dysthymic disorder and DD NOS in addition to MDD,101 and the other 
two were restricted to MDD only. All studies focused on adolescents. The duration of the 
interventions was 12 weeks for all trials. Additional details of these trials can be found in 
Appendix Tables D-41 and F-19.  
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Table 55. Strength of evidence for harms of psychotherapy plus pharmacotherapy versus 
psychotherapy 

Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

Psychotherapy plus 
pharmacotherapy 
vs. psychotherapy 

Mortality No suicides 
reported 

1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision 
(small sample 
size, no events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidality 
(self-reported 
score) 

SMD 
(SIQR-Jr) 
0.04; 95% 
CI, -0.23 to 
0.30, 
suicidal 
ideation 
based on 
one item in 
the CDI was 
not 
statistically 
significant 
(p>0.05) 

2 RCTs (n=270)53, 85, 

87, 97-99, 119, 135 
Serious 
imprecision 
(small sample 
size, wide CIs) 

Insufficient  Adolescents 
with MDD 

  Suicidality 
(self-reported 
score) 

SMD 
(SIQR-Jr); 
0.19; 95% 
CI, -0.38 to 
0.76  

1 RCT (n=47)101 Serious 
imprecision 
(small sample 
size, wide 
confidence 
intervals), high 
risk of bias, 
unknown 
consistency 

Insufficient  Adolescents 
with MDD, 
dysthymic 
disorder, or 
DD NOS 

  Suicide 
attempts  

RR, 4.15; 
95% CI, 
0.47 to 
36.53 

1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Psychiatric-
related AEs 

No events 1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision (no 
events, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Harms-
related AEs 

RR, 1.87; 
95% CI, 
0.65 to 5.39 

1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision (no 
events, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 

  Suicide-
related AEs 

RR, 1.25; 
95% CI, 
0.39 to 3.96 

1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision (no 
events, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion Study Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction 
of Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. psychotherapy 
(continued) 

Treatment-
emergent 
psychiatric 
AEs  

RR, 6.22; 
95% CI, 
0.76 to 
50.84 

1 RCT (n=218)53, 85, 

87, 97, 98, 119, 135 
Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

AE = adverse event; CDI = Children’s Depression Inventory; CI = confidence interval; MDD = major depressive disorder; n = 
number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SAE = serious adverse event; 
SIQR-Jr = Suicide Ideation Questionnaire-Junior High School; SMD = standardized mean difference; vs. = versus. 

The evidence was insufficient to rate the comparative effectiveness of the two treatments on 
suicidal ideation because of serious imprecision. The evidence from a single study is insufficient 
to rate the SOE on mortality, suicide attempts, psychiatric, suicide-related, or harms-related AEs, 
and treatment-emergent psychiatric AEs.  

Psychotherapy Plus Pharmacotherapy Versus Pharmacotherapy: 
Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on comparisons of combined 

therapy versus pharmacotherapy alone on clinician-rated depressive symptoms, 
response, recovery, relapse, and functional status. 

• Not all combined therapy is effective. Adding CBT (brief, group, or individual) to 
pharmacotherapy (fluoxetine, sertraline, or unspecified SSRIs) does not appear to 
improve self-rated depression scores (low for no benefit), whereas adding CBT to 
bupropion appears to improve self-rated depression scores (low for benefit) as does 
adding fluoxetine to CBT compared with fluoxetine alone.  

• Adding CBT to pharmacotherapy (fluoxetine) improves remission in MDD-only 
samples (low for benefit) but not in studies with a wider range of DDs (insufficient). 

• Insufficient evidence exists to support conclusions on self-rated repression scores, 
presence of MDD, or remission for adding CBT to SSRIs, based on studies with a 
wider range of DDs. 

Detailed Results 
Six RCTs (two high risk of bias101, 104 and four with some concerns53, 85, 87, 97-99, 103, 105, 119, 135) 

compared benefits between combined pharmacotherapy and psychotherapy (specifically CBT) 
and pharmacotherapy alone (Table 56). Pharmacotherapy included sertraline (two studies),99, 101 
fluoxetine (one study53, 85, 87, 97, 98, 119, 135), SSRIs (two studies),103, 104 and bupropion (one 
study105). One offered group therapy,99 and others offered individual therapy. One study included 
participants with dysthymic disorder and DD NOS in addition to MDD,101 and the others were 
restricted to MDD only. All studies focused on adolescents. The duration of the interventions 
ranged from 8 weeks to 28 weeks. Additional details of these trials can be found in Appendix 
Tables D-42 and E-32.  
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Evidence from two studies with varying intensity of CBT suggests mixed results for 
clinician-rated depression symptoms (insufficient). One study53, 85, 87, 97, 98, 119, 135 with more 
intense CBT interventions demonstrated benefit in clinician-rated depression symptoms (SMD 
for CDRS-R, -0.31; 95% CI, -0.57 to -0.04), while the other with less intense CBT did not.103 

For patient-rated depression symptoms, the results vary based on the comparisons. The 
pooled analysis comparing the benefits of CBT (group, individual, brief) plus SSRIs (sertraline, 
fluoxetine, unspecified SSRIs) versus SSRIs in MDD-only samples suggests low SOE for no 
benefit based on evidence spanning the null in three of four studies (SMD, -0.15; 95% CI, -0.34 
to 0.03, N=450, I2=0%).53, 85, 87, 97-99, 103, 104, 119, 135 One study suggested benefit from adding 
fluoxetine to CBT (individual sessions) compared with fluoxetine alone. Without the high 
risk-of-bias study,104 the results continued to suggest no benefit (SMD, -0.14; 95% CI, -0.36 to 
8.31, N=427, I2=22%); the SOE did not change as a result of the sensitivity analysis. Evidence 
from one study in an MDD-only sample suggests benefit for adding CBT to bupropion when 
compared with bupropion alone (mean difference [BDI], -5.2; 95% CI, -9.31 to -1.09) (low 
SOE).105 Evidence for samples with a wider range of diagnoses (MDD, dysthymic disorder, or 
DD NOS) from one high risk-of-bias study101 is insufficient to determine whether adding CBT to 
SSRIs is superior to CBT alone.  

Table 56. Strength of evidence for benefits of psychotherapy plus pharmacotherapy versus 
pharmacotherapy 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy plus 
pharmacotherapy 
vs. 
pharmacotherapy 

Depressive 
symptoms 
(clinician 
rated) 

SMD (MDD only, 
CBT + SSRIs vs. 
SSRIs), based 
on CDRS-R and 
HAM-D, ranges 
from -0.31 
to -0.03, CIs 
span the null in 
one study 

2 RCTs 
(n=368)53, 85, 

87, 97, 98, 103, 119, 

135 

Imprecision 
(wide CIs), 
inconsistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms 
(clinician-
rated) at 52 
weeks (40 
weeks after 
treatment) 

SMD for 
MDD-only 
sample, CBT + 
SSRI vs. SSRI 
(HAM-D),  
-0.23; 95% 
CI, -0.55 to 0.09 

1 RCT 
(n=152)103 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms 
(self-rated) 

SMD for 
MDD-only 
sample, CBT + 
SSRI vs. SSRI 
(based on CDI, 
RADS, CES-D, 
and MFQ), -0.15; 
95% CI, -0.34 to 
0.03, I2=0% 
(Appendix J, 
Figure J-32) 

4 RCTs 
(n=450)53, 85, 

87, 97-99, 104, 105, 

119, 135 

Imprecision 
(wide CIs), 
inconsistent, 
high risk of 
bias104 

Low for no 
benefit of 
adding CBT 
to SSRIs 

Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy plus 
pharmacotherapy 
vs. 
pharmacotherapy 
(continued)  

Depressive 
symptoms 
(self-rated) 
(continued) 

SMD without 
high risk-of-bias 
studies, -0.14; 
95% CI, -0.36 to 
8.31, N=427, 
I2=22% 

        

  Depressive 
symptoms 
(self-rated) at 
52 weeks (40 
weeks after 
treatment) 

SMD for 
MDD-only 
sample, CBT + 
SSRI vs. SSRI 
(CES-D), -0.3; 
95% CI, -0.64 to 
0.00 

1 RCT 
(n=152)103 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Depressive 
symptoms 
(self-rated) 

SMD (CBT + 
SSRIs vs. 
SSRIs) 
(RADS), -0.07; 
95% CI, -0.62 to 
0.48  

1 RCT 
(n=51)101 

Imprecision 
(wide CIs), high 
risk of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, DD 
NOS 

  Depressive 
symptoms 
(self-rated) 

SMD for 
MDD-only 
sample, CBT + 
bupropion vs. 
bupropion 
(based on BDI)  
-0.62; 95% 
CI, -1.11 to  
-0.12105 

1 RCT 
(n=65)105 

Imprecision 
(small sample 
size), unknown 
consistency 

Low for 
benefit of 
adding CBT 
to bupropion 

Adolescents 
with MDD 

  Presence of 
MDD after 
treatment 

OR (combination 
vs. medication), 
1.31; 95% CI, 
0.31 to 5.48) 

1 RCT 
(n=51)101 

Imprecision 
(wide CIs), high 
risk of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, DD 
NOS 

  Response RR (based on 
improvement 
against CDI 
threshold) 
ranges from 0.89 
10 1.17, CIs 
cross the null in 
both studies 

2 RCTs 
(n=275)53, 85, 

87, 97-99, 119, 135 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Recovery RR for recovery 
from index 
diagnosis, 0.82; 
95% CI, 0.48 to 
1.42 

1 RCT 
(n=152)103 

Imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient  Adolescents 
with MDD 

  Recovery at 
52 weeks (40 
weeks after 
end of 
treatment) 

RR for recovery 
from index 
diagnosis, 0.82; 
95% CI, 0.48 to 
1.42 

1 RCT 
(n=152)103 

Imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient  Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy plus 
pharmacotherapy 
vs. 
pharmacotherapy 
(continued)  

Remission 
from MDD 

RR (combination 
vs. medication), 
1.61; 95% CI, 
1.05 to 2.46) 

1 RCT 
(n=216)85 

Imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Low for 
benefit for 
fluoxetine 
plus CBT vs. 
fluoxetine 

Adolescents 
with MDD 

  Remission 
from MDD 

OR (medication 
vs. combination), 
OR, 3.0; 95% CI, 
0.68 to 13.31 

1 RCT 
(n=51)101 

Imprecision 
(wide CIs), high 
risk of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, DD 
NOS 

  Remission 
from 
dysthymia or 
DD not 
otherwise 
specified 

OR (combination 
vs. medication), 
0.71; 95% CI, 
0.10 to 5.12 

1 RCT 
(n=51)101 

Imprecision 
(wide CIs), high 
risk of bias,101 
unknown 
consistency 

Insufficient Adolescents 
with MDD, 
dysthymia, DD 
NOS 

  Relapse Evenly split 
between the two 
condition, p=.76 

1 RCT 
(n=135)103 

Serious 
imprecision 
(based on 
reported 
p- values, small 
sample size), 
unknown 
consistency 

Insufficient  Adolescents 
with MDD 

  Functional 
status  

SMD (CGAS) 
ranges from 0.18 
to 0.38, CIs span 
the null in one 
study 

2 RCTs 
(n=368)53, 85, 

87, 97, 98, 103, 119, 

135 

Imprecision 
(wide CIs), 
inconsistency 

Insufficient Adolescents 
with MDD 

  Functional 
status at 52 
weeks (40 
weeks after 
end of 
treatment)  

SMD (CGAS), 
0.37; 95% CI, 
0.05 to 0.69 

1 RCT 
(n=152)103 

Imprecision 
(small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CDRS-R = 
Children’s Depression Rating Scale-Revised; CES-D = Center for Epidemiologic Studies Depression Scale; CGAS = Children’s 
Global Assessment Scale; CI = confidence interval; DD = depressive disorder; HAM-D = Hamilton Depression Rating Scale; 
MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; NOS = not otherwise specified; OR 
= odds ratio; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RR = relative risk; SMD = 
standardized mean difference; SSRI = selective serotonin reuptake inhibitor; vs. = versus. 

Evidence on remission varies based on condition. One high risk-of-bias study101 with 
participants with MDD, dysthymic disorder, or DD NOS suggests no difference between 
treatment arms for remission (insufficient evidence), while the other study in an MDD-only 
sample (some risk-of-bias concerns)53, 85, 87, 97, 98, 119, 135 demonstrated that combined treatment 
(fluoxetine plus CBT) is superior to fluoxetine alone (risk difference, 140/1,000; 95% CI, 19 
more cases to 261 more cases) (low evidence of benefit for combined treatment).85 

Evidence from two studies with different intensity of treatment suggests mixed results for 
functional status (insufficient). One study53, 85, 87, 97, 98, 119, 135 with more intense CBT 
interventions demonstrated improved functional status (SMD for CGAS, 0.38; 95% CI, 0.09 to 
0.66), while the other with less intense CBT did not.103 The study evaluating less intense CBT 
reported no difference in functional outcomes at any point,103 but our calculated SMD for CGAS 
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scores at 52 weeks suggest a difference between arms (based on an assumption of intention-to-
treat analysis). Given the lack of clarity in the sample size for the long-term outcome, we graded 
the functional status outcome as insufficient, despite a statistically significant difference between 
study arms.  

Psychotherapy Plus Pharmacotherapy Versus Pharmacotherapy: 
Harms 

Key Points 
• The evidence was insufficient to judge the comparative harms of combined therapy 

versus pharmacotherapy. 
• No deaths were reported. 

Detailed Results 
Four RCTs (two with some risk-of-bias concerns53, 85, 87, 97-99, 119, 135 and two with high risk of 

bias101, 112) compared harms between combined therapy with pharmacotherapy alone (Table 57). 
All included CBT (one offered group therapy99). All were conducted in adolescents. One study 
included a mixed sample of MDD, dysthymia, and DD NOS.101 The duration of the interventions 
ranged from 12 to 28 weeks. Additional details on these trials can be found in Appendix Tables 
D-42 and F-20.  

The evidence on suicidal ideation or suicidal events is marked by serious imprecision and 
high risk of bias and is insufficient to make conclusions. One study reported no suicides. 

Table 57. Strength of evidence for harms of psychotherapy plus pharmacotherapy versus 
pharmacotherapy 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 

Mortality No suicides 
reported 

1 RCT 
(n=216)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision 
(small sample 
size, no events), 
unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Suicidal 
ideation 

SMD 
(SIQR-Jr), -0.2
3; 95% CI,  
-0.50 to 0.04, 
suicidal 
ideation based 
on one item in 
the CDI was 
not statistically 
significant 
(p>0.05) 

2 RCTs 
(n=275)53, 85, 87, 

97-99, 119, 135 

Serious 
imprecision 
(small sample 
size, wide CIs)  

Insufficient Adolescents 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Psychotherapy 
plus 
pharmacotherapy 
vs. 
pharmacotherapy 
(continued) 

Suicidal 
ideation 

SMD 
(SIQR-Jr), -0.0
4; 95% CI,  
-0.59 to 0.51 

1 RCT 
(n=51)101 

Serious 
imprecision 
(small sample 
size, wide CIs), 
high risk of 
bias,101 unknown 
consistency 

Insufficient  Adolescents 
with MDD, 
dysthymia, DD 
NOS 

  Suicide 
attempts  

RR range from 
1.01 to 2.04, 
CIs span the 
null 

2 RCTs 
(n=380)53, 85, 87, 

97, 98, 112, 119, 135 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias for suicide 
events 

Insufficient Adolescents 
with MDD 

  Suicide-related 
AEs 

Suicide-related 
AEs, 0.68; 
95% CI, 0.25 
to 1.84 

1 RCT 
(n=216)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

  Harms-related 
AEs 

Harms-related 
AEs, 0.71; 
95% CI, 0.32 
to 1.58 

1 RCT 
(n=216)53, 85, 87, 

97, 98, 119, 135 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
with MDD 

AE = adverse event; CDI = Children’s Depression Inventory; CI = confidence interval; DD = depressive disorder; MDD = major 
depressive disorder; n = number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SIQR-Jr 
= Suicide Ideation Questionnaire-Junior High School; SMD = standardized mean difference; vs. = versus. 

Omega-3 Versus Other Therapies: Benefits  

Key Points 
• The evidence comparing a combination of omega-3 and family or these therapies 

individually was insufficient for depression symptoms and remission for adolescents 
and children with MDD, dysthymia, or DD NOS. 

Detailed Results 
One RCT with some risk-of-bias concerns65 compared omega-3 (n=18), family therapy, 

specifically psychoeducation plus CBT, (n=19), or their combination (n=17) over 12 weeks 
duration (Table 58). Evidence was insufficient to evaluate the effectiveness of family therapy 
compared with pill placebo for clinician-reported depressive symptoms and remission. 
Additional details can be found in Appendix Tables D-43 and E-33. 
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Table 58. Strength of evidence for benefits of omega 3, family therapy, and combined therapy 

Comparison Outcome Conclusion Study Design 
and Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Omega-3 vs. 
family therapy 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-R), 
0.11; 95% 
CI, -0.56 to 0.79 

1 RCT (n=34)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Remission RR (CDRS-R≤28), 
0.72; 95% CI, 0.37 
to 1.40 

1 RCT (n=34)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

Omega-3 
versus 
omega-3 plus 
family therapy 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-R), 
0.53; 95% 
CI, -0.17 to 1.22 

1 RCT (n=33)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Remission RR (CDRS-R≤28), 
0.57; 95% CI, 0.31 
to 1.06 

1 RCT (n=33)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

Omega 3 plus 
family therapy 
versus family 
therapy 

Depressive 
symptoms, 
clinician 
report 

SMD (CDRS-
R), -0.42; 95% 
CI, -1.09 to 0.25 

1 RCT (n=35)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency  

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

  Remission RR (CDRS-R≤28), 
1.25; 95% CI, 0.79 
to 1.96 

1 RCT (n=35)65 Serious 
imprecision, 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD, 
dysthymia, or 
DD NOS 

CDRS-R = Children’s Depression Rating Scale-Revised; DD = depressive disorders; MDD = major depressive disorder; n = 
number; NOS = not otherwise specified; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean 
difference; vs. = versus. 

Omega-3 Versus Other Therapies: Harms 

Key Points 
• No study reported on harms. 

Detailed Results 
One RCT with some risk-of-bias concerns65 of adolescents and children ages 7 to 14 years 

compared omega-3, family therapy, and their combination over 12 weeks duration but did not 
report on harms.  
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SSRIs Versus SNRIs: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on comparisons of duloxetine 

versus fluoxetine on depressive symptoms, response, and remission. 

Detailed Results 
Two high risk-of-bias RCTs compared benefits between SSRIs and SNRIs (two with some 

risk-of-bias concerns67, 68) (Table 59). One tested fixed doses of duloxetine (60 mg vs. 30 mg) 
compared with fixed doses of fluoxetine (20 mg),67 and the second tested flexible doses of 
duloxetine (30 mg to 120 mg) compared with flexible doses of fluoxetine (10 mg to 40 mg).68 
All studies were conducted on adolescents and children with MDD. The duration of the 
interventions was 10 weeks. Additional details on these trials can be found in Appendix Tables 
D-44 and E-34.  

The evidence does not support conclusions of differences in depressive symptoms, response, 
or remission for duloxetine versus fluoxetine, primarily because of serious imprecision: CIs 
spanned the null and the studies were not powered to test for equivalence. 

Table 59. Strength of evidence for benefits of SSRIs versus SNRIs 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Duloxetine vs. 
fluoxetine 

Depressive 
symptoms 
(clinician 
rated) 

Differences in 
CDRS-R not 
statistically 
significant, CIs not 
calculable (SDs 
not reported) 

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

  Response RR (50% 
improvement in 
CDRS-R total 
score from 
baseline at week 
10) ranges from 
1.06 to 1.13, CIs 
span the null 

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

  Remission RR for 30 mg 
duloxetine vs. 20 
fluoxetine, 1.44; 
95% CI, 1.03 to 
2.00,67 RR for 
other comparisons 
range from 1.24 to 
1.25 and CIs span 
the null  

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
inconsistent 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

CDRS-R = Children’s Depression Rating Scale—Revised; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; RR = relative risk; SD = standard deviation; vs. = versus. 
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SSRIs Versus SNRIs: Harms 

Key Points 
• The evidence is insufficient to support conclusions for suicidal behavior, suicidal 

ideation, or discontinuation due to AEs or SAEs. 

Detailed Results 
Two studies, previously discussed under benefits, reported on harms of duloxetine versus 

fluoxetine (Table 60).67, 68 The comparisons included 60 mg or 30 mg of duloxetine versus 20 mg 
of fluoxetine67 and flexible dosing of duloxetine and fluoxetine.68 Additional details on these 
trials can be found in Appendix Tables D-44 and F-21.  

Table 60. Strength of evidence for harms of SSRIs versus SNRIs 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Duloxetine 
vs. fluoxetine  

Suicide behavior Events range 
from 0 to 1 per 
arm, RR ranges 
0.32 to 1.00, 
CIs span the 
null 

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

  Suicidal ideation RR ranges from 
0.83 to 1.40, 
CIs span the 
null 

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

  Discontinuation 
due to AEs 

RR for flexible 
dose duloxetine 
vs. fluoxetine, 
8.56; 95% CI, 
1.16 to 63.36,68 
RRs for other 
comparisons 
range from 1.18 
to 2.18 and 
span the null  

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
inconsistency, 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

  Treatment- 
emergent AEs 

RRs range from 
0.94 to 1.19, 
CIs span the 
null 

2 RCTs 
(n=531)67, 68 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias67, 68 

Insufficient Adolescents or 
children with 
MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; SNRI = selective serotonin reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; vs. = 
versus. 

The evidence does not support conclusions of differences in suicidal behavior, suicidal 
ideation, or discontinuation due to AEs or SAEs. One high risk-of-bias study demonstrated a 
higher risk of discontinuation due to AEs in the flexible duloxetine dosing arm when compared 
with the flexible fluoxetine dosing arm (8.56; 95% CI, 1.16 to 63.36), but the results are not 
consistent with other comparisons of the two drugs. 
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SSRIs Versus TCAs: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on pharmacotherapy dose 

comparisons on depressive symptoms, response, remission, relapse, and functional 
impairment. 

Detailed Results 
Two RCTs compared benefits between SSRIs and TCAs. One high risk-of-bias trial (“Study 

329”) compared the effectiveness of paroxetine and imipramine in adolescents with MDD (Table 
61).83, 90-92 A second trial (uncertain risk of bias) compared fluoxetine with desvenlafaxine in 
children and adolescents with MDD.76 The duration of the intervention was 8 weeks in both 
trials, although Study 329 provided sustained treatment to responders alone over the course of 6 
months. As noted previously, the original results for Study 329 were published in 2001;83 a 
reanalysis (RIAT) addressed several flaws for the acute phase in 201590 and for the continuation 
phase in 2016.92 The current analysis relies on the RIAT analysis of the acute phase90 and the 
continuation phase.92 

Table 61. Strength of evidence for benefits of SSRIs versus TCAs 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Paroxetine vs. 
imipramine 

Depressive 
symptoms 
(clinician 
reported) 

SMD for change 
in HAM-D, -0.17; 
95% CI, -0.46 to 
0.12a 

1 RCT 
(n=184)90 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,83, 91 unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Remission “Response at 
some point”, 
1.09; 95% CI, 
0.88 to 1.36 

1 RCT  
(n=192)92 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,83, 91 unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Relapse RR for relapse in 
acute or 
continuation 
phase, 1.56; 95% 
CI, 0.92 to 2.64  

1 RCT 
(n=118)92 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,83, 91 unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Functional 
impairment 
(parent 
reported) 

SMD (change in 
AFC), 0.02; 95% 
CI, -0.34 to 0.38a 

1 RCT 
(n=184)90 

Serious 
imprecision (wide 
CIs, small sample 
size), high risk of 
bias,83, 91 unknown 
consistency 

Insufficient Adolescents, 
MDD 
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Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Fluoxetine vs. 
desvenlafaxine 

Depression 
symptoms 
(clinician 
rated) 

SMD 
(CDRS-R), -0.18; 
95% CI, -0.44 to 
0.09 

1 RCT 
(n=225)76 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Response RR (CGI of 1 
[very much 
improved] or 2 
[much 
improved]), 1.14; 
95% CI, 0.96 to 
1.35 

1 RCT 
(n=200)76 

Serious 
imprecision (wide 
CIs, small sample 
size), unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

a Assumes a pre-post correlation of 0.5; CI continues to be span the null; with higher or lower pre-post correlations. 
AFC =Autonomous Functioning Checklist; CDRS-R = Children’s Depression Rating Scale-Revised; CGI = Clinical Global 
Impressions Scale; CI = confidence interval; HAM-D = Hamilton Depression Rating Scale; MDD = major depressive disorder; n 
= number; RCT = randomized controlled trial; RR = relative risk; SMD = standardized mean difference; vs. = versus. 

Based on the results of the RIAT analyses, evidence was insufficient to indicate a difference 
between paroxetine and imipramine for any outcome. Similarly, the evidence was insufficient to 
judge the comparative effectiveness of fluoxetine and desvenlafaxine. Additional details for 
these studies can be found in Appendix Tables D-45 and E-35. 

SSRIs Versus TCAs: Harms  

Key Points 
• Insufficient evidence exists to support conclusions on the comparative harms of 

SSRIs and TCAs. 

Detailed Results 
As noted previously, two RCTs compared benefits between SSRIs and TCAs. One trial 

(Study 329, high risk of bias) compared the effectiveness of paroxetine and imipramine in 
adolescents with MDD (Table 62).83, 90-92 A second trial (uncertain risk of bias) compared 
fluoxetine with desvenlafaxine in children and adolescents with MDD.76 The flaws in the 
original analysis included recategorizing suicidal ideation and behavior as “emotional lability,” 
restriction of reporting to events occurring above a given frequency, coding outcomes, coding 
events under different headings for different patients, failing to transcribe all AEs, and so on.90 
As reported for benefits, this synthesis relies on the RIAT analysis of the acute and continuation 
phases of the review. Additionally, we report mortality and SAEs from the original trial report.91  

The evidence was not sufficient to judge the comparative harms of paroxetine versus 
imipramine or fluoxetine versus desvenlafaxine. Additional details on these trials can be found in 
Appendix Tables D-45 and F-22. 
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Table 62. Strength of evidence for harms of SSRIs versus TCAs  

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Paroxetine vs. 
imipramine 

Mortality No events in 
either arm 

1 RCT 
(n=188)90 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,83, 91 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Suicidal 
ideation or 
behavior 

RR, 2.81; 95% 
CI, 0.93 to 8.51 

1 RCT 
(n=188)90 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,83, 91 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  SAEs RR, 2.25; 95% 
CI, 0.81 to 6.22 

1 RCT  
(n=188)92 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,83, 91 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Withdrawal 
due to AEs in 
the acute 
phase 

RR, 0.46; 95% 
CI, 0.26 to 0.81  

1 RCT 
(n=188)92 

Imprecision 
(small sample 
size), high risk 
of bias,83, 91 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Withdrawal 
due to AEs in 
the 
continuation 
phase 

RR, 0.48; 95% 
CI, 0.18 to 1.27  

1 RCT (n=58)90 Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias83, 91 

Insufficient Adolescents, 
MDD 

Fluoxetine vs. 
desvenlafaxine 

Mortality No events in 
either arm 

1 RCT 
(n=228)76 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Treatment- 
emergent 
suicidal 
ideation or 
behavior 

RR, 1.29; 95% 
CI, 0.61 to 3.18 

1 RCT 
(n=225)76 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  SAEs RR, 0.68; 95% 
CI, 0.12 to 3.98 

1 RCT 
(n=228)76 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Fluoxetine vs. 
desvenlafaxine 
(continued) 

Withdrawal 
due to AEs  

RR, 0.52; 95% 
CI, 0.05 to 5.68  

1 RCT 
(n=225)76 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; SAE = serious adverse event; vs. = versus. 

Pharmacotherapy Dose Comparisons: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on pharmacotherapy dose 

comparisons on depressive symptoms, response, and remission. 

Detailed Results 
Three RCTs compared benefits between pharmacotherapy doses (two with some risk-of-bias 

concerns75, 77 and one with high risk of bias67) (Table 63). All tested doses of different drugs (60 
mg vs. 30 mg of duloxetine,67 15 mg vs. 30 mg of vilazodone,75 and low- vs. high-dose 
venlafaxine).77 All studies were conducted on adolescents; in addition, two studies also included 
children.67, 77 All focused on MDD. The duration of the interventions was 8 to 10 weeks. 
Additional details on these trials can be found in Appendix Tables D-46 and E-36.  

The evidence does not support conclusions of differences in depressive symptoms, response, 
or remission for any of the dose comparisons, primarily because of serious imprecision: CIs 
spanned the null, and the studies were not powered to test for equivalence. 

Table 63. Strength of evidence for benefits of pharmacotherapy dose comparisons 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Duloxetine 60 
mg vs. 
duloxetine 30 mg  

Depressive 
symptoms 
(clinician 
rated) 

Differences in 
CDRS-R not 
statistically 
significant, CIs 
not calculable 
(SDs not 
reported) 

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Response RR (50% 
improvement in 
CDRS-R total 
score from 
baseline at 
week 10), 1.0; 
95% CI, 0.84 to 
1.19 

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

 



 

125 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Duloxetine 60 
mg vs. 
duloxetine 30 mg 
(continued) 

Remission RR (based on 
CDRS-R), 0.8; 
95% CI, 0.641 
to 1.18 

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

Vilazodone 15 
mg vs. 
vilazodone 30 
mg 

Depressive 
symptoms 
(clinician 
rated) 

SMD 
(CDRS-R), 
0.11; 95% CI, 
0.10 to 0.32 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Response RR (CDRS-R), 
0.89; 95% CI, 
0.75 to 1.05 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Remission RR (CDRS-R), 
0.95; 95% CI, 
0.75 to 1.20 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Desvenlafaxine 
low dose (20, 30, 
or 35 mg/day 
based on 
baseline weight) 
vs. 
desvenlafaxine 
high dose (25, 
35, or 50 mg/day 
based on 
baseline weight) 

Depressive 
symptoms 
(clinician 
rated) 

Difference in 
mean change 
in CDRS-R, 
1.52; 95% 
CI, -1.56 to 
4.61 

1 RCT 
(n=241)77 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Response RR (based on 
CGI score of 1 
[very much 
improved] or 2 
[much 
improved]), 
0.90; 95% CI, 
0.70 to 1.13 

1 RCT 
(n=241)77 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

CDRS-R = Children’s Depression Rating Scale-Revised; CGI = Clinical Global Impressions Scale; CI = confidence interval; 
MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RR = relative risk; SD = standard deviation; 
SMD = standardized mean difference; vs. = versus. 

Pharmacotherapy Dose Comparisons: Harms 

Key Points 
• Insufficient evidence exists to support conclusions on pharmacotherapy dose 

comparisons on suicidal behavior, suicidal ideation, or discontinuation due to AEs or 
SAEs. 
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Detailed Results 
Three studies, previously discussed under benefits, reported on harms of different 

pharmacotherapy doses (Table 64).67, 75, 77 The comparisons included 60 mg versus 30 mg of 
duloxetine,67 15 mg versus 30 mg of vilazodone,75 and low- versus high-dose venlafaxine.77 
Additional details on these trials can be found in Appendix Tables D-46 and F-23.  

The evidence does not support conclusions of differences in suicidal behavior, suicidal 
ideation, or discontinuation due to AEs or SAEs. One high risk-of-bias study demonstrated a 
higher risk of treatment-emergent AEs in the 60 mg duloxetine arm when compared with the 30 
mg duloxetine arm (RR, 1.26; 95% CI, 1.04 to 1.53), but we judged the evidence to be 
insufficient because of imprecision and high risk of bias. 

Table 64. Strength of evidence for harms of pharmacotherapy dose comparisons 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Duloxetine 60 
mg vs. 
duloxetine 30 mg  

Suicide behavior No events in 
either arm 

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Suicidal ideation RR, 1.69; 95% 
CI, 0.83 to 
3.43 

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Discontinuation 
due to AEs 

RR, 1.85; 95% 
CI, 0.75 to 
4.53  

1 RCT 
(n=219)67 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,67 unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Treatment- 
emergent AEs 

RR, 1.26; 95% 
CI, 1.04 to 
1.53 

1 RCT 
(n=219)67 

Imprecision 
(small sample 
size), high risk 
of bias,67 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

 
  



 

127 

Comparison Outcome Conclusion 
Study 
Design and 
Sample Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Vilazodone 15 
mg vs. 
vilazodone 30 
mg 

Suicide attempt RR, 1.03; 95% 
CI, 0.06 to 
16.32 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Suicidal ideation RR, 1.16; 95% 
CI, 0.86 to 
1.55 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  SAEs RR, 0.65; 95% 
CI, 0.11 to 
3.88 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Treatment- 
emergent AEs 

RR, 0.93; 95% 
CI, 0.82 to 
1.06 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

  Discontinuation 
due to AEs 

RR, 1.16; 95% 
CI, 0.46 to 
2.95 

1 RCT 
(n=354)75 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Desvenlafaxine 
low dose (20, 30, 
or 35 mg/day 
based on 
baseline weight) 
vs. 
desvenlafaxine 
high dose (25, 
35, or 50 mg/day 
based on 
baseline weight) 

Treatment- 
emergent suicidal 
ideation or 
behavior 

RR, 0.65; 95% 
CI, 0.29 to 
1.44 

1 RCT 
(n=241)77 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

  Discontinuation 
due to AEs 

RR, 2.28; 95% 
CI, 0.61 to 
8.59 

1 RCT 
(n=241)77 

Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CI = confidence interval; MDD = major depressive disorder; n = number; RCT = randomized controlled 
trial; RR = relative risk; SAE = serious adverse event; vs. = versus. 
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Treatment-Resistant Depression Interventions: Benefits  

Key Points 
• Insufficient evidence exists to support conclusions on the effects of 

treatment-resistant depression interventions on depressive symptoms (clinician and 
self-reported), response, and functional impairment.  

Detailed Results 
Two RCTs compared benefits between different types of treatment-resistant depression 

interventions (one trial with some risk-of-bias concerns102 and one trial with two companion 
publications with high risk-of-bias concerns33, 109, 116) (Table 65). One tested different doses of 
fluoxetine (increasing to 40 mg or 60 mg versus staying on 20 mg) on children and adults with 
MDD, and the other tested four groups of adolescents with MDD: 1) switching to a new SSRI, 2) 
switching to a new SSRI plus CBT, 3) switching to venlafaxine, and 4) switching to venlafaxine 
plus CBT. This trial reported pooled results of switching to another SSRI (with or without CBT) 
versus switching to venlafaxine (with or without CBT) and also CBT (plus switching to another 
SSRI or venlafaxine) versus no CBT (switching to another SSRI or venlafaxine alone). The first 
sample included 14 to 16 2-hour sessions for adolescents and 7 2-hour sessions for parents. The 
second sample included 16 2-hour sessions for adolescents and 7 to 9 2-hour sessions for parents. 
The authors did not specify the duration of the interventions. Additional details on these trials 
can be found in Appendix Tables D-47 and E-37.  

Table 65. Strength of evidence for benefits of treatment-resistant depression intervention 
comparisons 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Switch to new 
SSRI (with or 
without CBT) 
vs. switch to 
venlafaxine 
(with or without 
CBT) 

Depressive 
symptoms 
(clinician rated) 

SMD (based on 
CDRS-R), 0.07; 
95% CI, -0.15 
to 0.28  

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to 
new SSRI or to 
venlafaxine) vs. 
no CBT (with 
switch to new 
SSRI or to 
venlafaxine) 

Depressive 
symptoms 
(clinician rated) 

SMD (based on 
CDRS-R), 0.09; 
95% CI, -0.13 
to 0.30  

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Increased dose 
of fluoxetine vs. 
continued dose 
of fluoxetine 20 
mg 

Depressive 
symptoms 
(clinician rated) 

SMD (based on 
CDRS-R),  
-0.26; 95% CI,  
-0.99 to 0.47  

1 RCT (n=29)102 Imprecision 
(wide CIs, small 
sample size),102 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Switch to new 
SSRI (with or 
without CBT) 
vs. switch to 
venlafaxine 
(with or without 
CBT) 

Depressive 
symptoms 
(self-rated) 

SMD (based on 
CDRS-R), 0.15; 
95% CI, -0.07 
to 0.36  

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to 
new SSRI or to 
venlafaxine) vs. 
no CBT (with 
switch to new 
SSRI or to 
venlafaxine) 

Depressive 
symptoms 
(self-rated) 

SMD (based on 
CDRS-R),  
-0.05; 95% 
CI, -0.26 to 
0.17  

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to new 
SSRI (with or 
without CBT) 
vs. switch to 
venlafaxine 
(with or without 
CBT) 

Response  RR (CGI-I 
score ≤2 and 
CDRS-R 
decline ≥50% 
from baseline 
at week 12), 
0.03; 95% 
CI, -0.26 to 
0.21 

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to 
new SSRI or to 
venlafaxine) vs. 
no CBT (with 
switch to new 
SSRI or to 
venlafaxine) 

Response RR (CGI-I 
score ≤2 and 
CDRS-R 
decline ≥50% 
from baseline 
at week 12),  
-0.32; 95% CI,  
-0.56 to -0.08 

1 RCT 
(n=254)33, 109, 116 

Imprecision 
(small sample 
size), high risk 
of bias,109, 116, 

141 unknown 
consistency 

 Insufficient Adolescents, 
MDD 

Increased dose 
of fluoxetine vs. 
continued dose 
of fluoxetine 20 
mg 

Response RR (based on 
decrease in 
total CDRS-R 
score ≥30% 
from 10 
weeks—end of 
acute treatment 
with no 
response—to 
19 weeks), 
0.89; 95% CI, 
0.02 to 1.76 

1 RCT (n=29)102 Serious 
imprecision 
(wide CIs, small 
sample size), 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

Switch to new 
SSRI (with or 
without CBT) 
vs. switch to 
venlafaxine 
(with or without 
CBT) 

Functional 
impairment 
(clinician rated) 

SMD (based on 
CGAS), -0.13; 
95% CI, -0.35 
to 0.08  

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Switch to CBT 
(with switch to 
new SSRI or to 
venlafaxine) vs. 
no CBT (with 
switch to new 
SSRI or to 
venlafaxine) 

Functional 
impairment 
(clinician rated) 

SMD (based on 
CGAS), -0.18; 
95% CI, -0.40 
to 0.03 

1 RCT 
(n=254)33, 109, 116 

Serious 
imprecision 
(wide CIs, small 
sample size), 
high risk of 
bias,109, 116, 141 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CGAS = Children’s Global 
Assessment Scale; CGI-I = Clinical Global Impressions Scale; CI = confidence interval; MDD = major depressive disorder; n = 
number; RCT = randomized controlled trial; SMD = standardized mean difference; SSRI = selective serotonin reuptake inhibitor; 
vs. = versus. 

The evidence does not support conclusions of differences in depressive symptoms, response, 
or remission for any of the dose comparisons, primarily because of serious imprecision: CIs 
spanned the null, and the studies were not powered to test for equivalence. One study did 
indicate that participants engaging in CBT (plus a switch to either a new SSRI or venlafaxine) 
were less likely to respond (Clinical Global Impressions Scale [CGI-I] score ≤2 and CDRS-R 
decline ≥50%) by end of treatment than those taking medication alone (a switch to either a new 
SSRI or venlafaxine alone (RR, -0.32; 95% CI, -0.56 to -0.08), but the SOE was limited by 
imprecision and high risk of bias.33, 109, 116  

Treatment-Resistant Depression Interventions: Harms  

Key Points 
• The evidence does not support conclusions for mortality, suicidal attempts, events, or 

ideation or discontinuation due to SAEs or AEs. 

Detailed Results 
Two trials, one with two companion publications as previously discussed under benefits, 

reported on harms of different treatment-resistant depression interventions (Table 66).33, 102, 109, 

116 The comparisons included increasing the dose of fluoxetine to 40 mg or 60 mg versus 
remaining on 20 mg102 and comparing a switch to a new SSRI (with or without CBT) versus a 
switch to venlafaxine (with or without CBT) or a switch to a new medication plus CBT versus a 
new medication only (no CBT).33, 109, 116 Additional details of these trials can be found in 
Appendix Tables D-47 and F-24.  

The evidence does not support conclusions of differences in mortality, suicide attempts, 
behaviors, or ideation or in discontinuation due to SAEs or AEs.  
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Table 66. Strength of evidence for harms of treatment-resistant depression intervention 
comparisons 

Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Switch to new 
SSRI (with or 
without CBT) vs. 
switch to 
venlafaxine (with or 
without CBT) 

Mortality No 
completed 
suicides 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to new 
SSRI or to 
venlafaxine) vs. no 
CBT (with switch to 
new SSRI or to 
venlafaxine) 

Mortality No 
completed 
suicides 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to new 
SSRI (with or 
without CBT) vs. 
switch to 
venlafaxine (with or 
without CBT) 

Suicide 
attempts 

RR, -0.36; 
95% 
CI, -0.92 to 
0.20 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to new 
SSRI or to 
venlafaxine) vs. no 
CBT (with switch to 
new SSRI or to 
venlafaxine) 

Suicide 
attempts 

RR, -0.21; 
95% 
CI, -0.75 to 
0.34 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to new 
SSRI (with or 
without CBT) vs. 
switch to 
venlafaxine (with or 
without CBT) 

Suicidal 
events 
(new, or 
worsening 
suicidal 
ideation, a 
suicidal 
threat, or a 
suicide 
attempt) 

RR, 0.15; 
95% 
CI, -0.19 to 
0.49 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to new 
SSRI or to 
venlafaxine) vs. no 
CBT (with switch to 
new SSRI or to 
venlafaxine) 

Suicidal 
events 
(new, or 
worsening 
suicidal 
ideation, a 
suicidal 
threat, or a 
suicide 
attempt) 

RR, -0.01; 
95% 
CI, -0.34 to 
0.33 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 
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Comparison Outcome Conclusion 
Study Design 
and Sample 
Size 

Factors That 
Affect the 
Strength of 
Evidence 

Overall 
Evidence 
Strength 
(Direction of 
Effect) 

Applicability 

Switch to new 
SSRI (with or 
without CBT) vs. 
switch to 
venlafaxine (with or 
without CBT) 

Suicidal 
ideation  

SMD (based 
on SIQ-Jr), 
0.01; 95% 
CI, -0.21 to 
0.22 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to new 
SSRI or to 
venlafaxine) vs. no 
CBT (with switch to 
new SSRI or to 
venlafaxine) 

Suicidal 
ideation  

SMD (based 
on 
SIQ-Jr), -0.0
2; 95% 
CI, -0.23 to 
0.20 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to new 
SSRI (with or 
without CBT) vs. 
switch to 
venlafaxine (with or 
without CBT) 

Withdrawal 
due to 
SAEs 

RR, 0.03; 
95% 
CI, -0.39 to 
0.45 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Switch to CBT 
(with switch to new 
SSRI or to 
venlafaxine) vs. no 
CBT (with switch to 
new SSRI or to 
venlafaxine) 

Withdrawal 
due to 
SAEs 

RR, -0.30; 
95% 
CI, -0.74 to 
0.13 

1 RCT 
(n=254)33, 109, 

116 

Serious imprecision 
(wide CIs, small 
sample size), high 
risk of bias,33, 109, 116 
unknown 
consistency 

Insufficient Adolescents, 
MDD 

Increased dose of 
fluoxetine vs. 
continued dose of 
fluoxetine 20 mg 

Withdrawal 
due to AEs 

RR, N/A 
because IG1 
had 0 out of 
14 and IG2 
had 3 out of 
15 

1 RCT 
(n=29)102 

Serious imprecision 
(few events, small 
sample size),102 
unknown 
consistency 

Insufficient Adolescents 
and children 
with MDD 

AE = adverse event; CBT = cognitive behavioral therapy; IG1 = intervention group 1; IG2 = intervention group 2; MDD = major 
depressive disorder; n = number; N/A = not applicable; RCT = randomized controlled trial; RR = relative risk; SAE = serious 
adverse event; SIQR-Jr = Suicide Ideation Questionnaire-Junior High School; SMD = standardized mean difference; SSRI = 
selective serotonin reuptake inhibitor; vs. = versus. 

KQ 5b: Comparative Benefits and Harms of Treatments by 
Subpopulation 

CBT Versus Other Psychotherapy: Subpopulations  

Key Points 
• Studies comparing CBT and other psychotherapy did not evaluate differences by 

subgroups of interest to this review. 
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Psychotherapy Within-Type Comparisons of Delivery Methods or 
Approaches: Subpopulations 

Key Points 
• Insufficient evidence exists to support conclusions on the comparative effectiveness 

of types of CBT in populations with high versus low severity of MDD. 

Detailed Results 
One study (with some risk-of-bias concerns) compared outcomes of CBT group therapy for 

adolescents with a separate group for parents with CBT group therapy for adolescents with high 
versus low severity of MDD.61 The study included two randomized samples; the intervention 
was modified between the 2 samples to facilitate learning and retention. The first sample 
included 14 to 16 2-hour sessions for adolescents and 7 2-hour sessions for parents. The second 
sample included 16 2-hour sessions for adolescents and 7 to 9 2-hour sessions for parents. The 
authors did not specify the duration of the interventions. Additional details of this trials can be 
found in Appendix Tables D-48 and G-11. The study found no differences in outcomes by 
severity of MDD. 

Psychotherapy Versus Pharmacotherapy: Subpopulations 

Key Points 
• Family income, baseline depression symptom severity, and ADHD moderated the 

effect of the intervention: CBT was inferior to fluoxetine in groups with lower family 
income, marked or severe baseline depression symptoms, or ADHD. 

• Other patient, caregiver, and study site characteristics had no moderating effect. 

Detailed Results 
Three companion publications97, 98, 115  to one RCT with medium risk of bias53 examined 

subgroup differences in benefits between CBT (n=111) and fluoxetine (n=109) among 
adolescents with MDD in a 12-week study. Additional details about the TADS trial can be found 
in Appendix Tables D-49 and G-12.  

Family income, baseline symptom severity, and ADHD all moderated the effect of the 
interventions. CBT was inferior to fluoxetine in groups with (1) lower income when compared 
with higher income, (2) marked or severe depression symptoms at baseline when compared with 
mild or moderate depression symptoms, and (3) ADHD when compared with the non-ADHD 
group. These results are based on small sample sizes from a study that was not powered to 
examine these differences. 

Other patient demographic (age, race, gender), nonclinical (verbal intelligence, treatment 
expectations, conflict with caregiver), and clinical characteristics (Current episode duration, 
functional impairment, suicidal ideation, childhood trauma, melancholic features, number 
comorbid diagnoses, hopelessness, cognitive distortions, dysthymia, anxiety disorder); caregiver 
characteristics (caregiver depression, parent treatment expectations); and study characteristics 
(study site, referral source) had no moderating effect on the outcome.115  
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Psychotherapy Plus Pharmacotherapy Versus Psychotherapy: 
Subpopulations 

Key Points 
• Family income and ADHD moderate the effect of the intervention: CBT plus 

fluoxetine was superior to CBT in groups with lower family income or ADHD. 
• Baseline depression symptom severity did not moderate the effects of the 

intervention. 

Detailed Results 
Two companion publications97, 98 to one RCT with medium risk of bias53 examined subgroup 

differences in benefits between CBT plus fluoxetine (n=107) and CBT only (n=111) among 
adolescents with MDD in a 12-week study. Additional details about the TADS trial can be found 
in Appendix Tables D-50 and G-13.  

Family income and ADHD moderated the effect of the interventions, but baseline symptom 
severity did not. CBT plus fluoxetine was superior to CBT (1) in groups with lower income 
when compared with higher income and (2) in the ADHD group when compared with the 
non-ADHD group. These results are based on small sample sizes from a study that was not 
powered to examine these differences.  

Psychotherapy Plus Pharmacotherapy Versus Pharmacotherapy: 
Subpopulations 

Key Points 
• Baseline depression symptom severity and ADHD moderated the effect of the 

intervention: CBT plus fluoxetine was superior to fluoxetine in groups with ADHD, 
higher treatment expectations, or mild to moderate baseline depression symptoms. 

• Family income did not moderate the effects of the intervention. 
• Other patient, caregiver, and study site characteristics had no moderating effect. 

Detailed Results 
Three companion publications97, 98, 115 to one RCT with medium risk of bias53 examined 

subgroup differences in benefits between CBT plus fluoxetine (n=107) and fluoxetine (n=109) 
among adolescents with MDD in a 12-week study. Additional details about the TADS trial can 
be found in Appendix Tables D-51 and G-14.  

Baseline depression symptom severity and ADHD moderated the effect of the interventions, 
but family income did not. CBT plus fluoxetine was superior to fluoxetine (1) in groups with 
mild or moderate depression severity when compared with marked or severe baseline depression 
and (2) in the ADHD group when compared with the non-ADHD group. CBT plus fluoxetine 
outperformed fluoxetine in patients with higher treatment expectations, but the difference was 
reduced among patients with childhood trauma.115 These results are based on small sample sizes 
from a study that was not powered to examine these differences.  

Other patient demographic (age, race, gender), nonclinical (verbal intelligence, conflict with 
caregiver), and clinical characteristics (current episode duration, functional impairment, suicidal 
ideation, melancholic features, number comorbid diagnoses, hopelessness, cognitive distortions, 
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dysthymia, anxiety disorder); caregiver characteristics (caregiver depression, parent treatment 
expectations); and study characteristics (study site, referral source) had no moderating effect on 
the outcome.115  

Omega-3 Versus Other Therapies: Subpopulations  

Key Points 
• Studies comparing omega-3, family therapy, and their combinations did not evaluate 

differences by subgroups of interest to this review. 

SSRIs Versus SNRIs: Subpopulations  

Key Points 
• Studies comparing SSRIs and SNRIs did not evaluate differences by subgroups of 

interest to this review. 

SSRIs Versus TCAs: Subpopulations 

Key Points 
• Insufficient evidence exists to support conclusions on the comparative effectiveness 

of SSRIs and TCA in adolescents. 

Detailed Results 
Two RCTs compared benefits between SSRIs and TCAs. One trial (Study 329, high risk of 

bias) compared the effectiveness of paroxetine and imipramine in adolescents with MDD.83, 90-92 
A second trial (uncertain risk of bias) compared fluoxetine with desvenlafaxine in children and 
adolescents with MDD.76 The duration of the intervention was 8 weeks in both trials, although 
Study 329 provided sustained treatment to responders alone over the course of 6 months. 
Additional details for these studies can be found in Appendix Tables D-52 and G-15. 

As noted previously, we restricted the discussion of benefits to results from the RIAT 
analysis alone for Study 329. Neither publication for the RIAT analysis offers results for 
subgroups. The results from the original trial suggest no differences in response (defined a priori 
as 50% reduction or a score of 8 or less in the total HAM-D) by features of atypical depression, 
melancholic features, anxiety disorder, age at onset, and coexistence of anxiety or the other 
comorbid disorders. The SOE of these results is restricted by the high risk of bias of the source 
data.  

Pharmacotherapy Dose Comparisons: Subpopulations 

Key Points 
• Insufficient evidence exists to support conclusions on the comparative effectiveness 

of desvenlafaxine in adolescents and children. 
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Detailed Results 
One RCT with some risk-of-bias concerns77 compared low- versus high-dose 

desvenlafaxine77 conducted on adolescents (12 to 17 years) and children (7 to 11 years) with 
MDD and found no differences by age group (no additional numerical details reported). 
Additional details for this study can be found in Appendix Tables D-53 and G-16. 

Treatment-Resistant Depression Interventions: Subpopulations 

Key Points 
• Age, race, or baseline depression severity did not moderate the comparison of 

switching to a new medication (a new SSRI or venlafaxine) plus CBT versus 
switching to a new medication alone (with no CBT) on response to treatment.33, 109, 116  

• When compared with no CBT plus new medication, CBT plus new medication 
increased response rates among those with no abuse history.33, 109, 116  

• When compared to no CBT plus new medication, CBT plus new medication 
increased response rates among those with at least 1 comorbid condition, but there 
were no differences between groups among those with no comorbid conditions.33, 109, 

116  
• When compared with no CBT plus new medication, CBT plus new medication 

increased response rates among those with low levels of hopelessness, but there were 
no differences between groups among those high levels of hopelessness.33, 109, 116  

Detailed Results 
One companion publication33 to an RCT109 with high risk of bias examined moderators of the 

efficacy of CBT (with switch to a new medication) versus no CBT (switch to a medication only) 
among adolescents with MDD in a 12-week study. Additional details about this RCT and its 
companion publications can be found in Appendix D-54 and G-17.  

No significant differences in response rates were found in the comparisons between study 
groups with respect to age, race, or baseline depression severity. Subgroup differences were 
found, however, by trauma history, number of comorbid disorders, and level of hopelessness (see 
Appendix Table G-17 for specific information). Participants in the CBT (plus switched 
medication) group had significantly greater response rates than participants in the no CBT (plus 
switched medication) group among those with no abuse history. Among those with a history of 
abuse, the study reported a p value of 0.06 in comparing efficacy between the no-CBT (plus 
switched medication) arm when compared with the CBT (plus switched medication) arm. There 
also were significantly higher response rates among those within the CBT + medication group 
than in the no-CBT + medication group among those with at least one comorbid disorder but no 
differences in efficacy between groups among those with no comorbid disorders. Finally, the 
authors reported significantly greater efficacy in the CBT + medication group than in the 
no-CBT + medication group among those with low levels of hopelessness but no differences in 
response rates among those in the CBT-medication and no-CBT + medication groups among 
those with high levels of hopelessness. 
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Chapter 4. Discussion 
We conducted a systematic review and meta-analysis to examine the effectiveness and safety 

of treatments for child and adolescent depressive disorders (DDs) (i.e., major depressive disorder 
[MDD], dysthymia/persistent depressive disorder (PDD), and/or depressive disorder not 
otherwise specified [DD NOS]). The systematic review examined efficacy and comparative 
effectiveness of nonpharmacological, pharmacological, and combination treatments as well as 
interventions delivered in collaborative care settings. Our review yielded 57 studies, including 23 
randomized controlled trials (RCTs) of nonpharmacological efficacy, 21 RCTs of 
pharmacological efficacy, 1 RCT of combination efficacy, and 27 RCTs and 1 nonrandomized 
trial of comparative effectiveness.  

Some psychotherapy studies examined similar interventions but different comparators and 
population groups (i.e., children, adolescent, or children and adolescents and/or those with MDD 
versus those with a wider range of DDs). Still others had low sample sizes or high risk of bias. 
The comparators also varied and could not be pooled: cognitive behavioral therapy (CBT), for 
example, is compared with pill placebo, wait-list control, usual care, and active control. Taken 
together, these issues precluded quantitative synthesis of many findings. Most evidence was 
insufficient because of imprecision, inconsistency or bias; only a few comparisons yielded low 
strength of evidence (SOE) of benefit. Table 67 offers numbers needed to treat and numbers 
needed to harm patients for a subset of these results, that is, for categorical outcomes of benefits 
or harms for which we judged the SOE to be at least low.  

Table 67. Numbers needed to treat to benefit and numbers needed to treat to harm for 
interventions for childhood depressiona 

Population Intervention Versus 
Comparator Outcome 

Intervention 
Events 
(n)/Sample 
(N) (%) 

Comparison 
Events 
(n)/Sample (N) 
(%) 

NNTB/ 
NNTH 
(CI) 

Applicability 

Adolescents 
with MDD 
(NNTB) 

CBT + TAU vs. 
TAU/UC 

Short-term 
recovery 

31/99 
(31.3%) 

12/99 (12.1%) 5 
(3 to 13) 

Adolescents 
with MDD 

  CBT + TAU vs. 
TAU/UC 

Short-term 
response 

68/99 
(68.7%) 

47/99 (47.5%) 5 
(3 to 13) 

Adolescents 
with MDD 

  Exercise vs. active 
control 

Response 14/14 
(100.0%) 

8/12 (66.7%) 3 
(2 to 17) 

Adolescents 
with MDD 

  SSRI: fluoxetine vs. pill 
placebo  

Response 66/109 
(60.6%) 

39/112 (34.8%) 4 
(3 to 8) 

Adolescents 
with MDD 

  SSRI: escitalopram vs. 
placebo 

Remission 
(24 weeks) 

78/154 
(50.6%) 

56/157 (35.7%) 7 
(4 to 25) 

Adolescents 
with MDD 

  SSRI: escitalopram vs. 
placebo 

Response 
(24 weeks) 

78/154 
(50.6%) 

56/157 (35.7%) 8 
(4 to 48) 

Adolescents 
with MDD 

  Fluoxetine + CBT vs. 
placebo 

Response 76/107 
(71.0%) 

39/112 (34.8%) 3 
(2 to 4) 

Adolescents 
with MDD 

  Fluoxetine + CBT vs. 
placebo 

Remission 40/107 
(37.0%) 

19/112 (17.0%) 5 
(3 to 12) 

Adolescents 
with MDD 
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Population Intervention Versus 
Comparator Outcome 

Intervention 
Events 
(n)/Sample 
(N) (%) 

Comparison 
Events 
(n)/Sample (N) 
(%) 

NNTB/ 
NNTH 
(CI) 

Applicability 

Adolescents 
with MDD 
(NNTB) 
(continued) 

Psychotherapy plus 
pharmacotherapy 
versus psychotherapy 
(CBT) plus fluoxetine 
vs. pharmacotherapy 
alone 

Remission 
from MDD 

40/107 
(37.0%) 

18/111 (16.0%) 5 
(3 to 10) 

Adolescents 
with MDD 

  Psychotherapy plus 
pharmacotherapy 
versus psychotherapy 
(CBT) plus fluoxetine 
vs. pharmacotherapy 
alone 

Remission 
from MDD 

40/107 
(37.0%) 

25/109 (23.0%) 7 
(4 to 53) 

Adolescents 
with MDD 

Adolescents and 
children with 
MDD (NNTB) 

Relapse prevention 
CBT + continued 
antidepressant 
medication 
management vs. 
continued medication 
management  

Relapse 
(78 weeks) 

24/67 
(36.0%) 

33/54 (62.0%) 4 
(2 to 11) 

Adolescents 
and children 
with MDD 

  All SSRIs (fluoxetine, 
escitalopram, 
paroxetine, and 
vilazodone) vs. 
placebo 

Response 429/770 
(55.7%) 

365/755 (48.3%) 14 
(8 to 500) 

Adolescents 
and children 
with MDD 

  All SSRIs (fluoxetine, 
escitalopram, 
paroxetine, and 
vilazodone) vs. 
placebo 

Response 429/770 
(55.7%) 

365/755 (48.3%) 14 
(8 to 500) 

Adolescents 
and children 
with MDD 

  SSRI: fluoxetine vs. 
placebo  

Relapse 
(32 weeks) 

21/50 
(42.0%) 

36/52 (69.2%) 4 
(2 to 12)  

Adolescents 
and children 
with MDD 

Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 
(NNTB) 

Family therapy vs. 
active control 

Response 52/67 
(77.6%) 

40/67 (59.7%) 6 
(3 to 40) 

Adolescents or 
children with 
MDD, 
dysthymia, or 
DD NOS 

Adolescents 
with MDD 
(NNTH) 

All SSRIs 
(escitalopram, 
paroxetine, and 
vilazodone) vs. 
placebo 

Withdrawal 
due to AEs 

55/785 
(7.0%) 

18/511 (3.5%) 38 
(22 to 167) 

Adolescents 
with MDD 

  Pharmacotherapy vs. 
psychotherapy (CBT) 

Treatment-
emergent 
psychiatric 
AEs  

12/109 
(11.0%) 

1/111 (0.9%) 10 
(6 to 25) 

Adolescents 
with MDD 

Adolescents and 
children with 
MDD (NNTH) 

SNRI: duloxetine (high 
dose) vs. placebo 

Withdrawal 
due to 
SAEs 

12/108 
(11.1%) 

4/122 (3.3%) 13 
(7 to 91) 

Adolescents 
and children 
with MDD 
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Population Intervention Versus 
Comparator Outcome 

Intervention 
Events 
(n)/Sample 
(N) (%) 

Comparison 
Events 
(n)/Sample (N) 
(%) 

NNTB/ 
NNTH 
(CI) 

Applicability 

Adolescents or 
adolescents and 
children with 
MDD (NNTH) 

SSRI: paroxetine vs. 
placebo 

Suicidal 
ideation or 
behaviors 

21/378 
(5.6%) 

5/284 (1.8%) 31 
(NNTH 14 
to NNTB 
125b) 

Adolescents or 
adolescents 
and children 
with MDD 

  SSRI: paroxetine vs. 
placebo 

Withdrawal 
due to AEs 

43/376 
(11.4%) 

15/282 (5.3%) 17 
(10 to 53) 

Adolescents or 
adolescents 
and children 
with MDD 

  All SSRIs (fluoxetine, 
citalopram, paroxetine, 
and vilazodone) vs. 
placebo 

SAEs 50/1,205 
(4.2%) 

18/1,002 (1.8%) 50 
(25 to 
1,000) 

Adolescents 
and children 
with MDD, 
adolescents 
with MDD 

a This table is limited to outcomes for which authors reported a categorical response (yes/no), for which we judged the SOE to be 
at least low for benefit or for harm. We do not include outcomes for which the SOE is rated as low for no benefit because the 
confidence intervals for effect span the null. 
b Without high risk-of-bias studies, the grade would have been rated as insufficient for imprecision. With high risk-of-bias 
studies, the evidence suggests increased risk of harms. We have retained the high risk-of-bias in these ratings to communicate the 
potential for a signal of harm. Specifically, one study in adolescents with MDD (n=180)90 reported a substantial risk (relative risk: 
5.15, 95% CI, 1.17 to 22.56; risk difference: 95, 95% CI, 22 to 168);90 the NNTH is 10, 95% CI, 6 to 45; others do not report a 
statistically significant difference. 
 
AE = adverse event; CBT = cognitive behavioral therapy; CI = confidence interval; DD NOS = depressive disorder not otherwise 
specified; MDD = major depressive disorder; N/n = number; NNTB = number needed to treat for an additional beneficial 
outcome; NNTH = number needed to treat for an additional harmful outcome; SAE = serious adverse event; SNRI = serotonin 
and norepinephrine reuptake inhibitor; SOE = strength of evidence; SSRI = selective serotonin reuptake inhibitor; TAU = 
treatment as usual; UC = usual care; vs. = versus. 

All evidence of benefit of nonpharmacological interventions arises from single studies of 
interventions. For nonpharmacological interventions (Key Question [KQ] 1) among adolescents 
with MDD, interventions with evidence of benefit included the following: (1) CBT plus 
treatment as usual (TAU) versus TAU/usual care (UC) for depressive symptoms (clinician 
reported); weeks to recovery; and short-term recovery, response, and functional status; (2) 
exercise versus active control for response among adolescents with MDD; and (3) spirituality-
informed online sessions versus wait-list on depressive symptoms (clinician rated). 

For adolescents with MDD or dysthymia, interventions with evidence of benefit included 
CBT versus wait-list control for depressive symptoms (self-reported) and functional 
status.relapse prevention CBT plus continued antidepressant medication versus continued 
antidepressant medication management only for relapse at post-treatment and 78-week followup.  

For children with MDD, dysthymia, or DD NOS, interventions with evidence of benefit 
included family-based interpersonal therapy (IPT) versus active control for depressive symptoms 
(clinician, self-, and parent reported). 

For adolescents or children with MDD, dysthymia, or DD NOS, interventions with evidence 
of benefit included family therapy versus active control for response.  

These findings, as noted above, are all low SOE. CBT, for example, offers benefits when 
compared with wait-list control or usual care, but the evidence is insufficient when compared 
with pill placebo or active control. Given the heterogeneity of comparators, we are unable to 
determine if the lack of consistency in demonstrating benefits of CBT arises from differences in 
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effect or differences in study size, design, and conduct. We found no eligible evidence on a range 
of other psychotherapies, including play therapy and psychodynamic therapy, and therefore 
cannot comment on their effectiveness. Family therapy and omega3 were superior to a pill 
placebo when families experienced more psychosocial stressors or had a history of maternal 
depression.  

Exploratory subgroup analyses determined that the efficacy of CBT was higher for children 
and/or adolescents with higher family income levels, comorbid attention deficit hyperactivity 
disorder (ADHD), white race, less suicidality, fewer prior MDD episodes, and positive coping 
skills.  

The evidence for pharmacological interventions includes more studies testing a common 
intervention (KQ 2). As a result, more studies could be pooled and examined quantitatively via 
meta-analyses. For adolescents with MDD, pharmacological interventions that yielded at least 
low strength of benefit or harms included the following: (1) fluoxetine versus placebo for 
depressive symptoms (clinician reported) and response; (2) escitalopram versus placebo for long-
term depressive symptoms, long-term response, long-term remission rates, and functional status 
among adolescents with MDD; (3) paroxetine versus placebo for increased suicidal ideation or 
behavior and withdrawals due to adverse events (AEs) among adolescents with MDD; (4) 
selective serotonin reuptake inhibitors (SSRIs), as a class, versus placebo for improved response 
and functional status among children and adolescents with MDD; (5) SSRIs, as a class, for no 
benefit for remission among adolescents with MDD; and (6) SSRIs, as a class, versus placebo for 
withdrawal due to AEs in adolescents with MDD. 

Among adolescents or children with MDD, pharmacological interventions with evidence of 
benefit or harm included the following: (1) SSRIs, as a class, versus placebo for increased risk of 
serious AEs; (2) relapse prevention fluoxetine versus placebo for relapse; (3) desvenlafaxine for 
no difference in depressive symptoms (clinician rated) and response as compared with placebo; 
(4) high-dose duloxetine for higher risk of withdrawal due to AEs; and (5) serotonin–
norepinephrine reuptake inhibitors (SNRIs), as a class, for no difference in depressive symptoms 
(clinician rated) as compared with placebo. 

Evidence for other age groups and DDs was insufficient.  
Exploratory subgroup analyses determined that the efficacy of fluoxetine was higher for 

children and/or adolescents who were male or who had lower depressive symptom severity, 
chronic depression, comorbid ADHD, less frequent use of alcohol, and higher family incomes, 
and the efficacy of paroxetine was higher for children than adolescents. For fluoxetine as relapse 
prevention, one study found that participants with no residual symptoms who were switched to 
placebo for continuation treatment were more likely to relapse than those on fluoxetine.  

Regarding combination therapy (KQ 3), one study examined a combination psychotherapy 
plus pharmacotherapy treatment versus control (i.e., CBT plus fluoxetine vs. placebo) and found 
low SOE of benefit for depressive symptoms (clinician reported), response, remission, and 
functional status among adolescents with MDD. One study compared omega-3 plus family 
therapy with pill placebo among adolescents or children with MDD, dysthymia, or DD NOS and 
found declines in depression severity in the intervention arm but not in the placebo arm in 
families with more psychosocial stressors or history of maternal depression. 

No studies of collaborative care interventions (KQ 4) met the review inclusion and exclusion 
criteria.  

Comparative effectiveness (KQ 5) studies that yielded low SOE of benefits or harms 
included, among adolescents with MDD, (1) fluoxetine over CBT for depressive symptoms 
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(clinician rated) D; (2) CBT for fewer treatment-emergent psychiatric AEs than fluoxetine; (3) 
combined CBT plus fluoxetine over CBT for depressive symptoms (clinician rated), remission, 
and functional status; (4) combined CBT (brief, group, or individual) plus SSRIs over SSRIs 
(fluoxetine, sertraline, or unspecified SSRIs) for no benefit for depression scores (self-rated); (5) 
combined CBT plus fluoxetine over fluoxetine for remission; and (6) combined CBT plus 
bupropion versus bupropion for depressive symptoms (self-reported). Among school-refusing 
adolescents with comorbid anxiety and MDD, combined CBT plus imipramine improved 
depressive symptoms (clinician rated) when compared with CBT. 

Exploratory subgroup analyses determined that CBT was inferior to fluoxetine in groups with 
lower family income, marked/severe baseline depressive symptom severity, and comorbid 
ADHD. CBT plus fluoxetine was superior to fluoxetine in groups with ADHD, higher treatment 
expectations, or mild to moderate baseline depression symptoms. In addition, when compared 
with no CBT plus new medication, CBT plus new medication increased response rates among 
those with no abuse history, who had at least one comorbid condition, and those with low levels 
of hopelessness.  

Notably, although the point estimates for improvement on continuous measures of symptom 
improvement and functional status for escitalopram and nonpharmacological interventions 
generally exceeded the distribution-based minimal clinically important differences [MCIDs] (0.5 
of standard deviation (SD) of the control group, generally from baseline when available, for the 
studies contributing to strength-of-evidence results), the CIs did not. As a result, the clinical 
significance of the reported change is unclear. 

Findings in Relation to What Is Already Known 
As noted in Chapter 1, treatments can vary by age of the patient, diagnosis, severity of 

disorder, and response to therapy. Three recent guidelines (American Psychological Association, 
2019;22 National Institution for Health and Care Excellence, 2019;23 and the Guidelines for 
Adolescent Depression in Primary Care, 201824, 25) continue to have uncertainty related to 
treating children, disorders other than MDD, and partial or no response to initial therapy. They 
do support CBT, fluoxetine, and combined therapies.  

The findings of this review extend prior research that has demonstrated benefits of various 
nonpharmacological, pharmacological, and combination treatments for children and adolescents 
with DDs. The findings also confirm that little evidence exists for children, for those with DDs 
other than MDD, and for long-term outcomes. Of note, most benefits with low SOE were found 
for adolescents with MDD only. In fact, when examining the evidence for separate age groups 
(e.g., children, adolescents, or both), DDs (MDD or a wider range of DDs) and comparators 
(e.g., wait-list vs. active controls), the body of evidence yielded no more than low SOE for any 
outcomes examined. In addition, most benefits with low SOE were found for adolescents with 
MDD only. 

Although our analysis does suggest an increased risk of suicidal ideation or behavior with 
paroxetine, studies included in this review provided insufficient evidence of associations 
between SSRIs as a drug class and suicidality.  

In 2003, Food and Drug Administration (FDA) issued a public health advisory for paroxetine 
because of concerns about suicidal ideation.142 FDA then extended the warning to all 
antidepressants in 2004,18 based on a systematic review of 24 trials of participants with 
depression.129 The FDA systematic review found an increased risk of suicidality as an AE for all 
antidepressants and all indications but also noted the lack of statistically significant differences 
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in MDD populations by drug, other than for venlafaxine extended release. Our results also 
suggest an increased but nonstatistically significant effect for populations with DDs.  

Several differences between our analyses and those conducted by FDA are noteworthy. For 
example, the scope of FDA’s analysis differed from that of the current review. FDA relied on a 
meta-analysis of 24 trials, 16 of which included depressed patients. Our review required all 
participants in all studies to have diagnosed DDs; we excluded studies of patients with other 
disorders. Suicidality as an AE may be easier to identify in patients with disorders other than 
depression, where the mitigating benefit of clinical improvement in depressive symptoms 
(including suicidal ideation) is not observed. We also excluded studies with inpatient 
populations.81, 133 All these exclusions resulted in a smaller yield than FDA’s analysis for all 
antidepressants and all indications for the corresponding time period, and the reduced power of 
the remaining trials lowered the precision of the estimate. 

Another difference has to do with the time period covered. Our review included studies 
published after the issuance of the warnings more than a decade ago. These studies did not find 
evidence of increased suicidal ideation for the SSRI drug class as a whole, in part because some 
studies were not powered to detect differences.  

Other variations in findings between our review and FDA’s analysis might be the result of 
methodological differences. For example, our review relied on reported suicide ideation or 
behavior data, whereas FDA’s review included analyses of text string data of AE reporting 
systems collected by drug manufacturers. In fact, reanalysis of the data from text strings that 
used a standardized approach to categorizing suicidality revealed high rates of discrepancies in 
suicidality determinations. 

Of note, although none of the studies included in FDA’s review reported any completed 
suicides in either the intervention or control group throughout the study period,143 this fact points 
to the rarity of suicides and the low power of existing trials to adequately address this outcome. 
An added problem relates to documented instances of selective outcome reporting. As noted 
previously, the “restoring invisible and abandoned trials” [RIAT] analysis of a paroxetine trial 
found increased suicidal ideation for paroxetine.90 Similar analyses for older trials may further 
alter the evidence base.  

Clinical practice guidelines for providers treating depressed children and adolescents have 
included language careful to acknowledge that some increased suicide risk may occur but that 
the benefits of SSRIs outweigh potential harms.25, 28, 144 Because the balance between risks and 
potential harms might differ by age group (i.e., because both benefits and harms might differ by 
age group), these guidelines typically separate out adolescent and younger children populations. 
Research in adults has also shown age-dependent effects: antidepressant use is associated with 
increased suicide risk among young adults, has no significant associations among middle-aged 
adults, and is inversely associated with suicide risk among older adults.145 Careful study of 
differences in suicidality associated with antidepressant use in adolescents versus younger 
children is difficult because the sample sizes to conduct these analyses are further compromised 
in these studies. As we have noted in this review, there is a paucity of data available to study 
associations with antidepressant use among younger children. In any event, these 
recommendations offer support for treating adolescent depression, especially when the proximal 
time to the initial prescription includes vigilant monitoring for increases in suicidality to mitigate 
the excess risk. In general, the findings are consistent with current clinical practice guidelines by 
the Guidelines for Adolescent Depression in Primary Care that recommend the use of 
psychotherapies (specifically CBT), SSRI medications, or both for those age 10 or older24, 25 and 
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the U.S. Preventive Services Task Force recommendation statement based on found efficacy of 
CBT, fluoxetine, escitalopram, and combined treatments among adolescents.26 No other samples 
of children showed clear evidence of benefits.  

In this review, few comparative effectiveness trials demonstrated a clear advantage of one 
type of treatment over another. The exceptions generally arose from single studies, which 
showed some benefit for SSRIs in combination with CBT when compared CBT or SSRIs alone. 
The finding of insufficient evidence for most comparators is consistent with the National 
Institute for Health and Care Excellence guidelines that found no clear evidence of superiority of 
one treatment over another.144 

Finally, the review demonstrated some initial subgroup differences in efficacy and 
comparative effectiveness. Differences in efficacy and effectiveness based on depression severity 
and comorbid conditions support current guidelines that recommend different treatments based 
on such characteristics.24, 25, 27, 144 

Limitations 
Despite the significant public health problem posed by depression in children and 

adolescents, with very high level of risk including significant functional impairments and high 
risk of early mortality from suicide, the body of evidence examining effective treatments is not 
large. We restricted inclusion to RCTs for benefits; the synthesis does not include data from 
observational studies and pooled analyses as a result. Many of the included trials were rated as 
having a high risk of bias; this rating limited our confidence in the conclusions regarding the 
effectiveness of the intervention. As noted previously, our inclusion criteria limiting the 
eligibility to studies of outpatients with DDs reduced the available power of the analysis and may 
have resulted in understated harms of antidepressants. A key concern, particularly with regard to 
harms of pharmacotherapy, is the documented instance of selective outcome reporting and the 
potential for publication bias.  

In addition to the overall small number of good trials, the modalities of treatment were also 
limited. Of psychotherapy trials, several examined effectiveness of CBT; fewer trials examined 
IPT or family therapy, and still fewer trials examined effectiveness of other interventions for 
depression in children.  

As noted previously, we found limited evidence on children. National estimates from 2017 
suggest that 13.3 percent (3.2 million) of adolescents aged 12-17 have had one major depressive 
episode.146 Estimates for younger children are less well understood; in one review, an aggregated 
estimate of 2.8 percent of children under 13 had depression.147, 148 Our inclusion criteria required 
a diagnosed DD; the evidence base in this review is therefore not representative of interventions 
for children with clinically elevated symptoms but not mood disorders. The same inclusion 
criterion also limited our ability to synthesize the evidence on some treatments, including 
collaborative care.149  

We found no studies examining effectiveness of newer approaches to treatment, including 
motivational interviewing or acceptance and commitment therapy.  

Our findings on harms in treatment and placebo arms of studies are very limited. Studies that 
did report harms were generally not powered to do so, furthering limiting our conclusions on 
harms. In interpreting the available data on harms from treatment, clinicians also need to account 
for the profound harms of untreated depression.150-153 Information on the rate of harms of 
untreated depression is particularly important in the context of rising suicidality following the 
boxed warning among depressed children and adolescents.  
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Another limitation relates to the heterogeneity and lack of specification regarding level of 
training of the individuals providing the intervention, as well as the frequency or dose of the 
intervention and the duration of treatment. 

Limitations in medication trials include short durations of intervention and follow up, lack of 
generalizability of the study population, heterogeneity of assessment tools, and susceptibility to 
risk of bias. 

Another limitation of the evidence on treatment of depression in children and adolescents is 
there was no uniformity of measures assessing for depression. This heterogeneity of assessment 
instruments used to diagnose depression likely affects variability of results. The evidence is also 
marked by inconsistency regarding how outcomes were measured with some studies using self-
reports of depressive symptoms, and others using clinician reports or parent reports of depressive 
symptoms. Many trials had a small number of participants; this limitation influenced our 
judgment on the precision of the evidence and the consequent certainty.  

Applicability 
The results of this review are generally applicable to a population of adolescents and children 

with MDD with limited psychiatric comorbidity, who have access to mental health professionals 
who can provide CBT or have access to psychiatrists or pediatricians able to prescribe SSRIs, 
SNRIs, tricyclic antidepressants, or monoamine oxidase inhibitors.  

Studies were more likely to include adolescents than children. Additionally, patients with 
MDD are vastly more represented than those with other forms of depression such as dysthymia. 
When comorbidity was described, the most common comorbidities were anxiety disorders, 
ADHD, or disruptive behavior disorders. Most studies were in majority-white populations in 
North America or Europe. Baseline depression severity was generally in the mild to moderate 
range. It is difficult to determine how the results would apply to a more diverse, complicated, or 
impaired population.  

Future Research Needs 
Table 68 presents a map of the evidence base across all KQs. It depicts uncertainties and 

gaps in the literature, along with evidence of signals of benefits, harms, or no benefits (although 
these signals may be specific to a narrow population or measure and be limited in their 
applicability). Broadly speaking, the evidence base is characterized by large areas of uncertainty 
or lack of information; these large gaps in the evidence occur more frequently in the 
nonpharmacological evidence base. The evidence on benefits of nonpharmacological 
interventions, when available, comes from single studies. More specifically, several issues stand 
out as gaps and may serve as areas for future research. First, we found insufficient evidence on 
many interventions and outcomes. Greater certainty in the estimate of effect will require more 
and better evidence for nearly all evaluated interventions. In some instances, we found no 
eligible evidence of benefits or harms in our specified populations, as with collaborative care. 
Second, we found very sparse evidence on children with MDD or a wider range of DDs. In the 
instances where we found signals for benefits, harms, or no harms, they often arose from studies 
of adolescents with MDD. We found few studies, comparatively speaking, of children and of 
children or adolescents with a mix of depressive diagnoses; the resulting evidence base offered 
limited indications of benefit or harm for these populations. These populations would benefit 
from well-designed trials. Third, we found limited information on moderators. These analyses, 
when available, were generally hypothesis generating. The studies were rarely designed to 
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measure differences in moderating variables. Some studies evaluated several demographic, 
clinical, caregiver, and study characteristics and found evidence of moderation for a subset of 
variables only. These findings could be explained by chance; we could not arrive at conclusions 
as a result. As an example, a single study found that monotherapy (CBT or fluoxetine) may offer 
benefits similar to combination therapy for those with ADHD, but monotherapy may not match 
combined therapy for those without ADHD98 but these findings arise from small samples and 
post-hoc analyses and require confirmation from larger preplanned analyses. The paucity of 
evidence limits our ability to support recommendations tailored by underlying patient 
characteristics. A comprehensive clinical pathway would need to account for selecting and 
sequencing interventions to account for these characteristics. A robust trial focusing on 
sequencing treatments would help provide patient-centered evidence that accounts for underlying 
patient characteristics. 

Table 68. Evidence map for interventions for childhood depressiona  

Population Key Questions Interventions and Comparators  
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Adolescents, 
MDD 

KQ 1 benefits and 
harms of 
nonpharmacological 
interventions 

CBT vs. pill placebo  I I 0 I 0 I I I I I 0 + 

    CBT vs. active control  I I 0 I I I 0 0 I 0 0 I 
    CBT plus TAU vs. TAU/UC + + + 0 0 + 0 I 0 0 0 0 
    Attachment-based family therapy 

vs. wait-list  
I I 0 I 0 0 0 I 0 0 0 0 

    Attachment-based family therapy 
vs. TAU 

I 0 I 0 0 0 0 0 0 0 0 0 

    Short-term psychoanalytic therapy 
vs. active 

I I 0 I I 0 0 0 I 0 0 0 

    Exercise vs. active control I + 0 I 0 0 0 0 0 0 0 0 
    Spirituality vs. wait-list  + 0 0 0 0 0 0 0 0 0 0 0 
    Family therapy vs. active control I I 0 I 0 I 0 I 0 0 0 I 
    Relapse prevention CBT plus 

continued antidepressant 
medication management vs. 
continued medication 
management 

I 0 0 0 I I 0 0 I I I 0 

    IPT vs. active control: benefits I I 0 I 0 I 0 I 0 0 0 0 
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Population Key Questions Interventions and 
Comparators  
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Adolescents, 
MDD (continued) 

KQ 2 benefits and harms of 
pharmacological interventions 

SSRI: Fluoxetine vs. 
placebo 

+ + 0 I 0 I I 0 I I 0 + 

    SSRI: Escitalopram vs. 
placebo 

+ + 0 + 0 + 0 I 0 I I 0 

    SSRI: Paroxetine vs. 
placebo 

I I 0 I I I 0 - I I I + 

    SSRI: Vilazodone vs. 
placebo 

I I 0 I 0 0 0 I I I I 0 

    SSRIs (fluoxetine) for 
relapse prevention vs. 
placebo 

I 0 0 0 0 0 0 0 0 0 0 0 

    TCA: Imipramine vs. 
placebo 

I I 0 I I I I I 0 I I I 

    TCA: Desipramine vs. 
placebo 

I 0 0 I 0 I 0 0 0 0 I 0 

    TCA: Amitriptyline vs. 
placebo 

I I 0 0 0 0 0 I 0 0 I 0 

    MAOIs vs. placebo I I 0 0 0 0 0 I 0 0 I 0 
  KQ 3 benefits and harms of 

combination interventions 
Fluoxetine plus CBT vs. 
placebo  

+ + 0 + 0 + I I I I 0 I 

  KQ 4 benefits and harms of 
collaborative care interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

 KQ 5: Comparative benefits and 
harms of treatments 

SSRIs vs. TCAs  I 0 0 I I I I I 0 I I I 

    CBT vs. other 
psychotherapy 

I I 0 I I 0 0 0 I I 0 0 

    Treatment-resistant 
depression 

I I 0 0 0 I I I I I I + 

    Psychotherapy vs. 
pharmacotherapy  

+ I 0 I 0 I I I I + 0 + 

    Psychotherapy plus 
pharmacotherapy vs. 
pharmacotherapy 

-, 
+ 

I I + I I I I I I 0 + 

    Psychotherapy plus 
pharmacotherapy vs. 
psychotherapy  

+ I 0 + 0 + I I I I 0 + 

    Psychotherapy within-
type comparisons of 
delivery methods or 
approaches 

I 0 0 0 0 0 0 0 0 0 0 I 

    Pharmacotherapy dose 
comparisons 

I I 0 I 0 0 0 I I I I I 
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Population Key Questions Interventions and 
Comparators  
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Adolescents, 
MDD, PDD, 
other DD, or DD 
NOS 

KQ 1 benefits and harms of 
nonpharmacological 
interventions 

CBT vs. wait-list control + I I 0 0 + 0 0 0 0 0 0 

    CBT (delivered to 
adolescent and parent) 
vs. wait-list control 

I 0 I 0 0 I 0 0 0 0 0 0 

    CBT plus TAU vs. 
TAU/UC 

I 0 I 0 0 I 0 I 0 0 0 0 

    CBT (modified) vs. UC I 0 0 I 0 0 0 0 0 0 0 0 
    IPT vs. wait-list control  I I 0 0 0 0 0 0 0 0 0 0 
  KQ 2 benefits and harms of 

pharmacological interventions 
SSRI: Fluoxetine vs. 
placebo 

I I 0 0 0 I 0 I 0 0 0 I 

  KQ 3 benefits and harms of 
combination interventions 

Any combination therapy 
vs. usual care or placebo 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 4 benefits and harms of 
collaborative care 
interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 5 comparative benefits 
and harms of treatments 

CBT vs. other 
psychotherapy 

I I 0 0 0 0 0 0 0 0 0 0 

    Psychotherapy vs. 
pharmacotherapy  

I 0 0 I 0 I 0 I 0 0 0 0 

    Psychotherapy plus 
pharmacotherapy vs. 
pharmacotherapy  

I 0 0 I 0 0 0 I 0 0 0 0 

    Psychotherapy plus 
pharmacotherapy vs. 
psychotherapy  

I 0 0 I 0 0 0 I 0 0 0 0 

   Psychotherapy within-
type comparisons of 
delivery methods or 
approaches 

I 0 0 I 0 I 0 0 0 0 0 I 

Adolescents and 
children, MDD 

KQ 1 benefits and harms of 
nonpharmacological 
interventions 

Relapse prevention CBT 
plus continued 
antidepressant 
medication management 
vs. continued medication 
management 

0 0 0 I + 0 0 I I I I 0 

  KQ 2 benefits and harms of 
pharmacological interventions 

SSRI: Fluoxetine vs. 
placebo 

I I 0 I 0 I I I 0 I I + 

    SSRI: Paroxetine vs. 
placebo 

I I 0 I 0 I 0 I 0 I I I 

    SSRI: Citalopram vs. 
placebo 

I I 0 I 0 I 0 0 0 I I 0 

    SSRIs (fluoxetine) for 
relapse prevention vs. 
placebo 

I 0 0 0 + I 0 I 0 I I + 

    SNRI: Venlafaxine vs 
placebo 

I I 0 0 0 0 0 0 0 0 0 0 
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Population Key Questions Interventions and 
Comparators  
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Adolescents and 
children, MDD 
(continued) 

KQ 2 benefits and harms of 
pharmacological interventions 
(continued) 

SNRI: Desvenlafaxine 
vs. placebo 

- - 0 0 0 0 I I 0 I I 0 

    SNRI: Duloxetine vs. 
placebo 

I I 0 I 0 0 0 I 0 I - 0 

    Venlafaxine plus active 
control vs. placebo plus 
active control 

I 0 0 0 0 0 0 0 0 0 I 0 

  KQ 3 benefits and harms of 
combination interventions 

Any combination therapy 
vs. usual care or placebo 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 4 benefits and harms of 
collaborative care 
interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 5 comparative benefits 
and harms of treatments 

SSRIs vs. SNRIs  I I 0 I 0 0 0 I 0 I I 0 

    SSRIs vs. TCAs I I 0 0 0 0 I I 0 I I 0 
    Pharmacotherapy dose 

comparisons  
I I 0 I 0 0 0 I 0 I I I 

    Psychotherapy within-
type comparisons of 
delivery methods or 
approaches  

I 0 0 0 0 0 0 0 0 0 0 0 

    Treatment-resistant 
depression interventions  

I I 0 0 0 0 0 0 0 0 I 0 

Children, MDD KQ 1 benefits and harms of 
nonpharmacological 
interventions 

PCIT vs. active control I 0 0 0 0 I 0 0 0 0 0 0 

  KQ 2 benefits and harms of 
pharmacological interventions 

SSRI: Fluoxetine vs. 
placebo 

I 0 0 0 0 0 0 0 0 0 0 0 

    SSRIs (fluoxetine) for 
relapse prevention vs. 
placebo 

I 0 0 0 0 0 0 0 0 0 0 0 

    TCA (nortriptyline) vs. 
placebo 

I I 0 0 0 I 0 0 0 0 0 0 

  KQ 3 benefits and harms of 
combination interventions 

Any combination therapy 
vs. usual care or placebo 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 4 benefits and harms of 
collaborative care interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 5 comparative benefits and 
harms of treatments 

Any comparisons of 
active treatment 

0 0 0 0 0 0 0 0 0 0 0 0 

Children, MDD, 
PDD, or DD 
NOS 

KQ 1 benefits and harms of 
nonpharmacological 
interventions 

Family-based IPT vs. 
active control 

+ 0 0 I 0 0 0 0 0 0 0 0 

  KQ 2 benefits and harms of 
pharmacological interventions 

Any pharmacotherapy 
vs. placebo 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 3 benefits and harms of 
combination interventions 

Any combination therapy 
vs. usual care or placebo 

0 0 0 0 0 0 0 0 0 0 0 0 



 

149 

 

Population Key Questions Interventions and 
Comparators  
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Children, MDD, 
PDD, or DD 
NOS 
(continued) 

KQ 4 benefits and harms of 
collaborative care 
interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 5 comparative benefits 
and harms of treatments 

Psychotherapy plus 
pharmacotherapy vs. 
psychotherapy 

I 0 0 0 0 I 0 0 0 0 0 0 

Adolescents or 
children, MDD, 
PDD, or DD 
NOS 

KQ 1 benefits and harms of 
nonpharmacological 
interventions 

Family therapy vs. active 
control 

I + 0 I I I 0 0 0 0 0 I 

    Family therapy vs. pill 
placebo 

I 0 0 I 0 0 0 0 0 0 0 I 

    Omega-3 vs. pill placebo I 0 0 I 0 0 0 0 0 0 0 I 
  KQ 2 benefits and harms of 

pharmacological interventions 
Any pharmacotherapy vs. 
placebo 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 3 benefits and harms of 
combination interventions 

Omega-3 plus family 
therapy versus pill 
placebo 

I 0 0 I 0 0 0 0 0 0 0 I 

  KQ 4 benefits and harms of 
collaborative care 
interventions 

Collaborative care vs. 
usual care 

0 0 0 0 0 0 0 0 0 0 0 0 

  KQ 5 comparative benefits 
and harms of treatments 

Psychotherapy within-type 
comparisons of delivery 
methods or approaches 

I 0 0 0 0 I 0 0 0 0 0 0 

    Omega-3 vs. family 
therapy 

I 0 0 I 0 0 0 0 0 0 0 0 

    Omega-3 vs. omega-3 
plus family therapy 

I 0 0 I 0 0 0 0 0 0 0 0 

    Omega-3 plus family 
therapy vs, family therapy 

I 0 0 I 0 0 0 0 0 0 0 0 

I = insufficient evidence, + = evidence of benefit, - = evidence of harm (for harms outcomes, specifically mortality, suicidal 
ideation or behavior, suicide attempts, SAEs, and withdrawals) or of no benefit (for benefits outcomes, specifically symptoms, 
response, recovery, remission, relapse, and functional status), +,- = evidence indicates both benefit and harm for specific 
populations or outcomes. 0 = no evidence 
 
a “+” and “-“ symbols indicate any evidence of benefit, harm, or no benefit across any measure and for any population: 
interpretation of these signals requires additional context. The evidence of benefit or harm for each outcome may be limited to a 
single measure or a single population.  
 
AE = adverse event; CBT = cognitive behavioral therapy; DD = depressive disorder; IPT = interpersonal psychotherapy; KQ = 
Key Question; NOS = not otherwise specified; MAOI = monoamine oxidase inhibitor; MDD = major depressive disorder; PCIT 
= Parent-Child Interaction Therapy Emotion Development; PDD = persistent depressive disorder; SAE = serious adverse event; 
SNRI = serotonin and norepinephrine reuptake inhibitors; SSRI = selective serotonin reuptake inhibitors; TAU = treatment as 
usual; TCA = tricyclic antidepressants; UC = usual care; vs. = versus. 
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Fourth, psychotherapy studies rarely reported on harms. Fifth, we had difficulty interpreting 
the clinical significance of some reported changes in continuous scales in the absence of 
evidence on anchor-based minimally important differences for patients (that is, the smallest 
amount an outcome must change to be meaningful to patients) on those scales.  

The evidence base is marked by little or no replication, particularly for nonpharmacological 
therapies. The evidence for a given psychotherapeutic approach is generally represented by a 
single trial; as a result, even when studies found evidence of benefit, our judgment of the 
certainty regarding the benefits of the therapy was limited. Other reasons that limited the 
certainty of conclusions include small sample size and poor precision, flaws in study design, high 
and differential attrition, and at least some evidence of reporting bias. These issues point to a 
compelling need for rigorous and adequately powered studies.  

Future research in this area should also focus on implementation. The mechanisms of action 
and conditions for success were generally not described in the primary studies, further limiting 
the clinical utility of our results.  

Conclusion 
In summary, our results, when parsed by population and disorder, suggest that for 

adolescents with MDD, CBT, fluoxetine, escitalopram, and combined fluoxetine plus CBT may 
reduce depressive symptoms in the short term, although the clinical implication of improvement 
in continuous measures of depressive symptoms is unclear. SSRIs as a class may improve 
response and functional status among adolescents and children with MDD. However, they may 
be associated with a higher risk of serious AEs among adolescents and children with MDD and 
with a higher risk of withdrawal due to AEs among adolescents with MDD. Paroxetine may be 
associated with a higher risk of suicidal ideation or behaviors in adolescents with MDD. For 
adolescents and children with MDD, PDD, or DD NOS, CBT and family therapy may improve 
symptoms, response, and functional status. For adolescents and children with MDD, CBT plus 
medications may help prevent relapse. Evidence on children with MDD alone or with a wider 
range of DDs (MDD, PDD, or DD NOS) is sparse.  

Across populations and disorders, the findings of this review indicate that several 
interventions may be associated with low SOE of benefits such as CBT, fluoxetine, escitalopram, 
and combined fluoxetine and CBT in the short term; we found insufficient evidence on harms for 
these individual interventions. As noted above, paroxetine had a higher risk of suicidal ideation 
or behaviors in adolescents with MDD, but the evidence was insufficient for other SSRIs as a 
drug class across populations and disorders, likely as a result of low power to detect these events.  
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boys[Title/Abstract] OR girls[Title/Abstract] OR youth[Title/Abstract] OR youths[Title/Abstract]) 

1666225 

#13 Search (#10 and #12) 17321 
#14 Search (#11 or #13) 31049 
#15 Search (#11 or #13) Filters: Randomized Controlled Trial 4036 
#16 Search (#11 or #13) Filters: Randomized Controlled Trial; Controlled Clinical Trial 4442 
#17 Search (#11 or #13) Filters: Randomized Controlled Trial; Controlled Clinical Trial; Clinical Trial 5275 
#18 Search ((randomized[title/abstract] AND controlled[title/abstract] AND trial[title/abstract]) OR 

(controlled[title/abstract] AND trial[title/abstract]) OR "controlled clinical trial"[Publication Type] OR 
"Randomized Controlled Trial"[Publication Type] OR "Single-Blind Method"[MeSH] OR "Double-
Blind Method"[MeSH] OR "Random Allocation"[MeSH]) 

747177 

#19 Search (#14 and #18) 5235 
#20 Search (#17 or #19) 5947 
#21 Search ("Case Reports"[pt] OR Editorial[pt] OR Letter[pt] OR News[pt]) 3530602 
#22 Search (#20 not #21) 5892 
#23 Search (“systematic review”[ti] OR “meta-analysis”[pt] OR “meta-analysis”[ti] OR “systematic 

literature review”[ti] OR “this systematic review”[tw] OR (“systematic review”[tiab] AND review[pt]) 
OR meta synthesis[ti] OR “cochrane database syst rev”[ta]) 

208812 

#24 Search (#14 and #23) 789 
#25 Search (#24 not #21) 784 
#26 Search (Harm*[Title/Abstract] OR adverse effects[SH] OR chemically induced[SH] OR drug 

effects[SH] OR mortality[SH] OR poisoning[SH] OR toxicity[SH] OR adverse effect*[Title/Abstract] 
OR adverse event*[Title/Abstract] OR adverse reaction*[Title/Abstract] OR Adverse Drug 
Reaction Reporting Systems[MeSH] OR Accidents[Mesh] OR accident*[Title/Abstract] OR Drug 
Toxicity[MeSH] OR Drug Hypersensitivity[MeSH] OR Death[MeSH] OR death*[Title/Abstract] OR 
Suicide[MeSH] OR Suicide, Attempted[MeSH] OR suicide[Title/Abstract] OR 
suicidal*[Title/Abstract] OR mania[Title/Abstract] OR manic episode*[Title/Abstract] OR 
overdos*[TW] OR self damage*[Title/Abstract] OR self injur*[Title/Abstract] OR “Self Injurious 
Behavior”[MeSH] OR self inflict*[Title/Abstract]) 

6049585 

#27 Search (#14 and #26) 8728 
#28 Search ("Antidepressive Agents, Second-Generation/adverse effects"[Mesh] OR "Antidepressive 

Agents, Second-Generation/poisoning"[Mesh] OR "Antidepressive Agents, Second-
Generation/toxicity"[Mesh] OR "Serotonin Uptake Inhibitors/adverse effects"[Mesh] OR "Serotonin 
Uptake Inhibitors/poisoning"[Mesh] OR "Serotonin Uptake Inhibitors/toxicity"[Mesh] OR 
"Fluoxetine/adverse effects"[Mesh] OR "Fluoxetine/poisoning"[Mesh] OR 
"Fluoxetine/toxicity"[Mesh] OR "Fluvoxamine /adverse effects"[Mesh] OR "Fluvoxamine 
/poisoning"[Mesh] OR "Fluvoxamine /toxicity"[Mesh] OR "Paroxetine /adverse effects"[Mesh] OR 
"Paroxetine /poisoning"[Mesh] OR "Paroxetine /toxicity"[Mesh] OR "Sertraline /adverse 
effects"[Mesh] OR "Sertraline /poisoning"[Mesh] OR "Sertraline /toxicity"[Mesh] OR "Citalopram 
/adverse effects"[Mesh] OR "Citalopram /poisoning"[Mesh] OR "Citalopram /toxicity"[Mesh] OR 
“Trazodone/adverse effects”[Mesh] OR “Trazodone/poisoning”[Mesh] OR 
“Trazodone/toxicity”[Mesh] OR "Vilazodone Hydrochloride/adverse effects"[Mesh] OR "Vilazodone 
Hydrochloride/poisoning"[Mesh]) 

9411 

#29 Search ((#28 AND Humans[Mesh:NOEXP]) OR (#28 NOT Animals[Mesh:NOEXP])) 8980 
#30 Search ((#28 AND Humans[Mesh:NOEXP]) OR (#28 NOT Animals[Mesh:NOEXP])) Filters: 

English 
8185 

#31 Search ((#28 AND Humans[Mesh:NOEXP]) OR (#28 NOT Animals[Mesh:NOEXP])) Filters: 
English; Child: birth-18 years 

1800 

#32 Search (#30 and #12) 683 
#33 Search (#31 or #32) 1882 
#34 Search (#33 not #21) 1368 
#35 Search (#34 not (#22 or #25)) 955 
#36 Search (#23 and #35) 17 

https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=11
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=12
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=13
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=14
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=15
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=16
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=17
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=18
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=19
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=20
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=21
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=22
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=23
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=24
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=25
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=26
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=27
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=28
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=29
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=30
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=31
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=32
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=33
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=34
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=35
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=36
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Search PubMed Query Items 
Found 

#37 Search (#20 not #21) Filters: English 5892 
#38 Search (#20 not #21) Filters: Publication date from 2018/01/01; English 402 
#39 Search (#24 not #21) Filters: English 784 
#40 Search (#24 not #21) Filters: Publication date from 2018/01/01; English 138 
#41 Search (#34 not (#22 or #25)) Filters: Publication date from 2018/01/01 22 
#42 Search (#23 and #35) Filters: Publication date from 2018/01/01 1 
#43 Search ((“retraction”[All Fields] OR “Retracted Publication”[pt]) AND (#22 or #25 or #35 or #36)) 3 
 
  

https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=37
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=38
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=39
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=40
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=41
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=42
https://www.ncbi.nlm.nih.gov/pubmed/advanced
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=43
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Cochrane Library, 5-29-19 
ID Cochrane Library Search Hits 
#1 [mh "Depressive Disorder"] or [mh "Depressive Disorder, Major"] or [mh Depression] or depress*:ti,ab or 

depression:ti,ab or depressive:ti,ab or depressed:ti,ab or [mh "Dysthymic Disorder"] or 
dysthymia:ti,ab,kw or dysthymic:ti,ab,kw or "Persistent Depressive Disorder":ti,ab,kw  

69640 

#2 [mh "Antidepressive Agents, Second-Generation"] or [mh "Serotonin Uptake Inhibitors"] or [mh 
"Antidepressive Agents"] or antidepressant*:ti,ab or antidepressives:ti,ab or "antidepressive agent":ti,ab 
or "antidepressive agents":ti,ab or "antidepressive drug":ti,ab or "antidepressive drugs":ti,ab or 
"selective serotonin reuptake inhibitor":ti,ab or "selective serotonin reuptake inhibitors":ti,ab or ssri:ti,ab 
or ssris:ti,ab or [mh Fluoxetine] or fluoxetine:ti,ab or [mh "Vilazodone Hydrochloride"] or vilazodone:ti,ab 
or Prozac:ti,ab or [mh Fluvoxamine] or Fluvoxamine:ti,ab or mirtazapine:ti,ab,kw or nefazodone:ti,ab,kw 
or [mh Trazodone] or trazodone:ti,ab or vortioxetine:ti,ab,kw or luvox:ti,ab or [mh Paroxetine] or 
paroxetine:ti,ab or paxil:ti,ab or [mh Sertraline] or sertraline:ti,ab or Zoloft:ti,ab or [mh Citalopram] or 
citalopram:ti,ab or celexa:ti,ab or escitalopram:ti,ab,kw or Lexapro:ti,ab or "serotonin norepinephrine 
reuptake inhibitors":ti,ab,kw or snri*:ti,ab,kw or "norepinephrine reuptake inhibitors":ti,ab,kw or 
venlafaxine:ti,ab,kw or duloxetine:ti,ab,kw or [mh Bupropion] or Bupropion:ti,ab,kw OR [mh Amitriptyline] 
or Amitriptyline:ti,ab or [mh Desipramine] or desipramine:ti,ab or [mh Imipramine] or imipramine:ti,ab or 
[mh Nortriptyline] or nortriptyline:ti,ab or [mh Doxepin] or doxepin:ti,ab or [mh Clomipramine] or 
clomipramine:ti,ab or Elavil:ti,ab or Enovil:ti,ab or Levate:ti,ab or Anafranail:ti,ab or Norpramin:ti,ab or 
Pertofrane:ti,ab or Adapin:ti,ab or Silenor:ti,ab or Sinequan:ti,ab or Tofranil:ti,ab or "Aventyl 
Hydrochloride":ti,ab or Pamelor:ti,ab or [mh Selegiline] or selegiline:ti,ab or Eldepryl:ti,ab or 
Zelapar:ti,ab or rasagiline:ti,ab,kw or Azilect:ti,ab or [mh Isocarboxazid] or Isocarboxazid:ti,ab or 
Marplan:ti,ab or [mh Phenelzine] or Phenelzine:ti,ab or Nardil:ti,ab or [mh Tranylcypromine] or 
Tranylcypromine:ti,ab or Parnate:ti,ab or [mh Asagiline] 

27805 

#3 #1 and #2  16554 
#4 [mh Psychotherapy] or [mh "Psychotherapy, Brief"] or [mh "Psychotherapy, Group"] or 

psychotherapy*:ti,ab or [mh "Cognitive Therapy"] or (cognitive:ti,ab and (therap*:ti,ab or treatment*:ti,ab 
or intervention*:ti,ab)) or [mh "Behavior Therapy"] or (behavior*:ti,ab and (therap*:ti,ab or 
treatment*:ti,ab or intervention*:ti,ab)) or CBT:ti,ab or (interpersonal:ti,ab and therap*:ti,ab) or 
(interpersonal:ti,ab and intervention*:ti,ab) or IPT:ti,ab or e-health:ti,ab or ehealth:ti,ab or (Internet:ti,ab 
and health*:ti,ab) or "behavioral activation":ti,ab or [mh "Delivery of Health Care, Integrated"] or 
"integrated care":ti,ab or "integrative care":ti,ab or [mh "Self-Help Groups"] or "self help":ti,ab or [mh 
"Family Therapy"] or "family support":ti,ab or (parent*:ti,ab and education:ti,ab) or [mh Parents/ED] or 
[mh Counseling] or [mh "Directive Counseling"] or counsel*:ti,ab or [mh "Problem Solving"] or "problem 
solving":ti,ab or [mh "Adaptation, Psychological"] or "coping skills":ti,ab or [mh Phototherapy] or "light 
therapy":ti,ab or phototherapy:ti,ab or "light therapies":ti,ab  

117217 

#5 #1 and #4  22453 
#6 [mh "Deep Brain Stimulation"] or Neurofeedback:ti,ab,kw or "brain stimulation":ti,ab,kw or 

((complement*:ti,ab or CAM:ti,ab) and therap*:ti,ab,kw) or "collaborative care":ti,ab,kw or "coordinated 
care":ti,ab,kw or "co-located care":ti,ab,kw or "co-managed care":ti,ab,kw or "shared care":ti,ab,kw or 
"stepped care":ti,ab,kw or REBT:ti,ab or "Rational Emotive Behavior Therapy":ti,ab,kw or "Mindfulness 
Based Stress Reduction":ti,ab,kw or MBSR:ti,ab or "Mindfulness Meditation":ti,ab,kw or 
Meditation:ti,ab,kw or "relaxation therapy":ti,ab,kw or [mh Hypnosis] or [mh "Hypnosis, Anesthetic"] or 
autohypno*:ti,ab,kw or “auto-hypno*”:ti,ab,kw or hypnosis:ti,ab,kw or hypnot*:ti,ab,kw or 
hypnotherap*:ti,ab,kw or “hypno-therap*”:ti,ab,kw or posthypnot*:ti,ab,kw or “post-hypnot*”:ti,ab,kw or 
selfhypno*:ti,ab,kw or “self-hypno*”:ti,ab,kw or (guided:ti,ab,kw and (imagery:ti,ab,kw or 
visualization:ti,ab,kw or visualization:ti,ab,kw)) or (autogenic*:ti,ab,kw and train*:ti,ab,kw) or 
(imagery:ti,ab,kw and therap*:ti,ab,kw) or "integrative restoration":ti,ab,kw or (irest:ti,ab,kw not 
"international reading speed") or "Katathym-imaginative Psychotherapy":ti,ab,kw or "mental 
practice":ti,ab,kw or "mental rehearsal":ti,ab,kw or "mind-body":ti,ab,kw or [mh "Biofeedback, 
Psychology"] or biofeedback*:ti,ab,kw or “bio-feedback”:ti,ab,kw or “neuro-feedback*”:ti,ab,kw or “neuro-
therap*”:ti,ab,kw or neurotherap*:ti,ab,kw or (autonomic*:ti,ab,kw and train*:ti,ab,kw) or "Combined 
Modality Therapy":ti,ab,kw or [mh "Diet Therapy"] or [mh Exercise] or Exercise:ti,ab,kw or "Physical 
Activity":ti,ab,kw or "Relaxation Therapy":ti,ab,kw or Yoga:ti,ab,kw or Acupuncture:ti,ab,kw or [mh "Tai 
Ji"] or "tai chi":ti,ab,kw or "music therapy":ti,ab,kw or "art therapy":ti,ab,kw or "massage therapy":ti,ab,kw 
or Spirituality:ti,ab,kw or [mh ^"Dietary Supplements"] or "St. John’s Wort":ti,ab,kw or 
Hypericum:ti,ab,kw or Inositol:ti,ab,kw or Melatonin:ti,ab,kw or SAMe:ti,ab,kw or Selenium:ti,ab,kw or “L-
tryptophan”:ti,ab,kw or "Folic Acid":ti,ab,kw or Folate:ti,ab,kw or "Fish Oil":ti,ab,kw or "Omega-3 Fatty 
Acids":ti,ab,kw OR 5HTP or "5-HTP" or "Vitamin E":ti,ab,kw or Zinc:ti,ab,kw or Chromium:ti,ab,kw or 
"Gingko biloba":ti,ab,kw 

256451 

#7 #1 and #6  18040 
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ID Cochrane Library Search Hits 
#8 #3 or #5 or #7  45038 
#9 Children*:ti,ab,kw or child:ti,ab,kw or childhood:ti,ab,kw or teen:ti,ab,kw or teens:ti,ab,kw or 

teenage*:ti,ab,kw or pediatric*:ti,ab,kw or paediatric*:ti,ab,kw or adolescen*:ti,ab,kw or boys:ti,ab,kw or 
girls:ti,ab,kw or youth:ti,ab,kw or youths:ti,ab,kw  

226677 

#10 #8 and #9  7316 
#11 (review and systematic) or "systematic review" or ("review literature as topic" and systematic) or "meta-

analysis"  
47194 

#12 #10 and #11 with Cochrane Library publication date from Jan 2018 to Dec 2019, in Cochrane Reviews 
and Cochrane Protocols 

22 

#13 ((controlled:ti or controlled:ab) and (trial:ti or trial:ab)) or "controlled clinical trial" or "randomized 
controlled trial":pt or "randomized controlled trial as topic":pt or "single-blind method":pt or "double-blind 
method":pt or "random allocation":pt  

826083 

#14 #10 and #13 in Trials 5616 
#15 "Case Reports":pt or Editorial:pt or Letter:pt or News:pt  15310 
#16 #14 not (#15 or #12) Cochrane Library publication date from Jan 2018 to Dec 2019 950 
#17 Harm*:ti,ab,kw or [mh "Long Term Adverse Effects"] or [mh /AE,CI,DE,MO,PO,TO] or adverse 

effect*:ti,ab or adverse event*:ti,ab or adverse reaction*:ti,ab or "adverse outcome":ti,ab or "adverse 
outcomes":ti,ab or [mh "Adverse Drug Reaction Reporting Systems"] or [mh Accidents] or 
accident*:ti,ab or [mh "Drug Toxicity"] or [mh "Drug Hypersensitivity"] or [mh Death] or death*:ti,ab or 
[mh Suicide] or [mh "Suicide, Attempted"] or suicide:ti,ab or suicidal*:ti,ab or mania:ti,ab or "manic 
episode" *:ti,ab or overdos*:ti,ab or self damage*:ti,ab or self injur*:ti,ab or [mh "Self Injurious Behavior"] 
or self inflict*:ti,ab  

402717 

#18 #10 and #17  2413 
#19 [mh "Antidepressive Agents, Second-Generation"/AE] or [mh "Antidepressive Agents, Second-

Generation"/PO] or [mh "Antidepressive Agents, Second-Generation"/TO] or [mh "Serotonin Uptake 
Inhibitors"/AE] or [mh "Serotonin Uptake Inhibitors"/PO] or [mh "Serotonin Uptake Inhibitors"/TO] or [mh 
Fluoxetine/AE] or [mh Fluoxetine/PO] or [mh Fluoxetine/TO] or [mh Fluvoxamine/AE] or [mh 
Fluvoxamine/PO] or [mh Fluvoxamine/TO] or [mh Paroxetine/AE] or [mh Paroxetine/PO] or [mh 
Paroxetine/TO] or [mh Sertraline/AE] or [mh Sertraline/PO] or [mh Sertraline/TO] or [mh Citalopram/AE] 
or [mh Citalopram/PO] or [mh Citalopram/TO] or [mh Trazodone/AE] or [mh Trazodone/PO] or [mh 
Trazodone/TO] or [mh "Vilazodone Hydrochloride"/AE] or [mh "Vilazodone Hydrochloride"/PO] OR [mh 
Amitriptyline/AE] or [mh Amitriptyline/PO] or [mh Amitriptyline/TO] or [mh Desipramine/AE] or [mh 
Desipramine/PO] or [mh Desipramine/TO] or [mh Imipramine/AE] or [mh Imipramine/PO] or [mh 
Imipramine/TO] or [mh Nortriptyline/AE] or [mh Nortriptyline/PO] or [mh Nortriptyline/TO] or [mh 
Doxepin/AE] or [mh Doxepin/PO] or [mh Doxepin/TO] or [mh Clomipramine/AE] or [mh 
Clomipramine/PO] or [mh Clomipramine/TO] or [mh Selegiline/AE] or [mh Selegiline/PO] or [mh 
Selegiline/TO] or [mh Isocarboxazid/AE] or [mh Isocarboxazid/PO] or [mh Isocarboxazid/TO] or [mh 
Phenelzine/AE] or [mh Phenelzine/PO] or [mh Phenelzine/TO] or [mh Tranylcypromine/AE] or [mh 
Tranylcypromine/PO] or [mh Tranylcypromine/TO] 

2315 

#20 #19 and #9  635 
#21 #18 or #20  2625 
#22 #21 not #15  2613 
#23 #22 not (#12 or #16) Cochrane Library publication date from Jan 2018 to Dec 2019 3 
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PsycINFO, 5/29/19 
# PsycINFO Query  Limiters/Expanders  Last Run Via  Results  
S1  DE "Depression (Emotion)") OR (DE "Major 

Depression" OR DE "Anaclitic Depression" OR 
DE "Dysthymic Disorder" OR DE "Reactive 
Depression" OR DE "Recurrent Depression" 
OR DE "Treatment Resistant Depression" OR 
depressive OR depression OR depressed OR 
dysthymic OR dysthymia  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

344,151  

S2  TX “antidepress* OR TX Bupropion OR TX 
Celexa OR TX Citalopram OR TX Duloxetine 
OR TX Escitalopram OR TX Fluoxetine OR TX 
Fluvoxamine OR TX Lexapro OR TX Luvox OR 
TX Mirtazapine OR TX Nefazodone OR TX 
Paroxetine OR TX Paxil OR TX Prozac OR TX 
Sertraline OR TX Trazodone OR TX 
Venlafaxine OR TX Vilazodone OR TX 
Vortioxetine OR TX Zoloft OR TX 
“norepinephrine reuptake inhibitor” OR TX 
“norepinephrine reuptake inhibitors” TX 
“selective serotonin reuptake inhibitor” OR TX 
“selective serotonin reuptake inhibitors” OR TX 
“serotonin uptake inhibitor” OR TX “serotonin 
uptake inhibitors” OR TX SSRI OR TX SSRIs 
OR TX "serotonin norepinephrine reuptake 
inhibitor" TX "serotonin norepinephrine 
reuptake inhibitors" OR TX SNRI OR TX SNRIs 
OR TX Amitriptyline or TX Desipramine or TX 
Imipramine or TX Nortriptyline or TX Doxepin or 
TX Clomipramine or TX Elavil or TX Enovil or 
TX Levate or TX Anafranail or TX Norpramin or 
TX Pertofrane or TX Adapin or TX Silenor or TX 
Sinequan or TX Tofranil or TX "Aventyl 
Hydrochloride" or TX Pamelor or TX Selegiline 
or TX Eldepryl or TX Zelapar or TX rasagiline or 
TX Azilect or TX Isocarboxazid or TX Marplan 
or TX Phenelzine or TX Nardil or TX 
Tranylcypromine or TX Parnate or TX Asagiline 

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

1928  

S3  S1 AND S2  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

919  
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# PsycINFO Query  Limiters/Expanders  Last Run Via  Results  
S4  DE "Psychotherapy" OR DE "Adolescent 

Psychotherapy" OR DE "Affirmative Therapy" 
OR DE "Analytical Psychotherapy" OR DE 
"Autogenic Training" OR DE "Behavior 
Therapy" OR DE "Brief Psychotherapy" OR DE 
"Brief Relational Therapy" OR DE "Child 
Psychotherapy" OR DE "Client Centered 
Therapy" OR DE "Cognitive Behavior Therapy" 
OR DE "Conversion Therapy" OR DE "Eclectic 
Psychotherapy" OR DE "Emotion Focused 
Therapy" OR DE "Existential Therapy" OR DE 
"Experiential Psychotherapy" OR DE 
"Expressive Psychotherapy" OR DE "Eye 
Movement Desensitization Therapy" OR DE 
"Feminist Therapy" OR DE "Gestalt Therapy" 
OR DE "Group Psychotherapy" OR DE "Guided 
Imagery" OR DE "Humanistic Psychotherapy" 
OR DE "Hypnotherapy" OR DE "Individual 
Psychotherapy" OR DE "Insight Therapy" OR 
DE "Integrative Psychotherapy" OR DE 
"Interpersonal Psychotherapy" OR DE 
"Logotherapy" OR DE "Narrative Therapy" OR 
DE "Network Therapy" OR DE "Persuasion 
Therapy" OR DE "Primal Therapy" OR DE 
"Psychoanalysis" OR DE "Psychodrama" OR 
DE "Psychodynamic Psychotherapy" OR DE 
"Psychotherapeutic Counseling" OR DE 
"Rational Emotive Behavior Therapy" OR DE 
"Reality Therapy" OR DE "Relationship 
Therapy" OR DE "Solution Focused Therapy" 
OR DE "Supportive Psychotherapy" OR DE 
"Transactional Analysis"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

205,552  

S5  DE "Behavioral Activation System" OR DE 
"Integrated Services" OR DE "Family Therapy" 
OR DE "Conjoint Therapy" OR DE "Strategic 
Family Therapy" OR DE "Structural Family 
Therapy" OR DE "Self-Help Techniques" OR 
DE "Self-Management" OR DE "Counseling" 
OR DE "Community Counseling" OR DE "Cross 
Cultural Counseling" OR DE "Educational 
Counseling" OR DE "Group Counseling" OR 
DE "Microcounseling" OR DE "Multicultural 
Counseling" OR DE "Occupational Guidance" 
OR DE "Pastoral Counseling" OR DE "Peer 
Counseling" OR DE "Premarital Counseling" 
OR DE "Psychotherapeutic Counseling" OR DE 
"Rehabilitation Counseling" OR DE "School 
Counseling"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

91,801  

S6  TX “cognitive behavior therapy” OR TX CBT 
OR TX “cognitive therapy” OR TX 
psychotherapy OR (cognitive AND (therap* OR 
treatment* OR intervention*)) OR (behavior* 
AND (therap* OR treatment* OR intervention*)) 
OR (interpersonal AND (therap* OR 
psychotherapy*)) OR TX IPT OR TX e-health 
OR TX ehealth OR (Internet* AND Health*) OR 
TX “behavioral activation” OR TX “delivery of 
health care” OR (integrat* AND (service* OR 
care*)) OR TX “family support” OR (Parent* and 
education*) OR TX counsel* OR TX "Problem 
Solving"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

1,010,070  
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# PsycINFO Query  Limiters/Expanders  Last Run Via  Results  
S7  DE "Emotional Adjustment" OR DE "Emotional 

Control" OR DE "Identity Crisis" OR TX 
“psychological adaptation” OR DE "Coping 
Behavior" OR TX “coping skills” OR TX 
Phototherapy OR TX “light therapy” OR TX 
“Deep Brain Stimulation”  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

73,892  

S8  TX "Alternative Medicine" OR TX Acupuncture 
OR TX Aromatherapy OR TX Folk Medicine OR 
TX Faith Healing OR TX CAM OR 
(complement* AND therap*) OR TX 
“collaborative care” OR TX “coordinated care” 
OR TX “co-located care” OR TX “co-managed 
care” OR TX “shared care” OR TX “stepped 
care” OR TX "Rational Emotive Behavior 
Therapy" OR TX “Mindfulness Based Stress 
Reduction” OR TX MBSR OR TX “Mindfulness 
Meditation” OR TX Meditation OR TX 
“relaxation therapy” OR TX Hypnosis OR TX 
autohypno* OR TX auto-hypno* or TX hypnosis 
OR TX hypnot* OR TX hypnotherap* OR TX 
hypno-therap* OR TX posthypnot* OR TX post-
hypnot* OR TX selfhypno* OR TX self-hypno* 
OR (TX guided AND (TX imagery OR TX 
visualization OR TX visualization)) OR (TX 
autogenic* AND train*) OR (TX imagery AND 
TX therap*) OR TX "integrative restoration" OR 
(TX irest NOT "international reading speed") or 
TX "Katathym-imaginative Psychotherapy" OR 
TX "mental practice" OR TX "mental rehearsal" 
OR TX "mind-body" OR TX biofeedback* OR 
TX bio-feedback* or TX Neurofeedback OR TX 
neuro-feedback* OR TX neuro-therap* OR TX 
neurotherap* OR (TX autonomic* AND TX 
train*) OR TX “Combined Modality Therapy” 
OR DE "Dietary Restraint" OR TX “diet therapy” 
OR TX "Dietary Supplements" OR DE 
"Exercise" OR DE "Aerobic Exercise" OR TX 
"Weightlifting" OR TX "Yoga" OR TX "Physical 
Activity" OR TX "Relaxation Therapy" OR TX 
"Progressive Relaxation Therapy" OR TX “tai ji” 
OR TX “tai chi” OR TX "Music Therapy" OR TX 
"Art Therapy" OR TX “Massage Therapy” OR 
TX Spirituality OR DE "Dietary Supplements" 
OR DE "Hypericum Perforatum" OR TX “St. 
John’s Wort” OR TX Hypericum OR TX Inositol 
OR TX Melatonin OR TX SAMe OR TX 
Selenium OR TX “L-tryptophan” OR TX “Folic 
Acid” OR TX Folate OR TX “Fish Oil” OR TX 
Omega-3 Fatty Acids” OR TX 5-HTP OR TX 
“Vitamin E” OR TX Zinc OR TX Chromium OR 
TX "Gingko biloba"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

452,570  

S9  S4 OR S5 OR S6 OR S7 OR S8  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

1,425,557  
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# PsycINFO Query  Limiters/Expanders  Last Run Via  Results  
S10  S1 AND S9  Search modes - 

Boolean/Phrase  
Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

147,541  

S11  S3 OR S10  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

148,195  

S12  S11  Limiters - English; Age 
Groups: Childhood (birth-12 
yrs), Adolescence (13-17 
yrs); Population Group: 
Human; Methodology: 
CLINICAL TRIAL  
Published Date: 20180101-
20191231 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

110  

S13  S11  Limiters - English; Age 
Groups: Childhood (birth-12 
yrs), Adolescence (13-17 
yrs); Population Group: 
Human; Methodology: -
Systematic Review, META 
ANALYSIS, 
METASYNTHESIS  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

292  

S14  S13 NOT S12  Published Date: 20180101-
20191231 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

37  

S15  MM "Accidents" OR TX “Adverse Effects" OR 
TX “adverse effect” or TX “adverse event” OR 
TX “adverse events” OR TX "adverse outcome" 
OR TX "adverse outcomes" OR TX “adverse 
reaction” OR TX “adverse reactions” OR TX 
“chemically induced” OR MM "Death and 
Dying" OR DE "Drug Allergies" OR DE "Drug 
Dependency" OR TX “drug effects” OR DE 
"Drug Sensitivity" OR TX harm* OR TX "manic 
episode" OR TX mortality OR TX overdose OR 
DE "Patient Safety" OR TX “self damage” OR 
DE "Self-Injurious Behavior" OR DE "Side 
Effects (Drug)" OR MM "Suicide" OR MM 
"Toxicity" OR MM "Neurotoxicity"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

216,632  
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# PsycINFO Query  Limiters/Expanders  Last Run Via  Results  
S16  S11 and S15  Search modes - 

Boolean/Phrase  
Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

14,045  

S17  S16  Limiters - English; 
Language: English; Age 
Groups: Childhood (birth-12 
yrs), Adolescence (13-17 
yrs); Population Group: 
Human  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

2,279  

S18  S17 and (S12 or S14)  Limiters - English; 
Language: English; Age 
Groups: Childhood (birth-12 
yrs), Adolescence (13-17 
yrs); Population Group: 
Human  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

21  

S19  S17 not S18  Limiters - English; 
Language: English; Age 
Groups: Childhood (birth-12 
yrs), Adolescence (13-17 
yrs); Population Group: 
Human  
Published Date: 20180101-
20191231 
 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

109 

S20  S19  Limiters - Methodology: -
Systematic Review, META 
ANALYSIS, 
METASYNTHESIS  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research Databases  
Search Screen - 
Advanced Search  
Database - 
PsycINFO  

0  
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Cumulative Index to Nursing and Allied Health (CINAHL), 5/29/19 
# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S1  MH Depression+ OR TI depress* OR AB depress* OR TI 

depression OR AB depression OR TI depressive OR AB 
depressive OR TI depressed OR AB depressed OR 
dysthymia OR dysthymic  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

148,403  

S2  MH "Antidepressive Agents+" OR MH "Serotonin Uptake 
Inhibitors+” OR TI antidepressant* OR AB 
antidepressant* OR TI antidepressives OR 
“antidepressive agent” OR “antidepressive agents” OR 
“antidepressive drug” OR “antidepressive drugs” OR 
“selective serotonin reuptake inhibitor” OR “selective 
serotonin reuptake inhibitors” OR ssri OR ssris OR 
Fluoxetine OR vilazodone OR Prozac OR Fluvoxamine 
OR "mirtazapine" OR "nefazodone" OR trazodone OR 
"vortioxetine" OR luvox OR Paroxetine OR paroxetine OR 
paxil OR Sertraline OR Zoloft OR Citalopram OR celexa 
OR escitalopram OR Lexapro OR "serotonin 
norepinephrine reuptake inhibitors" OR snri* OR 
"norepinephrine reuptake inhibitors" OR venlafaxine OR 
duloxetine OR Bupropion OR Amitriptyline OR 
Desipramine OR Imipramine OR NORtriptyline OR 
Doxepin OR Clomipramine OR Elavil OR Enovil OR 
Levate OR Anafranail OR NORpramin OR Pertofrane OR 
Adapin OR SilenOR OR Sinequan OR Tofranil OR 
"Aventyl HydrochlORide" OR PamelOR OR Selegiline OR 
Eldepryl OR Zelapar OR rasagiline OR Azilect OR 
Isocarboxazid OR Marplan OR Phenelzine OR Nardil OR 
Tranylcypromine OR Parnate OR Asagiline 

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

31,813  

S3  S1 AND S2  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

15,313  

S4  Psychotherapy OR “Cognitive Therapy” OR (cognitive 
AND (therap* OR treatment* OR intervention*)) OR 
“Behavior Therapy” OR (behavior* AND (therap* OR 
treatment* OR intervention*)) OR CBT OR (interpersonal 
AND therap*) OR (interpersonal AND intervention*) OR 
IPT OR e-health OR ehealth OR (Internet AND health) 
OR “behavioral activation” OR "Integrated Delivery of 
Health Care” OR “integrated care” OR “integrative care” 
OR “self help” OR Family Therapy OR “family support” 
OR (parent* AND education) OR counsel* OR “Problem 
Solving” OR "Psychological adaptation" OR "coping skills" 
OR "light therapy" OR phototherapy OR "light therapies"  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

323,502  

S5  S1 AND S4  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

30,879  
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# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S6  "Deep Brain Stimulation" OR Neurofeedback OR "brain 

stimulation" OR ((complement* OR CAM) AND therap*) 
OR “collaborative care” OR “coordinated care” OR “co-
located care” OR “co-managed care” OR “shared care” 
OR “stepped care” OR REBT OR “Rational Emotive 
Behavior Therapy” OR “Mindfulness Based Stress 
Reduction” OR MBSR OR Meditation OR “relaxation 
therapy” OR Hypnosis OR autohypno* OR auto-hypno* 
OR hypnot* OR hypnotherap* OR hypno-therap* OR 
posthypnot* OR post-hypnot* OR selfhypno* OR self-
hypno* OR (guided AND (imagery OR visualization) OR 
(autogenic* AND train*) OR (imagery AND therap*) OR 
"integrative restoration" OR (irest NOT "international 
reading speed") or "Katathym-imaginative 
Psychotherapy" OR "mental practice" OR "mental 
rehearsal" OR "mind-body" OR "Biofeedback, 
Psychology" OR biofeedback* OR bio-feedback* or 
neuro-feedback* OR Neuro-therap* OR neurotherap* OR 
(autonomic* AND train*) OR “Combined Modality 
Therapy” OR “Diet Therapy” OR Exercise OR “Physical 
Activity” OR "Relaxation Therapy" OR Yoga OR 
Acupuncture OR "Tai Ji" OR "tai chi" OR “music therapy” 
OR “art therapy” OR “massage therapy” OR Spirituality 
OR “Dietary Supplements” OR “dietary supplement” OR 
“St. John’s Wort” OR Hypericum OR Inositol OR 
Melatonin OR SAMe OR Selenium OR L-tryptophan OR 
“Folic Acid” OR Folate OR “Fish Oil” OR “Omega-3 Fatty 
Acids” OR 5-HTP OR “Vitamin E” OR Zinc OR Chromium 
OR “Gingko biloba”  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

488,957  

S7  S1 and S6  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

20,598  

S8  S3 or S5 or S7  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

55,610  

S9  S8  Limiters - English 
Language; Human; 
Age Groups: 
Adolescent: 13-18 
years, All Child  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

7,689  
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# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S10  (Children* OR child OR childhood OR teen OR teens OR 

teenage* OR pediatric* OR paediatric* OR adolescen* 
OR boys OR girls OR youth OR youths)  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

969,061  

S11  S8  Limiters - English 
Language; Human  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

32,066 

S12  S10 AND S11  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

8,624 

S13  S9 OR S12  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

8,777 

S14  S13  Limiters - Publication 
Type: Clinical Trial, 
Randomized 
Controlled Trial  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,352 

S15  ((randomized AND controlled AND trial) OR (controlled 
AND trial) OR "controlled clinical trial"[publication type] 
OR "Randomized Controlled Trial"[Publication Type] OR 
"Single-Blind Method" OR "Double-Blind Method" OR 
"Random Allocation")  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

165,747 

S16  S13 and S15  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,332 
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# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S17  S14 OR S16  Search modes - 

Boolean/Phrase  
Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,766 

S18  S17  Limiters - Publication 
Type: Case Study, 
Editorial, Letter  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

19 

S19  S17 NOT S18  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,747  

S20  S19  Limiters - Exclude 
MEDLINE records  
Published Date: 
20180101-20191231 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

98 

S21  S13  Limiters - Publication 
Type: Meta Analysis, 
Meta Synthesis, 
Systematic Review  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

376 

S22  S21  Limiters - Exclude 
MEDLINE records  
Published Date: 
20180101-20191231 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

25 

S23  Harm* OR MW “adverse effects” OR MW “chemically 
induced” OR MW “drug effects” OR MW mortality OR MW 
poisoning OR MW toxicity OR adverse effect* OR 
adverse event* OR adverse reaction* OR “Adverse Drug 
Reaction Reporting Systems” OR Accidents OR accident* 
OR “Drug Toxicity” OR “Drug Hypersensitivity” OR Death 
OR death* OR Suicide OR suicide OR suicidal* OR 
mania OR manic episode* OR overdos* OR self damage* 
OR self injur* OR “Self Injurious Behavior” OR self inflict*  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

932,034 
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# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S24  S13 and S23  Search modes - 

Boolean/Phrase  
Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

2,010 

S25  S24 NOT S19  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,525 

S26  S25 NOT S21  Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

1,449 

S27  (MH “Antidepressive Agents, Second-Generation” AND 
“adverse effects”) OR (MH "Antidepressive Agents, 
Second-Generation” AND poisoning) OR (MH 
"Antidepressive Agents, Second-Generation” AND 
toxicity) OR (MH "Serotonin Uptake Inhibitors” AND 
”adverse effects") OR (MH "Serotonin Uptake Inhibitors” 
AND poisoning) OR (MH "Serotonin Uptake Inhibitors” 
AND toxicity) OR (MH Fluoxetine AND ”adverse effects”) 
OR (MH Fluoxetine AND poisoning) OR (MH Fluoxetine 
AND toxicity) OR (MH Fluvoxamine AND “adverse 
effects") OR (MH Fluvoxamine AND poisoning) OR (MH 
Fluvoxamine AND toxicity) OR (MH Paroxetine AND 
“adverse effects") OR (MH Paroxetine AND poisoning) 
OR (MH Paroxetine AND toxicity) OR (MH Sertraline AND 
“adverse effects") OR (MH Sertraline AND poisoning) OR 
(MH Sertraline AND toxicity) OR (MH Citalopram AND 
“adverse effects") OR (MH Citalopram AND poisoning) 
OR (MH Citalopram AND toxicity) OR (MH Trazodone 
AND “adverse effects”) OR (MH Trazodone AND 
poisoning) OR (MH Trazodone AND toxicity) OR (MH 
“Vilazodone Hydrochloride” AND “adverse effects") OR 
(MH "Vilazodone Hydrochloride” AND poisoning)  

Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

3,655 

S28  S27  Limiters - English 
Language; Human; 
Age Groups: 
Adolescent: 13-18 
years, All Child  
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

282 
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# CINAHL Query  Limiters/Expanders  Last Run Via  Results  
S29  S26 OR S28  Limiters - English 

Language; Human; 
Age Groups: 
Adolescent: 13-18 
years, All Child  
Exclude MEDLINE 
records 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

345  

S30  S29  Limiters - Exclude 
MEDLINE records  
Published Date: 
20180101-20191231 
Search modes - 
Boolean/Phrase  

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

87 

S31  S30  Limiters - Publication 
Type: Meta Analysis, 
Meta Synthesis, 
Systematic Review  
Published Date: 
20180101-20191231 
Search modes - 
Boolean/Phrase  
 

Interface - 
EBSCOhost 
Research 
Databases  
Search Screen - 
Advanced Search  
Database - CINAHL 
Plus with Full Text  

0  
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Appendix B. Inclusion/Exclusion Criteria 
Table B-1, Inclusion/Exclusion Criteria 
PICOTS Inclusion Exclusion 
Population Children and adolescents (≤18 years old) with a depressive disorder 

(MDD or PDD/dysthymic disorder) as indicated by a diagnosis 
made from an established taxonomy (e.g., DSM, ICD) via 
administration of a structured or semi-structured clinical interview 
(CIDI, DISC, SCID, PRIME-MD, Kinder-DIPS, K-SADS, DICA, CAS, 
SADS, DAWBA, SCAN), use of a cutpoint indicative of clinical MDD 
or PDD/dysthymic disorder as measured by a clinically validated 
depression scale (BDI, CDI, CESD, PHQ, MFQ, ChilD-S),a or via a 
clinician diagnosis  
Subgroups of interest (KQ s 1b, 2b, 3b, 4b, 5b) include those 
distinguished by patient characteristics (e.g., developmental age—
child or adolescent, gender, race/ethnicity), parent/caregiver 
characteristics, disorder characteristics (e.g., type, severity), history 
of previous treatment, comorbid condition, and exposure to a 
traumatic life event 

All other children and 
adolescents (≤18 years old); 
all adults >18 years old.  

Intervention Nonpharmacological interventions:  
Psychological/psychosocial: Cognitive behavioral therapy, rational 
emotive behavior therapy, behavioral activation, other behavioral 
therapy, interpersonal therapy, directive counseling, Katathym-
imaginative Psychotherapy, family therapy, parent education, self-
help groups, problem-solving therapy, autonomic training, 
combined-modality therapy, psychological adaptation therapies 
Lifestyle: Exercise (physical activity), diet therapy, mindfulness 
(including mindfulness-based stress reduction), meditation 
(including mindfulness mediation), relaxation therapy, massage 
therapy, music therapy, art therapy, integrative restoration, 
visualization, tai-chi, yoga, spirituality, acupuncture 
Supplements: St. John’s Wort, SAMe, fish oil, melatonin, L-
tryptophan, folic acid, 5-HTP, zinc, chromium, gingko biloba, vitamin 
E, omega-3 fatty acids, hypericum, inositol, selenium 
Other: Electroconvulsive therapy, transcranial magnetic stimulation, 
light therapy (phototherapy), hypnotherapy (including self-
hypnotherapy), neurofeedback, deep brain stimulation, biofeedback 

All other interventions 

  Pharmacological interventions: Selective serotonin reuptake 
inhibitors (SSRIs): Citalopram, escitalopram, fluvoxamine, 
paroxetine, sertraline, vilazodone 
Serotonin and norepinephrine reuptake inhibitors (SNRIs): 
Duloxetine, venlafaxine 
Tricyclic antidepressants: Amitriptyline, desipramine, imipramine, 
nortriptyline, doxepin, clomipramine 
Monoamine oxidase inhibitors: Rasagiline, selegiline, isocarboxazid, 
phenelzine, tranylcypromine 
Atypical antidepressants: Bupropion, mirtazapine, nefazodone, 
trazodone, vortioxetine 
Combination interventions: Any combined treatment that includes 
two or more types of nonpharmacological, pharmacological, and/or 
collaborative care interventions, either started together or given as 
augments to initial treatment types 
Collaborative care interventions: Collaborative care, integrated care, 
integrative care, stepped care, coordinated care, co-managed care, 
co-located care 
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PICOTS Inclusion Exclusion 
Comparator KQ 1: Treatment as usual, sham, attention control, wait list control 

KQ 2: Placebo, treatment as usual, attention control, wait list control 
KQ 3: Treatment as usual, placebo, sham, attention control, wait list 
control 
KQ 4: Treatment as usual, placebo, sham, attention control, wait list 
control 
KQ 5: Any nonpharmacologic, pharmacologic, or collaborative care 
intervention alone or in combination 

All other comparators 

Outcomes Benefits:  
Remission 
Response 
Relapse 
Depressive symptoms 
Suicidality 
Mortality 
Functional impairment 
Harms:  
Any AEs of intervention (e.g., death, serious adverse events)  

All other outcomes  

Time frame Any publication dates 
At least 6 weeks of treatment 

Less than 6 weeks of 
treatment 

Settings Outpatient care in countries with at least part of the sample from a 
very high Human Development Indexb 

Inpatient care, studies 
conducted in countries without 
a very high Human 
Development Index 

Study design For benefits: 
Adolescents (sample age >12 and ≤18): randomized controlled 
trials (RCTs) 
Children (sample age ≤12): RCTs or controlled clinical trials (CCTs)  
For harms: 
RCTs, CCTs, and observational studiesc 
Reference lists of relevant systematic reviews published in 2013 or 
later will be used to ensure our search strategies captured all 
relevant studies.  

All other designs and studies 
using included designs that do 
not meet the sample size 
criteriond 

Language Studies published in English Studies published in 
languages other than English 

a In the absence of clear, clinically validated cutoffs of depression scales used to indicate a either MDD or PDD/dysthymic 
disorder, we consulted two recent systematic reviews1, 2 on the topic and discussed required thresholds with our Technical Expert 
Panel (TEP) for each scale. In the absence of agreed-upon thresholds, we restricted the analysis to diagnosed disorders. 

b http://hdr.undp.org/en/content/human-development-index-hdi 

c We evaluated the yield for harms. When studies with sample sizes of 1,000 or more participants were available for a given 
intervention and comparator, we restricted the analysis to that group. If large samples were not available, we include studies with 
smaller sample sizes 

d Excluded designs include editorials, systematic reviews, and pooled analysis. 

AE = adverse event; BDI = Beck Depression Inventory; CAS: The Child Assessment Schedule; CBT = cognitive behavioral 
therapy; CCT = controlled clinical trial; CIDI = Composite International Diagnostic Interview; CDI = Children’s Depression 
Inventory; CES-D = Center for Epidemiological Studies Depression Scale; ChilD-S: Children’s Depression Screener; DAWBA = 
The Development and Wellbeing Assessment; DICA = Diagnostic Interview for Children and Adolescents; DISC = Diagnostic 
Interview Schedule for Children; DSM = Diagnostic and Statistical Manual; IPT = interpersonal therapy; Kinder-DIPS = The 
Diagnostic Interview for Psychiatric Disorders in Children and Adolescents; K-SADS = The Schedule for Affective Disorders 
and Schizophrenia for School-Age Children; KQ = Key Question; MDD = major depressive disorder; MFQ = Mood and Feelings 
Questionnaire; PDD = persistent depressive disorder; PHQ = Patient Health Questionnaire; PICOTS = populations, interventions, 
comparators, outcomes, timing, and setting; PRIME-MD = The Primary Care Evaluation of Mental Disorders; RCT = 
randomized controlled trial; SADS = The Schedule for Affective Disorders and Schizophrenia; SCAN = Schedules for Clinical 
Assessment in Neuropsychiatry; SCID = Structured Clinical Interview for DSM disorders. 

http://hdr.undp.org/en/content/human-development-index-hdi
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Table D-1. KQ 1a: CBT versus pill placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 
76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 
76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 
76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
March, 20043 
Companion: 
Kennard, 20066 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 
76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 
76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; DSM-IV = Diagnostic and 
Statistical Manual of Mental Disorders, Fourth Edition; KQ = Key Question; MDD = major depressive disorder; N = number; RCT = randomized controlled trial; RoB = risk of 
bias; SD = standard deviation. 
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Table D-2. KQ 1a: CBT versus wait-list control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Clarke, 19999 United States  
RCT  
NR 

Mix Current DSM-III-
R diagnosis of 
major psychiatric 
disorder or 
dysthymia 

IG1: Child CBT (n=45) 
IG2: Child CBT with 
separate parent 
sessions (n=42) 
CG: Wait-list control 
(n=36) 
8 weeks 

Mean age: 16.2 (A) 
Age range: 14 to 18 
 
Female: 71% 
 
White: NR 
 
Baseline depression 
HAM-D: Mean (SD) 
Overall: 14.2 (5.7) 
IG1: 13.0 (5.3) 
IG2: 15.1 (6.0) 
CG: 14.5 (5.9) 
 
BDI: Mean (SD)  
Overall: 25.8 (9.5) 
IG1: 26.5 (9.4) 
IG2: 26.4 (8.7) 
CG: 24.2 (10.8) 
 
CBCL depression: Mean (SD)  
IG1: 14.5 (4.0) 
IG2: 16.1 (5.5) 
CG: 14.9 (4.9) 
 
Comorbid diagnosis 
Current anxiety disorder: 23.6%  
History of nonaffective disorder: 
23.6% 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rosello, 199910 United States 
(Puerto Rico)  
RCT  
University clinic 

Mix Diagnosis for 
MDD, 
dysthymia, or 
both 

IG1: Interpersonal 
psychotherapy (n=23) 
IG2: CBT (n=25) 
CG: Wait list control 
(n=23) 
12 weeks 

Mean age: 14.7 (A) 
Age range: 13 to 18 
 
Female: 54 
 
White: NR 
 
Baseline depression 
CDI score pretreatment, Mean (SD):  
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
Comorbid condition 
“Double depression” (N) 
IG1: 21  
IG2: 16 
CG: 17 

High Not 
applicable 

BDI = Beck Depression Inventory; CBCL-Depression = child behavior checklist - depression; CBT = cognitive behavioral therapy; CG = Control Group; DSM-III = Diagnostic 
and Statistical Manual of Mental Disorders, Third Edition; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; N = number; NR = not 
reported; RCT = randomized controlled trial; RoB = risk of bias.  
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Table D-3. KQ 1a: CBT (delivered to adolescent and parent) versus wait-list control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Clarke, 19999 United States  
RCT  
NR 

Mix Current DSM-III-
R diagnosis of 
major psychiatric 
disorder or 
dysthymia 

IG1: Child CBT (n=45) 
IG2: Child CBT with 
separate parent 
sessions (n=42) 
CG: Wait-list control 
(n=36) 
8 weeks 

Mean age: 16.2 (A) 
Age range: 14 to 18 
 
Female: 71% 
 
White: NR 
 
Baseline depression 
HAM-D: Mean (SD) 
Overall: 14.2 (5.7) 
IG1: 13.0 (5.3) 
IG2: 15.1 (6.0) 
CG: 14.5 (5.9) 
 
BDI: Mean (SD)  
Overall: 25.8 (9.5) 
IG1: 26.5 (9.4) 
IG2: 26.4 (8.7) 
CG: 24.2 (10.8) 
 
CBCL depression: Mean (SD)  
IG1: 14.5 (4.0) 
IG2: 16.1 (5.5) 
CG: 14.9 (4.9) 
 
Comorbid diagnosis 
Current anxiety disorder: 23.6%  
History of nonaffective disorder: 
23.6% 

Some 
concerns 

Not 
applicable 

A= adolescent; BDI = Beck Depression Inventory; CBCL-Depression = child behavior checklist - depression; CBT = cognitive behavioral therapy; CG = Control Group; DSM-III-
R = Diagnostic and Statistical Manual of Mental Disorders, Third Edition, Revised; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; n 
= number; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation.  
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Table D-4. KQ 1a: CBT+TAU versus TAU/UC 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: Brent, 
199813 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35) 
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 87% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: Brent, 
199813 
(continued) 

        Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Clarke, 200211 United States  
RCT  
Clinic 

Mix Current DSM-III 
diagnoses of 
MDD and/or 
dysthymia 

IG: Group CBT 
(Adolescent Coping with 
Depression 
Course+usual care) 
(n=41) 
CG: Usual care (n=47) 
8 weeks 

Mean age:  
IG: 15.2 
CG: 15.3 (A) 
Age range: 13 to 18 
 
Female:  
IG: 63% 
CG: 75% 
 
White:  
IG: 90% 
CG: 92% 
 
Baseline depression 
CDRS, mean (SD) 
IG: 49.8 (4.4) 
CG: TBD 
 
HAM-D, mean (SD) 
IG: 12.0 (5.4) 
CG: 11.4 (5.0) 
 
Comorbid conditions 
Anxiety without phobia or PTSD 
IG: 17.1 
CG: 27.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Clarke, 200211 
(continued) 

        Oppositional defiant disorder 
IG: 17.1 
CG: 19.1 
 
ADHD 
IG: 9.8 
CG: 19.1 

    

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS = Children’s Depression Rating Scale; CG = control group; DSM-III = Diagnostic 
and Statistical Manual of Mental Disorders, Third Edition; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third Edition-Revised; HAM-D = Hamilton 
Depression Rating Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; PTSD = post-traumatic stress disorder; RCT = randomized controlled 
trial; RoB = risk of bias; SD = standard deviation; TBD = to be determined. 
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Table D-5. KQ 1a: CBT (modified) versus UC 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Shirk, 201414 United States  
RCT  
Clinic 

Mix Met diagnostic 
criteria for a 
depressive 
disorder (e.g., 
MDD, dysthymic 
disorder, 
DDNOS) 

IG: Modified CBT (n=20) 
CG: Usual care (n=23) 
12 weeks 

Mean age: 15.5 (A) 
Age range: 13 to 17 
 
Female: 84% (calculated) 
 
White: 49% 
 
Baseline depression 
BDI-II: Mean (SD) 
IG: 29.85 (10.56) 
CG: 32.21 (12.99) 
 
Prior traumatic event exposure 
Physical abuse: 49% 
Witnessed family violence: 58% 
Sexual abuse: 67% 
Verbal/emotional abuse: 47% 
 
Comorbid conditions 
PTSD: 46.5% 

Some 
concerns 

Some 
concerns 

BDI-II = Beck Depression Inventory-II; CBT = cognitive behavioral therapy; DD = depressive disorder; KQ = Key Question; MDD = major depressive disorder; NOS = not 
otherwise specified; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-6. KQ 1a: CBT versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35)  
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76%;  
IG2: 89% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 
(continued) 

        Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Goodyer, 201716 
Index 

England  
RCT  
Clinic 

MDD DSM IV unipolar 
major 
depressive 
disorder 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical 
therapy (n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
PTSD diagnosis 
IG1: 12 (7.8%) 
IG2: 14 (9%) 
CG: 6 (3.9%) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716 
Companion: 
Goodyer, 201717 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical 
therapy (n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
Prior traumatic event exposure 
MFQ, mean (SD) 
IG1: 46.2 (10.3) 
IG2: 45.4 (10.8) 
CG: 46.2 (10.6) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716  
Companion: 
O’Keeffe 201818 

England  
RCT  
Clinic 

MDD DSM IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical 
therapy (n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
PTSD diagnosis 
IG1: 12 (7.8%) 
IG2: 14 (9%) 
CG: 6 (3.9%) 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716  
Companion: 
O’Keeffe, 201919 

England  
RCT  
Clinic 

MDD DSM IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical 
therapy (n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
PTSD diagnosis 
IG1: 12 (7.8%) 
IG2: 14 (9%) 
CG: 6 (3.9%) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 200415 
Index 

United States  
RCT  
Community 

MDD Current MDD IG: Adolescent Coping 
with Depression Course 
(n=45) 
CG: Life skills/tutoring 
condition (n=48) 
8 weeks 

Mean age:  
IG: 15.1 
CG: 15.1 (A) 
Age range: 13 to 17 
 
Female:  
IG: 60% 
CG: 37.5% 
 
White:  
IG: 80% 
CG: 81% 
 
Baseline depression 
BDI-II assessment at baseline: mean 
(SD) 
IG: 16.6 (12.8) 
CG: 15.4 (10.6) 
 
Comorbid conditions 
Current dysthymia: 12.9% 
Current ADHD: 25.8% 
Current substance abuse or 
dependence disorder: 72.0% 
Current anxiety disorder: 33.3% 

Some 
concerns 

Not 
applicable 

ADHD = attention-deficit/hyperactivity disorder; BDI-II = Beck Depression Inventory-II; CBT = cognitive behavioral therapy; DSM-III-R = Diagnostic and Statistical Manual of 
Mental Disorders, Third Edition-Revised; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; KQ = Key Question; MDD = major depressive 
disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard 
deviation; SSRI = selective serotonin reuptake inhibitors.  
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Table D-7. KQ 1a: Relapse prevention CBT+continued antidepressant medication management versus continued medication 
management 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Kennard, 200820 Unites States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for ≥4 
weeks 

IG: Relapse 
prevention 
CBT+continued 
antidepressant 
medication 
management (n=22) 
CG: Continued 
antidepressant 
medication 
management (n=24) 
6 weeks 

Mean age: 14.3 (A) 
Age range: 11 to 18 
 
Female: 48% 
 
White: 74% 
 
Baseline depression 
CDRS-R at screening (acute phase): 
58.0 (9.1) 
CDRS-R at 12 weeks (randomization 
baseline and start of continuation 
phase): 26.6 (5.2) 
 
Comorbid diagnosis 
Two-thirds of the sample had a 
comorbid psychiatric disorder. Mean N 
(SD) of comorbidities: 0.95 (0.86) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Kennard, 201421 
Index 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
≥4 weeks 

IG: Relapse 
prevention CBT plus 
continued 
antidepressant 
medication 
management (n=75) 
CG: Continued 
antidepressant 
medication 
management (n=69) 
30 weeks 

Mean age: 13.8 (A, C) 
Age range: 8 to 17 
 
Female: 54% 
 
White: 82% 
 
Baseline depression 
CDRS-R at screening (acute phase): 
58.0 (7.2) 
CDRS-R at 6 weeks (randomization 
baseline and start of continuation 
phase): 30.9 (5.7) 
CGI-S at screening (acute phase): 5.2 
(0.7) 
CGI-S at 6 weeks (randomization 
baseline and start of continuation 
phase): 2.8 (0.7) 
 
Comorbid conditions 
Behavior disorder: 33.7 
Anxiety disorder: 22.2 
Dysthymia: 16.7 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Kennard, 201421  
Companion: 
Emslie, 201522 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
≥4 weeks 

IG: Relapse 
prevention CBT plus 
continued 
antidepressant 
medication 
management (n=42) 
CG: Continued 
antidepressant 
medication 
management (n=38) 
78 weeks 

Mean age: 13.8 (A,C) 
Age range: 8 to 17 
 
Female: 54% 
 
White: 82% 
 
Baseline depression 
CDRS-R at screening (acute phase): 
58.0 (7.2) 
CDRS-R at 6 weeks (randomization 
baseline and start of continuation 
phase): 30.9 (5.7) 
CGI-S at screening (acute phase): 5.2 
(0.7) 
CGI-S at 6 weeks (randomization 
baseline and start of continuation 
phase): 2.8 (0.7) 
 
Comorbid conditions 
Behavior disorder: 33.7 
Anxiety disorder: 22.2 
Dysthymia: 16.7 

Some 
concerns 

Not 
applicable 

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CGI-S = Clinical Global Impression Scale-Severity Scale; KQ = Key Question; 
MDD = major depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-8. KQ 1a: IPT versus wait-list control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rosello, 199910 United States 
(Puerto Rico)  
RCT  
University clinic 

Mix Diagnosis for 
MDD, 
dysthymia, or 
both 

IG1: Interpersonal 
psychotherapy (n=23) 
IG2: CBT (n=25) 
CG: Wait list control 
(n=23) 
12 weeks 

Mean age: 14.7 (A) 
Age range: 13 to 18 
 
Female: 54 
 
White: NR 
 
Baseline depression 
CDI score pretreatment, Mean (SD):  
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
Comorbid condition 
“Double depression” (N) 
IG1: 21  
IG2: 16 
CG: 17 

High Not 
applicable 

CBT = cognitive behavioral therapy; KQ = Key Question; MDD = major depressive disorder; N = number; NR = not reported; RCT = randomized controlled trial; RoB = risk of 
bias; SD = standard deviation. 
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Table D-9. KQ 1a: IPT versus active control (clinical monitoring) 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Mufson, 199923 United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 
and HRSD score 
>15 

IG: Interpersonal 
psychotherapy for 
depressed adolescents 
(n=24) 
CG: Clinical monitoring 
(n=24) 
12 weeks 

Mean age: 16.2 (A) 
Age range: 12 to 18 
 
Female: 71% 
 
White: NR 
 
Baseline depression 
HAM-D: Mean (SD)  
Overall: 14.2 (5.7) 
IG1: 13.0 (5.3)  
IG2: 15.1 (6.0)  
CG: 14.5 (5.9)  
 
BDI: Mean (SD)  
Overall: 25.8 (9.5) 
IG1: 26.5 (9.4) 
IG2: 26.4 (8.7) 
CG: 24.2 (10.8) 
 
CBCL depression: Mean (SD)  
IG1: 14.5 (4.0) 
IG2: 16.1 (5.5) 
CG: 14.9 (4.9) 
 
Comorbid diagnosis 
Current anxiety disorder: 23.6%  
History of nonaffective disorder: 
23.6% 

High High 

CBT = cognitive behavioral therapy; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third Edition-Revised; KQ = Key Question; MDD = major depressive 
disorder; N = number; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-10. KQ 1a: Family-based IPT versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Dietz, 201524 United States  
RCT  
Clinic 

Mix Diagnosed with 
a current 
depressive 
disorder (MDD, 
dysthymia, 
DDNOS) 

IG: Family-based 
Interpersonal 
psychotherapy 
(n=29) 
CG: Child-centered 
therapy (n=13) 
14 sessions 

Mean age 
IG: 10.6 
CG: 11.1 (C) 
Age range: 7 to 12 
 
Female 
IG: 62% 
CG: 77% 
 
White 
IG: 79% 
CG: 40% 
 
Baseline depression 
CDRS-R 
IG: 44.3 (1.4) 
 
Comorbid conditions 
MDD 
IG: 19 (65.5) 
CG: 9 (69.2) 
 
Depressive disorder 
IG: 10 (34.5%) 
CG: 4 (30.8%) 
 
Suicidal ideation 
IG: 21 (72.4%) 
CG: 11 (84.6) 
 
Nonsuicidal self-Injury 
IG: 6 (20.7%) 
CG:4 (30.8%) 
 
 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Dietz, 201524 
(continued) 

        Comorbid ADHD 
IG: 9 (31.0%) 
CG:3 (23.1%) 
 
Comorbid anxiety disorder 
15(51.7%) 
7(53.8%) 

    

ADHD = attention-deficit/hyperactivity disorder; CG = control group; DDNOS = depressive disorder not otherwise specified; IG = intervention group; KQ = Key Question; MDD 
= major depressive disorder; N = number; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-11. KQ 1a: Attachment-based family therapy versus wait-list control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Diamond, 200225 
Index 

United States  
RCT  
Clinic 

MDD Primary DSM-III-
R diagnosis of 
MDD 

IG: Attachment-based 
family therapy (n=16) 
CG: Wait-list control 
(n=16) 
12 weeks 

Mean age: 14.9 (A) 
Age range: 13 to 17 
 
Female: 78% 
 
White: 31% 
 
Baseline depression 
BDI score, mean (SD) 
IG: 23.8 (7.4) 
CG: 28.0 (7.1) 
 
HAM-D at baseline, mean (SD):  
IG: 20.1 (5.6) 
CG: 17.1 (7.0) 
 
Prior traumatic experience 
Unwanted sexual experiences: 19% 

High High 

BDI = Beck Depression Inventory; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third Edition-Revised; HAM-D = Hamilton Depression Rating Scale; 
MDD = major depressive disorder; N = number; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-12. KQ 1a: Attachment-based family therapy versus treatment as usual 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Israel, 201326 Norway  
RCT  
University 
hospital 

MDD Met diagnostic 
criteria for major 
depression 
based on K-
SADS-PL 

IG: Attachment-based 
family therapy (n=11) 
CG: TAU (n=9) 
12 weeks 

Mean age: 15.6 (A) 
Age range: 13 to 17 
 
Female: 55% 
 
White: NR 
 
Childhood depression 
BDI score, mean (SD) 
IG: 31.9 (9.1) 
CG: 29.7 (11.2) 
 
CG subgroups:  
CG-tx: 34.2 (14.2) 
CG-WL: 26 (7.8) 
 
HAM-D score, mean (SD) 
IG: 20.6 (4.6) 
CG: 19.7 (5.5) 
 
CG subgroup:  
CG-tx: 22.7 (6.3) 
CG-WL: 17.2 (3.6) 
 
Comorbid conditions 
Youth self-report scores, M (SD), % 
in clinical range 
 
Attention problems 
IG: 68.18 (10.47), 54.5 
CG: 66.22 (10.14), 22 
 
Internalizing problems 
IG: 69.64 (11.38), 81.8 
CG: 66.22 (18.48), 88.9 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Israel, 201326 
(continued) 

        Externalizing problems 
IG: 64.55 (10.35), 54.5 
CG: 62.89 (8.89) 56 

    

BDI = Beck Depression Inventory; HAM-D = Hamilton Depression Rating Scale; KQ = Key Question; K-SADS-PL = Kiddie Schedule for Affective Disorders and Schizophrenia; 
MDD = major depressive disorder; N = number; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; TAU = treatment as usual; tx 
= treatment; WL = wait-list. 
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Table D-13. KQ 1a: Family therapy versus placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 United States 
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 

Not 
applicable 

ADHD = attention-deficit hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; DD = depressive disorder; IG = intervention group; 
KQ = Key Question; MDD = major depressive disorder; n/N = number; NOS = not otherwise specified; PEP = psychoeducational psychotherapy; PTSD = post-traumatic stress 
disorder; RCT = randomized controlled trial; risk of bias; SD = standard deviation. 

 

  



 

D-34 

Table D-14. KQ 1a: Family therapy versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic 
behavior family 
therapy (n=35)  
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 87% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 
(continued) 

        Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Poole, 201828 
Companion:  
Poole, 201729 

Australia  
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
minor 
depressive 
disorder, or 
dysthymic 
disorder 

IG: BEST MOOD 
family systems 
therapy 
CG: PAST family 
group therapy 

Mean age: 15.2 (A) 
Age range: 12 to 18 
 
Female: 73% 
 
White: NR  
 
SMFQ depression, mean (SE) 
IG: 18.8 (1.38) 
CG: 17.5 (1.35) 

Some 
concerns 

Not 
applicable 

Tompson, 201730 
Companion: 
Asarnow31 

United States  
RCT  
Clinic 

Mix Diagnosis of 
current MDD,  
dysthymic 
disorder, or DD 
NOS 

IG: Family-focused 
treatment for 
childhood depression 
(n =67) 
CG: Individual 
supportive 
psychotherapy (n 
=67) 
22 weeks 

Mean age: 10.8 (A, C) 
Age range: 7 to 14 
 
Female: 56% 
 
White: 51% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG: 53.07 (10.42) 
CG: 54.10 (12.31) 
 
CDI-CR, mean (SD) 
IG: 15.57 (11.11) 
CG: 15.11 (10.44) 
 
CDI-PR, mean (SD) 
IG: 26.33 (7.54) 
CG: 26.78 (7.42) 
 
 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Tompson, 201730 
Companion: 
Asarnow31 
(continued) 

        Anxiety disorders, n (%) 
IG: 21 (31) 
CG: 29 (43) 
 
Disruptive behavior disorder, n (%) 
IG: 24 (36) 
CG: 32 (48) 

    

BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI-CR = Children’s Depression Inventory-Child Report; CDI-PR = Children’s Depression Inventory-
Parent Report; CDRS-R = Children’s Depression Rating Scale-Revised; DD = depressive disorder; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third 
Edition-Revised; KQ = Key Question; MDD = major depressive disorder; N = number; NOS = not otherwise specified; RCT = randomized controlled trial; RoB = risk of bias; SD 
= standard deviation.  
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Table D-15. KQ 1a: PCIT versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention 
and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Luby, 201232 United States  
RCT  
Community 
pediatricians' 
offices 

MDD Met 
diagnostic 
criteria for 
MDD 

IG: Parent child 
interaction 
therapy (n=27) 
CG: Psycho-
education (n=27) 
12 weeks 

Mean age:  
IG:  
8% 3 yrs 
40% 4 yrs 
40% 5 yrs 
12% 6 yrs (C) 
 
CG:  
39% 3 yrs 
28% 4 yrs 
22% 5 yrs 
11% 6 yrs (C) 
 
Age range: 3 to 7 
 
Female:  
IG: 42% 
CG: 28% 
 
White:  
IG: 86% 
CG: 78% 
 
Baseline depression 
PAPA 
Mean (SD) 
IG: 42.8 (5.8) 
CG: 39.8 (10.3) 
 
MDD severity sum 
Mean (SD)  
Score 
IG: 11.3 (4.2) 
CG: 9.0 (4.7) 

High High 

KQ = Key Question; MDD = major depressive disorder; N = number; PAPA = Preschool Age Psychiatric Assessment; RCT = randomized controlled trial; RoB = risk of bias; yrs 
= years. 
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Table D-16. KQ 1a: Psychoanalytic therapy versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716 
Index 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
major 
depressive 
disorder 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
PTSD diagnosis 
IG1: 12 (7.8%) 
IG2: 14 (9%) 
CG: 6 (3.9%) 

Some 
concerns 

Some 
concerns 

Goodyer, 201716 
Companion: 
Goodyer, 201717 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716 
Companion: 
Goodyer, 201717 
(continued) 

        Prior traumatic event exposure 
MFQ, mean (SD) 
IG1: 46.2 (10.3) 
IG2: 45.4 (10.8) 
CG: 46.2 (10.6) 

    

Goodyer, 201716  
Companion: 
O’Keeffe 201818 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 

Some 
concerns 

Some 
concerns 

Goodyer, 201716  
Companion: 
O’Keeffe 201919 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 

Some 
concerns 

Some 
concerns 

CBT = cognitive behavioral therapy; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; KQ = Key Question; MDD = major depressive disorder; 
n/N = number; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; SSRI = selective serotonin reuptake 
inhibitors. 
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Table D-17. KQ 1a: Exercise versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Hughes, 201333 United States  
RCT  
health research 
institute 

Mix MDD only: 54% 
MDD+dysthymia
: 19%  
MDD+anxiety 
disorder: 4%  
MDD+ADHD: 
27% 

IG: Aerobic exercise 
(n=16) 
CG: Nonstrenuous 
exercise group (n=14) 
12 weeks 

Mean age: 17 (A) 
Age range: 12 to 17 
 
Female: 42% 
 
White: 58% 
 
Baseline depression 
CDRS: Mean (95% CI) 
IG: 50.9 (47.5 to 54.2) 
CG: 53.6 (49.9 to 57.2) 
p=0.268 
 
Comorbid conditions 
MDD+dysthymia: 19% 
MDD+anxiety disorder: 4%  
MDD+behavior ADHD: 27% 

Some 
concerns 

Some 
concerns 

ADHD = attention-deficit/hyperactivity disorder; CDRS = Children’s Depression Rating Scale; CG = control group; CI = confidence interval; IG = intervention group; KQ = Key 
Question; MDD = major depressive disorder; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-18. KQ 1a: Spirituality versus wait-list 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rickhi, 201534 Canada  
RCT  
Online 

MDD Met DSM-IV-TR 
criteria for MDD 
(mild to 
moderate 
severity) 

IG: LEAP online non-
faith-based spirituality 
program (n=18) 
CG: Wait-list (n=13) 
8 weeks 

Mean age 
IG: 15.3 
CG: 15.2 (A) 
Age range: 13 to 24 
 
Female 
IG: 78% 
CG: 92% 
 
White: NR 
 
Baseline depression 
CDRS-R, mean (SE) 
IG: 57.18 (1.87) 
CG: 61.67 (22.21) 

Some 
concerns 

Some 
concerns 

CDRS = Children’s Depression Rating Scale; CG = control group; IG = intervention group; DSM-IV-TR = Diagnostic and Statistical Manual of Mental Disorders, TR; KQ = Key 
Question; LEAP = Listen-Empathize-Agree-Partner; MDD = major depressive disorder; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-19. KQ 1a: Omega-3 versus pill placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 RCT Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Low Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Nemets, 200635 Israel  
RCT  
Clinic 

MDD MDD IG1: Omega-3 fatty 
acids (n=10) 
IG2: Placebo (n=10) 
16 weeks 

Mean age:  
IG: 10.0 
CG: 10.3 (C) 
Age range: 6 to 12 
 
Female:  
IG: 20% 
CG: 30% 
 
White: NR 
 
Baseline depression 
NR 
 
Comorbid conditions 
ADHD:  
IG: 20% 
CG: 30% 
 
OCD:  
IG: 10% 
CG: 0% 
 
Separation anxiety:  
IG: 10% 
CG: 10% 
 
Dysthymia:  
IG: 10% 
CG: 20% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Nemets, 200635 
(continued) 

        Chronic tics 
IG: 10%  
CG: 0% 
 
Panic disorder 
IG: 0%  
CG: 10% 

    

ADHD = attention-deficit/hyperactivity disorder; CG = control group; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; NR = not reported; OCD = 
obsessive compulsive disorder; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-20. KQ 1b: Subpopulation analysis of CBT versus pill placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043  
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 
(continued) 

        Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

    

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; DSM-IV = Diagnostic and 
Statistical Manual of Mental Disorders, Fourth Edition; KQ = Key Question; MDD = major depressive disorder; N = number; RADS = Reactive Airways Dysfunction Syndrome; 
RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-21. KQ 1b: Subpopulation analysis of CBT versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35)  
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 87% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis: 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 
(continued) 

        Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Brent, 199712  
Companion:  
Barbe, 200436 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35) 
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 89% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid conditions 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion:  
Barbe, 200436 
(continued) 

        Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Rohde, 200415 
Index 

United States  
RCT  
Community 

MDD Current MDD IG: Adolescent Coping 
with Depression Course 
(n=45) 
CG: Life skills/tutoring 
condition (n=48) 
8 weeks 

Mean age:  
IG: 15.1 
CG: 15.1 (A) 
Age range: 13 to 17 
 
Female:  
IG: 60% 
CG: 37.5% 
 
White:  
IG: 80% 
CG: 81% 
 
Baseline depression 
BDI-II assessment at baseline: mean 
(SD) 
IG: 16.6 (12.8) 
CG: 15.4 (10.6) 
 
Comorbid conditions 
Current dysthymia: 12.9% 
Current ADHD: 25.8% 
Current substance abuse or 
dependence disorder: 72.0% 
Current anxiety disorder: 33.3% 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 200415  
Companion: 
Rohde, 200637 

United States  
RCT  
Community 

MDD Current MDD IG1: Adolescent Coping 
with Depression course 
(n=56) 
CG: Life skills/tutoring 
condition (n=58) 
8 weeks 

Mean age: 15.2 (A) 
Age range: 13 to 17 
 
Female: 48% 
 
White: 71% 
 
Baseline depression 
NR 

Some 
concerns 

Not 
applicable 

ADHD = attention-deficit/hyperactivity disorder; BDI-II = Beck Depression Inventory-II; CG = control group; DSM-III-R = Diagnostic and Statistical Manual of Mental 
Disorders, Third Edition-Revised; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; NR = not reported; RCT = randomized controlled trial; RoB = 
risk of bias; SD = standard deviation. 
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Table D-22. KQ 1b: Family therapy versus placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 United States 
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 

Not 
applicable 

ADHD = attention-deficit hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; DD = depressive disorder; IG = intervention group; 
KQ = Key Question; MDD = major depressive disorder; n/N = number; NOS = not otherwise specified; PEP = psychoeducational psychotherapy; PTSD = post-traumatic stress 
disorder; RCT = randomized controlled trial; risk of bias; SD = standard deviation. 
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Table D-23. KQ 1b: Family therapy versus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Poole, 201828 
Companion:  
Poole, 201729 

Australia  
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
minor 
depressive 
disorder, or 
dysthymic 
disorder 

IG: BEST MOOD 
family systems 
therapy 
CG: PAST family 
group therapy 

Mean age: 15.2 (A) 
Age range: 12 to 18 
 
Female: 73% 
 
White: NR  
 
SMFQ depression, mean (SE) 
IG: 18.8 (1.38) 
CG: 17.5 (1.35) 

Some 
concerns 

Not 
applicable 
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Table D-24. KQ 1b: Omega-3 versus pill placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 RCT Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 

Not 
applicable 
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Table D-25. KQ 2a: Family therapy versus pill placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Frsitad 201927 United States 
RCT 
Clinic 
 

 Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Low Not 
applicable 

KQ = Key Question; MDD = major depressive disorder; RoB = risk of bias; 
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Table D-26. KQ 2a: SSRIs versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201438 United States, 
Finland, France, 
Germany, 
Slovakia, Estonia, 
Russia, Ukraine, 
and South Africa  
RCT  
65 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine 
(n=117) 
IG2: Fluoxetine 
(n=117) 
CG: Placebo 
(n=103) 
10 weeks 

Mean age:  
IG1: 13.1 
IG2: 13.1 
CG: 13.3 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 55% 
IG2: 52% 
CG: 50% 
 
White:  
IG1: 80% 
IG2: 83% 
CG: 81% 
 
Baseline depression 
CDS-R mean (SE) 
IG1: 59.2 (10.5) 
IG2: 58.8 (10.6) 
CG: 50.2 (11.7) 
 
CGI-S 
IG1: 4.5 (0.6) 
IG2: 4.5 (0.6) 
CG: 4.6 (0.7) 
 
Comorbid conditions 
Dysmenorrhea (females only): 6.8% 
Seasonal allergy: 6.2% 
Asthma: 5.9% 
Anxiety: 2.4% 
ADD/ADHD: 2.4% 
Oppositional defiant disorder: 2.4% 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Berard, 200639 Belgium, Italy, 
Spain, United 
Kingdom, 
Netherlands, 
Canada, South 
Africa, United 
Arab Emirates, 
Argentina, Mexico  
RCT  
Study centers 

MDD MDD IG: Paroxetine 
(n=187) 
CG: Placebo (n=99) 
12 weeks 

Mean age:  
IG: 15.5 
CG: 15.8 (A) 
Age range: 13 to 18 
 
Female:  
IG: 67% 
CG: 66% 
 
White:  
IG: 69% 
CG: 66% 
 
Baseline depression 
MADRS mean (SE) 
IG: 25.9 (0.5) 
CG: 25.9 (0.6) 
 
CGI-S mean (SE) 
IG: 4.2 (0.1) 
CG: 4.2 (0.1) 
 
BDI mean (SE) 
IG: 23.0 (0.8) 
CG: 22.4 (1.2) 
 
Comorbid conditions  
Continuing major depressive episode, n 
(%) 
IG: 152 (83.5%) 
CG: 77 (82.8%) 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Berard, 200639 
(continued) 

        Anxiety disorder n (%) 
IG: 30 (16.5%) 
CG: 14 (15.1%) 
 
ADHD n (%) 
IG: 3 (1.6%) 
CG: 0 (0.0%) 

    

Durgam, 201840 United States 
RCT  
Study centers 

MDD Diagnosis of 
MDD for a 
minimum of 6 
weeks (based on 
DSM-IV-TR 
criteria and 
confirmed by K-
SADS-PL) 

IG1: Vilazodone 15 
mg/d (n=175) 
IG2: Vilazodone 30 
mg/d (n=180) 
CG: Placebo 
(n=174) 
10 weeks 

Mean age:  
IG1: 14.9 
IG2: 14.6 
CG: 14.9 (A) 
Age range: 12 to 17 
 
Female:  
IG1: 59% 
IG2: 60% 
CG: 60% 
 
White:  
IG1: 66% 
IG2: 67% 
CG: 64% 
 
Baseline depression 
CDRS-R total score, mean (SD) 
IG1: 57.8 (8.7) 
IG2: 56.8 (8.5) 
CG: 57.5 (8.6) 
 
CGI-S score, mean (SD) 
IG1: 4.6 (0.6) 
IG2: 4.6 (0.6) 
CG: 4.5 (0.6) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 199741 United States  
RCT  
Clinic 

MDD DSM-III-R 
criteria for 
nonpsychotic 
MDD, single and 
recurrent 

IG: Fluoxetine 20 
mg/d (n=48) 
CG: Placebo (n=48) 
8 weeks 

Mean age:  
IG: 12.2 
CG: 12.5 (A, C) 
Age range: 7 to 17 
 
Female:  
IG: 46% 
CG: 46% 
 
White:  
IG: 73% 
CG: 85% 
 
Baseline depression 
CDI/BDI, mean (SD, range)  
IG: 15.8 (10.6, 0-41) 
CG: 15.3 (11.9, 0-54) 
 
WSAS, mean (SD, range)  
IG: 20.6 (11.8, 1-45) 
CG: 20.6 (12.8, 0-47) 
 
CDRS-R total score, mean (SD, range) 
IG: 58.5 (10.5, 42-90) 
CG: 57.6 (10.4, 42-82) 
 
CGAS total score, mean (SD, range) 
IG: 47.9 (8.3, 25-65) 
CG: 48.4 (7.8, 35-80) 
 
CDRS-R average initial weekly score 
IG: 54.2 
CG: 53.8 
 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 199741 
(continued) 

        Comorbid conditions 
Lifetime comorbid diagnoses, N (%) 
Dysthymia 
IG: 20 (41.7) 
CG: 14 (29.2) 
 
Anxiety disorders 
IG: 32 (66.7) 
CG: 22 (45.8) 
 
ADHD 
IG: 16 (33.3) 
CG: 13 (27.1) 

    

Emslie, 200242 
Index 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
nonpsychotic 
MDD (single or 
recurrent) as 
defined by DSM-
IV criteria 

IG: Fluoxetine 0-20 
mg/day (n=109) 
CG: Placebo 
(n=110) 
9 weeks 

Mean age:  
IG: 12.7 
CG: 12.7 (A, C) 
Age range: 8 to 17 
 
Female:  
IG: 50% 
CG: 49% 
 
White:  
IG: 88% 
CG: 76% 
 
Baseline depression 
BDI score, mean (SD) 
IG: 23.8 (7.4) 
CG: 28.0 (7.1) 
 
HAM-D at baseline, mean (SD):  
IG: 20.1 (5.6) 
CG: 17.1 (7.0) 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200643 United States and 
Canada  
RCT  
Study centers 

MDD DSM-IV 
diagnostic 
criteria for MDD 

IG: Paroxetine 
(n=104) 
CG: Placebo 
(n=102) 
8 weeks 

Mean age: 12.0 (A, C) 
Age range: 7 to 17 
 
Female: 47% 
 
White: 79% 
 
Baseline depression 
CDRS-R 
Mean (SD) 
Total 
IG: 60.7 (9.37) 
CG: 62.6 (8.96) 
 
Comorbid conditions 
Psychiatric comorbidity: 22.7% 
Most common: ADHD 15.3% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200944 
Index 

United States  
RCT  
Study sites 

MDD Met diagnostic 
criteria for MDD 

IG: Escitalopram 
(n=157) 
CG: Placebo 
(n=154) 
8 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 59% 
 
White: 76% 
 
Baseline depression 
Mean duration of depressive episode in 
months (SD) 
IG: 15.7 (17.4) 
CG: 16.5 (15.4) 
 
Mean age at onset (SD) 
IG: 12.4 (2.6) 
CG: 12.6 ( 2.5) 
 
Comorbid conditions 
Recurrent MDD: 28.85% 
Previous and/or ongoing secondary 
psychiatric disorders: 14.74% 
 
Top 3 secondary psychiatric disorders: 
(1) ADD/ADHD,  
(2) enuresis, (3) generalized anxiety 
disorder 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200944  
Companion: 
Findling, 201345 

United States  
RCT  
Study sites 

MDD Met diagnostic 
criteria for MDD 

IG: Escitalopram 
(n=83) 
CG: Placebo (n=82) 
16 to 20 weeks 
followup 

Mean age:  
IG: 14.7 
CG: 14.5 (A) 
Age range: 12 to 17 
 
Female:  
IG: 59% 
CG: 59% 
 
White:  
IG: 78% 
CG: 73% 
 
Baseline depression 
Mean duration of depressive episode in 
months (SD) 
IG: 15.7 (17.4) 
CG: 16.5 (15.4) 
 
Mean age at onset (SD) 
IG: 12.4 (2.6) 
CG: 12.6 ( 2.5) 
 
Comorbid conditions 
Recurrent MDD: 28.85% 
Previous and/or ongoing secondary 
psychiatric disorders: 14.74% 
 
Top 3 secondary psychiatric disorders: 
(1) ADD/ADHD,  
(2) enuresis, (3) generalized anxiety 
disorder 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 United States, 
Canada, Mexico, 
and Argentina  
RCT  
60 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine 60 
mg QD (n=108) 
IG2: Duloxetine 30 
mg QD (n=116) 
IG3: Fluoxetine 20 
mg QD (n=117) 
CG: Placebo 
(n=122) 
10 weeks 

Mean age:  
IG1: 12.9 
IG2: 12.9 
IG3: 13.0 
CG: 13.1 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 56% 
IG2: 41% 
IG3: 52% 
CG: 57% 
 
White:  
IG1: 53% 
IG2: 54% 
IG3: 59% 
CG: 52% 
 
Baseline depression 
CDS-R mean (SE) 
IG1: 59.3 (10.9)  
IG2: 59.8(11.0) 
IG3: 57.9(10.1) 
CG: 58.2(9.4) 
 
CGI-S 
IG1: 4.6 (0.7) 
IG2: 4.6 (0.7) 
IG3: 4.6 (0.6) 
CG: 4.5 (0.6) 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 
(continued) 

        Comorbid conditions 
Asthma: 8.2% 
Dysmenorrhea (females only): 5.1% 
Insomnia: 4.5% 
Oppositional defiant disorder: 4.1% 
Generalized anxiety disorder: 2.2% 

    

Findling, 200947 
Index 

United States  
RCT  
Clinic 

MDD MDD or other 
DDs 

IG: Fluoxetine 
(n=18) 
CG: Placebo (n=16) 
8 weeks 

Mean age: 16.5 (A) 
Age range: 12 to 17 
 
Female: 15% 
 
White: 73% 
 
Baseline depression 
CDRS-R  
Mean (SD) 
IG: 53.0 (2.32) 
CG: 53.94 (2.46) 
 
Comorbid conditions 
All had SUD (38.2% alcohol, 88.2% 
cannabis and 2.9% polysubstance) 
 
ADHD: 32.4% 
PTSD: 5.9% 
Conduct disorder: 5.9% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
(continued) 

        Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

Keller, 200150  
Companion: 
Le Noury, 201651 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo (n=87) 
6 months 

Mean age: 
IG1: 14.8 
IG2: 14.8 
CG: 15.0 (A) 
Age range: 12 to 18 
 
Female: 
IG1: 65% 
IG2: 46% 
CG: 68%  
 
White: 
IG1: 84% 
IG2: 92% 
CG: 81% (calculated) 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Keller, 200150 
Index 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Keller, 200150 
Index 
(continued) 

        Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

Le Noury, 201549 United States and 
Canada  
RCT  
Academic 
psychiatry 
centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Le Noury, 201549 
(continued) 

        Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kennard, 20066 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Wagner, 200452 
Index 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
4 weeks 

IG: Citalopram 
(n=93) 
CG: Placebo (n=85) 
8 weeks 

Mean age:  
IG: 12.2 
CG: 12.4 (A, C) 
Age range: 7 to 17 
 
Female:  
IG: 52% 
CG: 52% 
 
White:  
IG: 71% 
CG: 71% 
 
Baseline depression 
CDRS mean (SD) 
IG: 54.5 
CG: 56.6 
 
Comorbid conditions 
Secondary ongoing anxiety disorder 
IG: 6 
CG: 10 

Some 
concerns 

Some 
concerns 



 

D-76 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Wagner, 200452  
Companion: 
Forest, 200153 

United States  
RCT  
Clinic 

MDD Met DSM-IV 
criteria for MDD 

IG: Citalopram 
(n=93) 
CG: Placebo (n=85) 
8 weeks 

Mean age:  
IG: 12.1 
CG: 12.1 (A, C) 
Age range: 7 to 17 
 
Female:  
IG: 53% 
CG: 54% 
 
White:  
IG: 81% 
CG: 73% 
 
Baseline depression 
CDRS-R 
IG: 58.8 (1.2) 
CG: 57.8 (1.2)  

Some 
concerns 

Some 
concerns 



 

D-77 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Wagner, 200654 United States  
RCT  
NR 

MDD Primary 
diagnosis of 
MDD for at least 
4 weeks with a 
CDRS-R score 
≥40 

IG: Escitalopram 
(n=132) 
CG: Placebo 
(n=136) 
8 weeks 

Mean age 
IG: 12.2 
CG: 12.4 (A, C) 
Age range: 6 to 17 
 
Female:  
IG: 52% 
CG: 52% 
 
White:  
IG: 71% 
CG: 71% 
 
Baseline depression 
CDRS-R 
IG: 54.5 
CG: 56.6 
 
Comorbid conditions 
Secondary ongoing anxiety disorder 
IG: 6 
CG: 10 

Some 
concerns 

Some 
concerns 

Weihs, 201855 United States, 
Mexico  
RCT  
Hospitals, 
academic 
institutions, 
private clinics, 
and clinical trial 
research centers 

MDD Meeting DSM-
IV-TR criteria for 
MDD 

IG1: Desvenlafaxine 
(25, 35, or 50 mg/d) 
(n=115) 
IG2: Fluoxetine (20 
mg/d) (n=113) 
CG: Placebo 
(n=112) 
8 weeks 

Mean age:  
Children: 9.4 
Adolescent: 14.8 (A, C) 
Age range: 7 to 17 
 
Female: 54% (calculated)  
 
White: 65% (calculated) 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Weihs, 201855 
(continued) 

        Baseline depression 
CDRS-R total score: Mean (SD) 
56.5 (8.9) 
 
CGI-S score: Mean (SD) 
4.5 (0.6) 
 
Comorbid diagnosis 
ADHD 
IG1: 12.2% 
IG2: 13.4% 
CG: 5.4 
 
Nonsuicidal self-injurious behavior 
IG1: 7.0% 
IG2: 8.0% 
CG: 12.5% 
 
Insomnia 
IG1: 7.0% 
IG2: 6.3% 
CG: 8.0% 

High Uncertain 

A, C = adolescent/child; ADD = attention-deficit disorder; ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; BDI-II = Beck Depression 
Inventory-II; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CDS-R = Carroll Depression Scales - Revised; CG = control 
group; CGAS = Children’s Global Assessment Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-III-R = Diagnostic and Statistical Manual of Mental 
Disorders, Third Edition-Revised; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; DSM-IV-TR = Diagnostic and Statistical Manual of Mental 
Disorders, TR; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; K-SADS-PL = Kiddie Schedule for Affective Disorders and 
Schizophrenia- Present and Lifetime version; MADRS = Montgomery-Asberg Depression Rating Scale; MDD = major depressive disorder; NR = not reported; PTSD = post-
traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; SE = standard error; SUD = substance use disorder; WSAS = Work and 
Social Adjustment Scale. 
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Table D-27. KQ 2a: Fluoxetine for relapse prevention versus placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200944  
Companion: 
Emslie, 200456  

Unites States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
nonpsychotic 
MDD (single or 
recurrent) as 
defined by DSM-
IV criteria 

IG: Continued 
treatment with 
fluoxetine at 
current dose (20-
60 mg/day) (n=20) 
CG: Switch to 
placebo (n=20) 
32 weeks  

Mean age:  
IG: 13.5 
CG: 11.7 (A, C) 
Age range: 8 to 17 
 
Female:  
IG: 45% 
CG: 55% 
 
White:  
IG: 85% 
CG: 100% 
 
Baseline depression 
CDRS-R:  
IG: 21.9 
CG: 24.0 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200857 
Index 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
4 weeks 

IG1: Fluoxetine 
continuation (n=50) 
CG: Placebo 
(n=52) 
12 weeks acute 
treatment, 6 
months of 
continuation 
treatment 

Mean age:  
Acute treatment: 11.8 
Continuation: 11.5 (A, C) 
Age range: 7 to 18 
 
Female:  
Acute treatment: 42% 
Continuation: 36% 
 
White:  
Acute treatment: 75% 
Continuation: 71% 
 
Baseline depression 
Entered acute treatment (n=168) 
CDRS-R, mean (SD): 57.6 (7.3) 
CGI-S moderate, %: 30.4 
CGI-S marked, %: 56.5 
CGI-S severe, %: 13.1 
 
Entered continuation (n=102), mean (SD):  
CDRS-R: 57.7 (7.6) 
CGI-S: 4.8 (0.6) 
CGAS: 51.8 (5.7) 
 
Comorbid conditions 
Entered continuation (n=102):  
Comorbid anxiety disorder, mean (SD): 
26 (25.5) 
Comorbid behavior disorder, mean (SD): 
45 (44.1) 
Comorbid dysthymia, mean (SD): 34 
(33.3) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200857  
Companion: 
Kennard, 201858 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
4 weeks 

IG1: Fluoxetine 
continuation (n=50) 
CG: Placebo 
(n=52) 
12 weeks of acute 
treatment, 6 
months of 
continuation 
treatment 

Mean age:  
Acute treatment: 11.8 
Continuation: 11.5 (A, C) 
Age range: 7 to 18 
 
Female:  
Acute treatment: 42% 
Continuation: 36% 
 
White:  
Acute treatment: 75% 
Continuation: 71% 
 
Baseline depression 
Entered acute treatment (n=168) 
CDRS-R, mean (SD): 57.6 (7.3) 
CGI-S moderate, %: 30.4 
CGI-S marked, %: 56.5 
CGI-S severe, %: 13.1 
 
Entered continuation (n=102), mean (SD):  
CDRS-R: 57.7 (7.6) 
CGI-S: 4.8 (0.6) 
CGAS: 51.8 (5.7) 
 
Comorbid conditions 
Entered continuation (n=102):  
Comorbid anxiety disorder, mean (SD): 
26 (25.5) 
Comorbid behavior disorder, mean (SD): 
45 (44.1) 
Comorbid dysthymia, mean (SD): 34 
(33.3) 

Some 
concerns 

Some 
concerns 

A, C = adolescent/child; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment Scale; CGI-S = Clinical Global 
Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ = Key Question; MDD = major 
depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation.  
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Table D-28. KQ 2a: SNRIs versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 United States and 
Chile  
RCT  
NR  

MDD Met DSM-IV-TR 
criteria for MDD 
as the primary 
diagnosis 

IG1: Low-dose 
desvenlafaxine (n=122) 
IG2: High-dose 
desvenlafaxine (n=121) 
CG: Placebo (n=120) 
8 weeks 

Mean age:  
IG1: 13.1 
IG2: 12.9 
CG: 13.2 (A, C) 
Age range: 7 to 17 
 
Female: 57% 
 
White:  
IG1: 70% 
IG2: 64% 
CG: 71% 
 
Baseline depression 
IG1: 86 (70.49) 
IG2: 78 (64.46) 
CG: 85 (70.83) 
 
Comorbid conditions 
Psych. condition other than MDD, % 
IG1: 23.0 
IG2: 27.3 
CG: 24.2 
 
ADHD, % 
IG1: 9.8 
IG2: 9.9 
CG: 7.5 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 
(continued) 

        Self-injurious behavior, % 
IG1: 4.9 
IG2: 9.1 
CG: 6.7 
 
Insomnia, % 
IG1: 7.4 
IG2: 5.8 
CG: 4.2 

    

Emslie, 200760 
 
Study 1 and Study 
2 reported in one 
publication 

United States 
RCT 
Clinical sites 

MDD Met DSM-IV 
criteria for MDD, 
CDRS-R score > 
40 with ≤30% 
decrease 
between pre-
study and 
baseline, CGI-S 
score ≥ 4, 
depressive 
symptoms for at 
least 1-month 
pre-study 

IG: venlafaxine ER 
(112.5 mg, 150 mg, or 
22mg based on weight) 
CG: Placebo 

Mean age (SD):  
IG: 12.2 (2.6) 
CG: 12.3 (2.6) 
 
Baseline depression 
CDRS-R mean (SD) 
IG: 56.4 (9.2) 
CG: 55.8 (8.4) 
 
CGI-s mean (SD) 
IG: 4.5 (0.6) 
CG: 4.5 (0.7) 
 
Female:  
IG: 44% 
CG: 47% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 United States, 
Canada, Mexico, 
and Argentina  
RCT  
60 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine 60 mg 
QD (n=108) 
IG2: Duloxetine 30 mg 
QD (n=116) 
IG3: Fluoxetine 20 mg 
QD (n=117) 
CG: Placebo (n=122) 
10 weeks 

Mean age:  
IG1: 12.9 
IG2: 12.9 
IG3: 13.0 
CG: 13.1 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 56% 
IG2: 41% 
IG3: 52% 
CG: 57% 
 
White:  
IG1: 53% 
IG2: 54% 
IG3: 59% 
CG: 52% 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 
(continued) 

        Baseline depression 
CDS-R mean (SE) 
IG1: 59.3 (10.9)  
IG2: 59.8(11.0) 
IG3: 57.9(10.1) 
CG: 58.2(9.4) 
 
CGI-S 
IG1: 4.6 (0.7) 
IG2: 4.6 (0.7) 
IG3: 4.6 (0.6) 
CG: 4.5 (0.6) 
 
Comorbid conditions 
Asthma: 8.2% 
Dysmenorrhea (females only): 5.1% 
Insomnia: 4.5% 
Oppositional defiant disorder: 4.1% 
Generalized anxiety disorder: 2.2% 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Weihs, 201855 United States, 
Mexico  
RCT  
Hospitals, 
academic 
institutions, 
private clinics, 
and clinical trial 
research centers 

MDD Meeting DSM-
IV-TR criteria for 
MDD 

IG1: Desvenlafaxine 
(25, 35, or 50 mg/d) 
(n=115) 
IG2: Fluoxetine (20 
mg/d) (n=113) 
CG: Placebo (n=112) 
8 weeks 

Mean age:  
Children: 9.4 
Adolescent: 14.8 (A, C) 
Age range: 7 to 17 
 
Female: 54% (calculated) 
 
White: 65% (calculated) 
 
Baseline depression 
CDRS-R total score: Mean (SD) 
56.5 (8.9) 
 
CGI-S score: Mean (SD) 
4.5 (0.6) 
 
Comorbid diagnosis 
ADHD 
IG1: 12.2% 
IG2: 13.4% 
CG: 5.4 
 
Nonsuicidal self-injurious behavior 
IG1: 7.0% 
IG2: 8.0% 
CG: 12.5% 
 
Insomnia 
IG1: 7.0% 
IG2: 6.3% 
CG: 8.0%  

High Uncertain 

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CDS-R = Carroll Depression Scales - Revised; 
CG = control group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV-TR = Diagnostic and Statistical Manual of Mental Disorders, TR; IG = intervention 
group; KQ = Key Question; MDD = major depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; SE = standard error.  
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Table D-29. KQ 2a: TCAs versus placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Geller, 198961 United States  
RCT  
Clinic 

MDD Met research 
diagnostic 
criteria and 
DSM-III criteria 
for 
nondelusional 
MDD 

IG: Nortriptyline 
(n=26) 
CG: Placebo 
(n=24) 
8 weeks 

Mean age: 9.7 (C) 
Age range: 5 to 12 
 
Female: 30% 
 
White: 90% 
 
Baseline depression 
CDRS 
Mean (SD) 
IG: 49.8 (4.4) 
CG: 49.6 (4.6) 
 
Comorbid conditions 
Separation anxiety: 84.0 
Antisocial behavior: 18.0 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Geller, 199262 United States  
RCT  
NR 

MDD Research 
diagnostic 
criteria for MDD 

IG: Nortriptyline 
(n=26) 
CG: Placebo 
(n=24) 
8 weeks 

Mean age: 9.7 (C) 
Age range: 6 to 12 
 
Female: 30% 
 
White: 90% 
 
Baseline depression 
CDRS 
Mean (SD) 
IG: 49.9 (4.2) 
CG: 49.6 (4.6) 
 
KGAS 
Mean (SD) 
IG: 37.7 (3.5) 
CG: 38.2 (3.0) 
 
9-item KSADS 
Mean (SD) 
IG: 3.98 (0.42) 
CG: 3.89 (0.50) 
 
Comorbid conditions 
RCS endogenous: 96% 
DSM-III melancholia: 74% 
Separation anxiety: 84% 
Antisocial behavior: 18% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
(continued) 

        Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

Keller, 200150 
Index 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Keller, 200150 
Index 
(continued) 

        Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

Keller, 200150  
Companion: 
Le Noury, 201651 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
6 months 

Mean age: 
IG1: 14.8 
IG2: 14.8 
CG: 15.0 (A) 
Age range: 12 to 18 
 
Female: 
IG1: 65% 
IG2: 46% 
CG: 68%  
 
White: 
IG1: 84% 
IG2: 92% 
CG: 81% (calculated) 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Klein, 199863 United States  
RCT  
Research clinics 

MDD Diagnosis of 
DSM-III-R MDD 
by a child 
psychiatrist  

IG: Desipramine 
(n=23) 
CG: Placebo 
(n=22) 
6 weeks 

Mean age: 15.7 (A) 
Age range: 13 to 18 
 
Female: 67% 
 
White: 58% 
 
Baseline depression 
HAM-D: Mean (SD)  
IG: 21.44 (3.7)  
CG: 21.33 (5.2)  
 
Comorbid diagnosis 
Current  
Panic: 2% 
Social phobia: 29% 
Separation anxiety: 7% 
Single phobia: 2% 
OCD: 0 
Any anxiety disorder: 31% 
Conduct disorder: 0 
Optional defiant disorder: 2% 
ADHD: 4% 
Any behavior disorder: 7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Kye, 199664 United States  
RCT  
Clinic 

MDD Research 
diagnostic 
criteria for MDD 

IG: Amitriptyline 
(n=18) 
CG: Placebo 
(n=13) 
8 weeks 

Mean age:  
IG: 14.6 
CG: 15.1 (A) 
Age range: 12 to 17 
 
Female:  
IG: 28% 
CG: 31% calculated 
 
White:  
IG: 78% 
CG: 69% calculated  
 
Baseline depression 
HAM-D mean (SD) 
ITT 
IG: 12.0 (4.5) 
CG: 13.2 (4.1) 
 
Completers 
IG: 12.3 (5.6) 
CG: 15.3 (6.0) 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Le Noury, 201549 United States and 
Canada  
RCT  
Academic 
psychiatry 
centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Le Noury, 201549 
(continued) 

        Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CDRS = Children’s Depression Rating Scale; CG = control group; DSM-III-R = Diagnostic and Statistical 
Manual of Mental Disorders, Third Edition-Revised; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; HAM-D = Hamilton Depression Rating 
Scale; IG = intervention group; KGAS = Kiddie Global Assessment Scale; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; KQ = Key Question; MDD = 
major depressive disorder; OCD = obsessive compulsive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-30. KQ 2a: Benefits of MAOIs versus placebo 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

DelBello, 201465 United States  
RCT  
Clinical sites 

MDD Moderate to 
severe MDD, 
based on K-
SADS, and a 
CDRS-R score 
of >45 

IG: Selegiline 
transdermal system 
(n=152) 
CG: Placebo (n=156) 
12 weeks 

Mean age: 14.8 (A) 
Age range: 12 to 17 
 
Female: 64% 
 
White: 47% 
 
Baseline depression 
CDRS-R 
Mean (SD) 
IG: 56.7 (12.34) 
CG: 57.9 (12.57) 

Some 
concerns 

Some 
concerns 

CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; IG = intervention group; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; 
KQ = Key Question; MDD = major depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-31. KQ 2a: Venlafaxine plus active control versus placebo plus active control 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Mandoki, 199766 United States  
RCT  
Clinic 

MDD Diagnosis of 
major 
depression as 
determined by 
DSM-IV criteria  

IG: Venlafaxine and 
therapy (n=20) 
CG: Placebo and 
therapy (n=20) 
6 weeks 

Mean age: 12.8 (A, C) 
Age range: 8 to 18 
 
Female: 24% 
 
White: NR 
 
Baseline depression 
NR 

Some 
concerns 

Not 
applicable 

A, C = adolescent, child; CG = control group; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ = Key Question; 
MDD = major depressive disorder; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-32. KQ 2b: Subpopulation analysis of SSRIs versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 199741 United States  
RCT  
Clinic 

MDD DSM-III-R 
criteria for 
nonpsychotic 
MDD, single and 
recurrent 

IG: Fluoxetine 20 mg/d 
(n=48) 
CG: Placebo (n=48) 
8 weeks 

Mean age:  
IG: 12.2 
CG: 12.5 (A, C) 
Age range: 7 to 17 
 
Female:  
IG: 46% 
CG: 46% 
 
White:  
IG: 73% 
CG: 85% 
 
Baseline depression 
CDI/BDI, mean (SD, range)  
IG: 15.8 (10.6, 0-41) 
CG: 15.3 (11.9, 0-54) 
 
WSAS, mean (SD, range)  
IG: 20.6 (11.8, 1-45) 
CG: 20.6 (12.8, 0-47) 
 
CDRS-R total score, mean (SD, 
range) 
IG: 58.5 (10.5, 42-90) 
CG: 57.6 (10.4, 42-82) 
 
CGAS total score, mean (SD, range) 
IG: 47.9 (8.3, 25-65) 
CG: 48.4 (7.8, 35-80) 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 199741 
(continued) 

        CDRS-R average initial weekly 
score 
IG: 54.2 
CG: 53.8 
 
Comorbid conditions 
Lifetime comorbid diagnoses, N (%) 
Dysthymia 
IG: 20 (41.7) 
CG: 14 (29.2) 
 
Anxiety disorders 
IG: 32 (66.7) 
CG: 22 (45.8) 
 
ADHD 
IG: 16 (33.3) 
CG: 13 (27.1) 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200242 United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
nonpsychotic 
MDD (single or 
recurrent) as 
defined by DSM-
IV criteria 

IG: Fluoxetine 0-20 
mg/day (n=109) 
CG: Placebo (n=110) 
9 weeks 

Mean age:  
IG: 12.7 
CG: 12.7 (A, C) 
Age range: 8 to 17 
 
Female:  
IG: 50% 
CG: 49% 
 
White:  
IG: 88% 
CG: 76% 
 
Baseline depression 
BDI score, mean (SD) 
IG: 23.8 (7.4) 
CG: 28.0 (7.1) 
 
HAM-D at baseline, mean (SD):  
IG: 20.1 (5.6) 
CG: 17.1 (7.0) 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200643 United States and 
Canada  
RCT  
Study centers 

MDD DSM-IV 
diagnostic 
criteria for MDD 

IG: Paroxetine (n=104) 
CG: Placebo (n=102) 
8 weeks 

Mean age: 12.0 (A, C) 
Age range: 7 to 17 
 
Female: 47% 
 
White: 79% 
 
Baseline depression 
CDRS-R 
Mean (SD) 
Total 
IG: 60.7 (9.37) 
CG: 62.6 (8.96) 
 
Comorbid conditions 
Psychiatric comorbidity: 22.7% 
Most common: ADHD 15.3% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie, 200857  
Companion: 
Kennard, 201858 

United States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
MDD for at least 
4 weeks 

IG1: Fluoxetine 
continuation (n=50) 
CG: Placebo (n=52) 
12 weeks of acute 
treatment, 6 months of 
continuation treatment 

Mean age:  
Acute treatment: 11.8 
Continuation: 11.5 (A, C) 
Age range: 7 to 18 
 
Female:  
Acute treatment: 42% 
Continuation: 36% 
 
White:  
Acute treatment: 75% 
Continuation: 71% 
 
Baseline depression 
Entered acute treatment (n=168) 
CDRS-R, mean (SD): 57.6 (7.3) 
CGI-S moderate, %: 30.4 
CGI-S marked, %: 56.5 
CGI-S severe, %: 13.1 
 
Entered continuation (n=102), mean 
(SD):  
CDRS-R: 57.7 (7.6) 
CGI-S: 4.8 (0.6) 
CGAS: 51.8 (5.7) 
 
Comorbid conditions 
Entered continuation (n=102):  
Comorbid anxiety disorder, mean 
(SD): 26 (25.5) 
Comorbid behavior disorder, mean 
(SD): 45 (44.1) 
Comorbid dysthymia, mean (SD): 34 
(33.3) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Findling, 200947 
Companion: 
Hirschtritt, 201267 

United States  
RCT  
Clinic 

Mix MDD or other 
DDs 

IG: Fluoxetine (n=18) 
CG: Placebo (n=16) 
8 weeks 

Mean age: 16.5 (A) 
Age range: 12 to 17 
 
Female: 15% 
 
White: 73% 
 
Baseline depression 
CDRS-R  
Mean (SD) 
IG: 53.0 (2.32) 
CG: 53.94 (2.46) 

Some 
concerns 

Some 
concerns 

GlaxoSmithKline, 
199848 Index 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine (n=93) 
IG2: Imipramine (n=95) 
CG: placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 Index 
(continued) 

        Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

GlaxoSmithKline, 
199848 
Companion: 
March, 20043 
Companion 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; CDI = Children’s Depression Inventory; CDRS-R = Children’s 
Depression Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-III-R = 
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Diagnostic and Statistical Manual of Mental Disorders, Third Edition-Revised; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; HAM-D = 
Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; N = number; RADS = Reactive Airways Dysfunction 
Syndrome; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; WSAS = Work and Social Adjustment Scale. 
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Table D-33. KQ 2b: Subpopulation analysis of fluoxetine for relapse prevention versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB Study 
Quality—
Benefits 

RoB 
Study 
Quality—
Harms 

Emslie, 200857 
Index 

United States  
RCT  
Clinic 

MDD Primary diagnosis 
of MDD for at 
least 4 weeks 

IG1: Fluoxetine continuation 
(n=50) 
CG: Placebo (n=52) 
12 weeks acute treatment, 6 
months of continuation 
treatment 

Mean age:  
Acute treatment: 11.8 
Continuation: 11.5 (A, C) 
Age range: 7 to 18 
 
Female:  
Acute treatment: 42% 
Continuation: 36% 
 
White:  
Acute treatment: 75% 
Continuation: 71% 
 
Baseline depression 
Entered acute treatment (n=168) 
CDRS-R, mean (SD): 57.6 (7.3) 
CGI-S moderate, %: 30.4 
CGI-S marked, %: 56.5 
CGI-S severe, %: 13.1 
 
Entered continuation (n=102), 
mean (SD):  
CDRS-R: 57.7 (7.6) 
CGI-S: 4.8 (0.6) 
CGAS: 51.8 (5.7) 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB Study 
Quality—
Benefits 

RoB 
Study 
Quality—
Harms 

 Emslie, 200857 
Index (continued) 

        Comorbid conditions 
Entered continuation (n=102):  
Comorbid anxiety disorder, 
mean (SD): 26 (25.5) 
Comorbid behavior disorder, 
mean (SD): 45 (44.1) 
Comorbid dysthymia, mean 
(SD): 34 (33.3) 

    

A, C = adolescent/child; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment Scale; CGI-S = Clinical Global 
Impression Scale-Severity Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RoB = risk of 
bias; SD = standard deviation. 
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Table D-34. KQ 2b: Subpopulation analysis of TCAs versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—Harms 

GlaxoSmithKline, 
199848 

United States 
and Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for 
major 
depression for 
at least 8 
weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—Harms 

GlaxoSmithKline, 
199848 
(continued) 

       Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

CG = control group; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; 
KQ = Key Question; MDD = major depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-35. KQ 3a and b: Fluoxetine plus CBT versus placebo  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 



 

D-112 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043  
Companion: Curry, 
20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 



 

D-114 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kennard, 20066 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 200668 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ 
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= Key Question; MDD = major depressive disorder; NR = not reported; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of bias; 
SD = standard deviation. 
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Table D-36. KQ 3a and b: Omega-3 versus other therapies 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention 
and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—Harms 

Fristad, 200927 RCT Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 
3 
IG2: Omega-3 
IG3: 
PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 

Not applicable 
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Table D-37. KQ 5a: CBT versus other psychotherapy  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35)  
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 87% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712 
Index 
(continued) 

        Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Brent, 199712  
Companion: Brent, 
199813 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35) 
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 87% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid diagnosis 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: Brent, 
199813 
(continued) 

        Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

    

Brent, 199712  
Companion: 
Barbe, 200436 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35) 
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 89% 
CG: 86% 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: 
Barbe, 200436 
(continued) 

        Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid conditions 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: 
Barbe, 200469 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=NR) 
CG: Nondirective 
supportive therapy 
(n=35) 
12-16 weeks for acute 
treatment; followup to 2 
years 

Mean age:  
IG1: 15.7 
IG2: 15.4 
CG: 15.7 (A) 
Age range: 13 to 18 
 
Female:  
IG1: 76% 
IG2: 77% 
CG: 74% 
 
White:  
IG1: 76% 
IG2: 89% 
CG: 86% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Prior traumatic exposure 
IG1: 6 
IG2: 1 
CG: 4 
 
Comorbid conditions 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: 
Barbe, 200469 
(continued) 

        Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 199712  
Companion: 
201470 

United States  
RCT  
Clinic 

MDD Met criteria for 
DSM-III-R MDD, 
presence of 
MDD, measured 
by K-SADS-PL; 
score on 13 
depression items 
from the School 
Age Schedule 
for Affective 
Disorders and 
Schizophrenia, 
present and 
lifetime versions 
(DEP13); and 
BDI score were 
all taken at 
weeks 0, 6, and 
12 

IG1: Individual CBT 
(n=37) 
IG2: Systemic behavior 
family therapy (n=35) 
CG: Nondirective 
supportive therapy 
(n=35) 
12 to 16 weeks 

Mean age: 15.6 (A) 
Age range: 13 to 18 
 
Female: 78% 
 
White: 84% 
 
Baseline depression 
BDI, mean (SD) 
IG1: 24.3 (8.1) 
IG2: 22.6 (8.2) 
CG: 25.7 (7.8) 
 
Comorbid conditions 
Dysthymic disorder (%) 
IG1: 16.2 
IG2: 25.7 
CG: 25.7 
 
Anxiety disorder (%) 
IG1: 37.8 
IG2: 28.6 
CG: 28.6 
 
Disruptive disorder (%) 
IG1: 16.2 
IG2: 22.9 
CG: 22.9 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716 
Index  

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
major 
depressive 
disorder 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
PTSD diagnosis 
IG1: 12 (7.8%) 
IG2: 14 (9%) 
CG: 6 (3.9%) 

Some 
concerns 

Some 
concerns 

Goodyer, 201716 
Companion: 
Goodyer, 201717 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
Prior traumatic event exposure 
MFQ, mean (SD) 
IG1: 46.2 (10.3) 
IG2: 45.4 (10.8) 
CG: 46.2 (10.6) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Goodyer, 201716  
Companion: 
O’Keeffe, 201818 
 

England  
RCT  
Clinic 

MDD DSM-IV unipolar 
MDD 

IG1: CBT (n=155) 
IG2: Short-term 
psychoanalytical therapy 
(n=157) 
CG: Brief psychosocial 
intervention (n=158) 
36 weeks 

Mean age: 15.6 (A) 
Age range: 11 to 17 
 
Female: 75% 
 
White: 85% 
 
Baseline depression 
SSRI prescribed before trial entry, 
n/N (%) 
IG1: 32/125 (21) 
IG2: 28/155 (18) 
CG: 29/153 (19) 
 
Prior traumatic event exposure 
MFQ, mean (SD) 
IG1: 46.2 (10.3) 
IG2: 45.4 (10.8) 
CG: 46.2 (10.6) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rosello, 199910 United States 
(Puerto Rico)  
RCT  
University clinic 

Mix Diagnosis for 
MDD, 
dysthymia, or 
both 

IG1: Interpersonal 
psychotherapy (n=23) 
IG2: CBT (n=25) 
CG: Wait list control 
(n=23) 
12 weeks 

Mean age: 14.7 (A) 
Age range: 13 to 18 
 
Female: 54 
 
White: NR 
 
Baseline depression 
CDI score pretreatment, Mean (SD):  
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
Comorbid condition 
“Double depression” (N) 
IG1: 21  
IG2: 16 
CG: 17 

High Not 
applicable 

A = adolescent; BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CG = control group; DEP13 = 13 depression 
items from School-Age Schedule for Affective Disorders and Schizophrenia for School-Age Children; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third 
Edition-Revised; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ = Key Question; K-SADS-PL = Kiddie Schedule 
for Affective Disorders and Schizophrenia- Present and Lifetime version; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; NR = not 
reported; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; SSRI = selective serotonin reuptake inhibitors. 

  



 

D-130 

Table D-38. KQ 5a: Omega-3 versus other therapies 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 United States 
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 

Not 
applicable 

ADHD = attention-deficit hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; DD = depressive disorder; IG = intervention group; 
KQ = Key Question; MDD = major depressive disorder; n/N = number; NOS = not otherwise specified; PEP = psychoeducational psychotherapy; PTSD = post-traumatic stress 
disorder; RCT = randomized controlled trial; risk of bias; SD = standard deviation. 
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Table D-39. KQ 5a: Psychotherapy within-type comparisons of delivery methods or approaches  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Clarke, 19999 United States  
RCT  
NR 

Mix Current DSM-III-
R diagnosis of 
major psychiatric 
disorder or 
dysthymia 

IG1: Child CBT (n=45) 
IG2: Child CBT with 
separate parent 
sessions (n=42) 
CG: Wait-list control 
(n=36) 
8 weeks 

Mean age: 16.2 (A) 
Age range: 14 to 18 
 
Female: 71% 
 
White: NR 
 
Baseline depression 
HAM-D: Mean (SD) 
Overall: 14.2 (5.7) 
IG1: 13.0 (5.3) 
IG2: 15.1 (6.0) 
CG: 14.5 (5.9) 
 
BDI: Mean (SD)  
Overall: 25.8 (9.5) 
IG1: 26.5 (9.4) 
IG2: 26.4 (8.7) 
CG: 24.2 (10.8) 
 
CBCL depression: Mean (SD)  
IG1: 14.5 (4.0) 
IG2: 16.1 (5.5) 
CG: 14.9 (4.9) 
 
Comorbid diagnosis 
Current anxiety disorder: 23.6%  
History of nonaffective disorder: 
23.6% 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Gunlicks-Stoessel, 
201671 

United States  
RCT  
Psychiatric 
institute  

Mix DSM-IV 
diagnosis of 
MDD, dysthymic 
disorder, 
DDNOS, or 
adjustment 
disorder with 
depressed mood 
(K-SADS-PL) 

IG: Adaptation 
interpersonal 
psychotherapy (n=9) 
CG: Adaptation 
interpersonal 
psychotherapy (n=6) 
16 weeks 

Mean age: 15.2 (A) 
Age range: 12 to 17 
 
Female: 87% 
 
White: 87% 
 
Baseline depression 
MDD: 11 
MDD and dysthymic disorder: 1 
DDNOS: 3 
 
CDS-R (baseline) 
Mean (SD) 
IG: 52.00 (13.00) 
CG: 45.17 (8.82) 
 
Comorbid conditions 
Anxiety disorder: 3 

Some 
concerns 

Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Jelalian, 201672 United States  
RCT  
Research 
clinics/hospital 

Mix DSM-IV criteria 
for current MDD 
or dysthymia 

IG: CBT plus healthy 
lifestyle enhancement 
(n=24) 
CG: CBT (n=9) 
24 weeks (18 sessions) 

Mean age:  
IG: 15.3 
CG: 14.4 (A) 
Age range: 12 to 18 
 
Female: 
IG: 71% 
CG: 78% 
 
Not Latino: 
IG: 67% 
CG: 67% 
 
Not minority:  
IG: 42% 
CG: 56% 
 
Baseline depression 
Depressed mood 
Mean (SD) 
Total 22.6 (11.4) 
IG: 25.0 (12.0) 
CG: 22.0 (11.0) 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Nelson, 200473 United States  
RCT  
Clinic 

MDD Met the DSM-IV 
criteria for 
depression 
based on K-
SADS-P 

IG1: CBT over ITV 
(n=14)  
IG2: CBT Face to face 
(n=14)  
24 weeks (18 sessions) 

Mean age: 10.3 (A, C) 
Age range: 8 to 14 
 
Female: 29% 
 
White: 71% 
 
Baseline depression 
BDI 
IG: 7.92 (6.74) 
CG: 10.93 (9.53) 
 
CDI 
IG: 14.36 (9.85) 
CG: 13.57 (8.75) 
 
Comorbid conditions 
Bipolar symptoms: 4 
Oppositional behaviors: 12 
ADHD: 19 
PDD: 5 
Suicidal ideation in the past: 17 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 United States  
RCT  
NR 

MDD Diagnosis of 
MDD based on 
DSM-III 

IG: CBT group for 
adolescents (N1=13 and 
N2=31) 
IG2: CBT group for 
adolescents with a 
separate group for 
parents (N1=9 and 
N2=29) 
CG: Waiting list (N1=9 
and N2=24) 
N1: 14 2-hour sessions 
for adolescents; 7 2-
hour sessions for 
parents  
N2: 16 2-hour sessions 
for adolescents; 9 2-
hour sessions for 
parents  

Mean age:  
IG: 16.3 
CG: 16.3 (A) 
Age range: 14 to 18 
 
Female:  
IG: 65% 
CG: 74% 
 
White:  
IG: 87% 
CG: 99% 
 
Baseline depression 
BDI 
Sample 1 
Low severity 
IG1: 11.8 (6.1) 
IG2: 20.6 (8.6) 
CG: 22.0 (7.8) 
 
High severity 
IG1: 33.5 (5.7) 
IG2: 26.0 (9.1) 
CG: 28.8 (5.6) 
 
Sample 2 
Low severity 
IG1: 24.2 (6.8) 
IG2: 21.7 (5.8) 
CG: 18.6 (7.8) 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 
(continued) 

        High severity 
IG1: 34.1 (7.2) 
IG2: 31.3 (7.6) 
CG: 33.2 (7.9) 
 
CES-D 
Sample 1 
Low severity 
IG1: 11.0 (6.2) 
IG2: 13.6 (7.1) 
CG: 13.8 (2.9) 
 
High severity 
IG1: 17.4 (3.2) 
IG2: 14.0 (5.0) 
CG: 17.0 (3.4) 
 
Sample 2 
Low severity 
IG1: 36.9 (9.0) 
IG2: 35.2 (5.5) 
CG: 33.7 (8.9) 
 
High severity 
IG1: 47.5 (5.0) 
IG2: 45.9 (5.6) 
CG: 45.9 (5.8) 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 
(continued) 

        HDRS 
Sample 2 
Low severity 
IG1: 12.0 (4.3) 
IG2: 10.3 (3.3) 
CG: 12.6 (4.1) 
 
High severity 
IG1: 16.1 (5.9) 
IG2: 19.5 (4.4) 
CG: 18.5 (5.8) 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Spirito, 201575 United States  
RCT  
NR 

Mix Met DSM-IV 
criteria for 
current MDE 

IG: Parent-adolescent-
CBT (n=16) 
CG: Adolescent only-
CBT (n=8) 
12 weeks 

Mean age 
IG: 14.7 
CG: 14.0 (A)  
Age range: 11 to 17 
 
Female 
IG: 88% 
CG: 75% 
 
White: NR 
 
Baseline depression 
BDI 
IG: 29.32 
CG: 19.13 
 
Prior traumatic event 
CTQ 
IG: 44.50 
CG: 42.25 
 
Comorbid conditions 
Suicide attempt 
IG: 50% 
CG: 0% 
 
MSI-BPD 
IG: 6.38 (2.13) 
CG: 4.50 (1.14) 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Trowell, 200776 
Index 

United Kingdom, 
Greece, Finland  
RCT  
Clinic and 
children's 
hospitals 

MDD Met criteria for 
MDD and/or 
Dysthymia on 
the Kiddie-SADS 

IG1: Individual therapy 
(n=35) 
IG2: Family therapy 
(n=37) 
9 months 

Mean age: 11.7 (A, C) 
Age range: 9 to 15 
 
Female: 38% 
 
White: 87% 
 
Baseline depression 
Depression: 100% 
MDD: 91.7% 
 
Comorbid conditions 
Dysthymia: 55.6% 
Double depression: 47.2% 

High High 

Trowell, 200776  
Companion: 
Garoff, 201277 

United Kingdom, 
Greece, Finland  
RCT  
Clinic and 
children's 
hospitals 

Mix Met criteria for 
MDD and/or 
dysthymia on the 
K-SADS 

IG1: Individual therapy 
(FIPP) (n=35) 
IG2: Family therapy 
(SIFT) (n=34) 
9 months 

Mean age: 11.7 (A, C) 
Age range: 9 to 15 
 
Female: 38% 
 
White: 87% 
 
Baseline depression 
Depression: 100% 
MDD: 91.7% 
 
Comorbid conditions 
Dysthymia: 55.6% 
Double depression: 47.2% 

High High 

ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; BDI-II = Beck Depression Inventory-II; CBCL = child behavior checklist; CBT = cognitive 
behavioral therapy; CDS-R = Carroll Depression Scales - Revised; CES-D = Center for Epidemiologic Studies Depression Scale; CG = control group; CTQ = Child Trauma 
Questionnaire; DDNOS = depressive disorder not otherwise specified; DSM-III-R = Diagnostic and Statistical Manual of Mental Disorders, Third Edition-Revised; DSM-IV = 
Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; FIPP = focused individual psychodynamic psychotherapy; HAM-D = Hamilton Depression Rating Scale; 
HDRS = Hamilton Depression Rating Scale; IG = intervention group; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; K-SADS-PL = Kiddie Schedule for 
Affective Disorders and Schizophrenia-Present and Lifetime version; KQ = Key Question; MDE = major depressive episode; MSI-BPD = McLean Screening Instrument for 
Borderline Personality Disorder; n/N = number; NR = not reported; PDD = persistent depressive disorder; RCT = randomized controlled trial; RoB = risk of bias; SD = standard 
deviation; SIFT = systems integrative family therapy.  
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Table D-40. KQ 5a: Psychotherapy versus pharmacotherapy 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578 Romania  
RCT  
Clinic 

MDD Diagnosed with 
MDD based on 
DSM-IV 

IG1: Sertraline (n=33) 
IG2: Group rational 
emotive behavior 
therapy/CBT (n=28) 
IG3: Sertraline plus 
group rational emotive 
behavior therapy/CBT 
(n=27) 
16 weeks 

Mean age: 
IG1: 15.3 
IG2: 15.1 
IG3: 15.3 (A, C) 
Age range: 11 to 17 
 
Female 
IG2: 20% 
IG2: 12% 
IG3: 15% 
 
White: NR 
 
Baseline depression 
CDI 
Mean (SD) 
IG1: 23.60 (5.82) 
IG2: 23.60 (5.82) 
IG3: 23.48 (5.14) 
 
Comorbid conditions 
Any psychiatric condition 
IG1: 16 
IG2: 13 
IG3: 15 
 
Anxiety 
IG1: 7 
IG2: 5 
IG3: 7 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578 
(continued) 

        Tics and Tourette's disorder 
IG1: 4 
IG2: 2 
IG3: 4 
 
Disruptive behavior 
IG1: 2 
IG2: 6 
IG3: 3 

    

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043  
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kennard, 20066 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 200668 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Melvin, 200679 Australia 
RCT  
Clinic 

Mix DSM-IV based 
diagnosis of 
MDD, dysthymic 
disorder, or 
DDNOS 

IG1: CBT (n=22) 
IG2: Sertraline (n=26) 
IG3: Combined (n=25) 
12 weeks 

Mean age:  
IG1: 15.0 
IG2: 15.5 
CG: 15.3 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 68% 
IG2: 73% 
CG: 55% 
 
White: NR 
 
Baseline depression 
Reynolds Adolescent Depression 
Scale (RADS), cutoff ≥76: mean 
(SD) 
IG1: 83.77 (13.80) 
IG2: 84.92 (11.20) 
CG: 83.96 (15.01) 
 
Comorbid conditions 
Anxiety disorders:  
IG1: 36.4% 
IG2: 34.6% 
CG: 40.0% 
 
Dysthymic disorder:  
IG1: 4.5% 
IG2: 7.7% 
CG: 12.0% 
 
 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Melvin, 200679 
(continued) 

        Conduct disorder/ODD:  
IG: 9.1% 
IG: 11.5% 
CG: 4% 

    

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CDRS-R = Children’s 
Depression Rating Scale-Revised; CG = control group; DDNOS = depressive disorder not otherwise specified; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, 
Fourth Edition; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; NR = not reported; ODD = oppositional defiant disorder; RADS = Reactive 
Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-41. KQ 5a: Psychotherapy plus pharmacotherapy versus psychotherapy  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Bernstein, 200080 
Index 

United States  
RCT  
NR 

MDD Diagnosis of 
MDD from the 
DICA-R-A and/or 
DICA-R-P 

IG: Imipramine+CBT 
(n=31) 
CG: Placebo+CBT 
(n=32) 
8 weeks 

Mean age: 13.9 (A) 
Age range: 12 to 18 
 
Female: 60% 
 
White: 91% 
 
Baseline depression 
CDRS-R 
Mean (SD) 
IG: 46.8 (9.5) 
CG: 52.5 (10.8) 
 
BDI 
Mean (SD) 
IG: 12.2 (10.1) 
CG: 15.7 (11.3) 

Some 
concerns 

Some 
concerns 

Bernstein, 200080 
Companion: 
Bernstein, 200081 

United States  
RCT  
NR 

MDD Diagnosis of 
MDD from the 
DICA-R-A and/or 
DICA-R-P 

IG: Imipramine+CBT 
(n=31) 
CG: Placebo+CBT 
(n=32) 
8 weeks 

Mean age: 13.9 (A) 
Age range: 12 to 18 
 
Female: 60% 
 
White: 91% 
 
Baseline depression 
CDRS-R 
Mean (SD) 
IG: 46.8 (9.5) 
CG: 52.5 (10.8) 
 
BDI 
Mean (SD) 
IG: 12.2 (10.1) 
CG: 15.7 (11.3) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Deas, 200082 United States  
RCT  
Hospital 
outpatient 
psychiatry 
institute 

MDD and 
alcohol use 
disorder 

PDD IG: Sertraline plus 
group CBT (n=5) 
CG: Placebo plus 
group CBT (n=5) 
12 weeks 

Mean age: 16.6 (A) 
Age range: NR 
 
Female: 20% 
 
White: 80% 
 
Baseline depression 
HAM-D 
Mean (SD) 
20.6 (5.4) 
 
Comorbid conditions 
Alcohol use disorder: 100% 
Days drinking in past 90 days: 29% 
(±27) 
Drinks per drinking day: 8.6 (±4.9) 

Low Low 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Dietz, 200883 United States  
Controlled clinical 
trials  
Clinic 

Mix DSM-IV 
diagnosis of a 
depressive 
disorder (MDD, 
dysthymic 
disorder, 
DDNOS) 

IG: Family-based 
interpersonal 
psychotherapy 
(n=10) 
CG: Family-based 
interpersonal 
psychotherapy plus 
antidepressant 
medication (n=6) 
 
Note: Open trial 

Mean age: 10.7 (C) 
Age range: 9 to 12 
 
Female: 62% 
 
White: 94% 
 
Baseline depression 
CDRS-R 
IG: 43.6 (6.87) 
CG: 42.7 (2.42) 
 
Comorbid conditions 
Passive suicidal ideation: 56% 
Engaged in self-injurious behavior: 19%  
Anxiety disorder: 33% 
Subthreshold levels of anxiety: 47% 
ADHD: 25% 
Began stimulant medication prior to 
treatment for depression: 20% 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578 Romania  
RCT  
Clinic 

MDD Diagnosed with 
MDD based on 
DSM-IV 

IG1: Sertraline 
(n=33) 
IG2: Group rational 
emotive behavior 
therapy/CBT (n=28) 
IG3: Sertraline plus 
group rational 
emotive behavior 
therapy/CBT (n=27) 
16 weeks 

Mean age: 
IG1: 15.3 
IG2: 15.1 
IG3: 15.3 (A, C) 
Age range: 11 to 17 
 
Female 
IG2: 20% 
IG2: 12% 
IG3: 15% 
 
White: NR 
 
Baseline depression 
CDI 
Mean (SD) 
IG1: 23.60 (5.82) 
IG2: 23.60 (5.82) 
IG3: 23.48 (5.14) 
 
Comorbid conditions 
Any psychiatric condition 
IG1: 16 
IG2: 13 
IG3: 15 
 
Anxiety 
IG1: 7 
IG2: 5 
IG3: 7 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578 
(continued) 

        Tics and Tourette's disorder 
IG1: 4 
IG2: 2 
IG3: 4 
 
Disruptive behavior 
IG1: 2 
IG2: 6 
IG3: 3 

    

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043  
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kennard, 20066 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 200668 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo 
(n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean (SD): 76 
(6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: 
Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo 
(n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Melvin, 200679 Australia 
RCT  
Clinic 

Mix DSM-IV based 
diagnosis of 
MDD, dysthymic 
disorder, or 
DDNOS 

IG1: CBT (n=22) 
IG2: Sertraline 
(n=26) 
IG3: Combined 
(n=25) 
12 weeks 

Mean age:  
IG1: 15.0 
IG2: 15.5 
CG: 15.3 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 68% 
IG2: 73% 
CG: 55% 
 
White: NR 
 
Baseline depression 
Reynolds Adolescent Depression Scale 
(RADS), cutoff ≥76: mean (SD) 
IG1: 83.77 (13.80) 
IG2: 84.92 (11.20) 
CG: 83.96 (15.01) 
 
Comorbid conditions 
Anxiety disorders:  
IG1: 36.4% 
IG2: 34.6% 
CG: 40.0% 
 
Dysthymic disorder:  
IG1: 4.5% 
IG2: 7.7% 
CG: 12.0% 
 
 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Melvin, 200679 
(continued) 

        Conduct disorder/ODD:  
IG: 9.1% 
IG: 11.5% 
CG: 4% 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; C = child; CBT = cognitive behavioral therapy; CDI = Children’s Depression 
Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI-S = Clinical Global Impression Scale-Severity Scale; DDNOS = depressive disorder 
not otherwise specified; DICA-R-A = Diagnostic Interview for Children and Adolescents – Revised- Adolescent; DICA-R-P = Diagnostic Interview for Children and Adolescents 
– Revised- Parent; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ 
= Key Question; MDD = major depressive disorder; n/N = number; NR = not reported; ODD = oppositional defiant disorder; RADS = Reactive Airways Dysfunction Syndrome; 
RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation. 
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Table D-42. KQ 5a: Psychotherapy plus pharmacotherapy versus pharmacotherapy  

Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Clarke, 200584  United States  
RCT  
Clinic 

MDD Research-
ascertained 
DSM-IV 
episode of 
MDD 

IG: Collaborative 
care, brief individual 
CBT and TAU SSRIs 
(n=77) 
CG: TAU SSRIs 
(n=75) 
Up to 12 weeks 

Mean age:  
IG: 15.3 
CG: 15.3 (A) 
Age range: 12 to 18 
 
Female:  
IG: 78% 
CG: 77% 
 
White:  
IG: 87% 
CG: 85% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG: 21.1 (6.8) 
CG: 21.8 (5.8) 

Some 
concerns 

Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578  Romania  
RCT  
Clinic 

MDD Diagnosed 
with MDD 
based on 
DSM-IV 

IG1: Sertraline (n=33) 
IG2: Group rational 
emotive behavior 
therapy/CBT (n=28) 
IG3: Sertraline plus 
group rational 
emotive behavior 
therapy/CBT (n=27) 
16 weeks 

Mean age: 
IG1: 15.3 
IG2: 15.1 
IG3: 15.3 (A, C) 
Age range: 11 to 17 
 
Female 
IG2: 20% 
IG2: 12% 
IG3: 15% 
 
White: NR 
 
Baseline depression 
CDI 
Mean (SD) 
IG1: 23.60 (5.82) 
IG2: 23.60 (5.82) 
IG3: 23.48 (5.14) 
 
Comorbid conditions 
Any psychiatric condition 
IG1: 16 
IG2: 13 
IG3: 15 
 
Anxiety 
IG1: 7 
IG2: 5 
IG3: 7 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Iftene, 201578 
(continued) 

         Tics and Tourette's disorder 
IG1: 4 
IG2: 2 
IG3: 4 
 
Disruptive behavior 
IG1: 2 
IG2: 6 
IG3: 3 

    

Kim, 201285  South Korea  
RCT  
Hospital 
outpatient 
center 

MDD Diagnosed as 
having MDD 
by a 
psychiatrist 

IG: CBT plus 
bupropion (n=35) 
CG: Bupropion (n=37) 
8 weeks of treatment, 
4-week posttreatment 
followup  

Mean age:  
IG: 16.2 
CG: 15.9 (A, C) 
Age range: 13 to 18 
 
Female: 0% 
 
White: NR 
 
Baseline depression 
BDI mean (SD) 
IG: 32.7 (8.8) 
CG: 33.3 (8.7) 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043  
Companion: 
Curry, 20064 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Emslie, 20065 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kennard, 20066 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 
200668 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Vitiello, 20067 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 
60 (10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

 United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine 
(n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Melvin, 200679  Australia 
RCT  
Clinic 

Mix DSM-IV based 
diagnosis of 
MDD, 
dysthymic 
disorder, or 
DDNOS 

IG1: CBT (n=22) 
IG2: Sertraline (n=26) 
IG3: Combined 
(n=25) 
12 weeks 

Mean age:  
IG1: 15.0 
IG2: 15.5 
CG: 15.3 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 68% 
IG2: 73% 
CG: 55% 
 
White: NR 
 
Baseline depression 
Reynolds Adolescent 
Depression Scale (RADS), cutoff 
≥76: mean (SD) 
IG1: 83.77 (13.80) 
IG2: 84.92 (11.20) 
CG: 83.96 (15.01) 
 
Comorbid conditions 
Anxiety disorders:  
IG1: 36.4% 
IG2: 34.6% 
CG: 40.0% 
 
Dysthymic disorder:  
IG1: 4.5% 
IG2: 7.7% 
CG: 12.0% 
 
Conduct disorder/ODD:  
IG: 9.1% 
IG: 11.5% 
CG: 4% 

High High 

Wilkinson, 
200886  

 United Kingdom  
RCT  
Clinics 

MDD Current DSM-
IV MDD 

IG: SSRI and 
psychosocial TAU 
plus CBT (n=15) 
CG: SSRI plus 
psychosocial TAU 
(n=11) 
28 weeks 

Mean age:  
IG: 15.2 
CG: 15.4 (A) 
Age range: 11 to 17 
 
Female:  
IG: 77% 
CG: 60% 

High Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

 
White: NR 
 
Baseline depression 
MFQ 
IG: 43.8 (8.1) 
CG: 42.5 (10.1) 

Wilkinson, 
201187 

 United Kingdom  
RCT  
Clinic 

MDD DSM-IV MDD IG: SSRI (n = 79) 
CG: SSRI plus CBT 
(n = 85) 
28 weeks 

Mean age: 14.2 (A) 
Age range: 11 to 17 
 
Female: 78% (calculated) 
 
White: NR 
 
Baseline Depression 
Children's Depression Rating 
Scale-Revised (Total Score) 
Mean (SD) 
59.9 (9.5) 
 
Comorbid Depression 
Number of Comorbid disorders 
Mean (SD) 
1.2 (0.9) 
 
Suicide Attempt In Past Month 
Mean (SD) 
32 (17) 
 
Nonsuicidal Self-injury in past 
month 
Mean (SD) 
65 (34) 

High High 

A = adolescent; A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CDI = Children’s Depression Inventory; CDS-R = Carroll Depression Scales - Revised; 
CG = control group; CGI-S = Clinical Global Impression Scale-Severity Scale; DDNOS = depressive disorder not otherwise specified; DSM-IV = Diagnostic and Statistical 
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Manual of Mental Disorders, Fourth Edition; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; NR 
= not reported; ODD = oppositional defiant disorder; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of bias; SD = standard 
deviation; SSRI = selective serotonin reuptake inhibitors; TAU = treatment as usual. 
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Table D-43. KQ 5a: Omega-3 versus other therapies 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions or 
Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Fristad, 200927 United States 
RCT 
Clinic 

Mix Diagnosis of 
current MDD, 
dysthymic 
disorder, or DD 
NOS 

IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

Mean age: 11.6 (A,C) 
Age range: 7 to 14 
 
Female: 43% 
 
White: 57% 
 
Baseline depression 
CDRS-R, mean (SD) 
IG1: 38 (9) 
IG2: 42 (9) 
IG3: 44 (12) 
CG: 44 (13) 
 
PTSD, n (%) 
7 (9.7%) 
 
Anxiety disorders, n (%) 
54 (75.0) 
 
ADHD, n (%) 
41 (56.9) 
 
Disruptive behavior disorder, n (%) 
22 (30.6) 

Some 
concerns 
 

Not 
applicable 

ADHD = attention-deficit hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; DD = depressive disorder; IG = intervention group; 
KQ = Key Question; MDD = major depressive disorder; n/N = number; NOS = not otherwise specified; PEP = psychoeducational psychotherapy; PTSD = post-traumatic stress 
disorder; RCT = randomized controlled trial; risk of bias; SD = standard deviation. 
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Table D-44. KQ 5a: SSRIs versus SNRIs 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201438 United States, 
Finland, France, 
Germany, 
Slovakia, Estonia, 
Russia, Ukraine, 
and South Africa  
RCT  
65 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine (n=117) 
IG2: Fluoxetine (n=117) 
CG: Placebo (n=103) 
10 weeks 

Mean age:  
IG1: 13.1 
IG2: 13.1 
CG: 13.3 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 55% 
IG2: 52% 
CG: 50% 
 
White:  
IG1: 80% 
IG2: 83% 
CG: 81% 
 
Baseline depression 
CDS-R mean (SE) 
IG1: 59.2 (10.5) 
IG2: 58.8 (10.6) 
CG: 50.2 (11.7) 
 
CGI-S 
IG1: 4.5 (0.6) 
IG2: 4.5 (0.6) 
CG: 4.6 (0.7) 
 
Comorbid conditions 
Dysmenorrhea (females only): 6.8% 
Seasonal allergy: 6.2% 
Asthma: 5.9% 
Anxiety: 2.4% 
ADD/ADHD: 2.4% 
Oppositional defiant disorder: 2.4% 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 United States, 
Canada, Mexico, 
and Argentina  
RCT  
60 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine 60 mg 
QD (n=108) 
IG2: Duloxetine 30 mg 
QD (n=116) 
IG3: Fluoxetine 20 mg 
QD (n=117) 
CG: Placebo (n=122) 
10 weeks 

Mean age:  
IG1: 12.9 
IG2: 12.9 
IG3: 13.0 
CG: 13.1 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 56% 
IG2: 41% 
IG3: 52% 
CG: 57% 
 
White:  
IG1: 53% 
IG2: 54% 
IG3: 59% 
CG: 52% 
 
Baseline depression 
CDS-R mean (SE) 
IG1: 59.3 (10.9)  
IG2: 59.8(11.0) 
IG3: 57.9(10.1) 
CG: 58.2(9.4) 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 
(continued) 

        CGI-S 
IG1: 4.6 (0.7) 
IG2: 4.6 (0.7) 
IG3: 4.6 (0.6) 
CG: 4.5 (0.6) 
 
Comorbid conditions 
Asthma: 8.2% 
Dysmenorrhea (females only): 5.1% 
Insomnia: 4.5% 
Oppositional defiant disorder: 4.1% 
Generalized anxiety disorder: 2.2% 

    

A, C = adolescent/child; ADD= Attention-Deficit Disorder; ADHD = attention-deficit/hyperactivity disorder; CDS-R = Carroll Depression Scales - Revised; CG = control group; 
CGI-S = Clinical Global Impression Scale-Severity Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; RCT = randomized controlled trial; 
RoB = risk of bias; SE = standard error. 
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Table D-45. KQ 5a: SSRIs versus TCAs 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine (n=93) 
IG2: Imipramine (n=95) 
CG: placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
(continued) 

        Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201549 

United States and 
Canada  
RCT  
Academic 
psychiatry 
centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine (n=93) 
IG2: Imipramine (n=95) 
CG: Placebo (n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201549 
(continued) 

        Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201651 

United States and 
Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for major 
depression for at 
least 8 weeks  

IG1: Paroxetine (n=93) 
IG2: Imipramine (n=95) 
CG: Placebo (n=87) 
6 months 

Mean age: 
IG1: 14.8 
IG2: 14.8 
CG: 15.0 (A) 
Age range: 12 to 18 
 
Female: 
IG1: 65% 
IG2: 46% 
CG: 68%  
 
White: 
IG1: 84% 
IG2: 92% 
CG: 81% (calculated) 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 

High Not 
applicable 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Weihs, 201855 United States, 
Mexico  
RCT  
Hospitals, 
academic 
institutions, 
private clinics, 
and clinical trial 
research centers 

MDD Meeting DSM-
IV-TR criteria for 
MDD 

IG1: Desvenlafaxine 
(25, 35, or 50 mg/d) 
(n=115) 
IG2: Fluoxetine (20 
mg/d) (n=113) 
CG: Placebo (n=112) 
8 weeks 

Mean age:  
Children: 9.4 
Adolescent: 14.8 (A, C) 
Age range: 7 to 17 
 
Female: 54% (calculated) 
 
White: 65% (calculated) 
 
Baseline depression 
CDRS-R total score: Mean (SD) 
56.5 (8.9) 
 
CGI-S score: Mean (SD) 
4.5 (0.6) 
 
Comorbid diagnosis 
ADHD 
IG1: 12.2% 
IG2: 13.4% 
CG: 5.4 
 
Nonsuicidal self-injurious behavior 
IG1: 7.0% 
IG2: 8.0% 
CG: 12.5% 
 
Insomnia 
IG1: 7.0% 
IG2: 6.3% 
CG: 8.0%  

High Uncertain 

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI-S = Clinical Global 
Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; DSM-IV-TR = Diagnostic and Statistical Manual of Mental 
Disorders, TR; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; RCT = randomized controlled 
trial; RoB = risk of bias; SD = standard deviation.   
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Table D-46. KQ 5a: Pharmacotherapy dose comparisons  

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 United States and 
Chile  
RCT  
NR  

MDD Met DSM -IV-TR 
criteria for MDD 
as the primary 
diagnosis 

IG1: Low-dose 
desvenlafaxine (n=122) 
IG2: High-dose 
desvenlafaxine (n=121) 
CG: Placebo (n=120) 
8 weeks 

Mean age:  
IG1: 13.1 
IG2: 12.9 
CG: 13.2 (A, C) 
Age range: 7 to 17 
 
Female: 57% 
 
White:  
IG1: 70% 
IG2: 64% 
CG: 71% 
 
Baseline depression 
IG1: 86 (70.49) 
IG2: 78 (64.46) 
CG: 85 (70.83) 
 
Comorbid conditions 
Psych. condition other than MDD, % 
IG1: 23.0 
IG2: 27.3 
CG: 24.2 
 
ADHD, % 
IG1: 9.8 
IG2: 9.9 
CG: 7.5 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 
(continued) 

        Self-injurious behavior, % 
IG1: 4.9 
IG2: 9.1 
CG: 6.7 
 
Insomnia, % 
IG1: 7.4 
IG2: 5.8 
CG: 4.2 

    

Durgam, 201840 United States 
RCT  
Study centers 

MDD Diagnosis of 
MDD for a 
minimum of 6 
weeks (based on 
DSM-IV-TR 
criteria and 
confirmed by K-
SADS-PL) 

IG1: Vilazodone 15 
mg/d (n=175) 
IG2: Vilazodone 30 
mg/d (n=180) 
CG: Placebo (n=174) 
10 weeks 

Mean age:  
IG1: 14.9 
IG2: 14.6 
CG: 14.9 (A) 
Age range: 12 to 17 
 
Female:  
IG1: 59% 
IG2: 60% 
CG: 60% 
 
White:  
IG1: 66% 
IG2: 67% 
CG: 64% 
 
Baseline depression 
CDRS-R total score, mean (SD) 
IG1: 57.8 (8.7) 
IG2: 56.8 (8.5) 
CG: 57.5 (8.6) 
 
CGI-S score, mean (SD) 
IG1: 4.6 (0.6) 
IG2: 4.6 (0.6) 
CG: 4.5 (0.6) 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 United States, 
Canada, Mexico, 
and Argentina  
RCT  
60 psychiatric 
clinical sites 

Mix MDD or other 
depressive 
disorders 

IG1: Duloxetine 60 mg 
QD (n=108) 
IG2: Duloxetine 30 mg 
QD (n=116) 
IG3: Fluoxetine 20 mg 
QD (n=117) 
CG: Placebo (n=122) 
10 weeks 

Mean age:  
IG1: 12.9 
IG2: 12.9 
IG3: 13.0 
CG: 13.1 (A, C) 
Age range: 11 to 17 
 
Female:  
IG1: 56% 
IG2: 41% 
IG3: 52% 
CG: 57% 
 
White:  
IG1: 53% 
IG2: 54% 
IG3: 59% 
CG: 52% 
 
Baseline depression 
CDS-R mean (SE) 
IG1: 59.3 (10.9)  
IG2: 59.8(11.0) 
IG3: 57.9(10.1) 
CG: 58.2(9.4) 
 
CGI-S 
IG1: 4.6 (0.7) 
IG2: 4.6 (0.7) 
IG3: 4.6 (0.6) 
CG: 4.5 (0.6) 
 
 

High High 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Emslie 201446 
(continued) 

        Comorbid conditions 
Asthma: 8.2% 
Dysmenorrhea (females only): 5.1% 
Insomnia: 4.5% 
Oppositional defiant disorder: 4.1% 
Generalized anxiety disorder: 2.2% 

    

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CDRS-R = Children’s Depression Rating Scale-Revised; CDS-R = Carroll Depression Scales - Revised; 
CG = control group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV-TR = Diagnostic and Statistical Manual of Mental Disorders, TR; IG = intervention 
group; K-SADS-PL = Kiddie Schedule for Affective Disorders and Schizophrenia- Present and Lifetime version; KQ = Key Question; MDD = major depressive disorder; mg/d = 
milligram per day; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias; SD = standard deviation; SE = standard error.  
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Table D-47. KQ 5a: Treatment-resistant depression interventions 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888 
Index 

 United States  
RCT  
Academic or 
community 
clinics 

MDD Active 
treatment for 
MDD 
according to 
the DSM-IV 

IG1: Switch to a 
second, different 
SSRI (citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a 
different SSRI plus 
CBT (n=83) 
IG3: Switch to 150-
225 mg venlafaxine 
(n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% 
CI): 59 (58-60) 
Depression duration ≥2 yrs (%): 
56.3  
 
Comorbid conditions 
N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
Dysthymia 
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888 
Index 
(continued) 

         ADHD 
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 

    

Brent, 200888  
Companion: 
Asarnow, 200989 

 United States  
RCT  
Academic or 
community 
clinics 

MDD Active 
treatment for 
MDD 
according to 
the DSM-IV 

IG1: Switch to a 
second, different 
SSRI (citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a 
different SSRI plus 
CBT (n=83) 
IG3: Switch to 150-
225 mg venlafaxine 
(n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% 
CI): 59 (58-60) 
Depression duration ≥2 yrs (%): 
56.3  
 
Comorbid conditions 
Comorbidity, N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Asarnow, 200989 
(continued) 

         Dysthymia:  
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
ADHD:  
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Brent, 200990 

 United States  
RCT  
Academic or 
community 
clinics 

MDD Active 
treatment for 
MDD 
according to 
the DSM-IV 

IG1: Switch to a 
second, different 
SSRI (citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a 
different SSRI plus 
CBT (n=83) 
IG3: Switch to 150-
225 mg venlafaxine 
(n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% 
CI): 59 (58-60) 
Depression duration ≥2 yrs (%): 
56.3  
 
Comorbid conditions 
N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
Dysthymia:  
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event 
Exposure  
Diagnosed Comorbid 
Conditions or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Brent, 200990 
(continued) 

         IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
ADHD:  
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 

    

Heiligenstein, 
200691 

 Unites States  
RCT  
Clinic 

MDD Primary 
diagnosis of 
nonpsychotic 
MDD (single or 
recurrent) as 
defined by 
DSM-IV 
criteria 

IG: Dose-titration of 
fluoxetine dose from 
20 mg/day to 40-60 
mg/day (n=14) 
CG: Continued 
treatment with 
fluoxetine at fixed 
dose of 20 mg/day 
(n=15) 
10 weeks 

Mean age:  
IG: 13.6 
CG: 12.3 (A, C) 
Age range: 8 to 17 
 
Female:  
IG: 36% 
CG: 40% 
 
White: 90% 
 
Baseline depression 
CDRS-R:  
IG: 46.9 (12.7) 
CG: 42.7 (9.6) 
 
CGI-S: 
IG: 3.9 (0.8) 
CG: 3.6 (0.8) 

Some 
concerns 

Some 
concerns 

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = 
control group; CI = confidence interval; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ = Key Question; MDD = 
major depressive disorder; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SSRI = selective serotonin reuptake inhibitors; yrs = 
years.  
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Table D-48. KQ 5b: Subpopulation analysis of psychotherapy within-type comparisons of delivery methods or approaches 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 United States  
RCT  
NR 

MDD Diagnosis of 
MDD based on 
DSM-III 

IG: CBT group for 
adolescents (N1=13 and 
N2=31) 
IG2: CBT group for 
adolescents with a 
separate group for 
parents (N1=9 and 
N2=29) 
CG: Waiting list (N1=9 
and N2=24) 
N1: 14 2-hour sessions 
for adolescents; 7 2-
hour sessions for 
parents  
N2: 16 2-hour sessions 
for adolescents; 9 2-
hour sessions for 
parents  

Mean age:  
IG: 16.3 
CG: 16.3 (A) 
Age range: 14 to 18 
 
Female:  
IG: 65% 
CG: 74% 
 
White:  
IG: 87% 
CG: 99% 
 
Baseline depression 
BDI 
Sample 1 
Low severity 
IG1: 11.8 (6.1) 
IG2: 20.6 (8.6) 
CG: 22.0 (7.8) 
 
High severity 
IG1: 33.5 (5.7) 
IG2: 26.0 (9.1) 
CG: 28.8 (5.6) 
 
Sample 2 
Low severity 
IG1: 24.2 (6.8) 
IG2: 21.7 (5.8) 
CG: 18.6 (7.8) 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 
(continued) 

        High severity 
IG1: 34.1 (7.2) 
IG2: 31.3 (7.6) 
CG: 33.2 (7.9) 
 
CES-D 
Sample 1 
Low severity 
IG1: 11.0 (6.2) 
IG2: 13.6 (7.1) 
CG: 13.8 (2.9) 
 
High severity 
IG1: 17.4 (3.2) 
IG2: 14.0 (5.0) 
CG: 17.0 (3.4) 
 
Sample 2 
Low severity 
IG1: 36.9 (9.0) 
IG2: 35.2 (5.5) 
CG: 33.7 (8.9) 
 
High severity 
IG1: 47.5 (5.0) 
IG2: 45.9 (5.6) 
CG: 45.9 (5.8) 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Rohde, 199474 
(continued) 

        HDRS 
Sample 2 
Low severity 
IG1: 12.0 (4.3) 
IG2: 10.3 (3.3) 
CG: 12.6 (4.1) 
 
High severity 
IG1: 16.1 (5.9) 
IG2: 19.5 (4.4) 
CG: 18.5 (5.8) 

    

A = adolescent; BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CES-D = Center for Epidemiologic Studies Depression Scale; CG = control group; DSM-
III = Diagnostic and Statistical Manual of Mental Disorders, Third Edition; HDRS = Hamilton Rating Scale for Depression; IG = intervention group; KQ = Key Question; MDD = 
major depressive disorder; NR = not reported; RCT = randomized controlled trial; RoB = risk of bias. 

 

  



 

D-198 

Table D-49. KQ 5b: Subpopulation analysis of psychotherapy versus pharmacotherapy 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Curry, 20064 Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Foster, 201892 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Foster, 201892 
(continued) 

        Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ 
= Key Question; MDD = major depressive disorder; NR = not reported; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of bias; 
SD = standard deviation. 
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Table D-50. KQ 5b: Subpopulation analysis of psychotherapy plus pharmacotherapy versus psychotherapy 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Index 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4 
Disruptive behavior: 23.5 
ADHD: 13.7 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 
(continued) 

        Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ 
= Key Question; MDD = major depressive disorder; NR = not reported; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of bias; 
SD = standard deviation. 
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Table D-51. KQ 5b: Subpopulation analysis of psychotherapy plus pharmacotherapy versus pharmacotherapy 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Curry, 20064 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111)  
CG: Placebo (n=112) 
12 weeks 

Mean age: 14.6 (A) 
Age range: 12 to 17 
 
Female: 54% 
 
Black: 13% 
Hispanic: 9% 
 
Baseline depression 
CDRS-R raw score, mean (SD): 60 
(10.4) 
CDRS-R normed t score, mean 
(SD): 76 (6.43) 
CGI-S, mean (SD): 4.77 (0.83) 
 
Comorbid conditions 
Anxiety: 27.4% 
Disruptive behavior: 23.5% 
ADHD: 13.7% 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Kratochvil, 20098 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Foster, 201892 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Foster, 201993 

United States  
RCT  
Clinic 

MDD DSM-IV 
diagnosis of 
MDD 

IG1: Fluoxetine+CBT 
(n=107) 
IG2: Fluoxetine (n=109) 
IG3: CBT (n=111) 
CG: Placebo (n=112) 
12 weeks 

Mean age:  
ADHD: 14.6 
No ADHD: NR (A) 
Age range: 12 to 17 
 
Female:  
ADHD: 34% 
No ADHD: 58% 
 
White:  
ADHD: 81% 
No ADHD: 73% 
 
Baseline depression 
CDRS-R total, mean (SD) 
ADHD: 57.58 (9.87) 
No ADHD: 60.52 (10.43) 
 
RADS total, mean (SD) 
ADHD: 74.46 (12.61) 
No ADHD: 80.01 (14.48) 
 
Comorbid diagnosis 
Anxiety disorder 
ADHD: 19.35 
No ADHD: 28.72 
 
Dysthymia 
ADHD: 17.74 
No ADHD: 9.31 
 
 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

March, 20043 
Companion: 
Foster, 201993 
(continued) 

        Oppositional defiant disorder 
ADHD: 29.03 
No ADHD: 10.61 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CGI-S = Clinical Global Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; KQ = Key Question; IG = 
intervention group; MDD = major depressive disorder; NR = not reported; RADS = Reactive Airways Dysfunction Syndrome; RCT = randomized controlled trial; RoB = risk of 
bias; SD = standard deviation. 
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Table D-52. KQ 5b: Subpopulation analysis of SSRIs versus TCAs 

Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 

 United States 
and Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for 
major 
depression for 
at least 8 
weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
(continued) 

         Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

GlaxoSmithKline, 
199848 
Companion: 
Keller, 200150 
Index 
 

 United States 
and Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for 
major 
depression for 
at least 8 
weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
 

High Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
Companion: 
Keller, 200150 
Index 
(continued) 

         Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201549 

 United States 
and Canada  
RCT  
Academic 
psychiatry 
centers 

MDD Met DSM-IV 
criteria for 
major 
depression for 
at least 8 
weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
8 weeks 

Mean age:  
IG1: 14.8 
IG2: 14.9 
CG: 15.1 (A) 
Age range: 12 to 18 
 
Female:  
IG1: 62% 
IG2: 59% 
CG: 66% 
 
White:  
IG1: 83% 
IG2: 87% 
CG: 81% 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 
 
Comorbid conditions 
Any concomitant diagnosis 
IG1: 41% 
IG2: 50% 
CG: 45% 
 
 

High Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201549 
(continued) 

         Anxiety disorder 
IG1: 19% 
IG2: 26% 
CG: 28% 
 
Externalizing disorder 
IG1: 25% 
IG2: 26%  
CG: 20% 

    

GlaxoSmithKline, 
199848 
Companion: 
Le Noury, 201651 

 United States 
and Canada  
RCT  
Study centers 

MDD Met DSM-IV 
criteria for 
major 
depression for 
at least 8 
weeks  

IG1: Paroxetine 
(n=93) 
IG2: Imipramine 
(n=95) 
CG: Placebo 
(n=87) 
6 months 

Mean age: 
IG1: 14.8 
IG2: 14.8 
CG: 15.0 (A) 
Age range: 12 to 18 
 
Female: 
IG1: 65% 
IG2: 46% 
CG: 68%  
 
White: 
IG1: 84% 
IG2: 92% 
CG: 81% (calculated) 
 
Baseline depression 
HAM-D: Mean (SD) 
IG1: 18.98 (0.43) 
IG2: 18.11 (0.43) 
CG: 18.97 (0.44) 

High Not 
applicable 
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Author, Year  
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or 
Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of 
Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB 
Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Weihs, 201855  United States, 
Mexico  
RCT  
Hospitals, 
academic 
institutions, 
private clinics, 
and clinical trial 
research 
centers 

MDD Meeting DSM-
IV-TR criteria 
for MDD 

IG1: 
Desvenlafaxine 
(25, 35, or 50 
mg/d) (n=115) 
IG2: Fluoxetine 
(20 mg/d) (n=113) 
CG: Placebo 
(n=112) 
8 weeks 

Mean age:  
Children: 9.4 
Adolescent: 14.8 (A, C) 
Age range: 7 to 17 
 
Female: 54% (calculated) 
 
White: 65% (calculated) 
 
Baseline depression 
CDRS-R total score: Mean (SD) 
56.5 (8.9) 
 
CGI-S score: Mean (SD) 
4.5 (0.6) 
 
Comorbid diagnosis 
ADHD 
IG1: 12.2% 
IG2: 13.4% 
CG: 5.4 
 
Nonsuicidal self-injurious behavior 
IG1: 7.0% 
IG2: 8.0% 
CG: 12.5% 
 
Insomnia 
IG1: 7.0% 
IG2: 6.3% 
CG: 8.0%  

High Uncertain 

A = adolescent; A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CDS-R = Carroll Depression Scales - Revised; CG = control group; CGI-S = Clinical 
Global Impression Scale-Severity Scale; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; DSM-IV-TR = Diagnostic and Statistical Manual of 
Mental Disorders, TR; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; RCT = randomized 
controlled trial; RoB = risk of bias; SD = standard deviation.  
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Table D-53. KQ 5b: Subpopulation analysis of pharmacotherapy dose comparisons 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 United States and 
Chile  
RCT  
NR  

MDD Met DSM-IV-TR 
criteria for MDD 
as the primary 
diagnosis 

IG1: Low-dose 
desvenlafaxine (n=122) 
IG2: High-dose 
desvenlafaxine (n=121) 
CG: Placebo (n=120) 
8 weeks 

Mean age:  
IG1: 13.1 
IG2: 12.9 
CG: 13.2 (A, C) 
Age range: 7 to 17 
 
Female: 57% 
 
White:  
IG1: 70% 
IG2: 64% 
CG: 71% 
 
Baseline depression 
IG1: 86 (70.49) 
IG2: 78 (64.46) 
CG: 85 (70.83) 
 
Comorbid conditions 
Psych. condition other than MDD, % 
IG1: 23.0 
IG2: 27.3 
CG: 24.2 
 
ADHD, % 
IG1: 9.8 
IG2: 9.9 
CG: 7.5 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Atkinson, 201859 
(continued) 

        Self-injurious behavior, % 
IG1: 4.9 
IG2: 9.1 
CG: 6.7 
 
Insomnia, % 
IG1: 7.4 
IG2: 5.8 
CG: 4.2 

    

A, C = adolescent/child; ADHD = attention-deficit/hyperactivity disorder; CG = control group; DSM-IV-TR = Diagnostic and Statistical Manual of Mental Disorders, TR; IG = 
intervention group; KQ = Key Question; MDD = major depressive disorder; n = number; RCT = randomized controlled trial; RoB = risk of bias. 
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Table D-54. KQ 5b: Subpopulation analysis of TRD interventions 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888 
Index 

United States  
RCT  
Academic or 
community clinics 

MDD Active treatment 
for MDD 
according to the 
DSM-IV 

IG1: Switch to a second, 
different SSRI 
(citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a different 
SSRI plus CBT (n=83) 
IG3: Switch to 150-225 
mg venlafaxine (n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% CI): 
59 (58-60) 
Depression duration ≥2 yrs (%): 56.3  
 
Comorbid conditions 
N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
Dysthymia 
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
 

Some 
concerns 

Some 
concerns 



 

D-221 

Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888 
Index 
(continued) 

        ADHD 
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 

    

Brent, 200888  
Companion: 
Asarnow, 200989 

United States  
RCT  
Academic or 
community clinics 

MDD Active treatment 
for MDD 
according to the 
DSM-IV 

IG1: Switch to a second, 
different SSRI 
(citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a different 
SSRI plus CBT (n=83) 
IG3: Switch to 150-225 
mg venlafaxine (n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% CI): 
59 (58-60) 
Depression duration ≥2 yrs (%): 56.3  
 
Comorbid conditions 
Comorbidity, N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Asarnow, 200989 
(continued) 

        IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
Dysthymia:  
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
ADHD:  
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Brent, 200990 

United States  
RCT  
Academic or 
community clinics 

MDD Active treatment 
for MDD 
according to the 
DSM-IV 

IG1: Switch to a second, 
different SSRI 
(citalopram, or 
fluoxetine, 20-40 mg) 
(n=85) 
IG2: Switch to a different 
SSRI plus CBT (n=83) 
IG3: Switch to 150-225 
mg venlafaxine (n=83) 
IG4: Switch to 
venlafaxine plus CBT 
(n=83) 
12 weeks 

Mean age:  
IG1+IG2: 16.0 
IG3+IG4: 15.8 (A) 
Age range: 12 to 18 
 
Female: 70% 
 
White: 82% 
 
Baseline depression 
CDRS-R average score (95% CI): 
59 (58-60) 
Depression duration ≥2 yrs (%): 56.3  
 
Comorbid conditions 
N (%) 
Anxiety (including PTSD) 
IG1+IG2: 59 (36.4) 
IG3+IG4: 60 (36.4) 
p=0.99 
 
IG1+IG3: 60 (35.9)  
IG2+IG4: 59 (36.9) 
p=0.86 
 
 

Some 
concerns 

Some 
concerns 
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Author, Year 
Study Country 
Study Design 
Study Setting 

Type of 
Depression 
(MDD or Mix) 

Type of 
Depression/ 
Severity 

Intervention and 
Comparison (n)  
Length of Intervention 

Patient Characteristics:  
Mean Age 
% Female 
% White 
Baseline Depression Severity 
Prior Traumatic Event Exposure  
Diagnosed Comorbid Conditions 
or Diseases  

RoB Study 
Quality—
Benefits 

RoB Study 
Quality—
Harms 

Brent, 200888  
Companion: 
Brent, 200990 
(continued) 

        Dysthymia:  
IG1+IG2: 45 (27.1) 
IG3+IG4: 53 (32.1) 
p=0.32 
 
IG1+IG3: 51 (30.5)  
IG2+IG4: 47 (28.7) 
p=0.71 
 
ADHD:  
IG1+IG2: 26 (15.8)  
IG3+IG4: 26 (15.7) 
p=0.98 
 
IG1+IG3: 23 (13.8)  
IG2+IG4: 29 (17.7) 
p=0.33 

    

A = adolescent; ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CI = confidence interval; DSM-IV = Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition; IG = intervention group; KQ = Key Question; MDD = major 
depressive disorder; n/N = number; PTSD = post-traumatic stress disorder; RCT = randomized controlled trial; RoB = risk of bias; SSRI = selective serotonin reuptake inhibitors; 
yrs = years. 
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Table E-1. KQ 1a: Benefits of CBT versus pill placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS92 

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
 

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in  
 
CGI-I positive 
response (p=0.001) 
RR (calculated): 2.45; 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing 

NR No mortality from completed 
suicides 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
 
 

response: 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Number needed to treat 
(NNT) (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
 
RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Moderation analysis 
of C-GAS (functional 
status) by family 
income, least 
squares mean (SD) 
ITT, n=439 at 12 
weeks 
 
Patients with 
<$75,000 (low-to-
middle income) 
IG1: 32.7 (8.7) 
IG2: 35.3 (8.7) 
IG3: 43.0 (8.8) 
CG: 41.4 (9.0) 
 
Within the <$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.98 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.18 (p=NS) 
 
Patients with 
≥$75,000 (high 
income) 
IG1: 33.7 (9.6) 
IG2: 38.0 (9.1) 
IG3: 35.1 (9.0) 
CG: 41.7 (9.2) 
 
Within the ≥$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1=IG3: p=NS 
IG1>CG: p<0.05 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3>CG: p<0.05 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 0.85 (p<0.05) 
IG2: 0.40 
IG3: 0.72 (p<0.05) 
 
Moderation analysis 
of C-GAS (functional 
status) by CGI-S, 
least squares mean 
(SD) 
ITT, n=439 at 12 
weeks 
Patients with 
mild/moderate CGI-S 
IG1: 30.9 (7.3) 
IG2: 35.6 (7.1) 
IG3: 36.9 (6.9) 
CG: 38.4 (7.1) 
 
Within the 
mild/moderate CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2=IG3: p=NS 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.04 (p<0.05) 
IG2: 0.39 (p<0.05) 
IG3: 0.21 
 
Patients with 
marked/severe CGI-S 
IG1: 35.4 (8.8) 
IG2: 36.8 (9.3) 
IG3: 44.0 (9.4) 
CG: 43.2 (9.6) 
 
Within the 
marked/severe CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.84 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.08 
 
Moderation analysis 
of CNCEQ 
(depressive cognitive 
distortions) 
Low CNCEQ 
IG1: 33.2 (7.9) 
IG2: 35.5 (7.8) 
IG3: 39.4 (7.6) 
CG: 41.1 (7.5) 
 
Within the low 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.03 (p<0.05) 
IG2: 0.73 (p<0.05) 
IG3: 0.22 
 
High CNCEQ 
IG1: 32.3 (9.8) 
IG2: 35.9 (10.1) 
IG3: 41.8 (10.0) 
CG: 40.6 (10.4) 
 
Within the high 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.82 (p<0.05) 
IG2: 0.46 (p<0.05) 
IG3: -0.12 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 



 

E-14 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS 
(continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p >0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how 
groups compared with one 
another at 12 weeks : 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how groups 
compared with one another : 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another : 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
 

12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01 
 
GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks : 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 
 
Between-group difference: 
p=0.002 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p=0.020 
IG1>IG3: p=0.0004 
IG1>CG: p=0.009 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Patients not likely to be 
clinically referred in 
community (C-GAS>60) 
12 weeks, % 
IG1: 64.5 
IG2: 50.5 
IG3: 45.0 
CG: 35.7 
Between-group difference: 
p=0.0003 
 
 

remained significant even 
after applying a Bonferroni 
correction for multiple 
comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how groups 
compared with one another 
at 12 weeks: 
IG1>IG2: p=0.0004 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2=IG3: p=0.2766 
IG2=CG: p=0.7215 
IG3=CG: p=0.4630 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.038 
IG1>IG3: p<0.004 
IG1>CG: p<0.0001 
IG2=IG3: p=NS 
IG2>CG: p=0.023 
IG3=CG: p=NS 

12 weeks, mean change 
from baseline (SD) 
IG1: 9.6 (10.14) 
IG2: 6.6 (10.23) 
IG3: 4.2 (10.01) 
CG: 5.2 (10.16) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.001 
 
Treatment-by-time 
interaction: p<0.0001 
GLM statistical comparisons 
of how groups compared 
with one another: 
IG1>IG2: p<0.05 
IG1>IG3: p<0.0001 
IG1>CG: p<0.001 
IG2>IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Subgroup Analysis 
#1: ADHD vs. no 
ADHD 
Depression 
symptoms, ITT 
(n=429) 
12 weeks 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.018 
ADHD-by-treatment-
by-time interaction: 
p=0.026 (confirmed 
that ADHD status 
prior to treatment or 
having an ADHD 
diagnosis before 
study entry 
moderated 
improvement in 
depression) 
 
Linear RRM effect 
analyses: ADHD 
subgroup 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.038 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Linear RRM effect 
analyses: No ADHD 
subgroup 
Main effect of time 
(linear): p≤0.001 
Treatment-by-time 
interaction: p<0.001 
 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks, mean (SD) 
ADHD subgroup 
IG1 (n=15): 37.08 
(9.42) 
IG2 (n=14): 33.29 
(6.42) 
IG3 (n=14): 35.95 
(6.34) 
CG (n=19): 43.31 
(5.65) 
 
No ADHD subgroup 
IG1 (n=92): 33.30 
(8.14) 
IG2 (n=95): 36.83 
(8.11) 
IG3 (n=97): 42.35 
(8.96) 
CG (n=93): 41.39 
(8.07) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Improvement was 
observed in all arms 
of both ADHD and 
no-ADHD subgroups, 
but patients had 
different patterns of 
between-group 
differences 
depending on their 
subgroup. 
 
Between-group 
differences: ADHD 
subgroup at 12 
weeks  
 
IG1=IG2=IG3>CG 
(p=0.046, 0.024, 
0.013, respectively) 
 
Change trajectories 
did not differ between 
arms (p>0.05). 
 
Effect sizes 
IG1 vs. CG: 1.0 
IG2 vs. CG: 0.6 
IG3 vs. CG: -0.1 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Between-group 
differences: No-
ADHD subgroup at 
12 weeks  
IG1>(IG2>IG3)=CG 
(p-values <0.05 for 
significant differences 
and >0.05 for 
nonsignificant 
differences) 
 
Change trajectories: 
IG1>IG2; IG3, and 
CG (p<0.009), 
meaning trajectory in 
IG1 was faster on 
average than in all 
other arms. IG2=CG 
(p=0.425) and 
IG3=CG (p=0.065), 
but IG2>IG3 
(p=0.008). In short; 
IG3 had the most 
gradual improvement 
trajectory among 
active treatments. 
 
Effect sizes 
IG1 vs. CG: 0.8 
IG2 vs. CG: 1.7 
IG3 vs. CG: 1.2 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Depression 
symptoms, ITT 
(n=327) 
36 weeks: 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
ADHD-by-treatment-
by-time interaction: 
p=0.004  
ADHD-by-treatment-
by-time interaction 
(squared): p=0.004 
(confirmed that 
ADHD status prior to 
treatment or having 
an ADHD diagnosis 
before study entry 
moderated 
improvement in 
depression at this 
timepoint) 
 
Between-group 
differences: ADHD 
subgroup at 36 
weeks  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
 

          Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
No significant 
treatment-by-time 
(squared) or 
treatment-by-time 
interactions 
 
Between-group 
differences: No-
ADHD subgroup at 
36 weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
 

          Change trajectories: 
Treatment-by-time 
(squared) interaction: 
p<0.001 (suggesting 
significant different by 
arm) 
IG1>IG2 and IG3 
(p<0.05), meaning 
trajectory in IG1 was 
faster on average 
than other IG arms. 
 
Subgroup Analysis 
#2: ADHD 
psychostimulant 
medication vs. none 
among patients with 
ADHD 
Depression 
symptoms, ITT (n=62 
with ADHD) 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks:  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
 

          Data values NR, but 
CDRS-R scores did 
not differ significantly 
among the 20/63 
patients taking a 
psychostimulant vs. 
the 43/63 patients 
who did not 
(p=0.056).  
Treatment-by-
psychostimulant use 
interaction was not 
significant (p>0.05). 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGAS = 
Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CGI-I = Clinical Global Impressions Scale-Severity Scale; CI = confidence 
interval; CGI-I = children’s negative cognitive error questionnaire; G = group; GLM = generalized linear modeling; HoNOSCA = Health of Nation Outcome Scale – Children and 
Adolescents; IG = intervention group; ITT = intent to treat; K-SADS-P/L = Kiddie Schedule for Affective Disorders and Schizophrenia; KQ = Key Question; MDD = major 
depressive disorder; NA = not applicable; NNT = number needed to treat; NS = not significant; OR = odds ratio; PQ-LES-Q = Parent-Child Interaction Therapy Emotion 
Development; QoL = quality of life; RADS = Reactive Airways Dysfunction Syndrome; RRM = random-effects regression model; SD = standard deviation; TADS = Treatment 
among Adolescents with Depression. 
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Table E-2. KQ 1a: Benefits of CBT versus wait-list control  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 19999 IG1: child CBT 
IG2: child CBT with 
separate parent 
sessions 
CG: wait-list control 

At 8 Weeks: 
HAM-D: 
G1: 4.6 (4.8) 
G2: 6.7 (7.1) 
G3: 7.7 (7.0) 
 
BDI: 
G1: 10.1 (9.1) 
G2: 13.3 (10.9) 
G3: 16.0 (11.2) 
 
CBCL Depression 
G1: 11.5 (4.7) 
G2: 11.7 (6.7) 
G3: 9.0 (5.9) 

Recovery Rates at 8 
weeks: 
G1: 24/37 (64.9%) 
IG2: 22/32 (68.8%) 
G3: 13/27 (48.1%)  
G1+G2 vs. G3: 
p<0.05; Cohen's 
h=0.38 (small to 
medium effect); OR, 
2.15 (95% CI, 1.01 to 
4.59) 
 
Trend for treated 
males to have better 
outcomes than 
treated females 
(81.0% vs. 60.4%, 
p=0.096) 

At 8 Weeks: 
GAF: 
Pre: 
G1: 60.4 (6.8) 
G2: 54.4 (8.2) 
CG: 58.3 (7.2) 
 
Post: 
G1: 71.0 (11.7) 
G2: 69.9 (14.9) 
CG: 64.5 (11.8) 
 
Group x time: IG1 & 2 
combined vs. CG: p<0.05 

NR NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Rosello, 199910 IG1: IPT 
IG2: CBT 
CG: Wait list control 

CDI score, baseline, 
Mean (SD): 
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
CDI score 12 weeks, 
Mean (SD): 
IG1: 10.79 (6.51) 
IG2: 13.28 (7.61) 
CG: 15.83 (6.83) 
P-value for CDI pre vs. 
post: p>0.01 
 
CDI score 3 months 
Mean (SD): 
IG1: 13.75 (9.52) 
IG2: 8.90 (6.84) 
CG: NR 
F value for CDI post-tx 
vs. followup: F=0.02 

Patients in functional 
range (CS change) at 
12 weeks, %: 
IG1: 82 
IG2: 59 
 
Effect size at 12 
weeks (size (%): 
IG1: 0.73 (77) 
IG2: 0.43 (67) 
 
Decrease in severely 
depressed 
adolescents, baseline 
vs. 12 weeks, %: 
IG1: 45  
IG2: 24  
CG: 27  
 
Decrease in severely 
depressed 
adolescents, baseline 
vs. 3 months, %: 
IG1: 39 
IG2: 30 
CG: NR 

NR F values for pre/post 
treatment comparisons on 
CDI: 
IG1 vs. IG2: 2.61 
IG1 vs. CG: 11.62 (p<0.01) 
IG2 vs. CG: 2.58 (p<0.05) 

NR 

BDI = Beck Depression Inventory; CBCL = child behavior checklist; CBT = cognitive behavioral therapy; CG = control group; G = group; GAF = Global Assessment of 
Functioning; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question; SD = standard deviation. 
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Table E-3. KQ 1a: Benefits of CBT (delivered to adolescent and parent) versus wait-list control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 19999 IG1: child CBT 
IG2: child CBT with 
separate parent 
sessions 
CG: wait-list control 

At 8 Weeks: 
HAM-D: 
G1: 4.6 (4.8) 
G2: 6.7 (7.1) 
G3: 7.7 (7.0) 
 
BDI: 
G1: 10.1 (9.1) 
G2: 13.3 (10.9) 
G3: 16.0 (11.2) 
 
CBCL Depression 
G1: 11.5 (4.7) 
G2: 11.7 (6.7) 
G3: 9.0 (5.9) 

Recovery Rates at 8 
weeks: 
G1: 24/37 (64.9%) 
IG2: 22/32 (68.8%) 
G3: 13/27 (48.1%)  
G1+G2 vs. G3: 
p<0.05; Cohen's 
h=0.38 (small to 
medium effect); OR, 
2.15 (95% CI, 1.01 to 
4.59) 
 
Trend for treated 
males to have better 
outcomes than 
treated females 
(81.0% vs. 60.4%, 
p=0.096) 

At 8 Weeks: 
GAF: 
Pre: 
G1: 60.4 (6.8) 
G2: 54.4 (8.2) 
CG: 58.3 (7.2) 
 
Post: 
G1: 71.0 (11.7) 
G2: 69.9 (14.9) 
CG: 64.5 (11.8) 
 
Group x time: IG1 & 2 
combined vs. CG: p<0.05 

NR NA 

BDI = Beck Depression Inventory; CBCL = child behavior checklist; CBT = cognitive behavioral therapy; CG = control group; G = group; GAF = Global Assessment of 
Functioning; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; KQ = Key Question. 
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Table E-4. KQ 1a: Benefits of CBT+TAU versus TAU/UC 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 200211 IG: Group CBT 
(Adolescent Coping 
With Depression 
Course)+Usual care 
CG: Usual care 

Depressive symptoms 
ITT (n=88; IG: 41 and 
CG: 47) 
CES-D 
8 weeks, mean (SD) 
IG: 26.7 (12.6) 
CG: 29.3 (12.8) 
 
12 months, mean (SD) 
IG: 22.4 (9.2) 
CG: 23.8 (13.8) 
 
24 months, mean (SD) 
IG: 24.3 (11.6) 
CG: 26.3 (12.9) 
 
Treatment-by-time (main 
effect): F=0.42, p=0.52 
 
HAM-D 
8 weeks, mean (SD) 
IG: 5.5 (5.2) 
CG: 6.0 (5.1) 
 
12 months, mean (SD) 
IG: 4.3 (4.2) 
CG: 3.3 (5.0) 
 
24 months, mean (SD) 
IG: 4.1 (4.1) 
CG: 4.4 (5.1) 
Treatment-by-time (main 
effect): F=0.26, p=0.61 
 
 

Cumulative recovery 
from index 
depressive diagnosis 
ITT (n=152; IG: 77 
and CG: 75) 
8 weeks, calculated 
N (%) 
IG: 45 (57.9) 
CG: 40 (53.2) 
Between-group p=NS 
 
12 months, 
calculated N (%) 
IG: 55 (71.1) 
CG: 62 (82.1) 
Between-group p=NS 
 
24 months, 
calculated N (%) 
IG: 69 (89.5) 
CG: 69 (92.3) 
Between-group p=NS 
 
Cumulative recovery 
from index 
depressive diagnosis 
(combined with more 
stringent criteria of ≥8 
weeks of "well-time" 
(few  

Global functioning 
ITT (n=88; IG: 41 and CG: 
47) 
GAF 
8 weeks, mean (SD) 
IG: 66.8 (12.5) 
CG: 66.8 (11.5) 
 
12 months, mean (SD) 
IG: 74.6 (12.9) 
CG: 76.8 (10.2) 
 
24 months, mean (SD) 
IG: 73.9 (12.4) 
CG: 76.3 (10.8) 
Treatment-by-time (main 
effect): F=0.16, p=0.69 

NA NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 200211 
(continued) 

  CBCL Depression 
8 weeks, mean (SD) 
IG: 10.2 (5.8) 
CG: 8.9 (5.1) 
 
12 months, mean (SD) 
IG: 8.2 (6.4) 
CG: 8.4 (5.4) 
 
24 months, mean (SD) 
IG: 8.4 (7.4) 
CG: 8.0 (5.5) 
Treatment-by-time (main 
effect): F=0.02, p=0.88 
 
CBCL Internalizing 
8 weeks, mean (SD) 
IG: 18.5 (11.8) 
CG: 16.2 (9.0) 
 
12 months, mean (SD) 
IG: 15.6 (13.0) 
CG: 15.2 (8.4) 
 
24 months, mean (SD) 
IG: 16.4 (15.5) 
CG: 15.0 (9.4) 
Treatment-by-time (main 
effect): F=0.07, p=0.80 
 
CBCL Externalizing 
8 weeks, mean (SD) 
IG: 16.1 (12.4) 
CG: 14.4 (8.5) 
 
 

or no depressive 
symptoms) 
ITT (n=152; IG: 77 
and CG: 75) 
 
8 weeks, calculated 
N (%) 
IG: 24 (31.6) 
CG: 22 (29.8) 
Between-group p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 200211 
(continued) 

  12 months, mean (SD) 
IG: 12.0 (11.3) 
CG: 12.7 (9.6) 
 
24 months, mean (SD) 
IG: 13.6 (15.6) 
CG: 10.8 (10.9) 
Treatment-by-time (main 
effect): F=2.12, p=0.15 

        

Clarke 201694 IG: TAU+ CBT 
CG: self-selected 
TAU 

ITT (n=212; IG=106; 
CG=106) 
CDRS (week 12) 
Mean (SD) 
IG: 33.56 (10.35) 
CG: 40.67 (13.21) 
 
CDRS (week 52) 
IG: 30.14 (11.26) 
CG: 28.24 (10.54) 
 
CDRS (week 104) 
IG: 28.11 (9.88) 
CG: 29.17 (10.79) 
 
CDRS Effect Size 
through 52 weeks 
d=0.278 
-2.25 (-4.45~0.05) 
 
CDRS Effect Size 
(52-104 weeks) 
d=0.145  
-1.30 (-3.73~1.14) 

ITT (n=212; IG=106; 
CG=106) 
 
Weeks to Recovery 
Mean (95% CI), 
Median 
IG: 22.6 (18.7-26.5), 
15 
CG: 30.0 (25.3 - 
34.7), 23 
 
MD Recovery: 
Baseline 
n (%) 
IG: 0 (0%) 
CG: 0 (0%) 
 
MD Recovery: Week 
12 
n (%) 
IG: 31 (31.3%) 
CG: 12 (12.1%) 
 
MD Recovery: Week 
52 
n (%) 
IG: 79 (79.8%) 
CG: 68 (68.7%) 
 
 

ITT (n=212; IG=106; 
CG=106) 
CGAS (baseline) 
Mean (SD) 
IG: 58.38 (6.12) 
CG: 57.33 (6.88) 
 
CGAS (week 12) 
Mean (SD) 
IG: 69.23 (8.86) 
CG: 63.91 (10.23) 
 
CGAS (week 52) 
IG: 72.33 (9.97) 
CG: 74.10 (10.81) 
 
CGAS (week 104) 
IG: 76.86 (11.03) 
CG: 76.45 (11.09) 
 
CGAS Effect Size (thru 52 
weeks) 
d=0.431 
4.2 (1.55~6.86) 
 
CGAS Effect Size (52-104 
weeks) 
d=0.016 
0.13 (-2.08~2.34) 

NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke 201694 
(continued) 

    MD Recovery: Week 
104 
n (%) 
IG: 88 (88.9%) 
CG: 78 (78.8%) 
 
MD Recovery(thru 52 
weeks) 
NNT=10 
1.60 (1.15~2.21) 
 
MD Recovery 
(52-104 weeks) 
NNT=10 
1.59(1.17~2.17) 
 
MD Response: 
Baseline 
n (%) 
IG: 0 (0%) 
CG: 0 (0%) 
 
MD Response: Week 
12 
n (%) 
IG: 68 (68.7%) 
CG: 47 (47.5%) 
 
MD Response: Week 
52 
n (%) 
IG: 90 (90.9%) 
CG: 87 (87.9%) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke 201694 
(continued) 

    MD Response: Week 
104 
n (%) 
IG: 93 (93.9%) 
CG: 91 (91.9%) 
 
MD Recovery(thru 52 
weeks) 
NNT=34 
1.39 (1.03~1.87) 
 
MD Recovery 
(52-104 weeks) 
NNT=50 
1.38(1.03~1.27) 

      

CBCL-Depression = child behavior checklist - depression; CBT = cognitive behavioral therapy; CES-D = Center for Epidemiologic Studies Depression Scale; CG = control group; 
CGAS = Children’s Global Assessment Scale; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; ITT = intent to treat; KQ = Key Question; MD = major 
depression; NA = not applicable; NR = not reported; NS = not significant; SD = standard deviation; TAU = treatment as usual. 
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Table E-5. KQ 1a: Benefits of CBT (modified) versus UC 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Shirk, 201414 IG: Modified 
Cognitive Behavioral 
Therapy (m-CBT) 
CG: Usual care 

BDI-II at intake (ITT): 
Mean (SD) 
IG: 29.85 (10.56) 
CG: 32.21 (12.99) 
 
BDI-II at 16 weeks (ITT): 
Mean (SD) 
IG: 21.35 (11.62) 
CG: 19.38 (13.47) 
Tx group: F(1,42).06, 
p.81 
Tx* time: F(1,42) 1.76, 
p.19 

Remitted depression 
dx at 16 weeks (ITT): 
IG: 50.0% 
CG: 48.0% 

NR NR "Owing to the limited 
number of males in 
the sample (7) and 
the fact that no males 
had observations for 
Sessions 8 or 12 in 
the m-CBT group, 
only data from 
females were 
analyzed." 
 
BDI-II at 16 weeks 
(females): 
Tx group: F(1,54).09, 
p.12 
Tx*time: F(5,128) 
1.80, p.12 

BDI-II = Beck Depression Inventory-II; CG = control group; IG = intervention group; ITT = intent to treat; m-CBT = modified cognitive behavioral therapy; KQ = Key Question; 
NR = not reported; SD = standard deviation; tx = treatment. 
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Table E-6. KQ 1a:Benefits of CBT versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 199712 
Index article 

IG1: Individual CBT 
IG2: SBFT 
CG: Nondirective 
supportive therapy 
(NST) 

MDD episode, % 
6 weeks 
IG1: 60.0 
IG2: 65.5 
CG: 63.3 
p=0.90 
 
12-16 weeks 
IG1: 17.1 
IG2: 32.3 
CG: 42.4 
Difference among 3 
groups: X2=5.22; df=2; 
p=0.07 
Pairwise difference (IG1 
vs. CG): X2=5.23; df=1; 
p=0.02 
 
BDI, mean (SD) 
6 weeks 
IG1: 10.7 (11.1) 
IG2: 13.7 (9.3) 
CG: 13.4 (10.7) 
p=0.44 
 
12-16 weeks 
IG1: 5.7 (8.6) 
IG2: 9.1 (9.1) 
CG: 9.8 (11.4) 
p=0.19 
Difference among 3 
groups: X2=5.70; df=2; 
p=0.06 
IG1 showing more rapid 
response than CG: 
X2=5.10; df=1; p=0.02 
 
 

Overall achievement 
of clinical response  
Overall achievement 
of clinical response 
data were estimated 
using software from 
Figure 2. 
 
Overall difference: 
X2=5.28; df=2; 
p=0.07 
Pairwise difference 
(IG1 vs. IG2): 
X2=4.84; df=1; 
p=0.03 
IG1: 66.3 
IG2: 39.6 
CG: 42.9 
 
Overall achievement 
of remission (%) 
6 weeks 
IG1: 16.7 
IG2: 6.2 
CG: 16.7 
p=0.37 
 
12-16 weeks 
IG1: 60.0 
IG2: 29.0 
CG: 36.4 
 
 

CGAS <60 (%) 
6 weeks 
IG1: 34.3 
IG2: 37.9  
CG: 43.3 
p=0.76 
 
12-16 weeks 
IG1: 25.7 
IG2: 35.5 
CG: 33.3 
p=0.66 
 
No significant treatment x 
time interaction on the 
CGAS (treatment=NS, time 
<.01) 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 199712 
Index article 
(continued) 

  DEP13, mean (SD) 
6 weeks 
IG1: 2.1 (0.7) 
IG2: 2.1 (0.6) 
CG: 2.1 (0.5) 
p=0.91 
 
12-16 weeks 
IG1: 1.5 (0.5) 
IG2: 1.7 (0.6) 
CG: 1.8 (0.8) 
p=0.15 
Difference among 3 
groups: X2=6.15; df=2; 
p=0.05 
IG1 showing more rapid 
response than IG2: 
X2=4.74; df=1; p=0.03 
IG1 showing more rapid 
response than CG: 
X2=4.84; df=1; p=0.03 

Rate of remission (%) 
IG1: 60.0 
IG2: 37.9 
CG: 39.4 
Overall difference: 
X2=5.96; df=2; 
p=0.05 
Pairwise difference 
(IG1 vs. IG2): 
X2=4.50; df=1; 
p=0.03 
Pairwise difference 
(IG1 vs. CG): 
X2=4.30; df=1; 
p=0.04 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

MFQ score, n patients, 
Mean (SD) 
Comparisons are 
Treatment effect (95% 
CI) 
Baseline 
IG1: 154, 46.2 (10.3) 
IG2: 156, 45.4 (10.8) 
CG: 155, 46.2 (10.6) 
 
6 Weeks 
IG1: 104, 35.2 (11.3)  
IG2: 107, 34.9 (13.2) 
CG: 99, 36.5 (14.3) 
 
12 Weeks 
IG1: 106, 31.6 (13.3)  
IG2: 108, 33.1 (14.2) 
CG: 112, 34.1 (14.4) 
 
36 Weeks 
IG1: 104, 24.2 (15.1)  
IG2: 109, 26.6 (15.7) 
CG: 105, 30.5 (16.1) 
IG1 vs. IG2: 0.179  
(-3.731 to 4.088) 
p=0.929 
IG1+IG2 vs. CG:  
-3.234 (–6.611 to 0.143) 
p=0.061 
 
 

MFQ score: 
Response rate Freq 
(%); time since 
randomization mean 
(min, max) 
Baseline 
IG1: 154 (100); NR 
IG2: 156 (100); NR 
CG: 155 (100); NR 
 
6 Weeks 
IG1: 104 (68); 12.3 
(7, 41) 
IG2: 107 (69); 11.1 
(6, 21) 
CG: 99 (64); 11.0 (6, 
25) 
 
12 Weeks 
IG1: 106 (69); 19.0 
(11, 38) 
IG2: 108 (69); 17.6 
(12, 28) 
CG: 112 (72); 17.6 
(12,33) 
 
36 Weeks 
IG1: 104 (68); 42.9 
(35-63) 
IG2: 109 (70); 41.5 
(31, 52) 
CG: 105 (68); 42.3 
(36, 54) 
 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

  52 Weeks 
IG1: 111, 25.0 (18.0)  
IG2: 110, 23.0 (15.9) 
CG: 105, 25.1 (16.2) 
IG1 vs. IG2: 0.307  
(–3.161 to 3.774)  
p=0.862 
IG1+IG2 vs. CG:  
–2.806 (–5.790 to 0.177) 
0.065 
p=0.065 
 
86 Weeks 
IG1: 123, 22.3 (15.7)  
IG2: 114, 21.8 (15.5) 
CG: 116, 23.6 (16.2) 
IG1 vs. IG2: 0.578  
(–2.948 to 4.104) 
p=0.748 
IG1+IG2 vs. CG:  
–1.898 (–4.922 to 1.126)  
p=0.219 

52 Weeks 
IG1: 111 (72); 60.3 
(48, 92) 
IG2: 110 (71); 59.3 
(50, 85) 
CG: 105 (68); 59.2 
(51, 76) 
 
86 Weeks 
IG1: 123 (80); 94.9 
(82, 147) 
IG2: 114 (73); 95.1 
(69, 149) 
CG: 116 (75); 95.4 
(73, 132) 
 
Patients with MDD 
diagnosis and ≥1 
antisocial behavior 
symptom, N (%) or 
n/N (%) 
Comparisons are 
Treatment effect 
(95% CI) 
Baseline 
IG1: 154 (100)  
IG2: 156 (100) 
CG: 155 (100) 
 
6 Weeks 
IG1: 57/95 (60)  
IG2: 62/99 (63) 
CG: 63/143 (44) 
 
 

      



 

E-40 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    12 Weeks 
IG1: 46/98 (47) 
IG2: 54/99 (55) 
CG: 57/105 (54) 
 
36 Weeks 
IG1: 28/89 (31)  
IG2: 35/98 (36) 
CG: 42/95 (44) 
IG1 vs. IG2: 0.064 (–
0.078 to 0.206)  
p=0.375 
IG1+IG2 vs. CG:  
–0.043 (–0.160 to 
0.073)  
p=0.465 
 
52 Weeks 
IG1: 23/90 (26)  
IG2: 23/87 (27) 
CG: 27/92 (29) 
IG1 vs. IG2: 0.018 (–
0.084 to 0.120)  
p=0.727 
IG1+IG2 vs. CG:  
–0.053 (–0.142 to 
0.035)  
p=0.239 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    86 Weeks 
IG1: 24/95 (25)  
IG2: 14/92 (15) 
CG: 27/99 (27) 
IG1 vs. IG2: –0.057 
(–0.157 to 0.043)  
p=0.261  
IG1+IG2 vs. CG:  
–0.065 (–0.152 to 
0.022)  
p=0.145 

      

Goodyer, 
201716 Index 
article 
Companion 
article: 
Goodyer, 
201717 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

See Goodyer, 201716 
Index article 

221 (77%) of 286 
patients were in 
diagnostic remission 
by week 86 
 
The proportion of 
patients in diagnostic 
remission by 36, 52, 
or 86 weeks did not 
differ significantly 
between groups (data 
not shown) 

NR 15 (11%) of the 140 patients 
in remission at wk 36 had 
relapsed by wk 86 
 
Proportion between groups, 
n/N (%): 
IG1: 8/49 (16.3) 
IG2: 2/48 (4.2) 
CG: 5/43 (11.6) 
p=0.149 

NR 

Rohde, 200415 
Index article 

G1: Adolescent 
Coping with 
Depression course 
(CWD-A) 
G2: Life skills/tutoring 
(LS) condition 

Diagnostic outcome for 
MDD at posttreatment: 
n(%) 
G1: 27 (61.4) 
G2: 38 (80.9) 
 
Diagnostic outcome for 
MDD at 6-month 
followup: n(%) 
G1: 19 (46.3) 
G2: 18 (40.0) 
 
Diagnostic outcome for 
MDD at 12-month 
followup: n(%)  
G1: 15 (36.6) 
G2: 17 (37.0) 

MDD recovery at 6-
month 
CG: 54%  
IG: 60% 
Not significant, 
details NR 
 
MDD recovery at 12-
month:  
IG: 63%  
CG: 3% 
Not significant, 
details NR 

CGAS score at 
posttreatment: mean (SD) 
G1: 56.3 (10.2) 
G2: 55.1 (8.8) 
 
CGAS score at 6-month: 
G1: 59.1 (12.5) 
G2: 58.2 (10.0) 
 
CGAS score at 12-month: 
G1: 60.2 (11.8) 
G2: 60.1 (11.5) 
 
SAS-R score at 
posttreatment:  
G1: 26.4 (15.6) 
G2: 30.6 (11.9) 

No significant main effects 
in MDD outcome for 
condition by time or 
condition by time by gender 
interactions were obtained. 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Rohde, 200415 
Index article 
(continued) 

  BDI-II score at 
posttreatment: mean 
(SD) 
G1: 9.6 (10.7) 
G2: 11.5 (11.1) 
 
H BDI-II score at 6-
month followup: mean 
(SD) 
G1: 10.6 (11.7) 
G2: 10.2 (9.9) 
 
BDI-II score at 12-month 
followup: mean (SD) 
G1: 9.9 (10.4) 
G2: 7.5 (8.0) 
 
DRS score at 
posttreatment: mean 
(SD) 
G1: 6.0 (6.3) 
G2: 8.3 (5.4) 
 
HDRS score at 6-month 
followup: mean (SD) 
G1: 5.5 (6.3) 
G2: 5.7 (6.5) 
 
HDRS at 12-month 
followup: mean (SD) 
G1: 5.6 (6.4) 
G2: 4.1 (5.1) 

  SAS-R score at 6-month: 
G1: 28.7 (17.4) 
G2: 29.8 (15.9) 
 
SAS-R score at 12-month: 
G1: 28.6 (15.2) 
G2: 29.5 (15.1) 

    

BDI = Beck Depression Inventory; BDI-II = Beck Depression Inventory-II; CBT = cognitive behavioral therapy; CG = control group; CGAS = Children’s Global Assessment 
Scale; CI = confidence interval; CWD-A = Adolescent Coping with Depression course; DEP13 = 13 depression items from School-Age Schedule for Affective Disorders and 
Schizophrenia for School-Age Children; HDRS = Hamilton Rating Scale for Depression; IG = intervention group; KQ = Key Question; LS = life skills/tutoring condition; MDD = 
major depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; NA = not applicable; NR = not reported; NS = not significant; NST = nondirective supportive 
therapy; SAS-R = Social Adjustment Scale for Children-Reporting; wk = week. 
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Table E-7. KQ 1a: Benefits of relapse prevention CBT + continued antidepressant medication management versus continued medication 
management 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
200820 

IG: Relapse 
prevention CBT plus 
continued 
antidepressant 
medication 
management  
CG: Continued 
antidepressant 
medication 
management 

Depressive symptom 
severity, ITT (N=46) 
CDRS-R, mean (SD) 
36 weeks 
IG: 27.4 (8.9) 
CG: 33.6 (14.1) 
No between-group 
difference: p=0.09 

NA Global functioning, ITT 
(N=46) 
CGAS, mean (SD) 
36 weeks 
IG: 64.8 (9.7) 
CG: 63.5 (10.1) 
No between-group 
difference: p=0.68 

Estimated probability of 
relapse, ITT (N=46) 
CDRS-R, % probability 
16 weeks 
IG: 4 
CG: 8 
 
20 weeks 
IG: 5 
CG: 15 
 
24 weeks 
IG: 8 
CG: 21 
 
36 weeks 
IG: 15 
CG: 37 
Across 16 to 36 weeks  
Significantly greater risk for 
relapse in CG than IG after 
adjusting for baseline 
CDRS-R total score and age 
HR (95% CI) for CG vs. IG: 
8.80 (1.01 to 76.89), 
p=0.049 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
200820 
(continued) 

        Client satisfaction, ITT 
(N=46) 
Patient CSQ-8, mean (SD) 
36 weeks 
IG: 3.98 (0.05) 
CG: 3.58 (0.43) 
Significant between-group 
difference (IG>CG): p=0.001 
 
Parent CSQ-8, mean (SD) 
36 weeks 
IG: 3.88 (0.42) 
CG: 3.67 (0.42) 
No between-group 
difference: p=0.09 
Parents whose children 
received CBT reported 
higher levels of satisfaction 
than those parents whose 
children received medication 
only 
 
Medication discontinuation 
when deemed clinically 
appropriate, ITT (N=46) 
24 weeks, n (%) 
IG: 8 (36.4) 
CG: 7 (29.2) 
No between-group 
difference: p=0.60 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 

IG: Relapse 
prevention CBT plus 
continued 
antidepressant 
medication 
management  
CG: Continued 
antidepressant 
medication 
management 

NA Estimated probability 
of remission, ITT 
(N=144) 
CDRS-R, % 
probability 
12 weeks 
IG: 68 
CG: 59 
 
18 weeks 
IG: 79 
CG: 71 
 
24 weeks 
IG: 86 
CG: 80 
 
30 weeks 
IG: 90 
CG: 84 
No significant 
between-group 
difference at any 
timepoint: p=NR 
 
 

NA Estimated probability of 
relapse, ITT (N=115 who 
achieved remission at any 
time during the study) 
CDRS-R, % probability 
12 weeks 
IG: 1 
CG: 3 
No between-group 
difference (p=NS) 
 
18 weeks 
IG: 3.5 
CG: 10 
No between-group 
difference (p=NS) 
 
24 weeks 
IG: 7 
CG: 20.5 
Significantly greater risk for 
relapse in CG arm than IG 
arm (log-rank p=0.028; 
false-discovery-rate-
adjusted p=0.049 to account 
for multiple testing) 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 
(continued) 

    Time to remission, 
mean weeks (SE) 
IG: 11.33 (0.95) 
CG: 13.67 (1.17) 
No significant 
between-group 
differences at any 
timepoint when using 
log-rank test (p=NR) 
and when using Cox 
regression model, 
adjusted for baseline 
CDRS-R score, age 
group, and sex (HR 
[95% CI]: 1.26 [0.87 
to 1.82], p=NS) 

  30 weeks 
IG: 9 
CG: 26.5 
Significantly greater risk for 
relapse in CG arm than IG 
arm (log-rank p=0.011; 
false-discovery-rate-
adjusted p=0.043 to account 
for multiple testing) 
 
Time to relapse 
Across 12 to 30 weeks, 
mean weeks (SE) 
IG: 28.77 (0.48) 
CG: 27.13 (0.68) 
Effect size: Hodges g=0.439 
Significantly longer time to 
relapse in IG arm than CG 
arm (log-rank p=0.009) 
 
Full relapse (CDRS-R score 
≥40), N=45 patients who 
relapsed (IG=17; CG=28) 
Across 12 to 30 weeks, n 
(%) 
IG: 9 (52.9) 
CG: 15 (53.6) 
Clinical deterioration 
(CDRS-R score ≤40 but 
clinician noted significant 
deterioration that would  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 
(continued) 

        suggest full relapse if 
patient's treatment was not 
altered), N=45 patients who 
relapsed (IG=17; CG=28) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 8 (47.1) 
CG: 13 (46.4) 
 
Proportion of patients with 
time spent well (Adolescent 
Longitudinal Interval Follow-
Up Evaluation), ITT (N=144) 
Across 12 to 30 weeks, 
calculated n (%) 
IG: 42 (55.9) 
CG: 32 (46.2) 
Effect size: Hodges g=0.395 
Significantly higher rate of 
adolescents in IG arm who 
spent time well than in CG 
arm (p=0.02 adjusted for 
CDRS-R score at 
randomization, age group, 
and sex) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 
(continued) 

        Duration of time spent well 
(Adolescent Longitudinal 
Interval Follow-Up 
Evaluation), ITT (N=144) 
Across 12 to 30 weeks, 
mean weeks (SD) 
IG: 16.0 (9.1) 
CG: 12.8 (9.5) 
Effect size: Hodges g=0.342 
Significantly more time 
spent well by IG arm than 
CG arm (p=0.041 adjusted 
for CDRS-R score at 
randomization, age group, 
and sex) 

  

Kennard, 
201421 Index 
article 
Companion 
article:  
Emslie, 201522  
 

IG: Relapse 
prevention CBT plus 
continued 
antidepressant 
medication 
management  
CG: Continued 
antidepressant 
medication 
management 

NA Estimated probability 
of remission, ITT 
(N=144) 
CDRS-R, % 
probability 
52 weeks 
IG: 94 
CG: 89 
 
78 weeks 
IG: 96 
CG: 92 
NR if between-group 
difference at either 
timepoint 
 
 

NA Estimated probability of 
relapse, ITT (N=121 who 
achieved remission at any 
time during the study) 
CDRS-R, % probability 
52 weeks 
IG: 27 
CG: 49 
 
Significantly lower risk for 
relapse in IG arm than CG 
arm (log-rank p=0.021; 
false-discovery-rate-
adjusted p=0.021 to account 
for multiple testing) 
78 weeks 
IG: 36 
CG: 62 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 
Companion 
article:  
Emslie, 201522  
(continued) 

    Time to remission 
across 78 weeks, 
mean weeks (SE) 
IG: 14.26 (2.13) 
CG: 18.37 (2.94) 
Effect size: Hodges 
g=0.258 
No significant 
between-group 
differences (log-rank 
test p=0.122)  
 
Cox regression 
model, adjusted for 
baseline CDRS-R 
score, age group, 
and sex, also found 
no significant 
between-group 
difference (HR [95% 
CI], 1.255 [0.874 to 
1.801], p=0.220) 

  Significantly lower risk for 
relapse in IG arm than CG 
arm (log-rank p=0.008; 
false-discovery-rate-
adjusted p=0.015 to account 
for multiple testing) 
 
Cox regression model, 
adjusted for CDRS-R score 
at randomization, age 
group, and sex, also found 
significantly lower risk of 
relapse in IG arm than CG 
arm (HR [95% CI]: 0.467 
[0.264 to 0.823], p=0.009) 
 
Time to relapse 
Across 78 weeks, mean 
weeks (SE) 
IG: 64.40 (2.68) 
CG: 50.93 (3.61) 
Effect size: Hodges g=0.499 
Significantly longer time to 
relapse in IG arm than CG 
arm (log-rank p=0.007) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Kennard, 
201421 Index 
article 
Companion 
article:  
Emslie, 201522  
(continued) 

        Proportion of patients with 
time spent well (Adolescent 
Longitudinal Interval Follow-
Up Evaluation), ITT (N=144) 
Across 78 weeks, calculated 
n (%) 
IG: 44 (59.3) 
CG: 34 (48.8) 
Effect size: Hodges g=0.341 
Significantly higher rate of 
adolescents in IG arm who 
spent time well than in CG 
arm (p=0.043 adjusted for 
CDRS-R score at 
randomization, age group, 
and sex) 
 
Duration of time spent well 
(Adolescent Longitudinal 
Interval Follow-Up 
Evaluation), ITT (N=144) 
Across 78 weeks, mean 
weeks (SD) 
IG: 38.3 (2.82) 
CG: 30.4 (2.95) 
Effect size: Hodges g=0.308 
 
No between-group 
difference in time spent well 
by IG arm vs. CG arm 
(p=0.066 adjusted for 
CDRS-R score at end of 
acute phase, age group, 
and sex) 

  

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment Scale; CI = confidence 
interval; CSQ-8 = Client Satisfaction Questionnaire-8 item; HR = Hamilton Rating; IG = intervention group; ITT = intent to treat; KQ = Key Question; NA = not applicable; NR = 
not reported; NS = not significant; SD = standard deviation; SE = standard error. 
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Table E-8. KQ 1a: Benefits of IPT versus wait-list control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Rosello, 199910 IG1: IPT 
IG2: CBT 
CG: Wait list control 

CDI score, baseline, 
Mean (SD): 
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
CDI score 12 weeks, 
Mean (SD): 
IG1: 10.79 (6.51) 
IG2: 13.28 (7.61) 
CG: 15.83 (6.83) 
P-value for CDI pre vs. 
post: p>0.01 
 
CDI score 3 months 
Mean (SD): 
IG1: 13.75 (9.52) 
IG2: 8.90 (6.84) 
CG: NR 
F value for CDI post-tx 
vs. followup: F=0.02 

Patients in functional 
range (CS change) at 
12 weeks, %: 
IG1: 82 
IG2: 59 
 
Effect size at 12 
weeks (size (%): 
IG1: 0.73 (77) 
IG2: 0.43 (67) 
 
Decrease in severely 
depressed 
adolescents, baseline 
vs. 12 weeks, %: 
IG1: 45  
IG2: 24  
CG: 27  
 
Decrease in severely 
depressed 
adolescents, baseline 
vs. 3 months, %: 
IG1: 39 
IG2: 30 
CG: NR 

NR F values for pre/post 
treatment comparisons on 
CDI: 
IG1 vs. IG2: 2.61 
IG1 vs. CG: 11.62 (p<0.01) 
IG2 vs. CG: 2.58 (p<0.05) 

NR 

CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CG = control group; CS =clinical significance; IG = intervention group; IPT = interpersonal 
psychotherapy; KQ = Key Question; NR = not reported; SD = standard deviation; tx = treatment. 
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Table E-9. KQ 1a: Benefits of IPT versus active control (clinical monitoring) 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Mufson, 199923 IG: IPT-A 
CG: Clinical 
Monitoring 

Depression diagnosis at 
termination 
IG: 3/24 
CG: 10/24 
 
Depression symptoms  
ITT (n=48; 24 G1 and 24 
G2) 
HRSD 
12 weeks mean (SD) 
IG: 6.3 (7.7) 
IG: 11.8 (8.9) 
F=6.0; df=1,45; p=0.02 
 
BDI 
12 weeks mean (SD) 
IG: 5.9 (8.1) 
CG:12.9 (12.6) 
F=4.2; df=1,44; p=0.05 
 
Completers (n=32; 21 
G1 and 11 G2) 
HRSD 
12 weeks mean (SD) 
IG: 4.9 (5.7) 
CG: 11.5 (9.4) 
F=7.2; df=1,28; p=0.01 
 
BDI 
12 weeks mean (SD) 
IG: 4.4 (5.9) 
CG: 9.4 (12.4) 
F=2.4; df=1,29; p=0.14 

HRSD≤6 and BDI≤9 
at week 12. 
 
Results (week 12) 
IG: 75% 
CG: 46%  
X2=4.3, p=0.04 

SAS-SR week 12 Overall 
ITT (n=48; 24 G1 and 24 
G2) 
HRSD 
12 weeks mean (SD) 
IG: 1.9(0.63) 
CG: 2.2 (0.70) 
F=7.1; df=1,44; p=0.01 
 
CGI week 12 
Completers (n=40, 24 G1 
and 16 G2) 
IG: 2.4 (1.6) 
CG: 4.2 (1.1) 
F 1,37=18.8, p<0.001 
IG vs. CG "improved" 
rating X2=16.7, p<0.001 
 
  

NR NR 

BDI = Beck Depression Inventory; CG = control group; CGI = Clinical Global Impressions Scale; G = group; HRSD = Hamilton Rating Scale for Depression; IG = intervention 
group; IPT-A = interpersonal psychotherapy for depressed adolescents; ITT = intent to treat; KQ = Key Question; NR = not reported; SAS-SR = Social Adjustment Scale for 
Children-Self-Report; SD = standard deviation. 
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Table E-10. KQ 1a: Benefits of family-based IPT versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Dietz, 201524 IG: Family Based 
Interpersonal 
psychotherapy (FB-
IPT) 
CG: Child-centered 
therapy (CCT) 

CDRS-R 
Pretreatment 
IG: 44.3 (1.4) 
CG: 47.2 (2.6) 
 
Posttreatment 
IG: 26.7 (1.1) 
CG: 34.5 (2.8) 
t=3.01, p=0.003 
 
IG had significantly lower 
posttreatment CDRS-R 
scores than CG 
(R2=0.35, ΔR2=0.22; 
B=-8.15, SE=2.61, 
t[37]=-3.13, p=0.002, 
F2=0.28) 
 
IG exhibited a greater 
decrease in CDRS-R 
scores from pre- to 
posttreatment compared 
to IG (R2=0.18, Δ 
R2=0.12; B=-6.98, 
SE=3.15, t[37]=-2.21, 
p=0.03, F2=0.22) 
 
MFQ-P 
Pretreatment 
IG: 19.8 (2.2) 
CG: 26.9 (3.6) 
 
 

CDRS-R Remission 
n (%) 
IG: 16 (66%) 
CG:4 (31%) 
X2 (1, n=38)=4.17, 
p=0.04 

SAS-SR, Peer Impairment 
Pretreatment 
IG: 10.3 (1.2) 
CG: 10.6 (1.3) 
 
Posttreatment 
IG: 6.8 (0.9) 
CG: 9.7 (1.7) 
t=1.74, p=0.08 
 
IG had a significantly 
greater decrease in peer  
impairment than CG (R 
2=0.34, ΔR2=0.15; 
B=-4.36, SE=1.71, 
t[37]=-2.55, p=0.01, 
F2=0.18)  
 
SAS-SR, Social 
Impairment 
Pretreatment 
IG: 12.1 (1.3) 
CG: 11.6 (1.4) 
 
Posttreatment 
IG: 7.7 (0.9) 
CG: 11.6 (1.6) 
t=2.25, p=0.03 
 
IG had a significantly 
greater decrease in social 
impairment than CG 
(R2=0.36, ΔR2=0.22; 
B=-6.32, SE=1.92, 
t[37]=-3.30, p=0.001, 
F2=0.28) 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Dietz, 201524 
(continued) 

  Posttreatment 
IG: 5.8 (1.1) 
CG: 11.4 (1.6) 
t=32.90, p=0.004 
 
IG had significantly lower 
posttreatment parent-
reported  
MFQ scores than CG 
(R2=0.32, ΔR2=0.15; 
B=-5.23, SE=2.12, 
t[37]=-2.47, p=0.01, F2 
=0.18) 
 
MFQ-C 
Pretreatment 
IG: 24.9 (4.5) 
CG: 23.6 (4.6) 
 
Posttreatment 
IG: 5.6 (1.2) 
CG: 12.1 (2.9) 
t=2.49, p=0.01 
 
IG had significantly lower 
posttreatment 
preadolescent-reported 
MFQ scores than CG 
(R2=0.22, 
ΔR2=0.11;B=-7.54, 
SE=2.77, t[37]=-2.72, 
p=0.007, F2=0.12) 

        

CCT = child-centered therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; FB-IPT = family based interpersonal psychotherapy; IG = 
intervention group; KQ = Key Question; MFQ = Mood and Feelings Questionnaire; MFQ-C = Mood and Feelings Questionnaire-Child; MFQ-P = Mood and Feelings 
Questionnaire-Parent; SAS-SR = Social Adjustment Scale for Children-Self-Report. 
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Table E-11. KQ 1a: Benefits of attachment-based family therapy versus wait-list control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Diamond, 
200225 Index 
article 

IG: ABFT 
CG: Wait-list control 

Condition-by-time 
interaction in depressive 
symptoms (HAM-D): 
F=5.2 
p=0.005 
effect size: 1.21 
 
HAM-D at 12 weeks, 
Mean (SD): 
IG: 10.3 (8.7) 
CG: 15.3 (6.7) 

BDI score ≤9 at 12 
weeks, %: 
IG: 62 
CG: 19 
p=0.01 
 
BDI score ≤9 at 6 
weeks, %: 
IG: 56 
CG: 19 
p=0.03 
 
Patients no longer 
meeting MDD criteria 
at 12 weeks, N (%): 
IG: 13 (81) 
CG: 7/15 (47) 

NR Anxiety, STAIC score, Mean 
(SD) 
IG: 38.2 (7.6) 
CG: 45.7 (6.6) 
 
Condition-by-time 
interaction difference in 
anxiety symptoms in IG: 
F=8.6 
p=0.007 
ES=1.24 

NR 

ABFT = attachment-based family therapy; BDI = Beck Depression Inventory; CG = control group; ES = estimate; HAM-D = Hamilton Depression Rating Scale; IG = intervention 
group; KQ = Key Question; MDD = major depressive disorder; NR = not reported; SD = standard deviation; STAIC = State-Trait Anxiety Inventory for Children. 
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Table E-12. KQ 1a: Benefits of attachment-based family therapy versus treatment as usual 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Israel, 201326 IG: ABFT 
CG: TAU 

12 wk HAM-D score, 
mean (SD) 
IG: 12.5 (7.2) 
CG: 19.4 (5.2) 
Effect size (Cohen's d): 
1.08 
z=-2.05 
p=0.04 
 
12 wk BDI score, mean 
(SD) 
IG: 22.8 (12) 
CG: 31.2 (8.8) 
Effect size: 0.8 
z=-1.02 
p=0.23 

HAM-D clinical 
recovery, % 
IG: 27 
CG: 11 

NR NR NR 

ABFT = attachment-based family therapy; BDI = Beck Depression Inventory; CG = control group; IG = intervention group; HAM-D = Hamilton Depression Rating Scale; KQ = 
Key Question; NR = not reported; SD = standard deviation; TAU = treatment as usual. 
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Table E-13. KQ 1a: Benefits of family therapy versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Fristad, 200927 IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

CDSR-R score at 
endpoint 
IG1: 26 (10) 
IG2: 30 (9) 
IG3: 31 (9) 
CG: 31 (11) 

Remitted 
IG1: 76.5% 
IG2: 61.1% 
IG3: 43.8% 
CG: 55.6% 

NR NR History of maternal 
depression 
significantly 
moderated the effects 
of PEP+PBO versus 
PBO (p = 0.02) but 
not the placebo-
controlled effects of 
combined or Ω3 
alone. 

CG = control group; CDSR-R =; IG = intervention group; KQ = Key Question; NR = not reported; PBO = placebo; PEP =psychoeducational psychotherapy. 
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Table E-14. KQ 1a: Benefits of family therapy versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 199712 
Index article 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

MDD episode, % 
6 weeks 
IG1: 60.0 
IG2: 65.5 
CG: 63.3 
p=0.90 
 
12-16 weeks 
IG1: 17.1 
IG2: 32.3 
CG: 42.4 
Difference among 3 
groups: X2=5.22; df=2; 
p=0.07 
Pairwise difference (IG1 
vs. CG): X2=5.23; df=1; 
p=0.02 
 
BDI, mean (SD) 
6 weeks 
IG1: 10.7 (11.1) 
IG2: 13.7 (9.3) 
CG: 13.4 (10.7) 
p=0.44 
 
12-16 weeks 
IG1: 5.7 (8.6) 
IG2: 9.1 (9.1) 
CG: 9.8 (11.4) 
p=0.19 
Difference among 3 
groups: X2=5.70; df=2; 
p=0.06 
 

Overall achievement 
of clinical response  
Overall achievement 
of clinical response 
data were estimated 
using software from 
Figure 2. 
 
Overall difference: 
X2=5.28; df=2; 
p=0.07 
Pairwise difference 
(IG1 vs. IG2): 
X2=4.84; df=1; 
p=0.03 
IG1: 66.3 
IG2: 39.6 
CG: 42.9 
 
Overall achievement 
of remission (%) 
6 weeks 
IG1: 16.7 
IG2: 6.2 
CG: 16.7 
p=0.37 
 
12-16 weeks 
IG1: 60.0 
IG2: 29.0 
CG: 36.4 
 
 

CGAS <60 (%) 
6 weeks 
IG1: 34.3 
IG2: 37.9  
CG: 43.3 
p=0.76 
 
12-16 weeks 
IG1: 25.7 
IG2: 35.5 
CG: 33.3 
p=0.66 
 
No significant treatment x 
time interaction on the 
CGAS (treatment=NS, time 
<.01) 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 199712 
Index article 
(continued) 

  IG1 showing more rapid 
response than CG: 
X2=5.10; df=1; p=0.02 
 
DEP13, mean (SD) 
6 weeks 
IG1: 2.1 (0.7) 
IG2: 2.1 (0.6) 
CG: 2.1 (0.5) 
p=0.91 
 
12-16 weeks 
IG1: 1.5 (0.5) 
IG2: 1.7 (0.6) 
CG: 1.8 (0.8) 
p=0.15 
Difference among 3 
groups: X2=6.15; df=2; 
p=0.05 
IG1 showing more rapid 
response than IG2: 
X2=4.74; df=1; p=0.03 
IG1 showing more rapid 
response than CG: 
X2=4.84; df=1; p=0.03 

Rate of remission (%) 
IG1: 60.0 
IG2: 37.9 
CG: 39.4 
 
Overall difference: 
X2=5.96; df=2; 
p=0.05 
Pairwise difference 
(IG1 vs. IG2): 
X2=4.50; df=1; 
p=0.03 
Pairwise difference 
(IG1 vs. CG): 
X2=4.30; df=1; 
p=0.04 

      

Poole, 201828 
Companion:  
Poole, 201729 

IG: BEST MOOD 
family systems 
therapy 
CG: PAST family 
group therapy 

SMFQ, mean (SE) 
(Cohen's d) 
Post-treatment 
IG: 13.23 (1.47) (0.83) 
CG: 13.33 (1.44) (0.8) 
Group by time p=0.55 
12 weeks 
IG: 15.58 (1.49) (0.46) 
CG: 14.11 (1.4) (0.51) 
Group-by-time p=0.6 

NR NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Tompson, 
201730 
Index Study 

IG: FFT-CD 
CG: Individual 
supportive 
psychotherapy (IP) 

CDRS-R score 
posttreatment, mean 
(SD) 
IG: 30.85 (11.31) 
CG: 34.42 (12.48) 
 
CDI-CR score, 
posttreatment, mean 
(SD) 
IG: 7.30 (8.99) 
CG: 9.72 (8.14) 
 
CDI-PR score, 
posttreatment, mean 
(SD) 
IG: 16.22 (7.83) 
CG: 17.82 (8.68) 

Adequate response, 
% with CDRS-R 
≥50% 
ITT 
IG: 77.4 
CG: 59.9 
OR: 2.29; NNT=5.72; 
t=1.97; p=0.0498 
Completer 
IG: 79.6 
CG: 59.7 
OR: 2.64; NNT=5.01; 
χ2=5.37; df=1; 
p=0.0205 
 
Remission, % with 
CDRS-R score≤28 
ITT 
IG: 52.3  
CG: 37.3 
OR: 1.84; 
NNT=6.70;=1.63; 
p=0.1043  
Completer 
IG: 53.7 
CG: 35.5 
OR: 2.11; NNT=5.50; 
χ2=3.89; df=1; 
p=0.0486 

CGAS score 
posttreatment, mean (SD) 
IG: 63.70 (9.61) 
CG: 64.65 (10.74) 
 
SAS-CR score 
posttreatment, mean (SD) 
IG: 42.09 (12.50) 
CG: 45.68 (12.21) 

MASC-CR score 
posttreatment, mean (SD) 
IG: 47.17 (21.93) 
CG: 49.70 (19.51) 
 
CBC-IP score posttreat-
ment, mean (SD) 
IG: 59.77 (11.98) 
CG: 61.63 (10.60) 
 
CBC-EP score 
posttreatment, mean (SD) 
IG: 54.77 (10.91) 
CG: 56.57 (9.45) 

No significant effects 
for demographic (age 
group, gender, race, 
family composition, 
family income) and 
clinical variables 
(syndromal vs. 
subsyndromal 
depression, baseline 
CDRS score, 
comorbid anxiety 
disorder, comorbid 
disruptive behavior 
disorder, chronicity, 
current 
antidepressant 
medication) (no 
details reported) 

Tompson, 
201730 
Companion: 
Asarnow31 

IG: FFT-CD 
CG: Individual 
supportive 
psychotherapy (IP) 

  Recurrence was 
relatively rare but 
was more common 
among youths 
receiving IP (details 
NR)  

      

BDI = Beck Depression Inventory; CBC-EP = Child Behavior Checklist – Externalizing Problems; CBC-IP = Child Behavior Checklist – Internalizing Problems; CBT = cognitive 
behavioral therapy; CDI-CR = Children’s Depression Inventory-Child Report; CDI-PR = Children’s Depression Inventory-Parent Report; CDRS-R = Children’s Depression 
Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment Scale; DEP13 = 13 depression items from School-Age Schedule for Affective Disorders and 
Schizophrenia for School-Age Children; FFT-CD = family-focused treatment for childhood depression; IG = intervention group; IP = interpersonal therapy; IP = individual 
supportive psychotherapy; ITT = intent to treat; KQ = Key Question; MASC-CR = Multidimensional Anxiety Scale for Children-C_R_; MDD = major depressive disorder; NNT = 
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number needed to treat; NR = not reported; NS = not significant; NST = nondirective supportive therapy; OR = odds ratio; SAS-SR = Social Adjustment Scale for Children-Self-
Report; SBFT = systemic behavior family therapy; SD = standard deviation. 
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Table E-15. KQ 1a: Benefits of PCIT versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Luby, 201232 IG: Parent Child 
Interaction Therapy 
CG: Psycho-
education 

PFC-S score  
Post-treatment 
ITT 
Mean (SD) 
IG: 30.1 (11.3) 
CG: 33.7 (10.6) 
Differences Not 
significant 
 
Completers 
Post-treatment 
Mean 
IG: 26.0 
CG: 30.5 
Differences Not 
significant 
 
PAPA MDD Severity  
ITT 
Post-treatment 
Mean (SD) 
IG: 7.6 (4.0) 
CG: 7.5 (4.7) 
Differences Not 
significant 
 
Completers 
Post-treatment 
Mean 
IG: 6.7 
CG: 6.2 
Differences Not 
significant 

NR HBQ functional 
impairment-self 
ITT 
Post-treatment 
IG: 0.64 (0.43) 
CG: 0.61 (0.47) 
Differences Not significant 
 
HBQ-P functional 
impairment-family 
ITT 
Post-treatment 
IG: 0.93 (0.56) 
CG: 1.08 (0.71) 
Differences Not significant 
 
PECFAS 
ITT 
Post-treatment 
IG: 50.0 (25.5) 
CG: 55.3 (29.0) 
Differences Not significant 
 
BRIEF Inhibit+Emotional 
Control T score 
ITT 
Post-treatment 
IG: 72.4 (13.5) 
CG: 70.6 (14.5) 
p<0.05 
 
Completers 
Post-treatment 
IG: 70.3 
CG: 69.1 
p<0.05 

NR NR 

BRIEF =Behavior Rating Inventory of Executive Function-Preschool Version ; CG = control group; HBQ = Health Behaviors Questionnaire; HBQ-P = Health Behaviors 
Questionnaire-Parent; IG = intervention group; ITT = intent to treat; KQ = Key Question; MDD = major depressive disorder; NR = not reported; PAPA = Preschool Age 
Psychiatric Assessment; PECFAS = Preschool And Early Childhood Functional Assessment Scale; PFC-S = Preschool Feeling Checklist - Scale; SD = standard deviation.  
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Table E-16. KQ 1a: Benefits of short-term psychoanalytic therapy versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

MFQ score, n patients, 
Mean (SD) 
Comparisons are 
Treatment effect (95% 
CI) 
Baseline 
IG1: 154, 46.2 (10.3) 
IG2: 156, 45.4 (10.8) 
CG: 155, 46.2 (10.6) 
 
6 Weeks 
IG1: 104, 35.2 (11.3)  
IG2: 107, 34.9 (13.2) 
CG: 99, 36.5 (14.3) 
 
12 Weeks 
IG1: 106, 31.6 (13.3)  
IG2: 108, 33.1 (14.2) 
CG: 112, 34.1 (14.4) 
 
36 Weeks 
IG1: 104, 24.2 (15.1)  
IG2: 109, 26.6 (15.7) 
CG: 105, 30.5 (16.1) 
IG1 vs. IG2: 0.179  
(-3.731 to 4.088) 
p=0.929 
IG1+IG2 vs. CG:  
-3.234 (–6.611 to 0.143) 
p=0.061 
 
 

MFQ score: 
Response rate Freq 
(%); time since 
randomization mean 
(min, max) 
Baseline 
IG1: 154 (100); NR 
IG2: 156 (100); NR 
CG: 155 (100); NR 
 
6 Weeks 
IG1: 104 (68); 12.3 
(7, 41) 
IG2: 107 (69); 11.1 
(6, 21) 
CG: 99 (64); 11.0 (6, 
25) 
 
12 Weeks 
IG1: 106 (69); 19.0 
(11, 38) 
IG2: 108 (69); 17.6 
(12, 28) 
CG: 112 (72); 17.6 
(12,33) 
 
36 Weeks 
IG1: 104 (68); 42.9 
(35-63) 
IG2: 109 (70); 41.5 
(31, 52) 
CG: 105 (68); 42.3 
(36, 54) 
 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

  52 Weeks 
IG1: 111, 25.0 (18.0)  
IG2: 110, 23.0 (15.9) 
CG: 105, 25.1 (16.2) 
IG1 vs. IG2: 0.307  
(–3.161 to 3.774)  
p=0.862 
IG1+IG2 vs. CG:  
–2.806 (–5.790 to 0.177) 
0.065 
p=0.065 
 
86 Weeks 
IG1: 123, 22.3 (15.7)  
IG2: 114, 21.8 (15.5) 
CG: 116, 23.6 (16.2) 
IG1 vs. IG2: 0.578  
(–2.948 to 4.104) 
p=0.748 
IG1+IG2 vs. CG:  
–1.898 (–4.922 to 1.126)  
p=0.219 

52 Weeks 
IG1: 111 (72); 60.3 
(48, 92) 
IG2: 110 (71); 59.3 
(50, 85) 
CG: 105 (68); 59.2 
(51, 76) 
 
86 Weeks 
IG1: 123 (80); 94.9 
(82, 147) 
IG2: 114 (73); 95.1 
(69, 149) 
CG: 116 (75); 95.4 
(73, 132) 
 
Patients with MDD 
diagnosis and ≥1 
antisocial behavior 
symptom, N (%) or 
n/N (%) 
Comparisons are 
Treatment effect 
(95% CI) 
Baseline 
IG1: 154 (100)  
IG2: 156 (100) 
CG: 155 (100) 
 
6 Weeks 
IG1: 57/95 (60)  
IG2: 62/99 (63) 
CG: 63/143 (44) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    12 Weeks 
IG1: 46/98 (47) 
IG2: 54/99 (55) 
CG: 57/105 (54) 
 
36 Weeks 
IG1: 28/89 (31)  
IG2: 35/98 (36) 
CG: 42/95 (44) 
IG1 vs. IG2: 0.064  
(–0.078 to 0.206)  
p=0.375 
IG1+IG2 vs. CG:  
–0.043 (–0.160 to 
0.073)  
p=0.465 
 
52 Weeks 
IG1: 23/90 (26)  
IG2: 23/87 (27) 
CG: 27/92 (29) 
IG1 vs. IG2: 0.018  
(–0.084 to 0.120)  
p=0.727 
IG1+IG2 vs. CG:  
–0.053 (–0.142 to 
0.035)  
p=0.239 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    86 Weeks 
IG1: 24/95 (25)  
IG2: 14/92 (15) 
CG: 27/99 (27) 
IG1 vs. IG2: –0.057 
(–0.157 to 0.043)  
p=0.261  
IG1+IG2 vs. CG:  
–0.065 (–0.152 to 
0.022)  
p=0.145 

      

Goodyer, 
201716 Index 
article 
Companion 
article: 
Goodyer, 
201717 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

See Goodyer, 201716 
Index article 

221 (77%) of 286 
patients were in 
diagnostic remission 
by week 86 
 
The proportion of 
patients in diagnostic 
remission by 36, 52, 
or 86 weeks did not 
differ significantly 
between groups (data 
not shown) 

NR 15 (11%) of the 140 patients 
in remission at wk 36 had 
relapsed by wk 86 
 
Proportion between groups, 
n/N (%): 
IG1: 8/49 (16.3) 
IG2: 2/48 (4.2) 
CG: 5/43 (11.6) 
p=0.149 

NR 

CBT = cognitive behavioral therapy; CG = control group; CI = confidence interval; IG = intervention group; KQ = Key Question; MDD = major depressive disorder; MFQ = 
Mood and Feelings Questionnaire; n/N = number; NR = not reported; SD = standard deviation. 
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Table E-17. KQ 1a: Benefits of exercise versus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Hughes 201333 IG: aerobic exercise 
CG: nonstrenuous 
exercise group 

CDRS (week 12) 
Week 12 Mean (95% CI) 
Completers Only 
IG: 24.1 (20.8 to 27.5) 
CG: 28.3 (24.6 to 32.2) 
p=0.071 
 
QIDS-clinician report: 
Week 12 Mean (95% CI) 
Completers Only 
IG: 4.4 (2.7 to 6.0) 
CG: 5.6 (3.8 to 7.4) 
p=0.305 
 
QIDS-self report: 
Week 12 Mean (95% CI) 
Completers Only 
IG: 2.9 (1.2 to 4.5) 
CG: 4.5 (2.7 to 6.3) 
p=0.174 
 
QIDS-parent report: 
Week 12 Mean (95% CI) 
Completers Only 
IG: 4.1 (2.4 to 5.9) 
CG: 5.2 (3.3 to 7.1) 
p=0.420 
 

Remission (week 12) 
Completers only 
IG: 86% 
CG: 50% 
χ2=3.9, df=1, p=0.049 
 
Remission (week 26) 
Completers only 
IG: 100% 
CG: 70% 
p=0.06 
 
Remission (week 52) 
Completers only 
IG: 100% 
CG: 88% 
p=0.33 

C-GAS (week 12) 
Week 12 Mean (95% CI) 
Completers Only 
Equal improvement over 
time for both groups 
Baseline=61.6 (59.5 to 
66.7) to week 12=71.1 
(55.8 to 63.7)], F(2, 
23)=83, p<0.001 

Response (week 12) 
Completers only 
IG: 100% 
CG: 67% 
χ2=5.52, df=1, p=0.019 
 
Response (week 26) 
Completers only 
IG: 100% 
CG: 80% 
p=0.14 
 
Response (week 52) 
Completers only 
IG: 100% 
CG: 88% 
p=0.33 

NR 



 

E-68 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Hughes 201333 
(continued) 

  CGI-severity 
Week 12 Mean (95% CI) 
Completers Only 
IG: 1.4 (1.0 to 1.9) 
CG: 2.1 (1.6 to 2.5) 
p=0.04 
 
CGI-improvement 
Week 12 Mean (95% CI) 
Completers Only 
IG: 1.2 (0.9 to 1.6) 
CG: 1.8 (1.4 to 2.3) 
p=0.04 

        

CDRS = Children’s Depression Rating Scale; CG = control group; C-GAS = Children’s Global Assessment Scale; CGI = Clinical Global Impressions Scale; CI = confidence 
interval; IG = intervention group; KQ = Key Question; NR = not reported; QIDS = Quick Inventory for Depressive Symptomatology. 

  



 

E-69 

Table E-18. KQ 1a: Benefits of spirituality versus wait-list 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Rickhi, 201534 IG: LEAP online non-
faith based spirituality 
program 
CG: Wait-list 

CDRS-R 
ITT (n=31; IG: 18 and 
CG: 13) 
8 weeks, mean (SE) 
IG: 44.94 (2.86) 
CG: 58.93 (3.37) 
Between-group 
p=0.0038 
 
16 weeks, mean (SE) 
IG: 36.54 (2.77) 
CG: 44.97 (3.26) 
Between-group p=NR 
 
24 weeks, mean (SE) 
IG: 34.37 (3.22) 
CG: 42.28 (3.79) 
Between-group p=NR 

NA NA NA NA 

CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; IG = intervention group; ITT = intent to treat; LEAP = Listen-Empathize-Agree-Partner; KQ = Key 
Question; NA = not applicable; NR = not reported; SE = standard error. 
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Table E-19. KQ 1a: Benefits of omega-3 versus pill placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Fristad, 200927 IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

CDSR-R score at 
endpoint 
IG1: 26 (10) 
IG2: 30 (9) 
IG3: 31 (9) 
CG: 31 (11) 

Remitted 
IG1: 76.5% 
IG2: 61.1% 
IG3: 43.8% 
CG: 55.6% 

NR NR History of maternal 
depression 
significantly 
moderated the effects 
of PEP+PBO versus 
PBO (p = 0.02) but 
not the placebo-
controlled effects of 
combined or Ω3 
alone. 

Nemets, 200635 G1: Omega-3 fatty 
acids 
G2: Placebo 

CDRS scores extracted 
from Figure 1 
2 weeks 
G1: 56.29 
G2: 62.23 
Between-group p=NS 
 
4 weeks 
G1: 43.02 
G2: 54.46 
Between-group p=NS 
 
8 weeks 
G1: 36.45 
G2: 56.04 
Between-group p=0.04 
 
12 weeks 
G1: 33.68 
G2: 54.43 
Between-group p=0.03 
 
16 weeks 
G1: 32.09 
G2: 52.81 
Between-group p=0.03 

% of participants met 
remission criteria at 
exit 
G1: 40% 
G2: 0% 
 
 
>50% reduction in 
CDRS scores  
G1: 7/10 
G2: 0/10 

NR NR NR 

CDRS = Children’s Depression Rating Scale; CG = control group; IG = intervention group; KQ = Key Question; NR = not reported. 
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Table E-20. KQ 2a: Benefits of SSRIs versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Atkinson 201438 IG1: duloxetine 
IG2: fluoxetine 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model 
with ITT sample IG1: 
113; IG2: 113; CG: 103) 
IG1: 35.0 
IG2: 35.6 
CG: 35.0 
 
Mean change at 10 
weeks 
IG1: -24.3 
IG2: -23.7 
CG: -24.3 
 
Mean change at LOCF 
IG1: -21.9 
IG2: -22.0 
CG: -22.7 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 26.0 
IG2: 25.7 
CG: 25.1 
 
CGI-S at 10 weeks 
(Mixed Effects Model 
with ITT sample IG1: 
113; IG2: 113; CG: 103) 
IG1: 2.7 
IG2: 2.7 
CG: 2.6 
 
 

Probability of CDRS-
R treatment response 
at 10 weeks 
IG1: 67% 
IG2: 63% 
CG: 62% 
No significant 
differences 
 
Probability of CDRS-
R remission at 10 
weeks 
IG1: 41% 
IG2: 33% 
CG: 41% 
No significant 
differences 
 
Probability of CDRS-
R treatment response 
at 36 weeks 
IG1: 72% 
IG2: 83% 
CG: NR (CG patients 
transitioned to 
duloxetine or 
fluoxetine) 
No significant 
differences 
 
Probability of CDRS-
R remission at 36 
weeks 
No significant 
differences 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Atkinson 201438 
(continued) 

  CGI-S at 36 weeks 
(Mixed Effects Model; 
CG patients transitioned 
to IG1 or IG2) 
IG1: 1.9 
IG2: 1.8 
CG: 1.6 

        

Berard, 200639 IG: paroxetine 
CG: placebo 

K-SADS-L Responders 
at Week 12 (LOCF; IG: 
171; CG: 88), LSM (SE) 
IG: -9.33 (0.54) 
CG: -8.92 (0.70) 
Difference (95% 
CI): -0.41 (-2.01 to 1.19) 
p=0.616 
 
MADRS Total at Week 
12 (LOCF; IG: 177; CG: 
91), LSM (SE) 
IG: -13.6 (0.82) 
CG: -12.8 (1.08) 
Difference (95% 
CI): -0.80 (-3.28 to 1.67) 
p=0.520 
 
 
 

MADRS Responders 
at Week 12 (LOCF; 
IG: 177; CG: 91), n % 
IG: 107 (60.5%) 
CG: 53 (58.2%) 
AOR (95% CI): 1.11 
(0.65 to 1.88) 
p=0.702 
 
CGI-I Responders at 
Week 12 (LOCF; IG: 
172; CG: 89), n (%) 
IG: 119 (69.2%) 
CG: 51 (57.3%) 
OR (95% CI): 1.74 
(1.01 to 2.99) 
p=0.045 

NR 
 
 

NR Older adolescent 
patients 
treated with 
paroxetine showed 
significant 
improvement 
on the reported 
sadness item from 
the MADRS (adjusted 
difference from 
placebo 
0.61 points, p = 
0.042) 
 
The treatment 
difference in CGI-I 
responder rate for 
paroxetine versus 
placebo in the two 
age subgroups 
was significant only in 
the older adolescent 
group (at weeks 8 [p 
= 0.014] and 12 
[p = 0.040]) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Berard, 200639 
(continued) 

  BDI at Week 12 (LOCF; 
IG: 174; CG: 90), LSM 
(SE) 
IG: -12.50 (0.82) 
CG: -12.07 (1.08) 
Difference (95% 
CI): -0.43 (-2.92 to 2.06) 
p=0.734 
 
CGI-S at Week 12 
(LOCF; IG: 172; CG: 89), 
LSM – Median 
IG: 2.0 
CG: 2.0 
p=0.847 
 
MFQ at Week 12 (LOCF; 
IG: 169; CG: 88), LSM 
(SE) 
IG: -16.42 (1.18) 
CG: -15.68 (1.54) 
Difference (95% 
CI): -0.74 (-4.27 to 2.80) 
p=0.681 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 IG1: Vilazodone 
15 mg/d 
IG2: Vilazodone 
30 mg/d 
CG: Placebo 

CDRS-R  
Week 8 score, mean 
(SD) 
IG1: 33.8 (12.0) 
IG2: 32.5 (11.5) 
CG: 34.0 (12.9) 
 
Least squares change 
from baseline in total 
score, mean (SD): 
IG1: -22.9 (0.9) 
IG2: -24.2 (0.9) 
CG: -22.5 (0.9) 
 
LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.5 (-3.0 to 2.0) 
IG2: -1.7 (-4.2 to 0.7) 
 
Adjusted p-value (vs. 
CG) 
IG1: 0.7162 
IG2: 0.3267 
 
P-value (vs. CG) 
IG1: 0.7162 
IG2: 0.1634 
 
CGI-S total score 
Week 8 score, mean 
(SD) 
IG1: 2.7 (1.2) 
IG2: 2.7 (1.1) 
CG: 2.9 (1.2) 
 
 

CDRS-R response 
Responders, n (%) 
IG1: 83 (56.1) 
IG2: 103 (63.2) 
CG: 80 (55.9) 
 
OR (95% CI) (vs. 
CG) 
IG1: 1.0 (0.5 to 2.1) 
IG2: 1.6 (0.8 to 3.2) 
 
P-value (vs. CG) 
IG1: 0.9907 
IG2: 0.2115 
 
CDRS-R remission 
Remitters, n (%) 
IG1: 62 (41.9) 
IG2: 72 (44.2) 
CG: 63 (44.1) 
OR (95% CI) 
IG1: 1.0 (0.5 to 2.0) 
IG2: 1.1 (0.5 to 2.2) 
 
P-value (vs. CG) 
IG1: 0.9477 
IG2: 0.8232 
 
CGI-I response, 
score of 1 or 2 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 
(continued) 

  LS change from 
baseline, mean (SD): 
IG1: -1.8 (0.1) 
IG2: -1.9 (0.1) 
CG: -1.6 (0.1) 
 
LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.2 (-0.5 to 0.0) 
IG2: -0.3 (-0.5 to 0.0) 
 
Adjusted p-value (vs. 
CG) 
IG1: 0.7162 
IG2: 0.3267 
 
P-value (vs. CG) 
IG1: 0.0852 
IG2: 0.0323 
 
CGI-I total score 
Week 8 score, mean 
(SD) 
IG1: 2.2 (1.2) 
IG2: 2.2 (1.0) 
CG: 2.4 (1.1) 
 
Least squares change 
from baseline in total 
score, mean (SD): 
IG1: 2.3 (0.1) 
IG2: 2.2 (0.1) 
CG: 2.4 (0.1) 
 

Responders, n (%) 
IG1: 98 (56.3) 
IG2: 112 (62.2) 
CG: 92 (54.1) 
 
OR (95% CI) (vs. 
CG) 
IG1: 1.1 (0.7 to 1.7) 
IG2: 1.4 (0.9 to 2.1) 
 
P-value (vs. CG) 
IG1: 0.6811 
IG2: 0.1248 
 
CGI-I response, 
score of 1 
Responders, n (%) 
IG1: 52 (29.9) 
IG2: 52 (28.9) 
CG: 34 (20.0) 
 
OR (95% CI) (vs. 
CG) 
IG1: 1.7 (1.0 to 2.8) 
IG2: 1.6 (1.0 to 2.7) 
 
P-value (vs. CG) 
IG1: 0.0353 
IG2: 0.0547 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 
(continued) 

  LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.1 (-0.4 to 0.1) 
IG2: -0.2 (-0.5 to 0.0) 
 
P-value (vs. CG) 
IG1: 0.3072 
IG2: 0.0563 

        

Emslie, 199741 IG: Fluoxetine 20 
mg/d 
CG: Placebo 

CDI/BDI, mean (SD; 
range)  
IG: 9.9 (12.0; 0 to 56) 
CG:11.2 (10.8; 0 to 42) 
 
WSAS, mean (SD; 
range)  
IG: 13.1 (12.0; 0 to 42) 
CG: 16.7 (13.5; 0 to 46) 
 
CDRS-R avg exit score 
at 8 wks, Avg (U per wk 
improvement)  
IG: 32.2 (2.75) 
CG: 43.6 (1.27) 

CDSR-R 
8 Wk Remission, N 
(%)  
IG: 15 (31) 
CG: 11 (23) 
CDRS-R total score, 
Mean (SD; range) 
IG: 38.4 (14.8; 19 to 
71) 
CG: 47.1 (17.0; 17 to 
78) 
Analysis of 
covariance: 
F=10.58 
Df=1, 93 
p=0.002 
 
 
 

CGAS total score, Mean 
(SD; range) 
IG: 63.9 (12.9; 40 to 89) 
CG: 60.1 (14.8; 40 to 95) 

NR No significant drug by 
age interactions 
(F=0.12, df=l, 92, 
p=0.73) 
No significant drug by 
sex interaction 
(F=.001; df=l, 
92;p=0.96) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 199741 
(continued) 

    CGI  
Response to 
treatment at 8 wks 
(score of 1 or 2), N 
(%) 
IG: 27 (56) 
CG: 16 (33)  
χ2=5.097 
df=1 
p=0.02 
 
Completers, n/N(%) 
IG: 25/34 (74) 
CG: 15/26 (58) 
χ2=1.66 
p=0.20 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 

IG: Fluoxetine 
10-20 mg/day 
CG: Placebo 

Depressive symptom 
severity, modified ITT 
CDRS-R total score, 
mean (SD) (IG=109; 
CG=105) 
9 weeks 
IG: 35.1 (13.5) 
CG: 40.2 (13.5) 
Difference in mean 
change (95% CI): 7.1 
(3.3 to 10.9) 
Effect size: Cohen's 
d=0.51 
Significant treatment-by-
time interaction: p 
<0.001 
Significant treatment 
effect: p=0.006 
Significantly greater 
mean change in IG arm 
than CG arm: p <0.001 
 
CDRS-R mood and 
behavior subscores 
(IG=109; CG=105) 
Across 9 weeks 
Mean improvement was 
significantly greater in IG 
arm than CG arm at 
weeks 1-9 (p <0.05)  
CDRS-R somatic 
subscores (IG=109; 
CG=105) 
 

Remission, modified 
ITT  
CDRS-R, calculated 
n (%) (IG=109; 
CG=105) 
9 weeks 
IG: 45 (41.3) 
CG: 21 (19.8) 
Significantly higher 
remission rate in IG 
arm than CG arm: p 
<0.01 

Global functioning, 
modified ITT (IG=104; 
CG=86) 
GAF, mean (SD)  
9 weeks 
IG: 64.8 (12.4) 
CG: 63.9 (9.8) 
Difference in mean change 
(95% CI): -2.2 (-1.0 to 5.4) 
Effect size: Cohen's d=0.20 
No between-group 
difference: p=0.176 

Response, modified ITT 
CDRS-R (IG=109; CG=105) 
9 weeks 
"A comparison of results 
with response defined over 
a range from ≥20% to ≥70% 
reduction in CDRS-R 
score...indicates fluoxetine 
would be significantly 
superior to placebo if 
response had been defined 
as ≥20%, ≥40%, ≥50%, or 
≥60% reduction in CDRS-R 
total score." 
 
CGI-I, calculated n (%) 
(IG=109; CG=106) 
9 weeks 
IG: 57 (52.3) 
CG: 39 (36.8) 
Significantly more patients 
in IG arm rated as much or 
very much improved (CGI-I 
score=1 or 2) than CG arm: 
p=0.028 
 
Anxiety symptom severity, 
modified ITT 
HAM-A, mean (SD) 
(IG=106; CG=94) 
9 weeks 
IG: 5.4 (4.7) 
CG: 7.4 (5.2) 
 

Depressive symptom 
severity, modified ITT 
CDRS-R, mean (SD) 
(IG=109; CG=105) 
9 weeks 
No significant 
between-group 
differences in mean 
change in CDRS-R 
among subgroups 
based on age 
category (p=0.371), 
sex (p=0.632), or 
family history of 
depression 
(p=0.493). 
 
Response, modified 
ITT  
CDRS-R (IG=109; 
CG=105) 
9 weeks 
No significant 
between-group 
differences in 
response rates 
among subgroups 
based on age 
category (p=0.629), 
sex (p=0.897), or 
family history of 
depression 
(p=0.809). 
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Year;  
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and 
Comparators 

Depressive Symptoms Remission/ 
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(Mortality, Relapse) 
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Emslie, 200242 
Index article 
(continued) 

  Across 9 weeks 
IG arm was superior to 
CG arm at weeks 2, 5, 7, 
and 9 (p <0.05) 
CDRS-R subjective 
subscores (IG=109; 
CG=105) 
IG arm was superior to 
CG arm at weeks 2, 3, 7, 
and 9 (p <0.05) 
 
MADRS, mean (SD) 
(IG=109; CG=105) 
9 weeks 
IG: 11.2 (9.0) 
CG: 13.9 (8.2) 
Difference in mean 
change (95% CI): 2.8 
(0.4 to 5.2) 
Effect size: Cohen's 
d=0.31 
Significantly greater 
mean change in IG arm 
than CG arm: p=0.023  
 
CGI-S, mean (SD) 
(IG=109; CG=106) 
9 weeks 
IG: 2.9 (1.2) 
CG: 3.4 (1.1) 
 

    Change from baseline to 9 
weeks, mean (SD) 
IG: -4.8 (5.2) 
CG: -3.7 (5.2) 
Difference in mean change 
(95% CI): 1.2 (-0.3 to 2.6) 
Effect size: Cohen's d=0.22 
No between-group 
difference: p=0.115 

CGI-I (IG=109; 
CG=106) 
9 weeks 
No significant 
between-group 
differences in 
response rates 
among subgroups 
based on age 
category (p=0.959), 
sex (p=0.379), or 
family history of 
depression 
(p=0.290). 
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Year;  
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and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
(continued) 

  Difference in mean 
change (95% CI): 0.6 
(0.3 to 1.0) 
Effect size: Cohen's 
d=0.54 
Significantly greater 
mean improvement in IG 
arm than CG arm: 
p<0.001 
 
BDI (adolescents 13 to 
<18 only), mean change 
from baseline (SD) (arm 
N's=NR) 
9 weeks 
IG: -4.6 (8.2) 
CG: -5.3 (7.8) 
No between-group 
difference: p=0.700 
 
CDI (children 8 to <13 
only), mean change from 
baseline (SD) (arm 
N's=NR) 
9 weeks 
IG: -2.4 (9.0) 
CG: -2.8 (6.8) 
No between-group 
difference: p=0.822 
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Trial Name 
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and 
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(Mortality, Relapse) 
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Emslie, 200643 IG: Paroxetine 
CG: Placebo 

CDRS-R total 
Adjusted Mean 
Difference (95% CI) 
Total 0.80 (-3.09 to 4.69) 
p=0.684 

Remission 
(CGI-score of "very 
much improved") 
IG: 20.8% 
CG: 18.0% 
p=0.617 
 
CDRS-R total score 
<28 
IG: 22.8% 
CG: 28.0% 
p=0.249 

GAF 
Median Difference (95% 
CI) 
1.33 (-2.19, 4.86) 
p=0.456 

NR CDRS-R total 
Adjusted Mean 
Difference (95% CI) 
 
Child Subgroup 
5.27 (-0.08 to -10.63) 
p=0.054 
 
Adolescent  
-2.55 (-8.23 to -3.13) 
p=0.375 
 
Statistically 
significant treatment 
by age group 
interaction, p=0.049 
 
No differences in the 
effect of paroxetine 
versus placebo on 
depressive symptoms 
found for gender, 
baseline depression 
severity, or 
presence/absence of 
psychiatric 
comorbidity. 
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Emslie, 200944 
Index article 

IG: escitalopram 
CG: placebo 

Response (Continuous) 
CDRS-R 
Change (ITT, LOCF) 
LSM (SEM) 
IG: -22.1 (1.22) 
CG: -18.8 (1.27) 
LSMD (95% CI) 
-3.356 (-6.226 to -0.486) 
 
CGI-I (Response) 
Risk Difference % (95% 
CI) 
11.4 (0.5 to 22.3) 
 
CDRS-R (Severity) 
Mean Change (95% CI) 
-3.4 (-6.2 to -0.5) 
 
CGI-I (Symptom 
Improvement) 
Mean Change (95% CI) 
-0.4 (-0.6 to -0.1) 
 
CGI-S (Symptom 
Severity) 
Mean Change (95% CI) 
-0.4 (-0.6 to -0.1) 

Response 
(Dichotomous) 
CGI-I ≤2 
IG: 64.3% (99) 
CG: 52.9% (83) 
p=0.03 
 
Remission 
(Dichotomous) 
CDRS-R ≤28 
IG: 41.6% (64) 
CG: 35.7% (56) 
p=0.15 

CGAS 
Mean Change (95% CI) 
2.2 (-0.4 to 4.8) 

NR NR 
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Emslie, 200944 
Index article 
Companion article: 
Findling, 201345 

IG: escitalopram 
CG: placebo 

CGI at week 24, LS 
mean (SE)  
LOCF (IG=154; 
CG=157) 
IG: 2.2 (0.1) 
CG: 2.5 (0.1) 
p<0.05 
Observed Cases (IG=39; 
CG=40) 
IG: 1.7 (0.1) 
CG: 1.5 (0.2) 
 
CGI-S 
Change from baseline at 
week 24, LS mean (SE) 
LOCF (IG=154; 
CG=157) 
IG: -1.8 (0.1) 
CG: -1.4 (0.1) 
p<0.01 
 
OC (IG=39; CG=40) 
IG: -2.5 (0.2) 
CG: -2.5 (0.2) 
 

CGI-I≤2 at week 24 
IG: 65% 
CG: 52% 
p<0.05 
 
CDRS-R≥50% 
adjusted at week 24 
IG: 66% 
CG: 50% 
p<0.05 
 
Remission (CDRS-
R≤28) at week 24 
LOCF 
IG: 51% 
CG: 36% 
p<0.05 
 

CGAS 
Change from baseline at 
week 24, LS mean (SE) 
LOCF (IG=149; CG=152) 
IG: 15.3 (1.2) 
CG: 11.7 (1.3) 
p<0.05 
 
Change from baseline at 
week 24, LS mean (SE) 
OC (IG=40; CG=39) 
IG: 23.7 (2.0) 
CG: 18.7 (2.12) 

 NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 201446 IG1: duloxetine 60 
mg QD 
IG2: duloxetine 30 
mg QD 
IG3: fluoxetine 20 
mg QD 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model; 
IG1: 105; IG2: 114; IG3: 
112; CG: 117) 
IG1: 35.0 
IG2: 34.4 
IG3: 36.4 
CG: 37.4 
 
Mean change at 10 
weeks (MMRM) 
IG1: -23.9 
IG2: -24.6 
IG3: -22.6 
CG: -21.6 
 
Mean change at 10 
weeks (LOCF) 
IG1: -22.4 
IG2: -22.0 
IG3: -21.1 
CG: -19.4 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 24.3 
IG2: 25.1 
IG3: 25.0 
CG: 25.8 

Probability of CDRS-
R treatment response 
at 10 weeks 
IG1: 69% 
IG2: 69% 
IG3: 61% 
CG: 60% 
p=NS 
 
Probability of CDRS-
R remission at 10 
weeks 
IG1: 40% 
IG2: 46%  
IG3: 32% 
CG: 30% 
IG2 was statistically 
higher (p<0.05) than 
placebo 
Remission rates at 
the last two 
nonmissing acute 
treatment visits were 
significantly (p<0.05) 
greater for duloxetine 
60 mg (26%) than for 
placebo (14%). 
 
 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 201446 
(continued) 

  CGI-S at 10 weeks 
(Mixed Effects Model 
with ITT sample NR for 
all groups) 
IG1: 3.1 
IG2: 3.1 
IG3: 3.1 
CG: NR 
Note: Mean CGI-S 
scores at the 10-week 
time point (MMRM) did 
not statistically differ 
among treatment groups 
(3.1 for all treatment 
groups). 
 
CGI-S at 36 weeks 
(Mixed Effects Model; 
NR for all groups; CG 
patients transitioned to 
IG1 or IG2) 
IG1: 1.8 
IG2: 2.0 
IG3: 1.8 
CG: 1.9 (transitioned to 
duloxetine) 

Probability of CDRS-
R treatment 
remission at 36 
weeks 
IG1: 81% 
IG2: NR 
IG3: 74% 
CG: NR (CG patients 
transitioned to 
duloxetine) 
No significant 
differences between 
groups 

      



 

E-86 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Findling, 200947 
Index article 

IG: Fluoxetine  
CG: Placebo 

CDRS-R 
Difference in Change 
(95% CI)  
End of Study 
-4.23 (-12.95 to 4.49), 
p=0.33, F=0.98 
p=0.14 for every 
followup week during 
trial 
Beginning at week 5, 
placebo had greater 
mean decrease in 
CDRS-R than fluoxetine 
group through end of 
study.  
 
CGI-S 
Difference in Change 
(95% CI) 
-0.11 (-0.95 to 0.73), 
p=0.33, F=0.98 
 
CGI-I 
Difference in Change 
(95% CI) 
-0.17 (-1.12 to 0.77), 
p=0.79, F=0.14 
 
BDI 
Difference in Change 
(95% CI) 
4.70 (-5.23 to 14.63), 
p=0.34, F=0.95 

Response 
Rated very much 
improved (CGI-I 
score of 1 or 2) 
IG: 50% 
CG: 38% 
Response 
rate very much 
improved (CGI-I 
score of 1 or 2) 
IG: 50% 
CG: 38% 
RR (calculated): 1.30 
95% CI, 0.96 to 1.76 
 

CGAS 
Difference in Change (95% 
CI) 
1.85 (-8.67 to 12.37), 
p=0.72 

NR  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article  
 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

NR Remission  
Week 8 
(LOCF: IG1=90; 
IG2=94; CG=87) 
IG1: 63.3% 
IG2: 50.0% 
CG: 46.0% 
 
Week 8 
(OC: IG1=67; 
IG2=56; CG=66) 
IG1: 76.1% 
IG2: 64.3% 
CG: 57.6% 
 
Sustained Response 
During 8 Weeks of 
Treatment 
RR (95% CI) 
IG1 vs. CG 
1.383 (0.946 to 
2.022), p=0.095 
 
IG2 vs. CG 
1.272 (0.864 to 
1.877), p=0.222 

AFC Total Score: Week 8  
Mean (SE) 
LOCF (IG1=60; IG2=57; 
CG=62) 
IG1: 14.70 (2.80), p=0.148 
 (vs. CG) 
IG2: 11.57 (2.92), p=0.546 
(vs. CG) 
CG: 9.30 (2.75)  
 
OC (IG1=58; IG2=52; 
CG=60) 
IG1: 14.37 (2.83), p=0.184 
(vs. CG) 
IG2: 13.37 (3.04), p=0.297 
(vs. CG) 
CG: 9.32 (2.80) 

There were no deaths 
reported during treatment or 
30 days following treatment 
completion. 
 
SPP Total Scale 
Week 8 
Mean (SE) 
LOCF (IG1=61; IG2=60; 
CG=63) 
IG1: 13.25 (2.33), p=0.542 
IG2: 13.07 (2.41), p=0.586 
CG: 11.36 (2.27) 
 
OC (IG1=60; IG2=55; 
CG=60) 
IG1: 12.93 (2.31), p=0.930 
IG2: 13.25 (2.46), p=0.853 
CG: 12.66 (2.30) 
 
SIP Total Score 
Week 8  
Mean (SE) 
LOCF (IG1=63; IG2=60; 
CG=65) 
IG1: -11.36 (1.55), p=0.463 
IG2: -12.92 (1.62), p=0.143 
CG: -9.85 (1.51) 
 
OC (IG1=62; IG2=55; 
CG=62) 
IG1: -11.19 (1.57), p=0.786 
IG2: -13.45 (1.70), p=0.193 
CG: -10.61 (1.57) 

Responders by 
subgroup at Week 8 
 
Features of Atypical 
Depression  
IG1: 86% (19/22)  
IG2: 67% (10/15)  
CG: 75% (6/8) 
Treatment p-
value=0.356 
Covariate p-
value=0.023 
Treatment-by 
covariate p-
Value=0.503 
 
Melancholic Features  
IG1: 55% (18/33)  
IG2: 52% (17/33)  
IG3: 49% (17/35) 
Treatment p-
value=0.413  
Covariate p-
value=0.025  
Treatment-by 
covariate p-
Value=0.797 
 
Anxiety Disorder  
IG1: 75% (9/12)  
IG2: 33% (7/21)  
CG: 48% (10/21) 
Treatment p-
value=0.116  
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Last Name;  
Year;  
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Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article  
(continued) 

          Covariate p-
value=0.208  
Treatment-by 
covariate p-
Value=0.114 
 
Any Comorbid 
Disorder  
IG1: 70% (21/30)  
IG2: 54% (20/37)  
CG: 47% (16/34) 
Treatment p-
value=0.227  
Covariate p-
value=0.440  
Treatment-by 
covariate p-
Value=0.436 
 
Age at Onset<12  
IG1: 50% (11/22)  
IG2: 63% (15/24)  
CG: 58% (7/12) 
Treatment p-
value=0.904 
Covariate p-
value=0.569 
Treatment-by 
covariate p-
Value=0.217 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article  
(continued) 

          Age at Onset≥12  
IG1: 71% (47/66) 
IG2: 57% (39/69) 
CG: 55% (41/74) 
Treatment p-
value=0.904 
Covariate p-
value=0.569 
Treatment-by 
covariate p-
Value=0.217 
 
Number of 
Depressive 
Episodes≤1  
IG1: 68% (50/73)  
IG2: 55% (41/74)  
CG: 61% (41/67) 
Treatment p-
value=0.260 
Covariate p-
value=0.311 
Treatment-by 
covariate p-
Value=0.118 
 
Number of 
Depressive 
Episodes>1 
IG1: 56% (9/16)  
IG2: 68% (13/19)  
CG: 37% (7/19) 
Treatment p-
value=0.260 
Covariate p-
value=0.311 
Treatment-by 
covariate p-
Value=0.118 



 

E-90 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

HAM-D Change: Week 8 
OC: IG1=67; IG2=56; 
CG=66 
Least Squares Mean 
(95% CI), SEM 
IG1: -12.2 (-13.1 to -
10.5), 0.88 
IG2: --10.6 (--12.5 to --
8.7), 0.97 
CG:--10.5 (--12.3 to --
8.8), 0.88 
ANCOVA p=0.26 
 
LOCF: IG1=90; IG2=94; 
CG=87 
Least Squares Mean 
(95% CI), SEM 
IG1: --10.7 (--12.3 to --
9.1), 0.81  
IG2: --9.0 (--10.5 to --
7.4), 0.81 
CG: --9.1 (--10.7 to --
7.5), 0.83 
ANCOVA p=0.20 
 
Multiple Imputation (MI): 
IG1=90; IG2=94; CG=87 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.5 (--14.2 to --
10.9), 0.83  
IG2: --11.1 (--12.9 to --
9.4), 0.89 
CG: --10.7 (--12.4 to --
9.1), 0.83 
ANCOVA p=0.24 

HAM-D Response: 
Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
% (Criteria Met/Not 
Met) 
IG1: 80.6% (54/13) 
IG2: 73.2% (41/15) 
CG: 65.2% (43/23) 
p=0.13 
 
LOCF (IG1=90; 
IG2=94; CG=87) 
n (%) 
IG1: 66.7% (60/30) 
IG2: 58.5% (55/39) 
CG: 55.2% (48/39) 
p=0.27 
 
MI (IG1=90; IG2=94; 
CG=87) 
n (%) 
IG1: 73.3% (66/24) 
IG2: 70.2% (66/28) 
CG: 70.1% (61/26) 
p=0.24 

CGI: Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean (95% 
CI), SEM 
IG1: 1.9 (1.6 to 2.2), 0.15 
IG2: 2.2 (1.8 to 2.5), 0.17 
CG: 2.4 (2.1 to 2.7), 0.16 
p=0.09 
 
LOCF (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean (95% 
CI), SEM 
IG1: 2.4 (2.1 to 2.7), 0.16 
IG2: 2.7 (2.4 to 3.0), 0.15 
CG: 2.7 (2.4 to 3.0), 0.16 
p=0.16 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean (95% 
CI), SEM 
IG1: 1.9 (1.6 to 2.2), 0.14 
IG2: 2.2 (1.9 to 2.5), 0.15 
CG: 2.4 (2.1 to 2.6), 0.14 
p=0.24 
 
AFC - Week 8 
OC (IG1=58; IG2=52; 
CG=60) 
Least Squares Mean (95% 
CI), SEM 
IG1: 14.4 (8.8 to 19.9), 
2.83 
IG2: 13.3 (7.3 to 19.4), 
3.04 
CG: 9.3 (3.8 to 14.8), 2.81 
p=0.32 

SPP: Week 8 
OC (IG1=60; IG2=55; 
CG=60) 
Least Squares Mean (95% 
CI), SEM 
IG1: 12.9 (8.3 to 17.5), 2.31 
IG2: 13.2 (8.4 to 18.1), 2.46 
CG: 12.7 (6.9 to 15.9), 2.30 
p=0.88 
 
LOCF (IG1=61; IG2=60; 
CG=63) 
Least Squares Mean (95% 
CI), SEM 
IG1: 13.2 (8.6 to 17.8), 2.33 
IG2: 13.1 (8.3 to 17.8), 2.41 
CG: 11.4 (6.9 to 15.9), 2.27 
p=0.88 
 
MI (IG1=61; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: 15.4 (10.7 to 20.0), 
2.35 
IG2: 14 (8.9 to 19.2), 2.60 
CG: 14.7 (10.0 to 19.4), 
2.39 
p=0.92 
 
SIP - Week 8 
OC (IG1=62; IG2=55; 
CG=62) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.2 (--14.3 to --8.1), 
1.57 
IG2: --13.5 (--16.9 to --10.2), 
1.70 
 

NR 
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GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  K-SADS-L: Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.1 (--13.8 to --
10.3) 0.91 
IG2: --10.7 (--12.7 to --
8.7) 0.82 
CG: --10.7 (--12.5 to --
8.9) 0.92 
p=0.46 

  LOCF (IG1=60; IG2=57; 
CG=62) 
Least Squares Mean (95% 
CI), SEM 
IG1: 14.7 (9.2 to 20.2), 
2.80 
IG2: 11.6 (5.8 to 17.3), 
2.92 
CG: 9.3 (8.1 to 17.2), 2.76 
p=0.39 
 
MI (IG1=60; IG2=57; 
CG=62) 
Least Squares Mean (95% 
CI), SEM 
IG1: 14.0 (8.7 to 19.3), 
2.65 
IG2: 14.5 (9.4 to 19.6), 
2.60 
CG: 9.1 (4.2 to 14.1), 2.52 
p=0.24 

CG: --10.6 (--13.7 to --7.5), 
1.57 
p=0.24 
 
LOCF (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.4 (--14.4 to --8.3), 
1.55 
IG2: --13.0 (--16.2 to --9.8), 
1.62 
CG: --9.9 (--12.9 to --6.9), 
1.51 
p=0.23 
 
MI (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.5 (--14.2 to --8.7), 
1.39 
IG2: --13.9 (--16.8 to --10.9), 
1.50 
CG: --10.1 (--13.0 to --7.1), 
1.48 
p=0.19 
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GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  LOCF (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: --11.4 (--13.1 to --
9.8) 0.84 
IG2: --9.5 (--11.1 to --
7.9) 0.82 
CG: --9.4 (--11.0 to --7.8) 
0.83 
p=0.13 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.3 (--13.9 to --
10.6) 0.84 
IG2: --11.5 (--13.3 to --
9.7) 0.91 
CG: --10.9 (--12.6 to --
9.2) 0.86 
p=0.45 
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and 
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Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651  

IG1: Paroxetine 
IG2: Imipramine 
CG: Placebo 

NR Response at some 
time point (defined as 
remission [HAM-D 
<8] in Table 3) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 61 
IG2: 57 
CG: 47 
 
Completed 
Responders defined 
as HAM-D <8 (+ 
potential responders) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 15 (+3) 
IG2: 12 (+1) 
CG: 12 (+9) 

NR Acute phase relapse (HAM-
D) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 6 
IG2: 5 
CG: 3 
 
Continuation phase relapse 
(HAM-D) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 19 
IG2: 10 
CG: 7 
 
Total relapses (HAM-D) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 25 (41%) 
IG2: 15 (26%) 
CG: 10 (21%) 

 NR 
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March, 20043 Index 
article 
TADS92 

IG1: 
Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random  

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in CGI-I 
positive response 
(p=0.001) 
 
 
RR (calculated): 2.45 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing response : 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 

NR No mortality from completed 
suicides 

NR 
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March, 20043 Index 
article 
TADS 
(continued) 

  regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
 
NNT (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
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Examined 

March, 20043 Index 
article 
TADS 
(continued) 

  RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
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Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 Index 
article 
TADS 
(continued) 

  Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 
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Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043  
Index article 
Companion article: 
Kennard, 20066 
TADS  

IG1: 
Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

 March, 20043 
Index article 
Companion article: 
Kennard, 20066 
TADS (continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p >0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 Index 
article Companion 
article: 
Vitiello, 20067 
TADS  

IG1: 
Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
RRM statistical 
comparisons of how 
groups compared with one 
another at 12 weeks : 
IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
RRM statistical comparisons 
of how groups compared 
with one another : 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
 
12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 Index 
article Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another : 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 
 
 

Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01 
 
GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks : 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect remained significant 
even after applying a 
Bonferroni correction for 
multiple comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
 

  



 

E-102 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 Index 
article Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Between-group difference: 
p=0.002 
Statistically significant 
treatment effects of how 
groups compared with one 
another : 
IG1>IG2: p<0.020 
IG1>IG3: p<0.0004 
IG1>CG: p<0.009 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Patients not likely to be 
clinically referred in 
community (C-GAS >60) 
12 weeks, % 
IG1: 64.5 
IG2: 50.5 
IG3: 45.0 
CG: 35.7 
Between-group difference: 
p=0.0003 
 
Statistically significant 
treatment effects of how 
groups compared with one 
another : 
IG1>IG2: p<0.038 
IG1>IG3: p<0.004 
IG1>CG: p<0.0001 
IG2=IG3: p=NS 
IG2>CG: p=0.023 
IG3=CG: p=NS 

Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
RRM statistical comparisons 
of how groups compared 
with one another at 12 
weeks : 
IG1>IG2: p=0.0004 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2=IG3: p=0.2766 
IG2=CG: p=0.7215 
IG3=CG: p=0.4630 
 
12 weeks, mean change 
from baseline (SD) 
IG1: 9.6 (10.14) 
IG2: 6.6 (10.23) 
IG3: 4.2 (10.01) 
CG: 5.2 (10.16) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.001 
 
Treatment-by-time 
interaction: p<0.0001 
GLM statistical comparisons 
of how groups compared 
with one another : 
IG1>IG2: p<0.05 
IG1>IG3: p<0.0001 
IG1>CG: p<0.001 
IG2>IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Wagner, 200452 
Index article 
Companion article: 
Forest, 200153 

G1: Citalopram 
G2: Placebo 

CDRS-R Changes at 
Week 8 (LOCF)  
G1: -21.7 (1.6) 
G2: -16.5 (1.6) 
LSMD -4.6 (95% CI, -
0.3, -9.0, 
p=0.038) 
 
CGI-I Score at Week 8 
(LOCF)  
G1: 2.6 (0.1) 
G2: 2.8 (0.1) 
LSMD -0.2 
 
CGI-S Changes at Week 
8 (LOCF) 
G1: -1.3 (0.1) 
G2: -1.1 (0.1) 
LSMD -0.2 
 
K-SADS-P Changes at 
Week 8 (LOCF) 
G1: -9.1 (0.9) 
G2: -7.2 (0.9) 
LSMD -1.9 

CDRS-R Response 
(score ≤28) at Week 
8 (LOCF), % 
IG: 36 
CG: 24 (p <0.05) 
 

CGAS Change at Week 8 
G1: 14.3 (1.5) 
G2: 11.8 (1.4) 
LSMD 2.0 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Wagner, 200654 G1: escitalopram 
G2: placebo 

Change to CDRS-R at 
Week 8 (IG: 129; CG: 
132) 
LOCF 
IG: -21.9 
CG: -20.2 
p=0.310 
OC 
IG: -23.9 
CG: -20.8 
p=0.084 
 
Change to CGI-S at 
Week 8 (IG: 129; CG: 
132) 
LOCF 
IG: -1.6 
CG: -1.3 
p=0.057 
 
OC 
IG: -1.8 
CG: -1.4 
p=0.014 
 
CGI-I at Week 8 (IG: 
129; CG: 132) 
LOCF 
IG: 2.3 
CG: 2.5 
p=0.169 
 
OC 
IG: 2.1 
CG: 2.4 
p=0.110 

CGI-I=1 or 2 
response rate at 
Week 8 
LOCF 
G1: 63% calculated 
G2: 52% calculated 
 
OC 
IG: 72.1 
CG: 57.8 
p=0.05 

Change to CGAS at Week 
8 (IG: 129; CG: 132) 
LOCF 
IG: 15.6 
CG: 12.7 
p=0.065 
 
OC 
IG: 16.8 
CG: 13.6 
p=0.046 

 NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Weihs, 201855 IG1: 
Desvenlafaxine 
(25, 35, or 50 
mg/d) 
IG2: Fluoxetine 
(20 mg/d) 
CG: Placebo  

Change in CDRS-R from 
baseline to Week 8 
(ITT):  
Adjusted mean change 
(SE) in total score  
IG1: -22.6 (1.17) 
IG2: -24.8 (1.17) 
CG: -23.1 (1.18) 
Adjusted mean 
difference as compared 
to placebo (95% CI) 
IG1: -0.47 (-3.23 to 
2.30), p<0.05 
IG2: 1.71 (-1.06 to 4.48) 
No significant differences 
 
Change in CGI-S score 
from baseline to Week 8 
(completers):  
Adjusted mean change 
(SE) in total score  
IG1 (n=99): -1.70 (0.11) 
IG2 (n=101): -1.88 (0.12) 
CG (n=99): -1.71 (0.12) 
 
Adjusted mean 
difference as compared 
to placebo (95% CI) 
IG1: -0.01 (-0.29 to 
0.27), p=0.944 
IG2: 0.18 (-0.11 to 0.46), 
p=0.224 

CGI-I score: % very 
much improved, 
much improved, 
minimally improved, 
no change 
IG1: 23.2, 45.5, 21.2, 
9.1, CMH test 
p=0.852 (vs. CG) 
IG2: 30.7, 47.5, 16.8, 
4.0, CMH test 
p=0.095 (vs. CG) 
CG: 27.3, 35.4, 32.3, 
4.0 
 
CGI-I response at 
Week 8 (ITT):  
IG1: 68.7%  
IG2: 78.2% 
CG: 62.6%, p=0.343 
 
Adjusted OR (95% 
CI) vs. CG 
IG1: 0.751 (0.249 to 
0.871), p=0.343 
IG2: 0.465 (0.249 to 
0.871), p=0.017  
 
 
 
 
 
 
 
 

NR NR   

AFC = Autonomous Functioning Checklist; ANCOVA = analysis of covariance; AOR = adjusted odds ratio; BDI = Beck Depression Inventory; CBT = cognitive behavioral 
therapy; CDI = Children’s Depression Inventory; CDI-S = Children’s Depression Inventory-Severity; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control 
group; CGAS = Children’s Global Assessment Scale; CGI = Clinical Global Impressions Scale; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CGI-S = Clinical 
Global Impression Scale-Severity Scale; CI = confidence interval; CMH test = Cochran-Mantel-Haenszel test; GAF = Global Assessment of Functioning; GLM = generalized 
linear modeling; HAM-A = Hamilton Depression Rating Scale; HAM-D = Hamilton Depression Rating Scale; HoNOSCA = Health of Nation Outcome Scale – Children and 
Adolescents; IG = Intervention group; ITT = intent to treat; K-SADS-L = Kiddie Schedule for Affective Disorders and Schizophrenia-Lifetime; K-SADS-P = Kiddie Schedule for 
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Affective Disorders and Schizophrenia-Parent; K-SADS-P/L = Kiddie Schedule for Affective Disorders and Schizophrenia; KQ = Key Question; LOCF: last observation carried 
forward; LOCF = last observation carried forward; LS = life skills/tutoring condition; LSM = least squares mean; LSMD = least squares mean difference; MADRS = Montgomery-
Asberg Depression Rating Scale; MFQ = Mood and Feelings Questionnaire; MI = multiple imputation; n/N = number; NNT = number needed to treat; NR = not reported; OC = 
observed cases; OR = odds ratio; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; QD = every day; QoL = quality of life; RADS = Reactive Airways 
Dysfunction Syndrome; RR = relative risk; RRM = random-effects regression model; SD = standard deviation; SE = standard error; SEM = structural equation modeling; SIP = 
suicidal ideation protocol; SPP = Self Perception Profile; TADS = Treatment among Adolescents with Depression; wk(s) = week(s). 

  



 

E-107 

Table E-21. KQ 2a: Benefits of fluoxetine for relapse prevention versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
 

IG: Continued 
treatment with 
fluoxetine at current 
dose (20-60 mg/day) 
CG: Switch to 
placebo 

Depressive symptom 
severity, modified ITT 
CDRS-R total score: 
mean change from 
baseline [19 weeks] (SD) 
(IG=20; CG=20) 
19 to 51 weeks 
IG: 8.2 (12.4) 
CG: 14.7 (14.5) 
No between-group 
difference: p=0.139 
 
CDRS-R mood 
subscores: mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 2.3 (4.6) 
CG: 5.5 (5.1) 
Significantly smaller 
increase (worsening) in 
CDRS mood subscale 
score in IG arm than CG 
arm: p=0.048 
 
CDRS-R somatic 
subscores: mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 2.7 (4.4) 
CG: 3.1 (4.3) 
No between-group 
difference: p=0.803 
 
 

NA Global functioning, 
modified ITT (IG=20; 
CG=18) 
GAF, mean change from 
baseline [19 weeks] (SD)  
19 to 51 weeks 
IG: -7.3 (13.1) 
CG: -7.9 (14.7) 
No between-group 
difference: p=0.888 

Estimated probability of 
relapse, ITT (N=40) 
CDRS-R primary analysis 
(total score >40 for ≥2 
weeks history of worsening 
depressive symptoms or 
relapse in opinion of treating 
physician), % probability 
19 to 51 weeks 
IG: 34 
CG: 60 
Lower risk for relapse in IG 
arm than CG arm, but 
unclear if difference was 
statistically significant 
(p=NR) 
 
Time to relapse 
19 to 51 weeks, mean days 
(SE) 
IG: 180.7 (17.0) 
CG: 71.2 (9.5) 
Significantly longer time to 
relapse in IG arm than CG 
arm (p=0.046) 
 
CDRS-R secondary analysis 
(total score >40 for ≥2 
weeks history of worsening 
depressive symptoms or 
relapse in opinion of treating 
physician), % probability 
19 to 51 weeks 
IG: 21 
CG: 47 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

  CDRS-R subjective 
subscores: mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 0.5 (1.5) 
CG: 2.8 (3.9) 
Significantly smaller 
increase (worsening) in 
CDRS mood subscale 
score in IG arm than CG 
arm: p=0.018 
 
CDRS-R behavior 
subscores: mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 2.7 (3.9) 
CG: 3.4 (3.3) 
No between-group 
difference: p=0.578 
 
MADRS, mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 3.6 (7.9) 
CG: 8.2 (10.4) 
No between-group 
difference: p=0.128 
 
 

    Lower risk for relapse in IG 
arm than CG arm, but 
unclear if difference was 
statistically significant 
(p=NR) 
Time to relapse 
19 to 51 weeks, mean days 
(SE) 
IG: 203.0 (13.0) 
CG: 37.2 (2.1) 
Significantly longer time to 
relapse in IG arm than CG 
arm (p=0.032) 
 
Anxiety symptom severity, 
modified ITT 
HAM-A, mean change from 
baseline (SD) (IG=20; 
CG=19) 
19 to 51 weeks 
IG: 1.3 (2.5) 
CG: 2.1 (3.9) 
No between-group 
difference: p=0.448 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

  CGI-S, mean change 
from baseline [19 weeks] 
(SD) (IG=20; CG=20) 
19 to 51 weeks 
IG: 0.5 (1.2) 
CG: 1.0 (1.6) 
No between-group 
difference: p=0.274 
 
CGI-I, mean change 
from baseline [week 1 of 
entire trial] (SD) (IG=20; 
CG=20) 
19 to 51 weeks 
IG: 1.9 (1.2) 
CG: 3.2 (1.8) 
Significantly greater 
maintenance of 
improvement in IG arm 
than CG arm: p=0.011 
 
BDI (adolescents 13 to 
<18 only), mean change 
from baseline [19 weeks] 
(SD) (IG=12; CG=6) 
9 weeks 
IG: 0.7 (3.6) 
CG: 6.0 (8.4) 
No between-group 
difference: p=0.0704 
 
CDI (children 8 to <13 
only), mean change from 
baseline [19 weeks] (SD) 
(IG=8; CG=13) 
19 to 51 weeks 
IG: 1.6 (1.9) 
CG: 3.8 (7.9) 
No between-group 
difference: p=0.447 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200857 
Index article 

IG1: Fluoxetine 
continuation 
CG: Placebo 

Participants reporting 
residual depressive 
symptoms after acute 
treatment, %: 
IG1: 67 
CG: 25 

NR NR Relapse, % 
IG1: 42.0 
CG: 69.2 
X2=7.67; df=1; p=0.007 
Odds of relapse for CG vs. 
IG1: 
3.2 times (95% CI, 1.2-8.2) 
Unadjusted risk of relapse, 
RR (95% CI): 2.1 (1.3-3.6) 
X2=3.1; df=1; p=0.0044 
Adjusted risk of relapse, RR 
(95% CI): 2.2 (1.2-3.8) 
X2=7.7; df=1; p=0.0055 
Full relapse, % 
IG1: 22.0 
CG: 48.1 
X2=7.59; df=1; p=0.007 
 
Survival curves for time to 
relapse and full relapse: 
only in Figure 2 and Figure 
3 

  

Emslie, 200857 
Index article 
Companion 
article: 
Kennard, 
201858 

See Emslie, 200857 
Index article 

CDRS-R at week 12 
(randomization): 22.83) 
IG1: NR 
CG: NR 

NR NR NR NR 

BDI = Beck Depression Inventory; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI-I = Clinical Global 
Impressions Scale-Improvement Scale; GAF = Global Assessment of Functioning; HAM-A = Hamilton Depression Rating Scale; IG = intervention group; ITT = intent to treat; 
KQ = Key Question; MADRS = Montgomery-Asberg Depression Rating Scale; NA = not applicable; NR = not reported; RR = relative risk; SD = standard deviation; SE = 
standard error.  
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Table E-22. KQ 2a: Benefits of SNRIs versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Atkinson, 
201859 

IG1: Low-dose 
Desvenlafaxine 
IG2: High-dose 
Desvenlafaxine 
CG: Placebo 

CDRS-R, Week 8 
Change from baseline, 
mean (SD) 
IG1: -23.7 (1.1) 
IG2: -24.4 (1.1) 
CG: -22.9 (1.1) 
 
Adjusted mean 
difference vs. placebo 
(95% CI) 
IG1: 0.85 [-2.23, 3.94] 
IG2: 1.52 [-1.56, 4.61] 
p=NS 
 
CGI-S, Week 8 
Adjusted mean change 
(SE) 
IG1: -1.51 (0.11) 
IG2: -1.65 (0.11) 
CG: -1.49 (0.11) 
 
Difference in adjusted 
means, placebo active 
(95% CI) 
IG1: 0.015 (-0.29 to 
0.32) 
p=0.923 
IG2: 0.161 (-0.14 to 
0.47) 
p=0.302 
 
 
 

CGI-I response, 
Week 8 
Responders, 
proportion (%) 
IG1: 59/105 (56.2) 
IG2: 66/106 (62.3) 
CG: 57/102 (55.9) 
Adjusted OR (Wald 
95% CI) 
IG1: 0.97 (0.56, 1.69) 
p=0.925 
IG2: 0.76 (0.44, 1.33) 
p=0.342 
 
CGI-I, Week 8 
1: Very much 
improved (%) 
IG1: 20 (19.0) 
IG2: 27 (25.5) 
CG: 22 (21.6) 
 
2: Much improved 
(%) 
IG1: 39 (37.1) 
IG2: 39 (36.8) 
CG: 35 (34.3) 
 
3: Minimally improved 
(%) 
IG1: 26 (24.8) 
IG2: 23 (21.7) 
CG: 29 (28.4) 
 
4: No change (%) 
IG1: 19 (18.1) 
IG2: 16 (15.1) 
CG: 16 (15.7) 

NR NR   
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 200760 IG: venlafaxine ER 
(112.5 mg, 150 mg, 
or 22mg based on 
weight) 
CG: Placebo 

Study 1 
Change in CDRS-R from 
baseline to week 8 (ITT; 
IG1: 68; CG: 73)) 
Adjusted mean change 
(SE) in total score 
IG1: -18.1 (1.6) 
CG: -16.1 (1.4) 
p = 0.34 
 
Mean CDRS-R at 
followup 
IG1: 36.3 
CG:  38.3 
 
 
Study 2   
Change in CDRS-R from 
baseline to week 8 (ITT; 
IG1: 101; CG: 92)) 
Adjusted mean change 
(SE) in total score 
IG1: -24.6 (1.3) 
CG: -22.8 (1.4) 
p = 0.39 
 
Mean CDRS-R at 
followup 
IG1: 32.7 
CG:  34.5 

Study 1 
CDRS-R responder 
rates at 8 weeks (ITT; 
IG1: 68; CG: 73) 
IG1: 43/68 (63%) 
CG: 37/73 (51%) 
p = 0.174 
 
Study 2 
CDRS-R responder 
rates at 8 weeks (ITT; 
IG1: 101; CG: 92) 
IG1: 77/101 (76%) 
CG: 62/92 (67%) 
p = 0.200 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 201446 IG1: duloxetine 60 
mg QD 
IG2: duloxetine 30 
mg QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model; 
IG1: 105; IG2: 114’ IG3: 
112; CG: 117) 
IG1: 35.0 
IG2: 34.4 
IG3: 36.4 
CG: 37.4 
 
Mean change at 10 
weeks 
IG1: -23.9 
IG2: -24.6 
IG3: -22.6 
CG: -21.6 
 
Mean change at LOCF 
IG1: -22.4 
IG2: -22.0 
IG3: -21.1 
CG: -19.4 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 24.3 
IG2: 25.1 
IG3: 25.0 
CG: 25.8 

Probability of 
treatment response 
at 10 weeks 
IG1: 69% 
IG2: 69% 
IG3:61% 
CG: 60% 
No significant 
differences 
 
Probability of 
remission at 10 
weeks 
IG1: 40% 
IG2: 46%  
IG3: 32% 
CG: 14% 
IG2 was statistically 
higher ( p<0.05) than 
placebo 
Remission rates at 
the last two 
nonmissing acute 
treatment visits was 
significantly ( p<0.05) 
greater for duloxetine 
60 mg (26%) than for 
placebo (14%). 
 
 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 201446 
(continued) 

    Probability of 
treatment remission 
at 36 weeks 
IG1: 81% 
IG2: NR 
IG3: 74% 
CG: NR (CG patients 
transitioned to 
duloxetine) 
No significant 
differences between 
groups 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Weihs, 201855 IG1: Desvenlafaxine 
(25, 35, or 50 mg/d) 
IG2: Fluoxetine (20 
mg/d) 
CG: Placebo  

Change in CDRS-R from 
baseline to week 8 (ITT):  
Adjusted mean change 
(SE) in total score  
IG1: -22.6 (1.17) 
IG2: -24.8 (1.17) 
CG: -23.1 (1.18) 
Adjusted mean 
difference as compared 
to placebo (95% CI) 
IG1: -0.47 (-3.23 to 
2.30), p<0.05 
IG2: 1.71 (-1.06 to 4.48), 
p<0.01 
 
Change in CGI-S score 
from baseline to week 8 
(completers):  
Adjusted mean change 
(SE) in total score  
IG1 (n=99): -1.70 (0.11) 
IG2 (n=101): -1.88 (0.12) 
CG (n=99): -1.71 (0.12) 
 
Adjusted mean 
difference as compared 
to placebo (95% CI) 
IG1: -0.01 (-0.29 to 
0.27), p=0.944 
IG2: 0.18 (-0.11 to 0.46), 
p=0.224 

CGI-I score: % very 
much improved, 
much improved, 
minimally improved, 
no change 
IG1: 23.2%, 45.5, 
21.2, 9.1, CMH test 
p=0.852 
IG2: 30.7%, 47.5, 
16.8, 4.0, CMH test 
p=0.095 
CG: 27.3%, 35.4, 
32.3, 4.0 
 
CGI-I response at 
week 8 (ITT):  
IG1: 68.7%,  
IG2: 78.2% 
CG: 62.6% 
 
Adjusted OR (95% 
CI) vs. CG 
IG1: 0.751 (0.249 to 
0.871), p=0.343 
IG2: 0.465 (0.249 to 
0.871), p=0.017  

NR NR   

AOR = adjusted odds ratio; CDRS-R = Children’s Depression Rating Scale-Revised; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CGI-S = Clinical Global 
Impression Scale-Severity Scale; CI = confidence interval; CMH = Cochran–Mantel–Haenszel row-mean score-difference test; IG = intervention group; ITT = intent to treat; KQ = 
Key Question; mg/d = milligram per day; MMRM = mixed effect model repeat measurement; NR = not reported; QD = every day; SD = standard deviation; SE = standard error. 
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Table E-23. KQ 2a: Benefits of TCAs versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Geller, 198961 IG: Nortriptyline 
CG: Placebo 

NA Response rate (CDRS) 
Completers analysis 
(n=50; IG: 26 and CG: 
24) 
8 weeks, N (%) 
IG: 8 (30.8) 
CG: 4 (16.7) 
Between-group 
difference: χ-squared: 
1.36; df=1; p=0.24 

NA NA   

Geller, 199262 IG: Nortriptyline 
CG: Placebo 

CDRS 
Change score (SD) 
IG:0.2 (11.6) 
CG: -0.6 (8.6) 
Change (%) 
IG: -33.6 (23.5) 
CG:-35.8 (16.7) 
t=0.37, p=0.71 
 
9-item KSADS 
Change score (SD) 
IG:0.95 (0.88) 
CG:0.76 (0.69) 
 
Change (%) 
IG: -37.90 (23.90) 
CG:-44.00 (16.50) 
t=1.04, p=0.30 

Responder based on 
CDRS score of <20 
IG: 30.8% 
CG:16.7% 
X2=1.36, df=1, p=0.24 
 
Responder based on K-
SADS-P scores 1 or 2 
IG: 46.2% 
CG:58.3% 
X2=0.74, df=1, p=0.39 

KGAS 
Change score (SD) 
IG: 81.0 (20.5) 
CG: 83.9 (17.6) 
Change (%) 
IG: 55.7 (59.1) 
CG:59.2 (49.9) 
t=-0.23, p=0.82 

NR   
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article  

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Sustained Response 
During 8 Weeks of 
Treatment 
RR (95% CI) 
IG1 vs. CG 
1.383 (0.946 to 2.022), 
p=0.095 
 
IG2 vs. CG 
1.272 (0.864 to 1.877), 
p=0.222 

Remission  
Week 8 
(LOCF: IG1=90; IG2=94; 
CG=87) 
IG1: 63.3% 
IG2: 50.0% 
CG: 46.0% 
 
Week 8 
(OC: IG1=67; IG2=56; 
CG=66) 
IG1: 76.1% 
IG2: 64.3% 
CG: 57.6% 

AFC Total Score -Week 
8  
Mean (SE) 
LOCF (IG1=60; 
IG2=57; CG=62) 
IG1: 14.70 (2.80), 
p=0.148 
IG2: 11.57 (2.92), 
p=0.546 
CG: 9.30 (2.75) 
 
OC (IG1=58; IG2=52; 
CG=60) 
IG1: 14.37 (2.83), 
p=0.184 
IG2: 13.37 (13.04), 
p=0.297 
CG: 9.32 (2.80) 

There were no deaths 
reported during treatment or 
30 days following treatment 
completion. 
 
SPP Total Scale 
Week 8 
Mean (SE) 
LOCF (IG1=61; IG2=60; 
CG=63) 
IG1: 13.25 (2.33), p=0.542 
IG2: 13.07 (2.41), p=0.586 
CG: 11.36 (2.27) 
 
OC (IG1=60; IG2=55; 
CG=60) 
IG1: 12.93 (2.31), p=0.930 
IG2: 13.25 (2.46), p=0.853 
CG: 12.66 (2.30) 
 
SIP Total Score 
Week 8  
Mean (SE) 
LOCF (IG1=63; IG2=60; 
CG=65) 
IG1: -11.36 (1.55), p=0.463 
IG2: -12.92 (1.62), p=0.143 
CG: -9.85 (1.51) 
 
OC (IG1=62; IG2=55; 
CG=62) 
IG1: -11.19 (1.57), p=0.786 
IG2: -13.45 (1.70), p=0.193 
CG: -10.61 (1.57) 

Responders by 
subgroup at Week 8 
 
Features of Atypical 
Depression  
IG1: 86% (19/22)  
IG2: 67% (10/15)  
CG: 75% (6/8) 
Treatment p-
value=0.356 
Covariate p-
value=0.023 
Treatment-by 
covariate p-
Value=0.503 
 
Melancholic Features  
IG1: 55% (18/33)  
IG2: 52% (17/33)  
IG3: 49% (17/35) 
Treatment p-
value=0.413  
Covariate p-
value=0.025  
Treatment-by 
covariate p-
Value=0.797 
 
Anxiety Disorder  
IG1: 75% (9/12)  
IG2: 33% (7/21)  
CG: 48% (10/21) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article 
(continued) 

          Treatment p-
value=0.116  
Covariate p-
value=0.208  
Treatment-by 
covariate p-
value=0.114 
 
Any Comorbid 
Disorder  
IG1: 70% (21/30)  
IG2: 54% (20/37)  
CG: 47% (16/34) 
Treatment p-
value=0.227  
Covariate p-
value=0.440  
Treatment-by 
covariate p-
value=0.436 
 
Age at Onset<12  
IG1: 50% (11/22)  
IG2: 63% (15/24)  
CG: 58% (7/12) 
Treatment p-
value=0.904 
Covariate p-
value=0.569 
Treatment-by 
covariate p-
value=0.217 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 
Index article 
(continued) 

          Age at Onset≥12  
IG1: 71% (47/66) 
IG2: 57% (39/69) 
CG: 55% (41/74) 
Treatment p-
value=0.904 
Covariate p-
value=0.569 
Treatment-by 
covariate p-
value=0.217 
 
Number of 
Depressive 
Episodes≤1  
IG1: 68% (50/73)  
IG2: 55% (41/74)  
CG: 61% (41/67) 
Treatment p-
value=0.260 
Covariate p-
value=0.311 
Treatment-by 
covariate p-
value=0.118 
 
Number of 
Depressive 
Episodes>1 
IG1: 56% (9/16)  
IG2: 68% (13/19)  
CG: 37% (7/19) 
Treatment p-
value=0.260 
Covariate p-
value=0.311 
Treatment-by 
covariate p-
value=0.118 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Response (mean HAM-D 
score of≤8 or≥50% 
reduction in baseline 
HAM-D score at Week 8) 
LOCF (IG1=90; IG2=94; 
CG=87) 
% 
IG1: 66.7% (p=0.11) 
IG2: 58.5% (p=0.61) 
CG: 55.2%  
 
HAM-D≤8 at Week 8 
LOCF (IG1=90; IG2=94; 
CG=87) 
% 
IG1: 63.3% (p=0.02) 
IG2: 50.0% (p=0.57) 
CG: 46.0%  
 
Ham-D Depressed Mood 
Item 
Baseline 
LOCF (IG1=90; IG2=94; 
CG=87) 
Mean (SE) 
IG1: 2.99 (0.08) 
IG2: 2.79(0.08) 
CG: 2.86 (0.08) 
 
 

  CGI score of 1 (very 
much improved) or 2 
(much improved)  
LOCF (IG1=90; 
IG2=94; CG=87) 
% 
Week 8  
IG1: 65.6% (p=0.02) 
IG2: 52.1% (p=0.64) 
CG: 48.3% 
 
Mean CGI Score 
LOCF (IG1=90; 
IG2=94; CG=87) 
Mean (SE) 
Week 8  
IG1: 2.37 (0.16), p=0.09 
IG2: 2.70 (0.15), p=0.90 
CG: 2.73 (0.16) 

NR NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

  Week 8  
LOCF (IG1=9; IG2=94; 
CG=87) [Note: n of 9 in 
table 2 is likely a typo] 
Mean (SE) 
IG1: 0.99 (0.14), 
p=0.001 
IG2: 1.17(0.14), p=0.14 
CG: 1.53 (0.14) 
 
KSADS-L depressed 
mood item 
LOCF (IG1=83; IG2=87; 
CG=85) 
Mean (SE) 
Baseline 
IG1: 4.57 (0.09) 
IG2: 4.29(0.09) 
CG: 4.63(0.09) 
 
Week 8  
IG1: 2.37 (0.18), p=0.05 
IG2: 2.52(0.18), p=0.87 
CG: 2.90 (0.18) 
 
KSADS-L 9-item 
depression scale  
LOCF (IG1=83; IG2=88; 
CG=85) 
Mean (SE) 
Baseline 
IG1: 28.25 (0.52) 
IG2: 27.54(0.51) 
CG: 28.24(0.52) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

  Week 8  
IG1: 16.59 (0.84), 
p=0.07 
IG2: 17.99(0.83), p=0.98 
CG: 19.27 (0.83) 
 
HAM-D Total Score 
LOCF (IG1=90; IG2=94; 
CG=87) 
Mean (SE) 
Baseline 
IG1: 18.98 (0.43) 
IG2: 18.11(0.43) 
CG: 18.97(0.44) 
 
Week 8  
IG1: 8.24 (0.81), p=0.13 
IG2: 9.2(0.81), p=0.87 
CG: 9.88 (0.83) 
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GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

HAM-D Change - Week 
8 
OC: IG1=67; IG2=56; 
CG=66 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.2 (--13.1 to --
10.5), 0.88 
IG2: --10.6 (--12.5 to --
8.7), 0.97 
CG:--10.5 (--12.3 to --
8.8), 0.88 
ANCOVA=0.26 
 
Last Observation Carried 
Forward (LOCF): 
IG1=90; IG2=94; CG=87 
Least Squares Mean 
(95% CI), SEM 
IG1: --10.7 (--12.3 to --
9.1), 0.81  
IG2: --9.0 (--10.5 to --
7.4), 0.81 
CG: --9.1 (--10.7 to --
7.5), 0.83 
ANCOVA=0.20 
 
MI: IG1=90; IG2=94; 
CG=87 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.5 (--14.2 to --
10.9), 0.83  
IG2: --11.1 (--12.9 to --
9.4), 0.89 
CG: --10.7 (--12.4 to --
9.1), 0.83 
ANCOVA=0.24 
 
 

NR CGI - Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean 
(95% CI), SEM 
IG1: 1.9 (1.6 to 2.2) 
0.15 
IG2: 2.2 (1.8 to 2.5) 
0.17 
CG: 2.4 (2.1 to 2.7) 
0.16 
p=0.09 
 
LOCF (IG1=90; 
IG2=94; CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: 2.4 (2.1 to 2.7) 
0.16 
IG2: 2.7 (2.4 to 3.0) 
0.15 
CG: 2.7 (2.4 to 3.0) 
0.16 
p=0.16 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: 1.9 (1.6 to 2.2) 
0.14 
IG2: 2.2 (1.9 to 2.5) 
0.15 
CG: 2.4 (2.1 to 2.6) 
0.14 
p=0.24 
 
AFC - Week 8 
OC (IG1=58; IG2=52; 
CG=60) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.4 (8.8 to 19.9) 
2.83 

SPP - Week 8 
OC (IG1=60; IG2=55; 
CG=60) 
Least Squares Mean (95% 
CI), SEM 
IG1: 12.9 (8.3 to 17.5) 2.31 
IG2: 13.2 (8.4 to 18.1) 2.46 
CG: 12.7 (6.9 to 15.9) 2.30 
p=0.88 
 
LOCF (IG1=61; IG2=60; 
CG=63) 
Least Squares Mean (95% 
CI), SEM 
IG1: 13.2 (8.6 to 17.8) 2.33 
IG2: 13.1 (8.3 to 17.8) 2.41 
CG: 11.4 (6.9 to 15.9) 2.27 
p=0.88 
 
MI (IG1=61; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: 15.4 (10.7 to 20.0) 2.35 
IG2: 14 (8.9 to 19.2) 2.60 
CG: 14.7 (10.0 to 19.4) 2.39 
p=0.92 
 
SIP - Week 8 
OC (IG1=62; IG2=55; 
CG=62) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.2 (--14.3 to --8.1) 
1.57 
IG2: --13.5 (--16.9 to --10.2) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

IG2: 13.3 (7.3 to 19.4) 
3.04 
CG: 9.3 (3.8 to 14.8) 
2.81 
p=0.32 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  HAM-D Response - 
Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
% (Criteria Met) 
IG1: 80.6% (54/13) 
IG2: 73.2% (41/15) 
CG: 65.2% (43/23) 
χ2=0.13 
 
LOCF (IG1=90; IG2=94; 
CG=87) 
n (%) 
IG1: 66.7% (60/30) 
IG2: 58.5% (55/39) 
CG: 55.2% (48/39) 
χ2=0.27 
 
MI (IG1=90; IG2=94; 
CG=87) 
n (%) 
IG1: 73.3% (66/24) 
IG2: 70.2% (66/28) 
CG: 70.1% (61/26) 
χ2=0.24 
 
K-SADS-L - Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.1 (--13.8 to --
10.3) 0.91 
IG2: --10.7 (--12.7 to --
8.7) 0.82 
CG: --10.7 (--12.5 to --
8.9) 0.92 
p=0.46 
 
 

  LOCF (IG1=60; 
IG2=57; CG=62) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.7 (9.2 to 20.2) 
2.80 
IG2: 11.6 (5.8 to 17.3) 
2.92 
CG: 9.3 (8.1 to 17.2) 
2.76 
p=0.39 
 
MI (IG1=60; IG2=57; 
CG=62) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.0 (8.7 to 19.3) 
2.65 
IG2: 14.5 (9.4 to 19.6) 
2.60 
CG: 9.1 (4.2 to 14.1) 
2.52 
p=0.24 

CG: --10.6 (--13.7 to --7.5) 
p=0.24 
 
LOCF (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.4 (--14.4 to --8.3) 
1.55 
IG2: --13.0 (--16.2 to --9.8) 
1.62 
CG: --9.9 (--12.9 to --6.9) 
1.51 
p=0.23 
 
MI (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: --11.5 (--14.2 to --8.7) 
1.39 
IG2: --13.9 (--16.8 to --10.9) 
1.50 
CG: --10.1 (--13.0 to --7.1) 
p=0.19 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  LOCF (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: --11.4 (--13.1 to --
9.8) 0.84 
IG2: --9.5 (--11.1 to --
7.9) 0.82 
CG: --9.4 (--11.0 to --7.8) 
0.83 
p=0.13 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: --12.3 (--13.9 to --
10.6) 0.84 
IG2: --11.5 (--13.3 to --
9.7) 0.91 
CG: --10.9 (--12.6 to --
9.2) 0.86 
p=0.45 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651  

IG1: Paroxetine 
IG2: Imipramine 
CG: Placebo 

NR Response at some time 
point (defined as 
remission in Table 3) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 61 
IG2: 57 
CG: 47 
 
Completed Responders 
defined as HAM-D <8 (+ 
potential responders) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 15 (+3) 
IG2: 12 (+1) 
CG: 12 (+9) 

NR Acute phase relapse 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 6 
IG2: 5 
CG: 3 
 
Continuation phase relapse 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 19 
IG2: 10 
CG: 7 
 
Total Relapses 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 25 (41%) 
IG2: 15 (26%) 
CG: 10 (21%) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Klein, 199863 IG: Desipramine 
CG: Placebo 

HAM-D 
After Treatment 
Mean (SD) 
IG: 10.83 (2.1) 
CG: 14.61 (2.1) 
F=1.67, p=0.21 
 
Number of MDD 
Symptoms 
After Treatment 
Mean (SD) 
IG: 2.30 (2.5) 
CG: 3.92 (2.5) 
F=3.5, p=0.07 
 
BDI 
After Treatment 
Mean (SD) 
IG: 12.0 (9.6) 
CG: 15.92 (9.6) 
F=1.2, p=0.28 
 
SCL-90-R 
After Treatment 
Mean (SD) 
IG: 0.91 (0.7) 
CG: 1.42 (0.7) 
F=4.1, p=0.05 

No longer meeting MDD 
criteria based on K-
SADS  
IG: 72% 
CG: 50% 
p=NS 
 
CGI (Overall 
improvement, 
considered to have 
improved to a clinically 
meaning degree) 
IG: 67% 
CG: 50% 
p=0.31 

SAICA-Area 
After Treatment 
Mean (SD) 
IG: 2.46 (0.5) 
CG: 2.38 (0.5) 
F=0.21, p=0.65 
 
SAICA-Category 
After Treatment 
Mean (SD) 
IG: 2.46 (0.4) 
CG: 2.38 (0.4) 
F=0.34, p=0.56 
 
C-GAS 
Mean (SD) 
IG: 66.9 (13.2) 
CG: 68.0 (13.2) 
F=0.1, p=0.81 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Kye, 199664 IG: AMI 
CG: Placebo 

HAM-D 
After Treatment 
ITT 
Mean (SD) 
IG: 8.0 (4.9) 
CG: 8.8 (4.5) 
pooled t test, t 29, -0.44, 
p=NS 
 
Completers 
ITT 
Mean (SD) 
IG: 4.7 (6.3) 
CG: 7.8 (5.5) 
Mann-Whitney U 39.0, 
p=NS 
 
K-SADS 
IG: 15.7 (5.3) 
CG: 15.6 (4.7) 
Pooled t test, t 29=0.95, 
p=NS 
 
Drug X Treatment Effect 
X2=0.52, df=12, p=NS 

HAM-D score <6 
ITT 
IG: 10/18 
CG: 2/13 
FET, p <0.14 
 
Completers 
IG: 9/12 
CG: 3/10 
FET, p <0.09 
 
50% decrease in HAM-D 
ITT 
IG: 13/18 
CG: 11/13 
FET, p=NS 
 
Completers 
IG: 11/12 
CG: 9/10 
FET, p=NS 
 
CGI 
Mean Change (SD) 
ITT 
IG: -1.7 (1.1) 
CG: -0.2 (1.9) 
p<0.03 
 
Completers 
IG: -2.0 (0.9) 
CG: -0.7 (1.5) 
Mann-Whitney U 67.0, p 
<0.07 

NR NR NR 

AFC = Autonomous Functioning Checklist; AMI = amitriptyline; ANCOVA = analysis of covariance; BDI = Beck Depression Inventory; CDRS = Children’s Depression Rating 
Scale; CG = control group; CGAS = Children’s Global Assessment Scale; CGI = Clinical Global Impressions Scale; FET = Fisher’s Exact Test; HAM-D = Hamilton Depression 
Rating Scale; IG = Intervention group; ITT = intent to treat; KGAS = Kiddie Global Assessment Scale; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; K-
SADS-L = Kiddie Schedule for Affective Disorders and Schizophrenia-Lifetime; K-SADS-P = Kiddie Schedule for Affective Disorders and Schizophrenia-Parent; KQ = Key 
Question; LOCF = last observation carried forward; MI = multiple imputation; n/N = number; NA = not applicable; NR = not reported; OC = observed cases; RR = relative risk; 
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SAICA = Social Adjustment Inventory for Children and Adolescents; SCL-90 = Symptom Checklist 90 item; SD = standard deviation; SE = standard error; SEM = structural 
equation modeling; SIP = suicidal ideation protocol; SPP = Self Perception Profile. 
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Table E-24. KQ 2a: Benefits of MAOIs versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

DelBello, 
201465 

IG: STS 
CG: Placebo 

CDRS-R total 
Week 12 change from 
baseline arithmetic mean 
(SD) 
IG: -21.4 (16.61) 
CG: -21.5 (16.47) 
p=0.72 
 
CGI-S at week 12 
IG: 3.00 
CG: 3.01 
no difference 

CGI Responders at 
Week 12 (<3) 
IG: 85 (58.6%) 
CG: 89 (59.3%) 
p=0.8992 

NR NR NR 

CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI = Clinical Global Impressions Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; 
IG = intervention group; KQ = Key Question; NR = not reported; SD = standard deviation; STS = Selegiline Transdermal system. 
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Table E-25. KQ 2a: Benefits of venlafaxine plus active control versus placebo plus active control 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Mandoki 199766 IG: venlafaxine and 
therapy 
CG: placebo and 
therapy 

CDI 
No change over time 
F=1.66 (p=0.1903) 
No medication effect 
F=0.83 (p=0.3709) 
 
CBCL 
Change over time 
F=17.36 (p=0.0001) 
No medication effect 
F=3.29 (p=0.0804) 
 
HAM-D 
Change over time 
F=30.62 (p=0.0001) 
No medication effect 
F=0.47 (p=0.4988) 
 
CDRS 
Change over time 
F=8.42 (p=0.0101) 
No medication effect 
F=0.54 (p=0.4793) 
 
No treatment x age or 
treatment x severity of 
illness interactions 

NR NR  NR  NR 

CBCL = Child Behavior Checklist; CDI = Children’s Depression Inventory; CDRS = Children’s Depression Rating Scale; CG = control group; HAM-D = Hamilton Depression 
Rating Scale; IG = intervention group; KQ = Key Question; NR = not reported.  
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Table E-26. KQ 3a: Benefits of fluoxetine plus CBT versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS92  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random  

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in CGI-I 
positive response 
(p=0.001) 
 
RR (calculated): 2.45 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing response: 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 

NR No mortality from completed 
suicides 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
 
NNT (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
 
Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement: 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Moderation analysis 
of C-GAS (functional 
status) by family 
income, least 
squares mean (SD) 
ITT, n=439 at 12 
weeks 
 
Patients with 
<$75,000 (low-to-
middle income) 
IG1: 32.7 (8.7) 
IG2: 35.3 (8.7) 
IG3: 43.0 (8.8) 
CG: 41.4 (9.0) 
 
Within the <$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 0.98 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.18 (p=NS) 
 
Patients with 
≥$75,000 (high 
income) 
IG1: 33.7 (9.6) 
IG2: 38.0 (9.1) 
IG3: 35.1 (9.0) 
CG: 41.7 (9.2) 
 
Within the ≥$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1=IG3: p=NS 
IG1>CG: p<0.05 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3>CG: p<0.05 
 
Effect size for active 
treatments vs. CG  
IG1: 0.85 (p<0.05) 
IG2: 0.40 
IG3: 0.72 (p<0.05) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Moderation analysis 
of C-GAS (functional 
status) by CGI-S, 
least squares mean 
(SD) 
ITT, n=439 at 12 
weeks 
Patients with 
mild/moderate CGI-S 
IG1: 30.9 (7.3) 
IG2: 35.6 (7.1) 
IG3: 36.9 (6.9) 
CG: 38.4 (7.1) 
 
Within the 
mild/moderate CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2=IG3: p=NS 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.04 (p<0.05) 
IG2: 0.39 (p<0.05) 
IG3: 0.21 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Patients with 
marked/severe CGI-S 
IG1: 35.4 (8.8) 
IG2: 36.8 (9.3) 
IG3: 44.0 (9.4) 
CG: 43.2 (9.6) 
 
Within the 
marked/severe CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.84 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.08 
 
Moderation analysis 
of CNCEQ 
(depressive cognitive 
distortions) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Low CNCEQ 
IG1: 33.2 (7.9) 
IG2: 35.5 (7.8) 
IG3: 39.4 (7.6) 
CG: 41.1 (7.5) 
 
Within the low 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.03 (p<0.05) 
IG2: 0.73 (p<0.05) 
IG3: 0.22 
 
High CNCEQ 
IG1: 32.3 (9.8) 
IG2: 35.9 (10.1) 
IG3: 41.8 (10.0) 
CG: 40.6 (10.4) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Within the high 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.82 (p<0.05) 
IG2: 0.46 (p<0.05) 
IG3: -0.12 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  
(continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p >0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA First response in ≥50% 
patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks 
Data values NR, but 
between-group comparisons 
reported (NR which were 
statistically significant) 
HR (95% CI): 3.0 (2.1 to 
4.3) for IG1 vs. CG 
HR (95% CI): 2.2 (1.6 to 
3.2) for IG2 vs. CG 
 
First response (based on 
CBT clinician-assigned CGI-
I=1 or 2), calculated N (%) 
Across 12 weeks 
Data values NR, but 
between-group comparisons 
reported (NR if statistically 
significant) 
HR (95% CI): 2.0 (1.4 to 
2.7) for IG1 vs. IG3 
 
Time to first response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥5 weeks 
IG2: ≥6 weeks 
CG: ≥11 weeks 
Between-group 
comparisons  
IG1 and IG2>CG:  

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

    Stable response 
(based on 
pharmacotherapist-
assigned CGI-I=1 or 
2), calculated N (%) 
6 weeks 
IG1: 37 (34.3) 
IG2: 25 (23.3) 
CG: 7 (6.6) 
 
12 weeks 
IG1: 75 (70.0) 
IG2: 68 (62.1) 
CG: 43 (38) 
HR (95% CI) for IG1 
vs. CG: 3.1 (2.0 to 
4.8) 
HR (95% CI) for IG2 
vs. CG: 2.0 (1.3 to 
3.1) 
HR (95% CI) for IG1 
vs. IG2: 1.5 (1.0 to 
2.1)  
 
Stable response 
(based on CBT 
clinician-assigned 
CGI-I=1 or 2), 
calculated N (%) 
6 weeks 
IG1: 48 (45) 
IG3: 25 (22.4) 
 
12 weeks 
IG1: 93 (87.1) 
IG3: 56 (50.8) 
HR (95% CI) for IG1 
vs. IG3: 2.7 (1.9 to 
3.9) (p<0.05) 

  Significantly faster onset of 
benefit in both IG1 and IG2 
(p<0.001) 
IG1=IG2: Trend toward 
faster improvement in IG1 
(p=0.0585) 
HR (95% CI): 1.3 (1.0 to 
1.8) 
 
Time to first response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥6 weeks 
IG3: ≥8 weeks 
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

        Time to stable response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥9 weeks 
IG2: ≥11 weeks 
CG: NA (only 38% patients 
had reached stable 
response by 12 weeks)  
 
Between-group 
comparisons  
IG1>CG: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
IG2>CG: Significantly faster 
onset of benefit in IG2 
(p=0.001) 
IG1>IG2: Significantly faster 
onset of benefit in IG1 
(p=0.034) 
 
Time to stable response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2):  
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how 
groups compared with one 
another at 12 weeks: 
IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
RRM statistical comparisons 
of how groups compared 
with one another: 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
 
12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another: 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 
 
 
 

GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect remained significant 
even after applying a 
Bonferroni correction for 
multiple comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Between-group difference: 
p=0.002 
Statistically significant 
treatment effects of how 
groups compared with one 
another : 
IG1>IG2: p<0.020 
IG1>IG3: p<0.0004 
IG1>CG: p<0.009 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Patients not likely to be 
clinically referred in 
community (C-GAS >60) 
12 weeks, % 
IG1: 64.5 
IG2: 50.5 
IG3: 45.0 
CG: 35.7 
Between-group difference: 
p=0.0003 
 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.038 
IG1>IG3: p<0.004 
IG1>CG: p<0.0001 
IG2=IG3: p=NS 
IG2>CG: p=0.023 
IG3=CG: p=NS 

RRM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
IG1>IG2: p=0.0004 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2=IG3: p=0.2766 
IG2=CG: p=0.7215 
IG3=CG: p=0.4630 
 
12 weeks, mean change 
from baseline (SD) 
IG1: 9.6 (10.14) 
IG2: 6.6 (10.23) 
IG3: 4.2 (10.01) 
CG: 5.2 (10.16) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.001 
 
Treatment-by-time 
interaction: p<0.0001 
GLM statistical comparisons 
of how groups compared 
with one another: 
IG1>IG2: p<0.05 
IG1>IG3: p<0.0001 
IG1>CG: p<0.001 
IG2>IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Subgroup Analysis 
#1: ADHD vs. no 
ADHD 
Depression 
symptoms, ITT 
(n=429) 
12 weeks 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.018 
ADHD-by-treatment-
by-time interaction: 
p=0.026 (confirmed 
that ADHD status 
prior to treatment or 
having an ADHD 
diagnosis before 
study entry 
moderated 
improvement in 
depression) 
 
Linear RRM effect 
analyses: ADHD 
subgroup 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.038 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Linear RRM effect 
analyses: No ADHD 
subgroup 
Main effect of time 
(linear): p≤0.001 
Treatment-by-time 
interaction: p<0.001 
 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks, mean (SD) 
ADHD subgroup 
IG1 (n=15): 37.08 
(9.42) 
IG2 (n=14): 33.29 
(6.42) 
IG3 (n=14): 35.95 
(6.34) 
CG (n=19): 43.31 
(5.65) 
 
No ADHD subgroup 
IG1 (n=92): 33.30 
(8.14) 
IG2 (n=95): 36.83 
(8.11) 
IG3 (n=97): 42.35 
(8.96) 
CG (n=93): 41.39 
(8.07) 
Improvement was 
observed in all arms 
of both ADHD and 
no-ADHD subgroups,  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          but patients had 
different patterns of 
between-group 
differences 
depending on their 
subgroup. 
 
Between-group 
differences: ADHD 
subgroup at 12 
weeks  
12 weeks 
IG1=IG2=IG3>CG 
(p=0.046, 0.024, 
0.013, respectively) 
 
Change trajectories 
did not differ between 
arms (p>0.05). 
 
Effect sizes 
IG1 vs. CG: 1.0 
IG2 vs. CG: 0.6 
IG3 vs. CG: -0.1 
 
Between-group 
differences: No-
ADHD subgroup at 
12 weeks  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          IG1>(IG2>IG3)=CG 
(p-values <0.05 for 
significant differences 
and >0.05 for 
nonsignificant 
differences) 
 
Change trajectories: 
IG1>IG2; IG3, and 
CG (p<0.009), 
meaning trajectory in 
IG1 was faster on 
average than in all 
other arms. IG2=CG 
(p=0.425) and 
IG3=CG (p=0.065), 
but IG2>IG3 
(p=0.008). In short; 
IG3 had the most 
gradual improvement 
trajectory among 
active treatments. 
 
Effect sizes 
IG1 vs. CG: 0.8 
IG2 vs. CG: 1.7 
IG3 vs. CG: 1.2 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Depression 
symptoms, ITT 
(n=327) 
36 weeks: 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
ADHD-by-treatment-
by-time interaction: 
p=0.004  
ADHD-by-treatment-
by-time interaction 
(squared): p=0.004 
(confirmed that 
ADHD status prior to 
treatment or having 
an ADHD diagnosis 
before study entry 
moderated 
improvement in 
depression at this 
timepoint) 
 
Between-group 
differences: ADHD 
subgroup at 36 
weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

           
Change trajectories: 
No significant 
treatment-by-time 
(squared) or 
treatment-by-time 
interactions 
 
Between-group 
differences: No-
ADHD subgroup at 
36 weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
Treatment-by-time 
(squared) interaction: 
p<0.001 (suggesting 
significant different by 
arm) 
IG1>IG2 and IG3 
(p<0.05), meaning 
trajectory in IG1 was 
faster on average 
than other IG arms. 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Subgroup Analysis 
#2: ADHD 
psychostimulant 
medication vs. none 
among patients with 
ADHD 
Depression 
symptoms, ITT (n=62 
with ADHD) 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks:  
Data values NR, but 
CDRS-R scores did 
not differ significantly 
among the 20/63 
patients taking a 
psychostimulant vs. 
the 43/63 patients 
who did not 
(p=0.056).  
Treatment-by-
psychostimulant use 
interaction was not 
significant (p>0.05). 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; C-GAS = 
Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; CI = confidence 
interval; CNCEQ = children’s negative cognitive error questionnaire; GLM = generalized linear modeling; HoNOSCA = Health of Nation Outcome Scale – Children and 
Adolescents; HR = Hamilton Rating; IG = intervention group; ITT = intent to treat; K-SADS-P/L = Kiddie Schedule for Affective Disorders and Schizophrenia; KQ = Key 
Question; NA = not applicable; NNT = number needed to treat; NS = not significant; OR = odds ratio; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; 
RADS = Reactive Airways Dysfunction Syndrome; RR = relative risk; RRM = random-effects regression model; SD = standard deviation; TADS = Treatment among Adolescents 
with Depression. 
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Table E-27. KQ 3a: Benefits of CBT versus other psychotherapy  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Fristad, 200927 IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

CDSR-R score at 
endpoint 
IG1: 26 (10) 
IG2: 30 (9) 
IG3: 31 (9) 
CG: 31 (11) 

Remitted 
IG1: 76.5% 
IG2: 61.1% 
IG3: 43.8% 
CG: 55.6% 

NR NR History of maternal 
depression 
significantly 
moderated the effects 
of PEP+PBO versus 
PBO (p = 0.02) but 
not the placebo-
controlled effects of 
combined or Ω3 
alone. 

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; IG = intervention group; KQ = Key Question; NR = not 
reported; PBO = placebo; PEP = psychoeducational psychotherapy. 
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Table E-28. KQ 5a: Benefits of CBT versus other psychotherapy 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Brent, 199712 
Index article 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

MDD episode, % 
6 weeks 
IG1: 60.0 
IG2: 65.5 
CG: 63.3 
p=0.90 
 
12-16 weeks 
IG1: 17.1 
IG2: 32.3 
CG: 42.4 
Difference among 3 
groups: X2=5.22; df=2; 
p=0.07 
Pairwise difference (IG1 
vs. CG): X2=5.23; df=1; 
p=0.02 
 
BDI, mean (SD) 
6 weeks 
IG1: 10.7 (11.1) 
IG2: 13.7 (9.3) 
CG: 13.4 (10.7) 
p=0.44 
 
12-16 weeks 
IG1: 5.7 (8.6) 
IG2: 9.1 (9.1) 
CG: 9.8 (11.4) 
p=0.19 
Difference among 3 
groups: X2=5.70; df=2; 
p=0.06 
IG1 showing more rapid 
response than CG: 
X2=5.10; df=1; p=0.02 
 
 

Overall achievement of 
clinical response  
Overall achievement of 
clinical response data 
were estimated using 
software from Figure 2. 
 
Overall difference: 
X2=5.28; df=2; p=0.07 
Pairwise difference (IG1 
vs. IG2): X2=4.84; df=1; 
p=0.03 
IG1: 66.3 
IG2: 39.6 
CG: 42.9 
 
Overall achievement of 
remission (%) 
6 weeks 
IG1: 16.7 
IG2: 6.2 
CG: 16.7 
p=0.37 
 
12-16 weeks 
IG1: 60.0 
IG2: 29.0 
CG: 36.4 
 
Rate of remission (%) 
IG1: 60.0 
IG2: 37.9 
CG: 39.4 
Overall difference: 
X2=5.96; df=2; p=0.05 
 

CGAS <60 (%) 
6 weeks 
IG1: 34.3 
IG2: 37.9  
CG: 43.3 
p=0.76 
 
12-16 weeks 
IG1: 25.7 
IG2: 35.5 
CG: 33.3 
p=0.66 
 
No significant treatment 
x time interaction on the 
CGAS (treatment=NS, 
time <.01) 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Brent, 199712 
Index article 
(continued) 

  DEP13, mean (SD) 
6 weeks 
IG1: 2.1 (0.7) 
IG2: 2.1 (0.6) 
CG: 2.1 (0.5) 
p=0.91 
 
12-16 weeks 
IG1: 1.5 (0.5) 
IG2: 1.7 (0.6) 
CG: 1.8 (0.8) 
p=0.15 
Difference among 3 
groups: X2=6.15; df=2; 
p=0.05 
IG1 showing more rapid 
response than IG2: 
X2=4.74; df=1; p=0.03 
IG1 showing more rapid 
response than CG: 
X2=4.84; df=1; p=0.03 

Pairwise difference (IG1 
vs. IG2): X2=4.50; df=1; 
p=0.03 
Pairwise difference (IG1 
vs. CG): X2=4.30; df=1; 
p=0.04 
 
 

      

Brent, 199712 
Index article 
Companion 
article: 
Brent, 199813 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

See index article (Brent 
1997) 

See index article (Brent 
1997)) 

See index article (Brent 
1997) 

See index article (Brent 
1997) 

See index article 
(Brent 1997) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Brent, 199712 
Index article 
Companion 
article: 
Barbe, 200436 

IG1: Individual CBT 
IG2: SBFT 
CG: Nondirective 
supportive therapy 
(NST) 

No significant treatment 
x time interactions on 
BDI or DEP 13 

Likelihood of being 
depressed at the end of 
treatment (%): 
Currently suicidal: 53.8 
Nonsuicidal: 27.1 
χ2=3.81 
p=0.05 
 
There was no 
difference in 
achievement of 
remission, or significant 
treatment x time 
interactions on BDI or 
DEP 13 
 
Lifetime suicidal 
subjects had higher 
rates of MDD at the end 
of treatment than 
lifetime nonsuicidal 
subjects (%): 
Lifetime: 42.1 
Non-lifetime: 23.0 
χ2=4.07  
df=1 
p=0.04 

There were no group 
differences in the 
proportion of subjects 
with CGAS <60 at the 
end of treatment 
Suicidal: 38.5 
Nonsuicidal: 29.4 

NR Remission: 
No MDD at end of 
treatment 
 
Currently Suicidal  
CBT 87% 
SBFT 68.4% 
NST 35.7% 
 
Currently Nonsuicidal  
CBT 85% 
SBFT 67% 
NST 73.7 
 
Response to 
treatment depends 
on the treatment they 
received: For CBT 
and SBFT lifetime 
suicidality did not 
moderate treatment 
response, but for 
NST the response of 
subjects with suicidal 
history was much 
less favorable than 
for nonsuicidal 
subjects. p=0.03 

Brent, 199712 
Index article 
Companion 
article: 
Barbe, 200469 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

At the end of acute 
treatment, there was not 
a difference in slope of 
decline of depression 
(interviewer or self-rated) 
History of abuse: 44.4% 
No abuse: 27.1% 
Fisher exact p=0.40  

Response at the end of 
acute treatment: 
History of abuse: 33.3% 
No abuse: 55.2% 
Fisher exact p=0.30 

Functional status 
(CGAS) at the end of 
acute treatment: 
History of abuse: 77.8% 
No abuse: 69.5% 
Fisher exact p=1.0 

Likelihood to have a second 
episode of depression: 
History of abuse: 90% 
No abuse: 39.7% 
Fisher exact p=0.005 

No MDD at end of 
treatment (12-16 
weeks) % 
Sexual Abuse 
CBT 2/5=40% 
NST 2/4=50% 
  
No Sexual Abuse 
CBT 4/30=13.3% 
NST 13/31=41.9% 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Brent, 199712 
Index article 
Companion 
article: 
Dietz, 201470 

IG1: Individual CBT 
IG2: SBFT 
CG: Nondirective 
supportive therapy 
(NST) 

Adolescent diagnosis of 
MDD post-treatment (%): 
IG1: 8 
IG2: 15 
CG: 16.7 
χ2 (df=2, n=63)=0.85 

Adolescent remission 
status post-treatment 
(%): 
IG1: 80.0 
IG2: 50.0 
CG: 50.0 
χ2 (df=2, n=63)=5.76 

NR NR NR 

Goodyer, 
201716 Index 
article 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

MFQ score, n patients, 
Mean (SD) 
Comparisons are 
Treatment effect (95% 
CI) 
Baseline 
IG1: 154, 46.2 (10.3) 
IG2: 156, 45.4 (10.8) 
CG: 155, 46.2 (10.6) 
 
6 Weeks 
IG1: 104, 35.2 (11.3)  
IG2: 107, 34.9 (13.2) 
CG: 99, 36.5 (14.3) 
 
12 Weeks 
IG1: 106, 31.6 (13.3)  
IG2: 108, 33.1 (14.2) 
CG: 112, 34.1 (14.4) 
 
 

MFQ score: Response 
rate Freq (%); time 
since randomization 
mean (min, max) 
Baseline 
IG1: 154 (100); NR 
IG2: 156 (100); NR 
CG: 155 (100); NR 
 
6 Weeks 
IG1: 104 (68); 12.3 (7, 
41) 
IG2: 107 (69); 11.1 (6, 
21) 
CG: 99 (64); 11.0 (6, 
25) 
 
12 Weeks 
IG1: 106 (69); 19.0 (11, 
38) 
IG2: 108 (69); 17.6 (12, 
28) 
CG: 112 (72); 17.6 
(12,33) 
 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

  36 Weeks 
IG1: 104, 24.2 (15.1)  
IG2: 109, 26.6 (15.7) 
CG: 105, 30.5 (16.1) 
IG1 vs. IG2: 0.179  
(-3.731 to 4.088) 
p=0.929 
IG1+IG2 vs. CG:  
-3.234 (–6.611 to 0.143) 
p=0.061 
 
52 Weeks 
IG1: 111, 25.0 (18.0)  
IG2: 110, 23.0 (15.9) 
CG: 105, 25.1 (16.2) 
IG1 vs. IG2: 0.307  
(–3.161 to 3.774)  
p=0.862 
IG1+IG2 vs. CG:  
–2.806 (–5.790 to 0.177) 
0.065 
p=0.065 
 
86 Weeks 
IG1: 123, 22.3 (15.7)  
IG2: 114, 21.8 (15.5) 
CG: 116, 23.6 (16.2) 
IG1 vs. IG2: 0.578  
(–2.948 to 4.104) 
p=0.748 
IG1+IG2 vs. CG:  
–1.898 (–4.922 to 1.126)  
p=0.219 

36 Weeks 
IG1: 104 (68); 42.9 
(35-63) 
IG2: 109 (70); 41.5 (31, 
52) 
CG: 105 (68); 42.3 (36, 
54) 
 
52 Weeks 
IG1: 111 (72); 60.3 (48, 
92) 
IG2: 110 (71); 59.3 (50, 
85) 
CG: 105 (68); 59.2 (51, 
76) 
 
86 Weeks 
IG1: 123 (80); 94.9 (82, 
147) 
IG2: 114 (73); 95.1 (69, 
149) 
CG: 116 (75); 95.4 (73, 
132) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    Patients with MDD 
diagnosis and ≥1 
antisocial behavior 
symptom, N (%) or n/N 
(%) 
Comparisons are 
Treatment effect (95% 
CI) 
Baseline 
IG1: 154 (100)  
IG2: 156 (100) 
CG: 155 (100) 
 
6 Weeks 
IG1: 57/95 (60)  
IG2: 62/99 (63) 
CG: 63/143 (44) 
 
 
12 Weeks 
IG1: 46/98 (47) 
IG2: 54/99 (55) 
CG: 57/105 (54) 
 
36 Weeks 
IG1: 28/89 (31)  
IG2: 35/98 (36) 
CG: 42/95 (44) 
IG1 vs. IG2: 0.064 (–
0.078 to 0.206)  
p=0.375 
IG1+IG2 vs. CG:  
–0.043 (–0.160 to 
0.073)  
p=0.465 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Goodyer, 
201716 Index 
article 
(continued) 

    52 Weeks 
IG1: 23/90 (26)  
IG2: 23/87 (27) 
CG: 27/92 (29) 
IG1 vs. IG2: 0.018  
(–0.084 to 0.120)  
p=0.727 
IG1+IG2 vs. CG:  
–0.053 (–0.142 to 
0.035)  
p=0.239 
 
86 Weeks 
IG1: 24/95 (25)  
IG2: 14/92 (15) 
CG: 27/99 (27) 
IG1 vs. IG2: –0.057  
(–0.157 to 0.043)  
p=0.261  
IG1+IG2 vs. CG:  
–0.065 (–0.152 to 
0.022)  
p=0.145 

      

Goodyer, 
201716 Index 
article 
Companion 
article: 
Goodyer, 
201717 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief 
psychosocial 
intervention 

See Goodyer, 201716 
Index article 

221 (77%) of 286 
patients were in 
diagnostic remission by 
week 86 
 
The proportion of 
patients in diagnostic 
remission by 36, 52, or 
86 weeks did not differ 
significantly between 
groups (data not 
shown) 

NR 15 (11%) of the 140 patients 
in remission at wk 36 had 
relapsed by wk 86 
 
Proportion between groups, 
n/N (%): 
IG1: 8/49 (16.3) 
IG2: 2/48 (4.2) 
CG: 5/43 (11.6) 
p=0.149 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional Impairment Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Rosello, 199910 IG1: IPT 
IG2: CBT 
CG: Wait list control 

CDI score, baseline, 
Mean (SD): 
IG1: 21.21 (7.53) 
IG2: 20.12 (6.95) 
CG: 20.13 (5.99) 
 
CDI score 12 weeks, 
Mean (SD): 
IG1: 10.79 (6.51) 
IG2: 13.28 (7.61) 
CG: 15.83 (6.83) 
P-value for CDI pre vs. 
post: p>0.01 
 
CDI score 3 months 
Mean (SD): 
IG1: 13.75 (9.52) 
IG2: 8.90 (6.84) 
CG: NR 
F value for CDI post-tx 
vs. followup: F=0.02 

Patients in functional 
range (CS change) at 
12 weeks, %: 
IG1: 82 
IG2: 59 
 
Effect size at 12 weeks 
(size (%): 
IG1: 0.73 (77) 
IG2: 0.43 (67) 
 
Decrease in severely 
depressed adolescents, 
baseline vs. 12 weeks, 
%: 
IG1: 45  
IG2: 24  
CG: 27  
 
Decrease in severely 
depressed adolescents, 
baseline vs. 3 months, 
%: 
IG1: 39 
IG2: 30 
CG: NR 

NR F values for pre/post 
treatment comparisons on 
CDI: 
IG1 vs. IG2: 2.61 
IG1 vs. CG: 11.62 (p<0.01) 
IG2 vs. CG: 2.58 (p<0.05) 

NR 

BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDI = Children’s Depression Inventory; CG = control group; CGAS = Children’s Global Assessment 
Scale; CS = clinically significant; DEP13 = 13 depression items from School-Age Schedule for Affective Disorders and Schizophrenia for School-Age Children; IG = intervention 
group; KQ = Key Question; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; NR = not reported; NS = not significant; NST = 
nondirective supportive therapy; SBFT = systemic behavior family therapy; SD = standard deviation; wk(s) = week(s). 
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Table E-29. KQ 5a: Benefits of psychotherapy within-type comparisons of delivery methods or approaches  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 19999 IG1: child CBT 
IG2: child CBT with 
separate parent 
sessions 
CG: wait-list control 

At 8 Weeks: 
HAM-D: 
G1: 4.6 (4.8) 
G2: 6.7 (7.1) 
G3: 7.7 (7.0) 
 
BDI: 
G1: 10.1 (9.1) 
G2: 13.3 (10.9) 
G3: 16.0 (11.2) 
 
CBCL Depression 
G1: 11.5 (4.7) 
G2: 11.7 (6.7) 
G3: 9.0 (5.9) 

Recovery Rates at 8 
weeks: 
G1: 24/37 (64.9%) 
IG2: 22/32 (68.8%) 
G3: 13/27 (48.1%)  
G1+G2 vs. G3: 
p<0.05; Cohen's 
h=0.38 (small to 
medium effect); OR, 
2.15 (95% CI, 1.01 to 
4.59) 
 
Trend for treated 
males to have better 
outcomes than 
treated females 
(81.0% vs. 60.4%, 
p=0.096) 

At 8 Weeks: 
GAF: 
Pre: 
G1: 60.4 (6.8) 
G2: 54.4 (8.2) 
CG: 58.3 (7.2) 
 
Post: 
G1: 71.0 (11.7) 
G2: 69.9 (14.9) 
CG: 64.5 (11.8) 
 
Group x time: IG1 & 2 
combined vs. CG: p<0.05 

NR NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Gunlicks-
Stoessel, 
201671 

IG: IPT-AP 
CG: adaptation 
interpersonal 
psychotherapy (IPT-
A) 

ITT (n=15; IG=9; CG=6) 
CDS-R: 16 weeks 
Mean (SD) 
IG: 31.33 (6.37) 
CG: 30.33 (8.47) 
F=0.01; eta squared=.00 
Significant decrease 
over time: 
t(14)=6.19,p=0.000 

NA ITT (n=15; IG=9; CG=6) 
CGAS (baseline) 
Mean (SD) 
IG: 54.44 (7.86) 
CG: 60.33 (6.06) 
 
CGAS (week 16) 
Mean (SD) 
IG: 69.94 (7.49) 
CG: 67.28 (6.46) 
F=.14; eta squared=.01 
Significant increase over 
time: t(14)=-5.12,p=0.000 

ITT (n=15; IG=9; CG=6) 
Mean (SD) 
 
Conflict Behavior 
Questionnaire (CBQ) 
Adolescent report on 
Mother's behavior (baseline) 
IG: 13.83 (6.48) 
CG: 12.59 (7.59 
Adolescent report on 
Mother's behavior (Week 
16)  
IG: 7.61 (4.46) 
CG:7.13 (7.25) 
F=.05; eta squared=.00 
Significant decrease over 
time: [t(14)=2.43, p=0.029] 
 
Adolescent report on 
Mother-Adolescent dyadic 
behavior (baseline) 
IG: 7.44 (4.48) 
CG: 6.82 (2.56) 
 
Adolescent report on 
Mother-Adolescent dyadic 
behavior (Week 16)  
IG: 3.50 (2.34 
CG: 3.65 (1.36) 
F=.07; eta squared=.01  
Significant decrease over 
time: [t(14)=4.00, p=0.001] 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Gunlicks-
Stoessel, 
201671 
(continued) 

        Adolescent report on 
Father's behavior (baseline) 
IG: 13.94 (4.31) 
CG: 16.49 (5.89)  
 
Adolescent report on 
Father's behavior (Week 16)  
IG: 8.87 (3.25) 
CG: 15.12 (8.87) 
F=3.77; eta squared=.24; 
p<0.10 
Significant decrease over 
time: [t(14)=3.09, p=0.008] 
 
Adolescent report on 
Father-Adolescent dyadic 
behavior (baseline) 
IG: 7.79 (3.31) 
CG: 8.93 (3.80) 
 
Adolescent report on 
Father-Adolescent dyadic 
behavior (Week 16)  
IG: 5.97 (2.11) 
CG: 8.81 (4.63) 
F=2.10; eta squared=.15  
 
Mother report on 
Adolescent's behavior 
(baseline) 
IG: 15.78 (7.61) 
CG: 16.71 (4.51) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Gunlicks-
Stoessel, 
201671 
(continued) 

        Mother report on 
Adolescent's behavior 
(Week 16)  
IG: 12.47 (7.12) 
CG: 16.27 (7.38) 
F=.87; eta squared=.07 
 
Mother report on Mother-
Adolescent dyadic behavior 
(baseline) 
IG: 4.89 (2.37) 
CG: 5.09 (2.94) 
 
Mother report on Mother-
Adolescent dyadic 
behavior(Week 16)  
IG: 3.26 (1.99) 
CG: 6.20 (3.36) 
F=4.82; eta squared=.29, 
p<0.05 

  

Jelalian, 201672 IG:CBT plus Healthy 
Lifestyle 
Enhancement 
CG: CBT 

BDI (Completers) 
Mean (SD) 
Pretreatment 
IG: 22.0 (11.0) 
CG: 25.0 (12.0) 
 
12 weeks 
IG: 9.3 (12.7) 
CG:7.0 (5.9) 
 
24 weeks (end of 
treatment) 
IG: 9.0 (10.9) 
CG:6.9 (7.5) 
 
48 weeks (followup) 
IG: 10.3 (14.4) 
CG:6.0 (5.6) 

NR NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Nelson, 200473 IG1: CBT over ITV 
IG2: CBT Face to 
face 

CDI 
Group X Time Interaction 
p <0.05, WL=0.83, 
F=5.40 
 
Marginal Means (T2) 
IG1:6.71 (2.38) 
IG2:11.64 (2.38) 
ETA=0.17 
 
BDI 
Group X Time Interaction 
NS, WL=0.94, F=1.50 
 
Marginal Means (T2) 
IG1:4.91 (2.27) 
IG2:10.57 (2.27) 
ETA=0.06 

NR NR NR BASC subscales 
available  
 
Assuming T1 and T2 
are timepoints; 
assuming you want 
marginal means 

Rohde, 199474 IG:CBT group for 
adolescents 
IG2: CBT group for 
adolescents with a 
separate group for 
parents 
CG: Waiting-list 

Only provide subgroup 
information 

NR NR NR NR 

Spirito, 201575 IG: Parent-
Adolescent-CBT 
CG: Adolescent 
Only-CBT 

BDI (Adolescent Only) 
Treatment Effect Slope 
z score: -0.74, NS 
 
Treatment maintenance 
Treatment Effect Slope 
z score: 0.45, NS 

NR NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Trowell, 200776 
Index article 

IG1: Individual 
Therapy (FIPP) 
IG2: Family Therapy 
(SIFT) 

ITT (N=72; IG1=35 and 
IG2=37) 
 
MDD (end of therapy) 
n (%) 
IG1: 6 (7.1%) 
IG2: 8 (21.6%) 
 
MDD (6 month followup) 
n (%) 
IG1: 0 (0%) 
IG2: 7 (18.9%) 
 
MDD (change over 
baseline, end of 
treatment, and followup) 
IG1: χ2=71.595; df=2; 
p<0.001 
IG2: χ2=51.371; df=2; 
p<0.001 
 
Dysthymia (end of 
therapy) 
n (%) 
IG1: 6 (17.1%) 
IG2: 7 (18.9%) 
 
Dysthymia (6 month 
followup) 
n (%) 
IG1: 0 (0%) 
IG2: 4 (10.8% ) 
 
 

ITT (N=72; IG1=35 
and IG2=37) 
Depression (end of 
therapy) 
ITT 
IG1: 9 (25.7%) 
IG2: 9 (24.3%) 
 
Depression (6 month 
followup) 
ITT 
IG1: 0 (0%) 
IG2: 7 (18.9%) 
 
Depression (Change 
over time at baseline, 
end of treatment and 
6 month followup) 
IG1: χ2=77.537; df=2; 
p<0.001 
IG2: χ2=60.953; df=2; 
p<0.001 
 
Completers Only 
(N=69; IG1=35 and 
IG2=34) 
Depression (end of 
therapy) 
IG1: 9 (25.7%) 
IG2: 13.4%  
 
 

ITT (N=72; IG1=35 and 
IG2=37) 
 
C-GAS (end of therapy) 
mean (SD) 
IG1: 65.16 (10.57) 
IG2: 64.46 (9.31) 
 
C-GAS (6 month followup) 
mean (SD) 
IG1: 69.00 (7.02) 
IG2: 66.49 (9.31) 

ITT (N=72; IG1=35 and 
IG2=37) 
Co-morbidity (end of 
therapy) 
Double depression 
IG1: 16 (45.7%) 
IG2: 19 (51.4%) 
 
No double depression 
IG1: 19 (54.3%) 
IG2: 18 (48.6%) 
 
Co-morbidity (6 month 
followup) 
Double depression 
IG1: 11 (31.4%) 
IG2: 19 (51.4%) 
 
No double depression 
IG1: 24 (68.6%) 
IG2: 18 (48.6%) 
 
Co-morbidity (change over 
baseline, end of treatment, 
and followup) 
IG1: χ2=19.821; df=2; 
p<0.001 
IG2: Not statistically 
significant 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Trowell, 200776 
Index article 
(continued) 

  Dysthymia (change over 
baseline, end of 
treatment, and followup) 
IG1: χ2=32.308; df=2; 
p<0.001 
IG2: χ2=19.425; df=2; 
p<0.001 
 
Double Depression (end 
of therapy) 
n (%) 
IG1: 3 (8.6%) 
IG2: 6 (16.2%) 
 
Double Depression(6 
month followup) 
n (%) 
IG1: 0 (0%) 
IG2: 4 (10.8%) 
 
Dysthymia (change over 
baseline, end of 
treatment, and followup) 
IG1: χ2=30.512; df=2; 
p<0.001 
IG2: χ2=14.389; df=2; 
p=0.001 
 
 

 Depression 
(followup) 
IG1: 0 (0%) 
IG2: 8.1% 
Difference not 
statistically significant 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Trowell, 200776 
Index article 
(continued) 

  CDI (end of therapy) 
mean (SD) 
IG1: 15.23 (9.47) 
IG2: 10.76 (7.72) 
 
CDI(6 month followup) 
mean (SD) 
IG1: 9.74 (6.15) 
IG2: 9.08 (7.82) 
 
MFQ (end of therapy) 
mean (SD) 
IG1: 7.88 (6.87) 
IG2: 6.11 (5.05) 
 
MFQ (6 month followup) 
mean (SD) 
IG1: 5.54 (4.74) 
IG2: 4.92 (4.70) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Trowell, 200776 
Index article 
Companion 
article: 
Garoff, 201277 

IG1: Individual 
Therapy (FIPP) 
IG2: Family Therapy 
(SIFT) 

NR NR ITT (N=72; IG1=35 and 
IG2=37) 
FAD and BICS outcomes 
not reported for IG1 and 
IG2 separately. 
 
FAD (end of treatment) 
Mean (SD) 
IG1 and IG2: 2.0 (0.4) 
 
FADS (change over 
baseline, end of treatment, 
and followup) 
Significant decrease 
(p=0.03) 
The treatment group did 
not show significant within-
subjects (p=0.98) or 
between-subjects (p=0.23) 
effects 
(Individual or family 
therapy was examined as 
a between-subjects factor) 
 
BICS (end of treatment) 
Mean (SD) 
IG2: 5.3 (1.5) 
 
BICS (change over 
baseline, end of treatment, 
and followup) 
Significant decrease 
(p=0.01) 
 
 
 

NR FAD 
significant 
interactions with 
gender p=0.01 and 
clinical severity 
p=0.01 
 
BICS 
significant 
interactions with age 
p=0.04 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Trowell, 200776 
Index article 
Companion 
article: 
Garoff, 201277 
(continued) 

      BISS (end of treatment) 
Mean (SD) 
IG2: 2.8 (1.0) 
p=0.44 

    

BASC = Behavior Assessment System for Children; BDI = Beck Depression Inventory; BICS = Bayesian Information Criterion Score; CBCL = child behavior checklist; CBT = 
cognitive behavioral therapy; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; C-GAS = Children’s Global 
Assessment Scale; ETA = Eta-squared; FAD = functional assessment of depression; FIPP = focused individual psychodynamic psychotherapy; GAF = Global Assessment of 
Functioning; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; IPT-AP = adaptation interpersonal psychotherapy; ITT = intent to treat; ITV = interactive 
televideo; KQ = Key Question; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; NA = not applicable; NR = not reported; NS = not significant; OR = 
odds ratio; SD = standard deviation; SIFT = systems integrative family therapy. 

  



 

E-177 

Table E-30. KQ 5a: Benefits of psychotherapy versus pharmacotherapy 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational 
Emotive Behavior 
Therapy/CBT 

CDI 
Posttreatment 
IG1:15.39 (8.76) 
IG2:15.92 (6.49) 
IG3: 16.80 (8.78) 
 
No significant 
differences amount the 
three conditions, F(2, 
84)=0.177, p >0.05 

Clinical response rate 
at posttreatment 
IG1:60.60% 
IG2:67.85% 
IG3:53.84% 
NS 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS92  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random  

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in CGI-I 
positive response 
(p=0.001) 
 
RR (calculated): 2.45 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing response: 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 

NR No mortality from completed 
suicides 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
 
NNT (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
 
Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Moderation analysis 
of C-GAS (functional 
status) by family 
income, least 
squares mean (SD) 
ITT, n=439 at 12 
weeks 
 
Patients with 
<$75,000 (low-to-
middle income) 
IG1: 32.7 (8.7) 
IG2: 35.3 (8.7) 
IG3: 43.0 (8.8) 
CG: 41.4 (9.0) 
 
Within the <$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1: 0.98 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.18 (p=NS) 
 
Patients with 
≥$75,000 (high 
income) 
IG1: 33.7 (9.6) 
IG2: 38.0 (9.1) 
IG3: 35.1 (9.0) 
CG: 41.7 (9.2) 
 
Within the ≥$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1=IG3: p=NS 
IG1>CG: p<0.05 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3>CG: p<0.05 
 
Effect size for active 
treatments vs. CG  
IG1: 0.85 (p<0.05) 
IG2: 0.40 
IG3: 0.72 (p<0.05) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Moderation analysis 
of C-GAS (functional 
status) by CGI-S, 
least squares mean 
(SD) 
ITT, n=439 at 12 
weeks 
Patients with 
mild/moderate CGI-S 
IG1: 30.9 (7.3) 
IG2: 35.6 (7.1) 
IG3: 36.9 (6.9) 
CG: 38.4 (7.1) 
 
Within the 
mild/moderate CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2=IG3: p=NS 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.04 (p<0.05) 
IG2: 0.39 (p<0.05) 
IG3: 0.21 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Patients with 
marked/severe CGI-S 
IG1: 35.4 (8.8) 
IG2: 36.8 (9.3) 
IG3: 44.0 (9.4) 
CG: 43.2 (9.6) 
 
Within the 
marked/severe CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.84 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.08 
 
Moderation analysis 
of CNCEQ 
(depressive cognitive 
distortions) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Low CNCEQ 
IG1: 33.2 (7.9) 
IG2: 35.5 (7.8) 
IG3: 39.4 (7.6) 
CG: 41.1 (7.5) 
 
Within the low 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.03 (p<0.05) 
IG2: 0.73 (p<0.05) 
IG3: 0.22 
 
High CNCEQ 
IG1: 32.3 (9.8) 
IG2: 35.9 (10.1) 
IG3: 41.8 (10.0) 
CG: 40.6 (10.4) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Within the high 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.82 (p<0.05) 
IG2: 0.46 (p<0.05) 
IG3: -0.12 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS 
(continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p >0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Stable response 
(based on 
pharmacotherapist-
assigned CGI-I=1 or 
2), calculated N (%) 
6 weeks 
IG1: 37 (34.3) 
IG2: 25 (23.3) 
CG: 7 (6.6) 
 
12 weeks 
IG1: 75 (70.0) 
IG2: 68 (62.1) 
CG: 43 (38) 
HR (95% CI) for IG1 
vs. CG: 3.1 (2.0 to 
4.8) 
HR (95% CI) for IG2 
vs. CG: 2.0 (1.3 to 
3.1) 
HR (95% CI) for IG1 
vs. IG2: 1.5 (1.0 to 
2.1) 
 
Stable response 
(based on CBT 
clinician-assigned 
CGI-I=1 or 2), 
calculated N (%) 
6 weeks 
IG1: 48 (45) 
IG3: 25 (22.4) 
12 weeks 
IG1: 93 (87.1) 
IG3: 56 (50.8) 
HR (95% CI) for IG1 
vs. IG3: 2.7 (1.9 to 
3.9) (p<0.05) 

NA First response in ≥50% 
patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks 
Data values NR, but 
between-group comparisons 
reported (NR which were 
statistically significant) 
HR (95% CI): 3.0 (2.1 to 
4.3) for IG1 vs. CG 
HR (95% CI): 2.2 (1.6 to 
3.2) for IG2 vs. CG 
 
First response (based on 
CBT clinician-assigned CGI-
I=1 or 2), calculated N (%) 
Across 12 weeks 
Data values NR, but 
between-group comparisons 
reported (NR if statistically 
significant) 
HR (95% CI): 2.0 (1.4 to 
2.7) for IG1 vs. IG3 
 
Time to first response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥5 weeks 
IG2: ≥6 weeks 
CG: ≥11 weeks 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

     
 

  Between-group 
comparisons  
IG1 and IG2>CG: 
Significantly faster onset of 
benefit in both IG1 and IG2 
(p<0.001) 
IG1=IG2: Trend toward 
faster improvement in IG1 
(p=0.0585) 
HR (95% CI): 1.3 (1.0 to 
1.8) 
 
Time to first response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥6 weeks 
IG3: ≥8 weeks 
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

        Time to stable response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥9 weeks 
IG2: ≥11 weeks 
CG: NA (only 38% patients 
had reached stable 
response by 12 weeks)  
 
Between-group 
comparisons  
IG1>CG: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
IG2>CG: Significantly faster 
onset of benefit in IG2 
(p=0.001) 
IG1>IG2: Significantly faster 
onset of benefit in IG1 
(p=0.034) 
 
Time to stable response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2):  
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 

  



 

E-193 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how 
groups compared with one 
another at 12 weeks: 
IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
RRM statistical comparisons 
of how groups compared 
with one another: 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
 
12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another: 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 
 
 

GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect remained significant 
even after applying a 
Bonferroni correction for 
multiple comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Between-group difference: 
p=0.002 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.020 
IG1>IG3: p<0.0004 
IG1>CG: p<0.009 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Patients not likely to be 
clinically referred in 
community (C-GAS >60) 
12 weeks, % 
IG1: 64.5 
IG2: 50.5 
IG3: 45.0 
CG: 35.7 
Between-group difference: 
p=0.0003 
 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.038 
IG1>IG3: p<0.004 
IG1>CG: p<0.0001 
IG2=IG3: p=NS 
IG2>CG: p=0.023 
IG3=CG: p=NS 

RRM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
IG1>IG2: p=0.0004 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2=IG3: p=0.2766 
IG2=CG: p=0.7215 
IG3=CG: p=0.4630 
 
12 weeks, mean change 
from baseline (SD) 
IG1: 9.6 (10.14) 
IG2: 6.6 (10.23) 
IG3: 4.2 (10.01) 
CG: 5.2 (10.16) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.001 
 
Treatment-by-time 
interaction: p<0.0001 
GLM statistical comparisons 
of how groups compared 
with one another: 
IG1>IG2: p<0.05 
IG1>IG3: p<0.0001 
IG1>CG: p<0.001 
IG2>IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Subgroup Analysis 
#1: ADHD vs. no 
ADHD 
Depression 
symptoms, ITT 
(n=429) 
12 weeks 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.018 
ADHD-by-treatment-
by-time interaction: 
p=0.026 (confirmed 
that ADHD status 
prior to treatment or 
having an ADHD 
diagnosis before 
study entry 
moderated 
improvement in 
depression) 
 
Linear RRM effect 
analyses: ADHD 
subgroup 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.038 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Linear RRM effect 
analyses: No ADHD 
subgroup 
Main effect of time 
(linear): p≤0.001 
Treatment-by-time 
interaction: p<0.001 
 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks, mean (SD) 
ADHD subgroup 
IG1 (n=15): 37.08 
(9.42) 
IG2 (n=14): 33.29 
(6.42) 
IG3 (n=14): 35.95 
(6.34) 
CG (n=19): 43.31 
(5.65) 
 
No ADHD subgroup 
IG1 (n=92): 33.30 
(8.14) 
IG2 (n=95): 36.83 
(8.11) 
IG3 (n=97): 42.35 
(8.96) 
CG (n=93): 41.39 
(8.07) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Improvement was 
observed in all arms 
of both ADHD and 
no-ADHD subgroups, 
but patients had 
different patterns of 
between-group 
differences 
depending on their 
subgroup. 
 
Between-group 
differences: ADHD 
subgroup at 12 
weeks  
12 weeks 
IG1=IG2=IG3>CG 
(p=0.046, 0.024, 
0.013, respectively) 
 
Change trajectories 
did not differ between 
arms (p>0.05). 
 
Effect sizes 
IG1 vs. CG: 1.0 
IG2 vs. CG: 0.6 
IG3 vs. CG: -0.1 
 
Between-group 
differences: No-
ADHD subgroup at 
12 weeks  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          IG1>(IG2>IG3)=CG 
(p-values <0.05 for 
significant differences 
and >0.05 for 
nonsignificant 
differences) 
 
Change trajectories: 
IG1>IG2; IG3, and 
CG (p<0.009), 
meaning trajectory in 
IG1 was faster on 
average than in all 
other arms. IG2=CG 
(p=0.425) and 
IG3=CG (p=0.065), 
but IG2>IG3 
(p=0.008). In short; 
IG3 had the most 
gradual improvement 
trajectory among 
active treatments. 
 
Effect sizes 
IG1 vs. CG: 0.8 
IG2 vs. CG: 1.7 
IG3 vs. CG: 1.2 
 
Depression 
symptoms, ITT 
(n=327) 
36 weeks: 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          ADHD-by-treatment-
by-time interaction: 
p=0.004  
ADHD-by-treatment-
by-time interaction 
(squared): p=0.004 
(confirmed that 
ADHD status prior to 
treatment or having 
an ADHD diagnosis 
before study entry 
moderated 
improvement in 
depression at this 
timepoint) 
 
Between-group 
differences: ADHD 
subgroup at 36 
weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
No significant 
treatment-by-time 
(squared) or 
treatment-by-time 
interactions 
 
 



 

E-201 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Between-group 
differences: No-
ADHD subgroup at 
36 weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
Treatment-by-time 
(squared) interaction: 
p<0.001 (suggesting 
significant different by 
arm) 
IG1>IG2 and IG3 
(p<0.05), meaning 
trajectory in IG1 was 
faster on average 
than other IG arms. 
 
Subgroup Analysis 
#2: ADHD 
psychostimulant 
medication vs. none 
among patients with 
ADHD 
Depression 
symptoms, ITT (n=62 
with ADHD) 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          12 weeks:  
Data values NR, but 
CDRS-R scores did 
not differ significantly 
among the 20/63 
patients taking a 
psychostimulant vs. 
the 43/63 patients 
who did not 
(p=0.056).  
Treatment-by-
psychostimulant use 
interaction was not 
significant (p>0.05). 

March, 20043 
Index article 
 
 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depressive symptoms, 
ITT (n=427) 
CDRS-R 
Overall (across all 
trauma subgroups) 
Significant main effect of 
time: p<0.001 
Significant treatment-by-
time effect: p<0.05 

NA NA NA   

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; C-GAS = 
Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CI = confidence interval; CNCEQ = children’s negative cognitive error 
questionnaire; GLM = generalized linear modeling; HoNOSCA = Health of Nation Outcome Scale – Children and Adolescents; HR = hazard ratio; IG = intervention group; ITT = 
intent to treat; K-SADS-P/L = Kiddie Schedule for Affective Disorders and Schizophrenia; KQ = Key Question;  NA = not applicable; NNT = number needed to treat; NR = not 
reported; NS = not significant; OR = odds ratio; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; RADS = Reactive Airways Dysfunction Syndrome; RR = 
relative risk; RRM = random-effects regression model; SD = standard deviation; TADS = Treatment among Adolescents with Depression. 
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Table E-31. KQ 5a: Benefits of psychotherapy plus pharmacotherapy versus psychotherapy  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Bernstein, 
200080 Index 
article 

IG: Imipramine+CBT 
CG: Placebo+CBT 

NR NR NR NR NR 

Bernstein, 
200080 Index 
article 
Companion 
article: 
Bernstein, 
200081 

IG: Imipramine+CBT 
CG: Placebo+CBT 

CDRS-R 
Mean (SD) 
Week 8 
IG: 34.6 (8.9) 
CG: 45.7 (16.5) 
IG vs. CG, est.=2.30, 
SE=1.10, z=2.08, 
p=0.037; Cohen d=0.333 
 
BDI 
Mean (SD) 
Week 8 
IG:6.4 (8.3) 
CG: 9.8 (7.8) 
IG vs. CG, NS 

Remission based on 
CDRS-R score of 35 
or less 
IG: 52% 
CG: 32% 
X2=2.05, df=1, NS 

NR NR NR 

Deas, 200082 IG: sertraline plus 
group CBT 
CG: placebo plus 
group CBT 

ITT (n=10; IG=5; CG=5) 
HAM-D: 12 weeks  
Mean (SD) 
IG: 12.00 (4.95) 
CG: 10.40 (3.65) 
ANOVA time effect 
F=26.14, p<0.001 
 
Depression Response 
IG: 2 
CG: 4 
p=0.52 

NR NR ITT (n=10; IG=5; CG=5) 
DDD: 12 weeks  
Mean (SD) 
IG: 4.99 (4.48) 
CG: 2.81 (4.81) 
ANOVA time effect 
F=20.48, p<0.002 
 
PDD: 12 weeks  
Mean (SD) 
IG: 5.71 (3.98) 
CG: 7.62 (12.42) 
ANOVA time effect 
F=8.90, p<0.02 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Dietz, 200883 IG: Family Based 
Interpersonal 
psychotherapy 
CG: Family Based 
Interpersonal 
psychotherapy plus 
antidepressant 
medication 

CDRS-R 
Mean (SD) 
Pretreatment 
IG: 43.6 (6.87) 
CG:42.7 (2.42) 
 
Posttreatment 
IG: 28.8 (10.52) 
CG: 22.7 (4.32) 
 
No group differences, t 
(15)=7.98, p <0.001 for 
baseline to followup for 
overall sample 

NR CGAS 
Mean (SD) 
Pretreatment 
IG: 58.6 (3.13) 
CG: 57.5 (4.18) 
 
Posttreatment 
IG: 73.0 (9.77) 
CG: 77.5 (12.15) 
 
No group differences, t 
(16)=-6.76, p <0.000 for 
baseline to followup for 
overall sample 

NR NR 

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational 
Emotive Behavior 
Therapy/CBT 

CDI 
Posttreatment 
IG1:15.39 (8.76) 
IG2:15.92 (6.49) 
IG3: 16.80 (8.78) 
 
No significant 
differences amount the 
three conditions, F(2, 
84)=0.177, p >0.05 

Clinical response rate 
at posttreatment 
IG1:60.60% 
IG2:67.85% 
IG3:53.84% 
NS 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random 
regression slope 
coefficients: p=0.001; 
 

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in CGI-I 
positive response 
(p=0.001) 
 
 
RR (calculated): 2.45 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing response : 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 

NR No mortality from completed 
suicides 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Statistically comparing 
improvement : 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
 
NNT (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
 
RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
 
Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 

        

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Moderation analysis 
of C-GAS (functional 
status) by family 
income, least 
squares mean (SD) 
ITT, n=439 at 12 
weeks 
 
Patients with 
<$75,000 (low-to-
middle income) 
IG1: 32.7 (8.7) 
IG2: 35.3 (8.7) 
IG3: 43.0 (8.8) 
CG: 41.4 (9.0) 
 
Within the <$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.98 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.18 (p=NS) 
 
Patients with 
≥$75,000 (high 
income) 
IG1: 33.7 (9.6) 
IG2: 38.0 (9.1) 
IG3: 35.1 (9.0) 
CG: 41.7 (9.2) 
 
Within the ≥$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1=IG3: p=NS 
IG1>CG: p<0.05 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3>CG: p<0.05 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 0.85 (p<0.05) 
IG2: 0.40 
IG3: 0.72 (p<0.05) 
 
Moderation analysis 
of C-GAS (functional 
status) by CGI-S, 
least squares mean 
(SD) 
ITT, n=439 at 12 
weeks 
Patients with 
mild/moderate CGI-S 
IG1: 30.9 (7.3) 
IG2: 35.6 (7.1) 
IG3: 36.9 (6.9) 
CG: 38.4 (7.1) 
 
Within the 
mild/moderate CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2=IG3: p=NS 
IG2>CG: p<0.001 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 1.04 (p<0.05) 
IG2: 0.39 (p<0.05) 
IG3: 0.21 
 
Patients with 
marked/severe CGI-S 
IG1: 35.4 (8.8) 
IG2: 36.8 (9.3) 
IG3: 44.0 (9.4) 
CG: 43.2 (9.6) 
 
Within the 
marked/severe CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.84 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.08 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Moderation analysis 
of CNCEQ 
(depressive cognitive 
distortions) 
Low CNCEQ 
IG1: 33.2 (7.9) 
IG2: 35.5 (7.8) 
IG3: 39.4 (7.6) 
CG: 41.1 (7.5) 
 
Within the low 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 1.03 (p<0.05) 
IG2: 0.73 (p<0.05) 
IG3: 0.22 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          High CNCEQ 
IG1: 32.3 (9.8) 
IG2: 35.9 (10.1) 
IG3: 41.8 (10.0) 
CG: 40.6 (10.4) 
 
Within the high 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.82 (p<0.05) 
IG2: 0.46 (p<0.05) 
IG3: -0.12 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 



 

E-215 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS 
(continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p >0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA First response in 
≥50% patients (based 
on 
pharmacotherapist-
assigned CGI-I=1 or 
2), ITT (n=439) 
Across 12 weeks 
Data values NR, but 
between-group 
comparisons reported 
(NR which were 
statistically 
significant) 
HR (95% CI): 3.0 (2.1 
to 4.3) for IG1 vs. CG 
HR (95% CI): 2.2 (1.6 
to 3.2) for IG2 vs. CG 
 
First response (based 
on CBT clinician-
assigned CGI-I=1 or 
2), calculated N (%) 
Across 12 weeks 
Data values NR, but 
between-group 
comparisons reported 
(NR if statistically 
significant) 
HR (95% CI): 2.0 (1.4 
to 2.7) for IG1 vs. IG3 
 
 

NA Time to first response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥5 weeks 
IG2: ≥6 weeks 
CG: ≥11 weeks 
Between-group 
comparisons  
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

    Stable response 
(based on 
pharmacotherapist-
assigned CGI-I=1 or 
2), calculated N (%) 
6 weeks 
IG1: 37 (34.3) 
IG2: 25 (23.3) 
CG: 7 (6.6) 
 
12 weeks 
IG1: 75 (70.0) 
IG2: 68 (62.1) 
CG: 43 (38) 
 
HR (95% CI) for IG1 
vs. CG: 3.1 (2.0 to 
4.8) 
HR (95% CI) for IG2 
vs. CG: 2.0 (1.3 to 
3.1) 
HR (95% CI) for IG1 
vs. IG2: 1.5 (1.0 to 
2.1)  
 
Stable response 
(based on CBT 
clinician-assigned 
CGI-I=1 or 2), 
calculated N (%) 
6 weeks 
IG1: 48 (45) 
IG3: 25 (22.4) 
12 weeks 
IG1: 93 (87.1) 
IG3: 56 (50.8) 
HR (95% CI) for IG1 
vs. IG3: 2.7 (1.9 to 
3.9) (p<0.05) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

        IG1 and IG2>CG: 
Significantly faster onset of 
benefit in both IG1 and IG2 
(p<0.001) 
IG1=IG2: Trend toward 
faster improvement in IG1 
(p=0.0585) 
HR (95% CI): 1.3 (1.0 to 
1.8) 
 
Time to first response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥6 weeks 
IG3: ≥8 weeks 
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

        Time to stable response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥9 weeks 
IG2: ≥11 weeks 
CG: NA (only 38% patients 
had reached stable 
response by 12 weeks)  
 
Between-group 
comparisons  
IG1>CG: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
IG2>CG: Significantly faster 
onset of benefit in IG2 
(p=0.001) 
IG1>IG2: Significantly faster 
onset of benefit in IG1 
(p=0.034) 
 
Time to stable response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2):  
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how 
groups compared with one 
another at 12 weeks: 
IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
Random-effects regression 
model (RRM) statistical 
comparisons of how groups 
compared with one another: 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
 
12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another: 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 
 
Between-group difference: 
p=0.002 
Statistically significant  

Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01 
 
GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect remained significant 
even after applying a 
Bonferroni correction for 
multiple comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Subgroup Analysis 
#1: ADHD vs. no 
ADHD 
Depression 
symptoms, ITT 
(n=429) 
12 weeks 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.018 
ADHD-by-treatment-
by-time interaction: 
p=0.026 (confirmed 
that ADHD status 
prior to treatment or 
having an ADHD 
diagnosis before 
study entry 
moderated 
improvement in 
depression) 
 
Linear RRM effect 
analyses: ADHD 
subgroup 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.038 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Linear RRM effect 
analyses: No ADHD 
subgroup 
Main effect of time 
(linear): p≤0.001 
Treatment-by-time 
interaction: p<0.001 
 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks, mean (SD) 
ADHD subgroup 
IG1 (n=15): 37.08 
(9.42) 
IG2 (n=14): 33.29 
(6.42) 
IG3 (n=14): 35.95 
(6.34) 
CG (n=19): 43.31 
(5.65) 
 
No ADHD subgroup 
IG1 (n=92): 33.30 
(8.14) 
IG2 (n=95): 36.83 
(8.11) 
IG3 (n=97): 42.35 
(8.96) 
CG (n=93): 41.39 
(8.07) 
Improvement was 
observed in all arms 
of both ADHD and 
no-ADHD subgroups, 
but patients had 
different patterns of  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          between-group 
differences 
depending on their 
subgroup. 
 
Between-group 
differences: ADHD 
subgroup at 12 
weeks  
12 weeks 
IG1=IG2=IG3>CG 
(p=0.046, 0.024, 
0.013, respectively) 
 
Change trajectories 
did not differ between 
arms (p>0.05). 
 
Effect sizes 
IG1 vs. CG: 1.0 
IG2 vs. CG: 0.6 
IG3 vs. CG: -0.1 
 
Between-group 
differences: No-
ADHD subgroup at 
12 weeks  
IG1>(IG2>IG3)=CG 
(p-values <0.05 for 
significant differences 
and >0.05 for 
nonsignificant 
differences) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Change trajectories: 
IG1>IG2; IG3, and 
CG (p<0.009), 
meaning trajectory in 
IG1 was faster on 
average than in all 
other arms. IG2=CG 
(p=0.425) and 
IG3=CG (p=0.065), 
but IG2>IG3 
(p=0.008). In short; 
IG3 had the most 
gradual improvement 
trajectory among 
active treatments. 
 
Effect sizes 
IG1 vs. CG: 0.8 
IG2 vs. CG: 1.7 
IG3 vs. CG: 1.2 
 
Depression 
symptoms, ITT 
(n=327) 
36 weeks: 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
ADHD-by-treatment-
by-time interaction: 
p=0.004  
ADHD-by-treatment-
by-time interaction 
(squared): p=0.004 
(confirmed that  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          ADHD status prior to 
treatment or having 
an ADHD diagnosis 
before study entry 
moderated 
improvement in 
depression at this 
timepoint) 
 
Between-group 
differences: ADHD 
subgroup at 36 
weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
No significant 
treatment-by-time 
(squared) or 
treatment-by-time 
interactions 
 
Between-group 
differences: No-
ADHD subgroup at 
36 weeks  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
Treatment-by-time 
(squared) interaction: 
p<0.001 (suggesting 
significant different by 
arm) 
IG1>IG2 and IG3 
(p<0.05), meaning 
trajectory in IG1 was 
faster on average 
than other IG arms. 
 
Subgroup Analysis 
#2: ADHD 
psychostimulant 
medication vs. none 
among patients with 
ADHD 
Depression 
symptoms, ITT (n=62 
with ADHD) 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks:  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Data values NR, but 
CDRS-R scores did 
not differ significantly 
among the 20/63 
patients taking a 
psychostimulant vs. 
the 43/63 patients 
who did not 
(p=0.056).  
Treatment-by-
psychostimulant use 
interaction was not 
significant (p>0.05). 

March, 20043 
Index article 
TADS 

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depressive symptoms, 
ITT (n=427) 
CDRS-R 
Overall (across all 
trauma subgroups) 
Significant main effect of 
time: p<0.001 
Significant treatment-by-
time effect: p<0.05 

NA NA NA   

  G1: CBT 
G2: Sertraline 
G3: Combined 

Response to treatment 
(OR, 95% CI) 
G1 vs. G3: 0.19, CI, 0.03 
to 1.16 
G2 vs. G3: 1.31, CI, 0.31 
to 5.48 
G2 vs. G1: 6.86, CI, 1.12 
to 41.48 
 
Regression model 
results: no significant 
difference in the odds of 
depression between 
treatments (OR, 6.46; CI, 
0.89 to 46.77) 
 
 

Proportion in full 
remission from MDD 
by posttreatment 
assessment (i.e. at 3 
months) 
G1: 14% 
G2: NR 
G3: 7% 
 
 

Significant difference 
detected in the longitudinal 
regression among all three 
study groups in the 
PreYFU and PreYPost 
interactions for both the 
GAF and the GARF 
assessments but PostYFU 
interaction was not 
significant. 

Proportion of adolescents 
remitted from dysthymic 
disorder or DDNOS over 
time is similar for each 
treatment group. The odds 
of depression at 
posttreatment assessment 
did not differ between 
treatment groups (G1 v. G3: 
OR, 0.71; 95% CI, 0.10 to 
5.12; G2 v. G3: OR, 1.14; 
95% CI, 0.17 to 7.60; G2 v. 
G1: OR, 1.6; 95% CI, 0.23 
to 11.27). The odds of  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Melvin, 200679   Change in the proportion 
depressed over time 
(posttreatment to 
followup assessment) 
was not significant (OR, 
95% CI) 
G1 vs. G3: 0.02; CI, 0 to 
3.45 
G2 vs. G3: 2.66; CI, 0.07 
to 108.11 
G2 vs. G1: 84.94; CI, 
0.83 to 8,718.04 
 
RDS at posttreatment (3 
months), mean (SD) 
G1: 66.00 (15.93) 
G2: 72.92 (16.84) 
G3: 71.64 (18.28) 

Proportion in full 
remission from MDD 
by followup 
assessment (i.e. at 9 
months)  
G1: NR 
G2: NR 
G3: 60% (Author 
commented on 
highest only) 
For G1 v. G3: OR 2.7 
(95% CI, 0.60 to 
12.14) 
For G2 v. G3: OR 3.0 
(95% CI, 0.68 to 
13.31) 

  depression for those with 
dysthymic disorder or 
DDNOS decreased 
significantly between 
postacute treatment and 
followup assessment (OR, 
8.52; CI, 2.58 to 28.15) in 
contrast with the odds for 
those with MDD.  

NR 

ADHD = attention-deficit/hyperactivity disorder; ANCOVA = analysis of covariance; ANOVA = analysis of variance; BDI = Beck Depression Inventory; CBT = cognitive 
behavioral therapy; CDI = Children’s Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGAS = Children’s Global Assessment 
Scale; CI = confidence interval; CNCEQ = children’s negative cognitive error questionnaire; DDD = drinks per drinking day; GLM = generalized linear modeling; HoNOSCA = 
Health of Nation Outcome Scale – Children and Adolescents; HR = hazard ratio; IG = intervention group; ITT = intent to treat; K-SADS-P/L = Kiddie Schedule for Affective 
Disorders and Schizophrenia; KQ = Key Question; MDD = major depressive disorder; NA = not applicable; NNT = number needed to treat; NR = not reported; NS = not 
significant; OR = odds ratio; PDD = persistent depressive disorder; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; QoL = quality of life; RADS = Reactive 
Airways Dysfunction Syndrome; RRM = random-effects regression model; SD = standard deviation; SE = standard error; vs. = versus; YFU = year followup. 
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Table E-32. KQ 5a: Benefits of psychotherapy plus pharmacotherapy versus pharmacotherapy  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Clarke, 200584 IG: Collaborative care 
- brief individual 
CBT+TAU SSRIs 
CG: TAU SSRIs 

Depressive symptoms 
ITT (n=152;  
IG: 77 and CG: 75) 
CES-D 
6 weeks, mean (SD) 
IG: 20.1 (11.6) 
CG: 19.6 (10.2) 
 
12 weeks, mean (SD) 
IG: 15.7 (11.3) 
CG: 16.6 (9.6) 
 
26 weeks, mean (SD) 
IG: 13.7 (11.5) 
CG: 15.0 (11.4) 
 
52 weeks, mean (SD) 
IG: 11.5 (11.0) 
CG: 14.9 (10.1) 
Treatment-by-time 
(linear): F=3.2, p=0.07 
 
Effect size D: 0.170 
HAM-D 
6 weeks, mean (SD) 
IG: 11.9 (7.6) 
CG: 11.9 (7.3) 
 
12 weeks, mean (SD) 
IG: 8.2 (6.6) 
CG: 8.4 (6.7) 
 
26 weeks, mean (SD) 
IG: 6.5 (6.7) 
CG: 7.8 (6.9) 
 
 

Recovery from index 
depressive diagnosis 
ITT (n=152; IG: 77 
and CG: 75) 
6 weeks, calculated 
N (%) 
IG: 33 (43.3) 
CG: 43 (56.9) 
χ-squared: 2.46; 
p=0.12 
 
12 weeks, calculated 
N (%) 
IG: 18 (23.0) 
CG: 21 (27.9) 
χ-squared: 0.39; 
p=0.53 
 
26 weeks, calculated 
N (%) 
IG: 8 (10.8) 
CG: 13 (17.7) 
χ-squared: 1.27; 
p=0.26 
 
52 weeks, calculated 
N (%) 
IG: 8 (10.7) 
CG: 4 (5.8) 
χ-squared: 0.86; 
p=0.35 
Recovery from 
"moderately  

C-GAS 
ITT (n=152; IG: 77 and 
CG: 75) 
6 weeks, mean (SD) 
IG: 60.4 (10.1) 
CG: 59.5 (9.5) 
 
12 weeks, mean (SD) 
IG: 65.5 (10.0) 
CG: 63.7 (9.6) 
 
26 weeks, mean (SD) 
IG: 68.8 (8.4) 
CG: 66.6 (8.7) 
 
52 weeks, mean (SD) 
IG: 71.4 (8.7) 
CG: 68.4 (7.6) 
Treatment-by-time (best-
fitting of linear, quadratic, 
and cubic models): F=1.52, 
p=0.22 
Effect size D: 0.090 
SAS-SR: 
Outcome data NR 

Relapse among patients 
recovering from MDD 
episodes (n=135; group 
Ns=NR) 
52 weeks, N (%) 
IG: 16 (NR) 
CG: 16 (NR) 
χ-squared: 0.01; p=0.76 
Treatment effect controlling 
for age and gender: χ-
squared: 0.43; p=0.51 
 
SF-12 MCS 
ITT (n=152; IG1: 77 and 
CG: 75) 
6 weeks, mean (SD) 
IG: 38.5 (8.6) 
CG: 40.5 (8.3) 
 
12 weeks, mean (SD) 
IG: 40.2 (10.2) 
CG: 41.7 (10.9) 
 
26 weeks, mean (SD) 
IG: 43.6 (11.2) 
CG: 41.9 (10.1) 
 
52 weeks, mean (SD) 
IG: 45.4 (9.3) 
CG: 43.1 (10.2) 
Treatment-by-time-by-time-
by-time (cubic): F=4.25, 
p=0.04 
Effect size D: 0.203 
SF-12 PCS 
 
 

No significant 
moderation of any IG 
arm's benefit 
outcomes by 
intensity/degree of 
CBT participation (N 
of intervention 
sessions) 
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Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
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Clarke, 200584 
(continued) 

  52 weeks, mean (SD) 
IG: 4.9 (7.1) 
CG: 6.5 (6.6) 
Treatment-by-time-by-
time (quadratic): F=1.0, 
p=0.32 
 
Effect size D: 0.054 
CBCL Depression 
6 weeks, mean (SD) 
IG: 9.8 (4.9) 
CG: 9.7 (4.7) 
 
12 weeks, mean (SD) 
IG: 8.6 (5.0) 
CG: 8.6 (4.8) 
 
26 weeks, mean (SD) 
IG: 6.8 (4.1) 
CG: 8.3 (4.7) 
 
52 weeks, mean (SD) 
IG: 6.7 (4.9) 
CG: 8.3 (3.9) 
Treatment-by-time 
(linear): F=1.45, p=0.23 
 
Effect size D: 0.093 
CBCL Internalizing 
6 weeks, mean (SD) 
IG: 18.5 (10.0) 
CG: 18.6 (8.7) 
 
12 weeks, mean (SD) 
IG: 16.2 (9.6) 
CG: 16.0 (9.5) 
 
 

depressed" CES-D 
scores (CES-D ≥16) 
Completers analysis 
(n=103; IG: 53 and 
CG: 50) 
 
52 weeks, N (%) still 
moderately 
depressed 
IG: 13 (25) 
CG: 22 (44) 
χ-squared: 4.3; 
p=0.04 
Recovery from 
"seriously depressed" 
CES-D scores (CES-
D ≥24) 
 
Completers analysis 
(n=103; IG: 53 and 
CG: 50) 
52 weeks, N (%) still 
seriously depressed 
(CES-D ≥24) 
Group values NR, but 
in contrast to 
analyses with lower 
cutoff score of 16, 
these analyses found 
no significant 
advantage for IG arm 

  ITT (n=152; IG1: 77 and 
CG: 75) 
6 weeks, mean (SD) 
IG: 47.9 (7.7) 
CG: 46.5 (8.3) 
 
12 weeks, mean (SD) 
IG: 48.7 (7.2) 
CG: 48.2 (7.0) 
 
26 weeks, mean (SD) 
IG: 48.2 (7.5) 
CG: 49.9 (6.2) 
 
52 weeks, mean (SD) 
IG: 49.0 (5.8) 
CG: 48.1 (8.5) 
Treatment-by-time (linear): 
F=0.04, p=0.84 
Effect size D: 0.110 
Satisfaction with care 
 
ITT (n=152; IG1: 77 and 
CG: 75) 
6 weeks, mean (SD) 
IG: 7.4 (2.5) 
CG: 7.0 (3.2) 
 
12 weeks, mean (SD) 
IG: 6.8 (2.6) 
CG: 6.8 (2.9) 
 
26 weeks, mean (SD) 
IG: 6.4 (2.7) 
CG: 6.9 (3.1) 
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Clarke, 200584 
(continued) 

  26 weeks, mean (SD) 
IG: 14.4 (8.8) 
CG: 15.5 (9.0) 
 
52 weeks, mean (SD) 
IG: 12.6 (9.1) 
CG: 15.0 (7.7) 
Treatment-by-time 
(linear): F=1.35, p=0.25 
 
Effect size D: 0.085 
CBCL Externalizing 
6 weeks, mean (SD) 
IG: 13.9 (9.8) 
CG: 13.6 (10.4) 
 
12 weeks, mean (SD) 
IG: 12.2 (8.9) 
CG: 14.2 (10.8) 
 
26 weeks, mean (SD) 
IG: 11.1 (8.8) 
CG: 14.5 (12.1) 
 
52 weeks, mean (SD) 
IG: 8.9 (6.8) 
CG: 10.6 (9.0) 
Treatment-by-time 
(linear): F=1.63, p=0.20 
 
Effect size D: 0.106 
YSR Depression 
6 weeks, mean (SD) 
IG: 11.4 (5.3) 
CG: 10.6 (4.4) 
 
 

    52 weeks, mean (SD) 
IG: 6.0 (2.6) 
CG: 6.7 (3.3) 
Treatment-by-time (linear): 
F=0.75, p=0.38 
Effect size D: 0.032 
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Examined 

Clarke, 200584 
(continued) 

  12 weeks, mean (SD) 
IG: 8.7 (5.0) 
CG: 8.7 (5.1) 
 
26 weeks, mean (SD) 
IG: 8.1 (5.3) 
CG: 8.2 (4.6) 
 
52 weeks, mean (SD) 
IG: 7.0 (5.3) 
CG: 8.4 (4.8) 
Treatment-by-time 
(linear): F=2.51, p=0.11 
 
Effect size D: 0.142 
YSR Internalizing 
6 weeks, mean (SD) 
IG: 19.0 (9.6) 
CG: 17.2 (8.2) 
 
12 weeks, mean (SD) 
IG: 14.7 (9.2) 
CG: 15.1 (8.9) 
 
26 weeks, mean (SD) 
IG: 13.5 (9.9) 
CG: 13.7 (9.0) 
 
52 weeks, mean (SD) 
IG: 11.9 (9.8) 
CG: 12.9 (7.7) 
Treatment-by-time 
(linear): F=1.02, p=0.31 
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Recovery  Functional Impairment Other Outcomes  
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Clarke, 200584 
(continued) 

  Effect size D: 0.057 
YSR Externalizing 
6 weeks, mean (SD) 
IG: 14.3 (8.4) 
CG: 14.9 (8.6) 
 
12 weeks, mean (SD) 
IG: 11.9 (7.3) 
CG: 14.0 (8.8) 
 
26 weeks, mean (SD) 
IG: 11.2 (6.5) 
CG: 14.3 (9.0) 
 
52 weeks, mean (SD) 
IG: 10.5 (5.7) 
CG: 12.9 (8.5) 
Treatment-by-time-by-
time (quadratic): F=3.34, 
p=0.07 
Effect size D: 0.171 

        

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational 
Emotive Behavior 
Therapy/CBT 

CDI 
Posttreatment 
IG1:15.39 (8.76) 
IG2:15.92 (6.49) 
IG3: 16.80 (8.78) 
 
No significant 
differences amount the 
three conditions, F(2, 
84)=0.177, p >0.05 

Clinical response rate 
at posttreatment 
IG1:60.60% 
IG2:67.85% 
IG3:53.84% 
NS 

NR NR NR 
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(Mortality, Relapse) 
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Examined 

Kim, 201285 IG:CBT plus 
bupropion 
CG: Bupropion 

BDI 
8 weeks 
IG: 15.5 (8.4) 
CG: 20.7 (8.5) 
t=2.54, p=0.01 
 
12 weeks 
IG: 15.6 (7.5) 
CG:20.4 (1.2) 
t=2.69, p<0.01 
 
Mean BDI scores of IG 
were decreased 
compared to CG, 
F=5.64, p=0.02 at a 
trend level 
 
4 week post-treatment 
followup period 
NS changes in BDI in IG 
(F=0.02, p=0.88) and 
CG (F=0.28, p=0.6) 

NR NR NR NR 
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Depressive Symptoms Remission/ 
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(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depression symptoms, 
ITT (n=439) 
Adjusted CDRS-R total 
score 
6 weeks, adjusted mean 
(SD) 
IG1: 38.10 (7.78) 
IG2: 39.80 (7.37) 
IG3: 44.63 (8.30) 
CG: 44.90 (7.32) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 33.79 (8.24) 
IG2: 36.30 (8.18) 
IG3: 42.06 (9.18) 
CG: 41.77 (7.99) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.13); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.001); 
IG2>CG (p=0.002); 
IG3=CG (p=0.97) 
 
 

Response 
CGI-I positive 
response rate, ITT 
(n=439) 
12 weeks, % 
response rate (95% 
CI) adjusted for 
clinical site 
IG1: 71.0 (62 to 80) 
IG2: 60.6 (51 to 70) 
IG3: 43.2 (34 to 52) 
CG: 34.8 (26 to 44) 
Regression analyses 
found treatment was 
statistically significant 
factor in CGI-I 
positive response 
(p=0.001) 
 
RR (calculated): 2.45 
95% CI, 0.31 to 19.7 
 
12 weeks, statistically 
comparing response: 
IG1>CG (p=0.001); 
IG2>CG (p=0.001); 
IG3=CG (p=0.20); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01) 

NR No mortality from completed 
suicides 

NR 
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Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Across all 12 weeks: 
Time-by-treatment 
interaction based on 
CDRS-R random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.02); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.01); 
IG2=CG (p=0.10); 
IG3=CG (p=0.40) 
 
Hedge g effect sizes 
relative to placebo (G4) 
IG1: 0.98 
IG2: 0.68 
IG3: -0.03 
 
Hedge g effect sizes 
relative to placebo (CG) 
derived from ORs for 
dichotomized CGI-I 
IG1: 0.84 
IG2: 0.58 
IG3: 0.20 
CG: NA 
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Interventions and 
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Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  NNT (95% CI) 
IG1: 3 (2 to 4) 
IG2: 4 (3 to 8) 
IG3: 12 (5 to 23) 
CG: NA 
 
RADS total score 
6 weeks, adjusted mean 
(SD) 
IG1: 60.90 (11.59) 
IG2: 63.41 (12.44) 
IG3: 69.10 (13.59) 
CG: 69.43 (10.94) 
 
12 weeks, adjusted 
mean (SD) 
IG1: 56.95 (12.24) 
IG2: 60.58 (13.07) 
IG3: 67.96 (14.18) 
CG: 66.68 (11.41) 
 
Post-hoc supportive 
contrasts at 12 weeks, 
statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1=IG2 (p=0.11); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.003); 
IG2>CG (p=0.003); 
IG3=CG (p=0.94) 
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Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Across all 12 weeks:  
Time-by-treatment 
interaction based on 
RADS random 
regression slope 
coefficients: p=0.001; 
Statistically comparing 
improvement: 
IG1>CG (p=0.001); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.001); 
IG2>IG3 (p=0.03); 
IG2=CG (p=0.34); 
IG3=CG (p=0.21) 
 
NOTE: Means adjusted 
for both fixed (treatment 
and time) and random 
(participant and site) 
effects derived from 
linear random coefficient 
model 

        



 

E-240 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Moderation analysis 
of C-GAS (functional 
status) by family 
income, least 
squares mean (SD) 
ITT, n=439 at 12 
weeks 
 
Patients with 
<$75,000 (low-to-
middle income) 
IG1: 32.7 (8.7) 
IG2: 35.3 (8.7) 
IG3: 43.0 (8.8) 
CG: 41.4 (9.0) 
 
Within the <$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
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Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

           
IG1: 0.98 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.18 (p=NS) 
 
Patients with 
≥$75,000 (high 
income) 
IG1: 33.7 (9.6) 
IG2: 38.0 (9.1) 
IG3: 35.1 (9.0) 
CG: 41.7 (9.2) 
 
Within the ≥$75,000 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1=IG3: p=NS 
IG1>CG: p<0.05 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3>CG: p<0.05 
 
Effect size for active 
treatments vs. CG  
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(Mortality, Relapse) 
Subgroup(s) 
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March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          IG1: 0.85 (p<0.05) 
IG2: 0.40 
IG3: 0.72 (p<0.05) 
 
Moderation analysis 
of C-GAS (functional 
status) by CGI-S, 
least squares mean 
(SD) 
ITT, n=439 at 12 
weeks 
Patients with 
mild/moderate CGI-S 
IG1: 30.9 (7.3) 
IG2: 35.6 (7.1) 
IG3: 36.9 (6.9) 
CG: 38.4 (7.1) 
 
Within the 
mild/moderate CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2=IG3: p=NS 
IG2>CG: p<0.001 
IG3=CG: p=NS 
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March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 1.04 (p<0.05) 
IG2: 0.39 (p<0.05) 
IG3: 0.21 
 
Patients with 
marked/severe CGI-S 
IG1: 35.4 (8.8) 
IG2: 36.8 (9.3) 
IG3: 44.0 (9.4) 
CG: 43.2 (9.6) 
 
Within the 
marked/severe CGI-S 
group, statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
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First Author's 
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Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 0.84 (p<0.05) 
IG2: 0.69 (p<0.05) 
IG3: -0.08 
 
Moderation analysis 
of CNCEQ 
(depressive cognitive 
distortions) 
Low CNCEQ 
IG1: 33.2 (7.9) 
IG2: 35.5 (7.8) 
IG3: 39.4 (7.6) 
CG: 41.1 (7.5) 
 
Within the low 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
 



 

E-245 

First Author's 
Last Name;  
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Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS 
(continued) 

          Effect size for active 
treatments vs. CG  
IG1: 1.03 (p<0.05) 
IG2: 0.73 (p<0.05) 
IG3: 0.22 
 
High CNCEQ 
IG1: 32.3 (9.8) 
IG2: 35.9 (10.1) 
IG3: 41.8 (10.0) 
CG: 40.6 (10.4) 
 
Within the high 
CNCEQ group, 
statistical 
comparisons of how 
groups compared 
with one another at 
12 weeks: 
IG1>IG2: p<0.001 
IG1>IG3: p<0.001 
IG1>CG: p<0.001 
IG2>IG3: p<0.001 
IG2>CG: p<0.001 
IG3=CG: p=NS 
 
Effect size for active 
treatments vs. CG  
IG1: 0.82 (p<0.05) 
IG2: 0.46 (p<0.05) 
IG3: -0.12 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA Loss of MDD 
diagnosis (K-SADS-
P/L) 
Completers analysis 
only (n=379): 
12 weeks, % 
IG1: 85.3 
IG2: 78.6 
IG3: 61.1 
CG: 60.4 
Overall treatment 
effect: p≤0.0001 
 
Statistical 
comparisons found 
mixed findings in 
terms of how groups 
compared with one 
another, OR (95% 
CI): 
IG1=IG2: 1.7 (0.79 to 
3.61) (p=0.18); 
IG1>IG3: 4.3 (2.06 to 
8.94) (p=0.0001); 
IG1>CG: 4.1 (2.00 to 
8.44) (p=0.0001) 
IG2>IG3: 2.5 (1.31 to 
4.93) (p=0.006) 
IG2>CG: 2.4 (1.27 to 
4.67) (p=0.007) 
IG3=CG: 1.0 (0.52 to 
1.77) (p=0.89) 
 
 

NA NA NA 
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Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS 
(continued) 

    Remission, adjusted 
for site (CDRS-R) 
ITT (n=439): 
12 weeks, % 
IG1: 37 
IG2: 23 
IG3: 16 
CG: 17 
Overall treatment 
effect: p=0.0007 
 
Statistical 
comparisons found 
that IG1 was 
associated with 
higher remission 
rates than all other 
groups, OR (95% CI): 
IG1>IG2: 2.1 (1.12 to 
3.84) (p=0.02); 
IG1>IG3: 3.3 (1.71 to 
6.42) (p=0.0004); 
IG1>CG: 3.0 (1.58 to 
5.79) (p=0.0009) 
 
In contrast; IG2; IG3, 
and CG did not differ 
statistically from one 
another (all p>0.05). 
See comparisons 
below, OR (95% CI): 
IG2=IG3: 1.6 (0.80 to 
3.19) (p=0.19) 
IG2=CG: 1.5 (0.74 to 
2.88) (p=0.28) 
IG3=CG: 0.9 (0.44 to 
1.88) (p=0.80) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA First response in 
≥50% patients (based 
on 
pharmacotherapist-
assigned CGI-I=1 or 
2), ITT (n=439) 
Across 12 weeks 
Data values NR, but 
between-group 
comparisons reported 
(NR which were 
statistically 
significant) 
HR (95% CI): 3.0 (2.1 
to 4.3) for IG1 vs. CG 
HR (95% CI): 2.2 (1.6 
to 3.2) for IG2 vs. CG 
 
First response (based 
on CBT clinician-
assigned CGI-I=1 or 
2), calculated N (%) 
Across 12 weeks 
Data values NR, but 
between-group 
comparisons reported 
(NR if statistically 
significant) 
HR (95% CI): 2.0 (1.4 
to 2.7) for IG1 vs. IG3 
 
 

NA Time to first response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥5 weeks 
IG2: ≥6 weeks 
CG: ≥11 weeks 
Between-group 
comparisons  
IG1 and IG2>CG: 
Significantly faster onset of 
benefit in both IG1 and IG2 
(p<0.001) 
IG1=IG2: Trend toward 
faster improvement in IG1 
(p=0.0585) 
HR (95% CI): 1.3 (1.0 to 
1.8) 
 
Time to first response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2), ITT (n=439) 
Across 12 weeks (Phase I) 
IG1: ≥6 weeks 
IG3: ≥8 weeks 
 
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
 
Time to stable response in 
≥50% patients (based on 
pharmacotherapist-assigned 
CGI-I=1 or 2), ITT (n=439) 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article 
Kratochvil, 
200668 
TADS 
(continued) 

    Stable response 
(based on 
pharmacotherapist-
assigned CGI-I=1 or 
2), calculated N (%) 
6 weeks 
IG1: 37 (34.3) 
IG2: 25 (23.3) 
CG: 7 (6.6) 
 
12 weeks 
IG1: 75 (70.0) 
IG2: 68 (62.1) 
CG: 43 (38) 
HR (95% CI) for IG1 
vs. CG: 3.1 (2.0 to 
4.8) 
HR (95% CI) for IG2 
vs. CG: 2.0 (1.3 to 
3.1) 
HR (95% CI) for IG1 
vs. IG2: 1.5 (1.0 to 
2.1) 
 
Stable response 
(based on CBT 
clinician-assigned 
CGI-I=1 or 2), 
calculated N (%) 
6 weeks 
IG1: 48 (45) 
IG3: 25 (22.4) 
12 weeks 
IG1: 93 (87.1) 
IG3: 56 (50.8) 
HR (95% CI) for IG1 
vs. IG3: 2.7 (1.9 to 
3.9) (p<0.05) 

  Across 12 weeks (Phase I) 
IG1: ≥9 weeks 
IG2: ≥11 weeks 
CG: NA (only 38% patients 
had reached stable 
response by 12 weeks)  
 
Between-group 
comparisons  
IG1>CG: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
IG2>CG: Significantly faster 
onset of benefit in IG2 
(p=0.001) 
IG1>IG2: Significantly faster 
onset of benefit in IG1 
(p=0.034) 
 
Time to stable response in 
≥50% patients (based on 
CBT clinician-assigned CGI-
I=1 or 2):  
Between-group 
comparisons  
IG1>IG3: Significantly faster 
onset of benefit in IG1 
(p<0.001) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA Functional status (C-GAS) 
ITT (n=439): 
6 weeks, unadjusted mean 
(SD) 
IG1: 62.4 (11.2) 
IG2: 59.9 (10.58) 
IG3: 56.7 (9.66) 
CG: 57.0 (9.22) 
 
12 weeks, unadjusted 
mean (SD) 
IG1: 66.6 (11.91) 
IG2: 62.1 (11.91) 
IG3: 60.0 (11.47) 
CG: 59.3 (12.72) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
 
RRM statistical 
comparisons of how 
groups compared with one 
another at 12 weeks : 
IG1>IG2: p=0.0450 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=0.0032 
IG2>CG: p=0.0381 
IG3=CG: p=0.3805 
 
 

Global burden of psychiatric 
problems (HoNOSCA) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 9.5 (5.97) 
IG2: 10.9 (6.35) 
IG3: 11.7 (6.09) 
CG: 11.2 (6.15) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0234 
 
RRM statistical comparisons 
of how groups compared 
with one another  
 
IG1=IG2: p=0.1257 
IG1>IG3: p=0.0027 
IG1>CG: p=0.0393 
IG2=IG3: p=0.1310 
IG2=CG: p=0.5861 
IG3=CG: p=0.3344 
 
12 weeks, mean change 
from baseline (SD) 
G1: -6.3 (5.69) 
G2: -5.1 (5.74) 
G3: -3.6 (5.58) 
G4: -4.2 (5.71) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.01: 

  



 

E-251 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      12 weeks, mean change 
from baseline (SD) 
IG1: 16.7 (12.31) 
IG2: 12.6 (12.31) 
IG3: 9.7 (12.12) 
CG: 9.9 (12.38) 
Statistically significant 
treatment effects based on 
mean change from 
baseline (adjusting for 
baseline score as 
covariate): p<0.0001 
 
GLM statistical 
comparisons of how 
groups compared with one 
another : 
 
IG1>IG2: p<0.01 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2>IG3: p=NR 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Rate of nonimpaired 
patients (C-GAS >70) 
12 weeks, % 
IG1: 34.6 
IG2: 20.2 
IG3: 13.5 
CG: 18.7 

GLM statistical comparisons 
of how groups compared 
with one another at 12 
weeks : 
IG1=IG2: p=NS 
IG1>IG3: p<0.001 
IG1>CG: p<0.01 
IG2>IG3: p<0.05 
IG2=CG: p=NS 
IG3=CG: p=NR 
 
HoNOSCA subscores:  
Treatment-by-time 
interaction was statistically 
significant only for item 10 
(level of functioning with 
peers; p=0.0004), whose 
effect remained significant 
even after applying a 
Bonferroni correction for 
multiple comparisons. 
 
QoL (PQ-LES-Q) 
ITT (n=439): 
12 weeks, unadjusted mean 
(SD) 
IG1: 54.7 (11.21) 
IG2: 51.2 (10.43) 
IG3: 47.4 (10.84) 
CG: 48.2 (9.91) 
Time effect in all groups: 
p<0.0001 
Treatment-by-time 
interaction: p<0.0001 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS 
(continued) 

      Between-group difference: 
p=0.002 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.020 
IG1>IG3: p<0.0004 
IG1>CG: p<0.009 
IG2=IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
 
Patients not likely to be 
clinically referred in 
community (C-GAS >60) 
 
12 weeks, % 
IG1: 64.5 
IG2: 50.5 
IG3: 45.0 
CG: 35.7 
Between-group difference: 
p=0.0003 
 
Statistically significant 
treatment effects of how 
groups compared with one 
another: 
IG1>IG2: p<0.038 
IG1>IG3: p<0.004 
IG1>CG: p<0.0001 
IG2=IG3: p=NS 
IG2>CG: p=0.023 
IG3=CG: p=NS 

RRM statistical comparisons 
of how groups compared 
with one another at 12 
weeks: 
 
IG1>IG2: p=0.0004 
IG1>IG3: p<0.0001 
IG1>CG: p<0.0001 
IG2=IG3: p=0.2766 
IG2=CG: p=0.7215 
IG3=CG: p=0.4630 
 
12 weeks, mean change 
from baseline (SD) 
IG1: 9.6 (10.14) 
IG2: 6.6 (10.23) 
IG3: 4.2 (10.01) 
CG: 5.2 (10.16) 
Statistically significant 
treatment effects based on 
mean change from baseline 
(adjusting for baseline score 
as covariate): p<0.001 
 
Treatment-by-time 
interaction: p<0.0001 
GLM statistical comparisons 
of how groups compared 
with one another: 
IG1>IG2: p<0.05 
IG1>IG3: p<0.0001 
IG1>CG: p<0.001 
IG2>IG3: p=NS 
IG2=CG: p=NS 
IG3=CG: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA Subgroup Analysis 
#1: ADHD vs. no 
ADHD 
Depression 
symptoms, ITT 
(n=429) 
12 weeks 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.018 
ADHD-by-treatment-
by-time interaction: 
p=0.026 (confirmed 
that ADHD status 
prior to treatment or 
having an ADHD 
diagnosis before 
study entry 
moderated 
improvement in 
depression) 
 
Linear RRM effect 
analyses: ADHD 
subgroup 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Main effect of time 
(linear): p<0.001 
Treatment-by-time 
interaction: p=0.038 
 
Linear RRM effect 
analyses: No ADHD 
subgroup 
Main effect of time 
(linear): p≤0.001 
Treatment-by-time 
interaction: p<0.001 
 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks, mean (SD) 
ADHD subgroup 
IG1 (n=15): 37.08 
(9.42) 
IG2 (n=14): 33.29 
(6.42) 
IG3 (n=14): 35.95 
(6.34) 
CG (n=19): 43.31 
(5.65) 
 
No ADHD subgroup 
IG1 (n=92): 33.30 
(8.14) 
IG2 (n=95): 36.83 
(8.11) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          IG3 (n=97): 42.35 
(8.96) 
CG (n=93): 41.39 
(8.07) 
Improvement was 
observed in all arms 
of both ADHD and 
no-ADHD subgroups, 
but patients had 
different patterns of 
between-group 
differences 
depending on their 
subgroup. 
 
Between-group 
differences: ADHD 
subgroup at 12 
weeks  
12 weeks 
IG1=IG2=IG3>CG 
(p=0.046, 0.024, 
0.013, respectively) 
 
Change trajectories 
did not differ between 
arms (p>0.05). 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Effect sizes 
IG1 vs. CG: 1.0 
IG2 vs. CG: 0.6 
IG3 vs. CG: -0.1 
 
Between-group 
differences: No-
ADHD subgroup at 
12 weeks  
IG1>(IG2>IG3)=CG 
(p-values <0.05 for 
significant differences 
and >0.05 for 
nonsignificant 
differences) 
 
Change trajectories: 
IG1>IG2; IG3, and 
CG (p<0.009), 
meaning trajectory in 
IG1 was faster on 
average than in all 
other arms. IG2=CG 
(p=0.425) and 
IG3=CG (p=0.065), 
but IG2>IG3 
(p=0.008). In short; 
IG3 had the most 
gradual improvement 
trajectory among 
active treatments. 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Effect sizes 
IG1 vs. CG: 0.8 
IG2 vs. CG: 1.7 
IG3 vs. CG: 1.2 
 
Depression 
symptoms, ITT 
(n=327) 
36 weeks: 
Main linear RRM 
effect analyses for 
overall sample 
Main effect of time 
(linear): p<0.001 
ADHD-by-treatment-
by-time interaction: 
p=0.004  
ADHD-by-treatment-
by-time interaction 
(squared): p=0.004 
(confirmed that 
ADHD status prior to 
treatment or having 
an ADHD diagnosis 
before study entry 
moderated 
improvement in 
depression at this 
timepoint) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Between-group 
differences: ADHD 
subgroup at 36 
weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
 
Change trajectories: 
No significant 
treatment-by-time 
(squared) or 
treatment-by-time 
interactions 
 
Between-group 
differences: No-
ADHD subgroup at 
36 weeks  
Paired contrasts 
found no between-
group differences in 
mean total CDRS-R 
scores within this 
subgroup. 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          Change trajectories: 
Treatment-by-time 
(squared) interaction: 
p<0.001 (suggesting 
significant different by 
arm) 
IG1>IG2 and IG3 
(p<0.05), meaning 
trajectory in IG1 was 
faster on average 
than other IG arms. 
 
Subgroup Analysis 
#2: ADHD 
psychostimulant 
medication vs. none 
among patients with 
ADHD 
Depression 
symptoms, ITT (n=62 
with ADHD) 
CDRS-R total score 
(adjusted for fixed 
and random effects) 
12 weeks:  
Data values NR, but 
CDRS-R scores did 
not differ significantly 
among the 20/63 
patients  
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
20098 
TADS 
(continued) 

          taking a 
psychostimulant vs. 
the 43/63 patients 
who did not 
(p=0.056).  
Treatment-by-
psychostimulant use 
interaction was not 
significant (p>0.05). 

March, 20043 
Index article 
 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Depressive symptoms, 
ITT (n=427) 
CDRS-R 
Overall (across all 
trauma subgroups) 
Significant main effect of 
time: p<0.001 
Significant treatment-by-
time effect: p<0.05 

NA NA NA   
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Melvin, 200679 G1: CBT 
G2: Sertraline 
G3: Combined 

Response to treatment 
(OR, 95% CI) 
G1 vs. G3: 0.19, CI, 0.03 
to 1.16 
G2 vs. G3: 1.31, CI, 0.31 
to 5.48 
G2 vs. G1: 6.86, CI, 1.12 
to 41.48 
 
Regression model 
results: no significant 
difference in the odds of 
depression between 
treatments (OR, 6.46; CI, 
0.89 to 46.77) 
 
Change in the proportion 
depressed over time 
(posttreatment to 
followup assessment) 
was not significant (OR, 
95% CI) 
G1 vs. G3: 0.02; CI, 0 to 
3.45 
G2 vs. G3: 2.66; CI, 0.07 
to 108.11 
G2 vs. G1: 84.94; CI, 
0.83 to 8,718.04 
 
RADS at posttreatment 
(3 months), mean (SD) 
G1: 66.00 (15.93) 
G2: 72.92 (16.84) 
G3: 71.64 (18.28) 
 

Proportion in full 
remission from MDD 
by posttreatment 
assessment (i.e. at 3 
months) 
G1: 14% 
G2: NR 
G3: 7% 
 
Proportion in full 
remission from MDD 
by followup 
assessment (i.e. at 9 
months)  
G1: NR 
G2: NR 
G3: 60% (Author 
commented on 
highest only) 
For G1 v. G3: OR 2.7 
(95% CI, 0.60 to 
12.14) 
For G2 v. G3: OR 3.0 
(95% CI, 0.68 to 
13.31) 

Significant difference 
detected in the longitudinal 
regression among all three 
study groups in the 
Pre/YFU and PreYPost 
interactions for both the 
GAF and the GARF 
assessments but PostYFU 
interaction was not 
significant.  

Proportion of adolescents 
remitted from dysthymic 
disorder or DD NOS over 
time is similar for each 
treatment group. The odds 
of depression at 
posttreatment assessment 
did not differ between 
treatment groups (G1 v. G3: 
OR, 0.71; 95% CI, 0.10 to 
5.12; G2 v. G3: OR, 1.14; 
95% CI, 0.17 to 7.60; G2 v. 
G1: OR, 1.6; 95% CI, 0.23 
to 11.27). The odds of 
depression for those with 
dysthymic disorder or DD 
NOS decreased significantly 
between postacute 
treatment and followup 
assessment (OR, 8.52; CI, 
2.58 to 28.15) in contrast 
with the odds for those with 
MDD.  

NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Wilkinson, 
200886 

IG:SSRI and 
psychosocial 
treatment as usual 
plus CBT 
CG: SSRI plus 
psychosocial 
treatment as usual 

MFQ 
Intent to Treat 
Endpoint 
IG: 16.2 (14.3) 
CG: 19.3 (23.8) 
F (df 1, 20)=0.1, p=0.07 

NR NR NR NR 

ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; CBCL = child behavior checklist; CBT = cognitive behavioral therapy; CDI = Children’s 
Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CES-D = Center for Epidemiologic Studies Depression Scale; CG = control group; C-GAS = 
Children’s Global Assessment Scale; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; CI = confidence 
interval; CNCEQ = children’s negative cognitive error questionnaire; DDNOS = depressive disorder not otherwise specified; GLM = generalized linear modeling; HAM-D = 
Hamilton Depression Rating Scale; HoNOSCA = Health of Nation Outcome Scale – Children and Adolescents; HR = hazard ratio; IG = intervention group; ITT = intent to treat; 
K-SADS-P/L = Kiddie Schedule for Affective Disorders and Schizophrenia-Present and Lifetime version; KQ = Key Question; MCS = mental component score of the Short Form 
12 health survey; MDD = major depressive disorder; MFQ = Mood and Feelings Questionnaire; N/A = not applicable; n/N = number; NA = not applicable; NNT = number needed 
to treat; NR = not reported; NS = not significant; OR = odds ratio; PCS = Preschool Checklist Scale; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; RADS 
= Reactive Airways Dysfunction Syndrome; RR = relative risk; RRM = random-effects regression model; SAS-R = Social Adjustment Scale for Children-Reporting; SD = 
standard deviation; SF-12 = short form-12 items health survey; SSRI = selective serotonin reuptake inhibitors; TADS = Treatment among Adolescents with Depression; TAU = 
treatment as usual; YFU = year followup; YSR = Youth Self Report. 
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Table E-33. KQ 5a: Benefits of omega-3 versus other therapies 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Fristad, 200927 IG1: PEP (Family 
therapy)+omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

CDSR-R score at 
endpoint 
IG1: 26 (10) 
IG2: 30 (9) 
IG3: 31 (9) 
CG: 31 (11) 

Remitted 
IG1: 76.5% 
IG2: 61.1% 
IG3: 43.8% 
CG: 55.6% 

NR NR History of maternal 
depression 
significantly 
moderated the effects 
of PEP+PBO versus 
PBO (p = 0.02) but 
not the placebo-
controlled effects of 
combined or Ω3 
alone. 

CG = control group; CDSR-R =; IG = intervention group; KQ = Key Question; NR = not reported; PBO = placebo; PEP =psychoeducational psychotherapy. 
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Table E-34. KQ 5a: Benefits of SSRIs versus SNRIs  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Atkinson 201438 IG1: duloxetine 
IG2: fluoxetine 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model 
with ITT sample IG1: 
113; IG2L 113; CG: 103) 
IG1: 35.0 
IG2: 35.6 
CG: 35.0 
 
Mean change at 10 
weeks 
IG1: -24.3 
IG2: -23.7 
CG: -24.3 
 
Mean change at LOCF 
IG1: -21.9 
IG2: -22.0 
CG: -22.7 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 26.0 
IG2: 25.7 
CG: 25.1 
 
CGI-S at 10 weeks 
(Mixed Effects Model 
with ITT sample; IG1: 
113; IG2: 113; CG: 103) 
IG1: 2.7 
IG2: 2.7 
CG: 2.6 
 
 

Probability of treatment 
response at 10 weeks 
IG1: 67% 
IG2: 63% 
CG: 62% 
No significant differences 
 
Probability of remission at 
10 weeks 
IG1: 41% 
IG2: 33% 
CG: 41% 
No significant differences 
 
Probability of treatment 
response at 36 weeks 
IG1: 72% 
IG2: 83% 
CG: NR (CG patients 
transitioned to duloxetine 
or fluoxetine) 
No significant differences 
 
Probability of remission at 
36 weeks 
No significant differences 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Atkinson 201438 
(continued) 

  CGI-S at 36 weeks 
(Mixed Effects Model; 
CG patients transitioned 
to IG1 or IG2) 
IG1: 1.9 
IG2: 1.8 
CG: 1.6 

        

Emslie 201446 IG1: duloxetine 60 
mg QD 
IG2: duloxetine 30 
mg QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model; 
IG1: 105; IG2: 114; IG3: 
112; CG: 117) 
IG1: 35.0 
IG2: 34.4 
IG3: 36.4 
CG: 37.4 
 
Mean change at 10 
weeks 
IG1: -23.9 
IG2: -24.6 
IG3: -22.6 
CG: -21.6 
 
Mean change at LOCF 
IG1: -22.4 
IG2: -22.0 
IG3: -21.1 
CG: -19.4 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 24.3 
IG2: 25.1 
IG3: 25.0 
CG: 25.8 
 
 

Probability of treatment 
response at 10 weeks 
IG1: 69% 
IG2: 69% 
IG3: 61% 
CG: 60% 
No significant differences 
 
Probability of remission at 
10 weeks 
IG1: 40% 
IG2: 46%  
IG3: 32% 
CG: 14% 
IG2 was statistically higher 
( p<0.05) than placebo 
Remission rates at the last 
two nonmissing acute 
treatment visits was 
significantly (p<0.05) 
greater for duloxetine 60 
mg (26%) than for placebo 
(14%). 
 
Probability of treatment 
remission at 36 weeks 
IG1: 81% 
IG2: NR 
IG3: 74% 
CG: NR (CG patients 
transitioned to duloxetine) 
No significant differences 
between groups 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ Recovery  Functional 
Impairment 

Other Outcomes  
(Mortality, Relapse) 

Subgroup(s) 
Examined 

Emslie 201446 
(continued) 

  CGI-S at 10 weeks 
(Mixed Effects Model 
with ITT sample IG1: 
NR; IG2: NR; CG: NR) 
IG1: 3.1 
IG2: 3.1 
IG3: 3.1 
CG: NR 
Note: Mean CGI-S 
scores at the 10-week 
time point (MMRM) did 
not statistically differ 
among treatment groups 
(3.1 for all treatment 
groups). 
 
CGI-S at 36 weeks 
(Mixed Effects Model; 
CG patients transitioned 
to IG1 or IG2) 
IG1: 1.8 
IG2: 2.0 
IG3: 1.8 
CG: 1.9 (transitioned to 
duloxetine) 

        

ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; CBCL = child behavior checklist; CBT = cognitive behavioral therapy; CDI = Children’s 
Depression Inventory; CDRS-R = Children’s Depression Rating Scale-Revised; CES-D = Center for Epidemiologic Studies Depression Scale; CG = control group; C-GAS = 
Children’s Global Assessment Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; CI = confidence interval; CNCEQ = children’s negative cognitive error 
questionnaire; DD = depressive disorder; DDNOS = depressive disorder not otherwise specified; GLM = generalized linear modeling; HAM-D = Hamilton Depression Rating 
Scale; HoNOSCA = Health of Nation Outcome Scale – Children and Adolescents; IG = intervention group; ITT = intent to treat; K-SADS-P/L = Kiddie Schedule for Affective 
Disorders and Schizophrenia; KQ = Key Question; LOCF = last observation carried forward; MCS = mental component score of the Short Form 12 health survey; MDD = major 
depressive disorder; MFQ = Mood and Feelings Questionnaire; n/N = number; NA = not applicable; NNT = number needed to treat; NR = not reported; NS = not significant; OR = 
odds ratio; PQ-LES-Q = Parent-Child Interaction Therapy Emotion Development; QD = every day; QoL = quality of life; RADS = Reactive Airways Dysfunction Syndrome; RR 
= relative risk; RRM = random-effects regression model; SAS-SR = Social Adjustment Scale for Children-Self-Report; SD = standard deviation; SF-12 = short form-12 items 
health survey; SSRI = selective serotonin reuptake inhibitors; TADS = Treatment among Adolescents with Depression; TAU = treatment as usual; YFU = year followup. 
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Table E-35. KQ 5a: Benefits of SSRIs versus TCAs 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

HAM-D Change - Week 8 
OC: IG1=67; IG2=56; 
CG=66 
Least Squares Mean (95% 
CI), SEM 
IG1: -12.2 (-13.1 to -10.5), 
0.88 
IG2: -10.6 (-12.5 to -8.7), 
0.97 
CG:-10.5 (-12.3 to -8.8), 
0.88 
ANCOVA=0.26 
 
LOCF: IG1=90; IG2=94; 
CG=87 
Least Squares Mean (95% 
CI), SEM 
IG1: -10.7 (-12.3 to -9.1), 
0.81  
IG2: -9.0 (-10.5 to -7.4), 
0.81 
CG: -9.1 (-10.7 to -7.5), 0.83 
ANCOVA=0.20 
 
MI: IG1=90; IG2=94; CG=87 
Least Squares Mean (95% 
CI), SEM 
IG1: -12.5 (-14.2 to -10.9), 
0.83  
IG2: -11.1 (-12.9 to -9.4), 
0.89 
CG: -10.7 (-12.4 to -9.1), 
0.83 
ANCOVA=0.24 
 
 

NR CGI - Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean 
(95% CI), SEM 
IG1: 1.9 (1.6 to 2.2) 0.15 
IG2: 2.2 (1.8 to 2.5) 0.17 
CG: 2.4 (2.1 to 2.7) 0.16 
p=0.09 
 
LOCF (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: 2.4 (2.1 to 2.7) 0.16 
IG2: 2.7 (2.4 to 3.0) 0.15 
CG: 2.7 (2.4 to 3.0) 0.16 
p=0.16 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean 
(95% CI), SEM 
IG1: 1.9 (1.6 to 2.2) 0.14 
IG2: 2.2 (1.9 to 2.5) 0.15 
CG: 2.4 (2.1 to 2.6) 0.14 
p=0.24 
 
AFC - Week 8 
OC (IG1=58; IG2=52; 
CG=60) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.4 (8.8 to 19.9) 
2.83 
 

SPP - Week 8 
OC (IG1=60; IG2=55; 
CG=60) 
Least Squares Mean (95% 
CI), SEM 
IG1: 12.9 (8.3 to 17.5) 2.31 
IG2: 13.2 (8.4 to 18.1) 2.46 
CG: 12.7 (6.9 to 15.9) 2.30 
p=0.88 
 
LOCF (IG1=61; IG2=60; 
CG=63) 
Least Squares Mean (95% 
CI), SEM 
IG1: 13.2 (8.6 to 17.8) 2.33 
IG2: 13.1 (8.3 to 17.8) 2.41 
CG: 11.4 (6.9 to 15.9) 2.27 
p=0.88 
 
MI (IG1=61; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: 15.4 (10.7 to 20.0) 2.35 
IG2: 14 (8.9 to 19.2) 2.60 
CG: 14.7 (10.0 to 19.4) 2.39 
p=0.92 
 
SIP - Week 8 
OC (IG1=62; IG2=55; 
CG=62) 
Least Squares Mean (95% 
CI), SEM 
IG1: -11.2 (-14.3 to -8.1) 
1.57 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  HAM-D Response - Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
% (Criteria Met) 
IG1: 80.6% (54/13) 
IG2: 73.2% (41/15) 
CG: 65.2% (43/23) 
χ2=0.13 
 
LOCF (IG1=90; IG2=94; 
CG=87) 
n (%) 
IG1: 66.7% (60/30) 
IG2: 58.5% (55/39) 
CG: 55.2% (48/39) 
χ2=0.27 
 
MI (IG1=90; IG2=94; 
CG=87) 
n (%) 
IG1: 73.3% (66/24) 
IG2: 70.2% (66/28) 
CG: 70.1% (61/26) 
χ2=0.24 
 
K-SADS-L - Week 8 
OC (IG1=67; IG2=56; 
CG=66) 
Least Squares Mean (95% 
CI), SEM 
IG1: -12.1 (-13.8 to -10.3) 
0.91 
IG2: -10.7 (-12.7 to -8.7) 
0.82 
CG: -10.7 (-12.5 to -8.9) 
0.92 
p=0.46 
 
 

  IG2: 13.3 (7.3 to 19.4) 
3.04 
CG: 9.3 (3.8 to 14.8) 
2.81 
p=0.32 
 
LOCF (IG1=60; IG2=57; 
CG=62) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.7 (9.2 to 20.2) 
2.80 
IG2: 11.6 (5.8 to 17.3) 
2.92 
CG: 9.3 (8.1 to 17.2) 
2.76 
p=0.39 
 
MI (IG1=60; IG2=57; 
CG=62) 
Least Squares Mean 
(95% CI), SEM 
IG1: 14.0 (8.7 to 19.3) 
2.65 
IG2: 14.5 (9.4 to 19.6) 
2.60 
CG: 9.1 (4.2 to 14.1) 
2.52 
p=0.24 

IG2: -13.5 (-16.9 to -10.2) 
CG: -10.6 (-13.7 to -7.5) 
p=0.24 
 
LOCF (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: -11.4 (-14.4 to -8.3) 
1.55 
IG2: -13.0 (-16.2 to -9.8) 
1.62 
CG: -9.9 (-12.9 to -6.9) 1.51 
p=0.23 
 
MI (IG1=63; IG2=60; 
CG=65) 
Least Squares Mean (95% 
CI), SEM 
IG1: -11.5 (-14.2 to -8.7) 
1.39 
IG2: -13.9 (-16.8 to -10.9) 
1.50 
CG: -10.1 (-13.0 to -7.1) 
p=0.19 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

  LOCF (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean (95% 
CI), SEM 
IG1: -11.4 (-13.1 to -9.8) 
0.84 
IG2: -9.5 (-11.1 to -7.9) 0.82 
CG: -9.4 (-11.0 to -7.8) 0.83 
p=0.13 
 
MI (IG1=90; IG2=94; 
CG=87) 
Least Squares Mean (95% 
CI), SEM 
IG1: -12.3 (-13.9 to -10.6) 
0.84 
IG2: -11.5 (-13.3 to -9.7) 
0.91 
CG: -10.9 (-12.6 to -9.2) 
0.86 
p=0.45 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury 201651  

IG1: Paroxetine 
IG2: Imipramine 
CG: Placebo 

Completed Responders 
defined as HAM-D <8 (+ 
potential responders) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 15 (+3) 
IG2: 12 (+1) 
CG: 12 (+9) 

Response at some 
time point (defined as 
remission in Table 3) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 61 
IG2: 57 
CG: 47 

NR Acute phase relapse 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 6 
IG2: 5 
CG: 3 
 
Continuation phase relapse 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 19 
IG2: 10 
CG: 7 
 
Total Relapses 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 25 (41%) 
IG2: 15 (26%) 
CG: 10 (21%) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions 
and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Weihs, 201855 IG1: 
Desvenlafaxine 
(25, 35, or 50 
mg/d) 
IG2: Fluoxetine 
(20 mg/d) 
CG: Placebo  

Change in CDRS-R from 
baseline to week 8 (ITT):  
Adjusted mean change (SE) 
in total score  
IG1: -22.6 (1.17) 
IG2: -24.8 (1.17) 
CG: -23.1 (1.18) 
Adjusted mean difference as 
compared to placebo (95% 
CI) 
IG1: -0.47 (-3.23 to 2.30), 
p<0.05 
IG2: 1.71 (-1.06 to 4.48), 
p<0.01 
 
Change in CGI-S score from 
baseline to week 8 
(completers):  
Adjusted mean change (SE) 
in total score  
IG1 (n=99): -1.70 (0.11) 
IG2 (n=101): -1.88 (0.12) 
CG (n=99): -1.71 (0.12) 
 
Adjusted mean difference as 
compared to placebo (95% 
CI) 
IG1: -0.01 (-0.29 to 0.27), 
p=0.944 
IG2: 0.18 (-0.11 to 0.46), 
p=0.224 

CGI-I score: % very 
much improved, 
much improved, 
minimally improved, 
no change 
IG1: 23.2%, 45.5, 
21.2, 9.1, CMH test 
p=0.852 
IG2:30.7%, 47.5, 
16.8, 4.0, CMH test 
p=0.095 
CG: 27.3%, 35.4, 
32.3, 4.0 
 
CGI-I response at 
week 8 (ITT):  
IG1: 68.7%,  
IG2: 78.2% 
CG: 62.6% 
 
Adjusted OR (95% 
CI) vs. CG 
IG1: 0.751 (0.249 to 
0.871), p=0.343 
IG2: 0.465 (0.249 to 
0.871), p=0.017  

NR NR   

AFC = adult family child; ANCOVA = analysis of covariance; CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI = Clinical Global Impressions 
Scale; CI = confidence interval; HAM-D = Hamilton Depression Rating Scale; IG = intervention group; ITT = intent to treat; K-SADS-L = Kiddie Schedule for Affective 
Disorders and Schizophrenia-Lifetime; KQ = Key Question; LOCF = last observation carried forward; MI = multiple imputation; NR = not reported; OC = observed cases; SEM = 
structural equation modeling; SPP = Self Perception Profile.  
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Table E-36. KQ 5a: Benefits of pharmacotherapy dose comparisons  
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Atkinson, 
201859 

IG1: Low-dose 
Desvenlafaxine 
IG2: High-dose 
Desvenlafaxine 
CG: Placebo 

CDRS-R, Week 8 
Change from baseline, 
mean (SD) 
IG1: -23.7 (1.1) 
IG2: -24.4 (1.1) 
CG: -22.9 (1.1) 
 
Adjusted mean 
difference vs. placebo 
(95% CI) 
IG1: 0.85 (-2.23, 3.94) 
IG2: 1.52 (-1.56, 4.61) 
p=NS 
 
CGI-S, Week 8 
Adjusted mean change 
(SE) 
IG1: -1.51 (0.11) 
IG2: -1.65 (0.11) 
CG: -1.49 (0.11) 
 
Difference in adjusted 
means, placebo active 
(95% CI) 
IG1: 0.015 (-0.29 to 
0.32) 
p=0.923 
IG2: 0.161 (-0.14 to 
0.47) 
p=0.302 
 

CGI-I response, 
Week 8 
Responders, (%) 
IG1: 59/105 (56.2) 
IG2: 66/106 (62.3) 
CG: 57/102 (55.9) 
Adjusted OR (Wald 
95% CI) 
IG1: 0.97 (0.56, 1.69) 
p=0.925 
IG2: 0.76 (0.44, 1.33) 
p=0.342 
 
CGI-I, Week 8 
1: Very much 
improved (%) 
IG1: 20 (19.0) 
IG2: 27 (25.5) 
CG: 22 (21.6) 
 
2: Much improved 
(%) 
IG1: 39 (37.1) 
IG2: 39 (36.8) 
CG: 35 (34.3) 
 
3: Minimally improved 
(%) 
IG1: 26 (24.8) 
IG2: 23 (21.7) 
CG: 29 (28.4) 
 
4: No change (%) 
IG1: 19 (18.1) 
IG2: 16 (15.1) 
CG: 16 (15.7) 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 IG1: Vilazodone 15 
mg/d 
IG2: Vilazodone 30 
mg/d 
CG: Placebo 

CDRS-R  
Week 8 score, mean 
(SD) 
IG1: 33.8 (12.0) 
IG2: 32.5 (11.5) 
CG: 34.0 (12.9) 
 
Least squares change 
from baseline in total 
score, mean (SD): 
IG1: -22.9 (0.9) 
IG2: - 24.2 (0.9) 
CG: - 22.5 (0.9) 
 
LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.5 (-3.0 to 2.0) 
IG2: - 1.7 (-4.2 to 0.7) 
 
Adjusted p-value 
IG1: 0.7162 
IG2: 0.3267 
 
P-value 
IG1: 0.7162 
IG2: 0.1634 
 
CGI-S total score 
Week 8 score, mean 
(SD) 
IG1: 2.7 (1.2) 
IG2: 2.7 (1.1) 
CG: 2.9 (1.2) 
 
 

CDRS-R response 
Responders, n (%) 
IG1: 83 (56.1) 
IG2: 103 (63.2) 
CG: 80 (55.9) 
OR (95% CI) 
IG1: 1.0 (0.5 to 2.1) 
IG2: 1.6 (0.8 to 3.2) 
 
P-value 
IG1: 0.9907 
IG2: 0.2115 
 
CDRS-R remission 
Remitters, n (%) 
IG1: 62 (41.9) 
IG2: 72 (44.2) 
CG: 63 (44.1) 
OR (95% CI) 
IG1: 1.0 (0.5 to 2.0) 
IG2: 1.1 (0.5 to 2.2) 
 
P-value 
IG1: 0.9477 
IG2: 0.8232 
CGI-I response, 
score of 1 or 2 
 
Responders, n (%) 
IG1: 98 (56.3) 
IG2: 112 (62.2) 
CG: 92 (54.1) 
 
OR (95% CI) 
IG1: 1.1 (0.7 to 1.7) 
IG2: 1.4 (0.9 to 2.1) 
 
 

NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 
(continued) 

  LS change from 
baseline, mean (SD): 
IG1: -1.8 (0.1) 
IG2: - 1.9 (0.1) 
CG: - 1.6 (0.1) 
 
LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.2 (- 0.5 to 0.0) 
IG2: - 0.3 (-0.5 to 0.0) 
 
Adjusted p-value 
IG1: 0.7162 
IG2: 0.3267 
 
P-value 
IG1: 0.0852 
IG2: 0.0323 
 
CGI-I total score 
Week 8 score, mean 
(SD) 
IG1: 2.2 (1.2) 
IG2: 2.2 (1.0) 
CG: 2.4 (1.1) 
 
Least squares change 
from baseline in total 
score, mean (SD): 
IG1: 2.3 (0.1) 
IG2: 2.2 (0.1) 
CG: 2.4 (0.1) 
 
 

P-value 
IG1: 0.6811 
IG2: 0.1248 
 
CGI-I response, 
score of 1 
Responders, n (%) 
IG1: 52 (29.9) 
IG2: 52 (28.9) 
CG: 34 (20.0) 
 
OR (95% CI) 
IG1: 1.7 (1.0 to 2.8) 
IG2: 1.6 (1.0 to 2.7) 
 
P-value 
IG1: 0.0353 
IG2: 0.0547 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Durgam, 201840 
(continued) 

  LS mean difference 
(LSMD) vs. Placebo 
(95% CI) 
IG1: -0.1 (-0.4 to 0.1) 
IG2: -0.2 (-0.5 to 0.0) 
 
P-value 
IG1: 0.3072 
IG2: 0.0563 

        

Emslie 201446 IG1: duloxetine 60 
mg QD 
IG2: duloxetine 30 
mg QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

CDRS-R at 10 weeks 
(Mixed Effects Model; 
IG1: 105; IG2: 114; IG3: 
112; CG: 117) 
IG1: 35.0 
IG2: 34.4 
IG3: 36.4 
CG: 37.4 
 
Mean change at 10 
weeks 
IG1: -23.9 
IG2: -24.6 
IG3: -22.6 
CG: -21.6 
 
Mean change at LOCF 
IG1: -22.4 
IG2: -22.0 
IG3: -21.1 
CG: -19.4 
 
CDRS-R at 36 weeks 
(Mixed Effects Model; 
CG transitioned to 
duloxetine or fluoxetine) 
IG1: 24.3 
IG2: 25.1 
IG3: 25.0 
CG: 25.8 

Probability of 
treatment response 
at 10 weeks 
IG1: 69% 
IG2: 69% 
IG3:61% 
CG: 60% 
No significant 
differences 
 
Probability of 
remission at 10 
weeks 
IG1: 40% 
IG2: 46%  
IG3: 32% 
CG: 14% 
IG2 was statistically 
higher (p<0.05) than 
placebo 
Remission rates at 
the last two 
nonmissing acute 
treatment visits was 
significantly (p<0.05) 
greater for duloxetine 
60 mg (26%) than for 
placebo (14%). 
 
 

NR NR  NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie 201446 
(continued) 

  CGI-S at 10 weeks 
(Mixed Effects Model 
with ITT sample IG1: 
108; IG2: 116; CG: 122) 
IG1: 3.1 
IG2: 3.1 
IG3: 3.1 
CG: NR 
Note: Mean CGI-S 
scores at the 10-week 
time point (MMRM) did 
not statistically differ 
among treatment groups 
(3.1 for all treatment 
groups). 
 
CGI-S at 36 weeks 
(Mixed Effects Model; 
CG patients transitioned 
to IG1 or IG2) 
IG1: 1.8 
IG2: 2.0 
IG3: 1.8 
CG: 1.9 (transitioned to 
duloxetine) 

Probability of 
treatment remission 
at 36 weeks 
IG1: 81% 
IG2: NR 
IG3: 74% 
CG: NR (CG patients 
transitioned to 
duloxetine) 
No significant 
differences between 
groups 

      

CDRS-R = Children’s Depression Rating Scale-Revised; CG = control group; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CI = confidence interval; IG = 
intervention group; KQ = Key Question; LOCF = last observation carried forward; LS = life skills/tutoring condition; LSMD = least squares mean difference; NR = not reported; 
OR = odds ratio; SD = standard deviation; SE = standard error. 
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Table E-37. KQ 5a: Benefits of treatment-resistant depression interventions 
First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 200888 
Index article 
TORDIA 

IG1: Switch to a 
second, different 
SSRI (citalopram, or 
fluoxetine, 20-40 mg) 
IG2: Switch to a 
different SSRI plus 
CBT 
IG3: Switch to 
venlafaxine (150-225 
mg) 
IG4: Switch to 
venlafaxine plus CBT 

CDRS-R total score, 
Mean (SD) [95% CI] 
Week 6 
IG1+IG2: 42.3 (14.0) 
[40.1 to 44.6] 
IG3+IG4: 42.6 (13.2) 
[40.4 to 44.8] 
IG1+IG3: 41.6 (13.4) 
[39.5-43.7] 
IG2+IG4: 43.4 (13.9) 
[41.1 to 45.7] 
 
Week 12 
IG1+IG2: 37.9 (13.7) 
[35.7 to 40.1] 
IG3+IG4: 37.0 (13.1) 
[34.9 to 39.2] 
IG1+IG3: 38.1 (12.9) 
[36.0 to 40.1] 
IG2+IG4: 36.9 (13.9) 
[34.6 to 39.2] 
 
BDI total score, Mean 
(SD) [95% CI] 
Week 6 
IG1+IG2: 13.2 (11.4) 
[11.4 to 15.1] 
IG3+IG4: 13.2 (12.2) 
[11.3 to 15.3] 
IG1+IG3: 12.3 (10.8) 
[10.6 to 14.1] 
IG2+IG4: 14.2 (12.7) 
[12.1 to 16.2] 
 
 

Adequate clinical 
response (CGI-I 
score ≤2 and CDRS-
R decline ≥50%), N 
(%) 
ITT (N=334) 
IG1+IG2: 79 (47.0) 
IG3+IG4: 80 (48.2) 
IG1+IG3: 68 (40.5) 
IG2+IG4: 91 (54.8) 
ITT by medication: 
X2=.05; p=0.83 
ITT by CBT: 
X2=6.89; p=0.009 
 
Completers (N=231) 
IG1+IG2: 64 (54.7) 
IG3+IG4: 65 (57.0) 
IG1+IG3: 60 (49.6)  
IG2+IG4: 69 (62.7) 
 
Completers by 
medication: X2=.13; 
p=0.72 
Completers by CBT: 
X2=4.04; p=0.05 

CGAS total score, Mean 
(SD) [95% CI] 
Week 6 
IG1+IG2: 58.9 (11.5) [57.1 
to 60.8]  
IG3+IG4: 59.7 (9.7) [58.1 
to 61.3] 
IG1+IG3: 59.3 (10.7) [57.6 
to 61.0] 
IG2+IG4: 59.4 (10.7) [57.6 
to 61.1] 
 
Week 12 
IG1+IG2: 63.3 (11.9) [61.3 
to 65.2] 
IG3+IG4: 64.8 (11.1) [62.9 
to 66.6] 
IG1+IG3: 63.0 (11.2) [61.2 
to 64.8] 
IG2+IG4: 65.1 (11.8) [63.1 
to 67.0] 

NR No relationship 
between outcome 
and the use of 
anxiolytics, 
stimulants, adjunctive 
supportive therapy, or 
the presence of 
comorbid attention-
deficit/ hyperactivity 
disorder for those on 
venlafaxine vs. those 
on SSRIs. 
 
Anxiolytics 
N (RR) (95% CI) 
G1+IG2: 7 (28.6) 
(6-65) 
IG3+IG4: 5 (80.0) 
(37-98) 
 
No anxiolytics 
IG1+IG2: 159 (49.1) 
(41-57) 
IG3+IG4: 163 (46.0) 
(38-54) 
 
Stimulants 
IG1+IG2: 23 (52.2) 
(32-73) 
IG3+IG4: 20 (40.0) 
(19-62) 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 200888 
Index article 
TORDIA 
(continued) 

  Week 12 
IG1+IG2: 11.5 (10.9) [9.7 
to 13.3] 
IG3+IG4: 9.9 (10.5) [8.2 
to 11.6] 
IG1+IG3: 10.5 (9.8) [8.9 
to 12.1] 
IG2+IG4: 11.0 (11.5) [9.0 
to 12.9] 
 
CGI-S total score, Mean 
(SD) [95% CI] 
Week 6 
IG1+IG2: 3.5 (1.0) [3.3 to 
3.6] 
IG3+IG4: 3.4 (1.1) [3.3 to 
3.6] 
IG1+IG3: 3.4 (1.0) [3.3 to 
3.6] 
IG2+IG4: 3.5 (1.0) [3.3 to 
3.6] 
 
Week 12 
IG1+IG2: 2.9 (1.2) [2.7 to 
3.1] 
IG3+IG4: 2.8 (1.2) [2.6 to 
3.0] 
IG1+IG3: 3.0 (1.1) [2.8 to 
3.2] 
IG2+IG4: 2.7 (1.2) [2.5 to 
2.9] 

      No stimulants 
IG1+IG2: 143 (47.6) 
(39-56) 
IG3+IG4: 148 (48.0) 
(40-56) 
 
Supportive therapy 
IG1+IG2: 14 (64.3) 
(38-85) 
IG3+IG4: 13 (38.5) 
(16-65) 
 
No supportive 
therapy 
IG1+IG2: 152 (46.7) 
(39-55)  
IG3+IG4: 155 (47.7) 
(40-56) 
 
ADHD 
IG1+IG2: 26 (61.5) 
(42-78) 
IG3+IG4: 26 (42.3) 
(25-61) 
 
No ADHD 
IG1+IG2: 140 (45.7) 
(38-54)  
IG3+IG4: 139 (46.8) 
(39-55) 

Brent, 200888 
Index article 
Companion 
article: 
Asarnow, 
200989 
TORDIA 

See Brent, 200888 
Index article 
TORDIA 

NR NR NR NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Brent, 200888 
Index article 
Companion 
article: 
Brent, 200990 
TORDIA 

See Brent, 200888 
Index article 
TORDIA 

See Brent, 200888 Index 
article 
TORDIA 

See Brent, 200888 
Index article 
TORDIA 

See Brent, 200888 Index 
article 
TORDIA 

See Brent, 200888 Index 
article 
TORDIA 

See Brent, 200888 
Index article 
TORDIA 



 

E-280 

First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 

IG: Dose-titration of 
fluoxetine dose from 
20 mg/day to 40-60 
mg/day 
CG: Continued 
treatment with 
fluoxetine at fixed 
dose of 20 mg/day 

Depressive symptom 
severity, modified ITT 
CDRS-R total score, 
mean (SD) (IG=14; 
CG=15) 
19 weeks 
IG: 37.4 (13.2) 
CG: 41.2 (15.5) 
 
Change from baseline to 
19 weeks, mean (SD) 
IG: -9.4 (10.6) 
CG: -1.5 (13.7) 
Effect size: Cohen's 
d=0.65 
No significantly between-
group change, but trend 
in favor of IG arm: 
p=0.099 
 
CDRS-R: any 
improvement, n (%) 
(IG=14; CG=15) 
19 weeks 
IG: 13 (93) 
CG: 7 (50) 
Between-group 
difference NR 
 
CGI-S, mean (SD) 
(IG=14; CG=15) 
19 weeks 
IG: 3.4 (1.0) 
CG: 3.4 (1.1) 
 
 

Response, modified 
ITT 
CDRS-R, n (%) 
(IG=14; CG=15) 
19 weeks 
IG: 10 (71) 
CG: 5 (36) 
No between-group 
difference: p=0.128 
 
CGI-S improvements 
of 1-to-2 points, n 
(calculated %) 
(IG=14; CG=15) 
19 weeks 
IG: 6 (42.9) 
CG: 4 (26.7) 
Between-group 
difference NR 

NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name 

Treatment 
Interventions and 
Comparators 

Depressive Symptoms Remission/ 
Recovery  Functional Impairment Other Outcomes  

(Mortality, Relapse) 
Subgroup(s) 
Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

  Change from baseline to 
19 weeks, mean (SD) 
IG: -0.6 (1.1) 
CG: -0.2 (1.1) 
No between-group 
change: p=0.401 
 
CGI-I, mean (SD) 
(IG=14; CG=15) 
19 weeks 
IG: 2.79 (0.97) 
CG: 3.29 (1.49) 
No between-group 
change: p=0.303 

        

ADHD = attention-deficit/hyperactivity disorder; BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale-Revised; 
CG = control group; CGAS = Children’s Global Assessment Scale; CGI-S = Clinical Global Impression Scale-Severity Scale; IG = intervention group; KQ = Key Question; N = 
number; NA = not applicable; NR = not reported; RR = relative risk; SD = standard deviation; SSRI = selective serotonin reuptake inhibitors; TORDIA = Treatment of SSRI-
Resistant Depression in Adolescents trial. 
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Table F-1. KQ 1a: Harms of CBT versus pill placebo 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, ITT 
(n=439) 
6 weeks, adjusted mean (SD) 
IG1: 14.31 (12.58) 
IG2: 16.20 (12.42) 
IG3: 13.18 (11.34) 
CG: 16.85 (11.70) 
 
12 weeks, adjusted mean (SD) 
IG1: 11.79 (11.69) 
IG2: 14.44 (11.13) 
IG3: 11.40 (10.44) 
CG: 15.01 (11.05) 
 
None of the post-hoc supportive 
contrasts at 12 weeks comparing 
improvement following active 
treatments vs. placebo were 
statistically significant 
 
Across all 12 weeks: 
Time-by-treatment interaction 
based on SIQ-Jr random 
regression slope coefficients: 
p=0.01; 
Statistically comparing 
improvement : 
IG1>CG (p=0.02); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.05); 
IG2=IG3 (p=0.22); 
IG2=CG (p=0.36); 
IG3=CG (p=0.76) 
 
 

Early termination at 12 
weeks 
Patient-initiated 
withdrawal, N (calculated 
%) 
IG1: 7 (6.54) 
IG2: 5 (4.59) 
IG3: 16 (14.41) 
CG: 10 (8.93) 
Between-group 
difference: p=0.18 
 
Patient Removal due to 
out-of-protocol treatment 
in place of or in addition to 
study treatment, N 
(calculated %) 
IG1: 8 (7.48) 
IG2: 13 (11.93) 
IG3: 8 (7.21) 
CG: 13 (11.61) 
Between-group 
difference: p=0.50 

Serious AEs, N (%) 
IG1: 9 (8.41) 
IG2: 13 (11.93) 
IG3: 5 (4.50) 
CG: 6 (5.36) 
 
Serious AEs, OR (95% CI) 
vs. CG:  
IG1: 1.62 (0.56 to 4.72) 
IG2: 2.39 (0.87 to 6.54)  
IG3: 0.83 (0.25 to 2.81) 
CG: NA 
Between-groups p=0.15 
NOTE: ORs ≤2 reflect little 
or no increased risk 
 
Serious Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], 
(calculated %) 
IG1: 0 
IG2: 1 [1] (0.92) (worsening 
depression, also captured 
below) 
IG3: 0 
CG: 1 [1] (0.89) (mania, also 
captured below) 
 
Any Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], (%) 
IG1: 12 [16] (15) 
IG2: 20 [23] (21) 
IG3: 1 [1] (1) 
CG: 9 [11] (9.8) 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Hedge g effect sizes relative to 
placebo (CG) 
IG1: 0.28 
IG2: 0.05 
IG3: 0.33 
 
NOTE: Above means adjusted for 
both fixed (treatment and time) 
and random (participant and site) 
effects derived from linear random 
coefficient model 
 
 
Suicide-Related AEs, N (%) 
IG1: 6 (5.61) 
IG2: 9 (8.26) 
IG3: 5 (4.50) 
CG: 4 (3.57) 
Suicide-Related AEs, OR (95% 
CI) vs. CG:  
IG1: 1.60 (0.44 to 5.85) 
IG2: 2.43 (0.73 to 8.14) 
IG3: 1.27 (0.33 to 4.87) 
CG: NA 
 

  These events more frequent 
in fluoxetine arms (IG1 and 
IG2) than CBT (IG3) or 
placebo (CG), but p=NR 
 
Mania, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hypomania, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Elevated mood, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Hypersensitivity, ITT 
(n=439) 
N events (%) 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Suicide attempts, N (calculated 
%) 
IG1: 4 (3.74%) 
IG2: 2 (1.83%) 
IG3: 1 (0.90%) 
CG: 0 
N of events too small to allow 
statistical comparison of suicide 
events 

  Irritability, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Anger, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Worsening of depression, 
ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Crying, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Agitation, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Akathisia, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Nervousness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Restlessness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hyperactivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Panic attacks, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 1 (0.91) 
CG: 0 
 
 

  



 

F-7 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Anxiety, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Somnolence, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia, ITT (n=439) 
N events (%) 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Nightmares, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Night sweats, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Sedation, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Fatigue, ITT (n=439) 
N events (%) 
IG1: 2 (1.87) 
IG2: 1 (0.92) 
IG3: 0 
CG: 2 (1.79) 
 
Tremors, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Abnormal behavior 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Feeling abnormal 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
p=NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Nonpsychiatric AEs, ITT 
(n=439) 
Generally more frequent in 
fluoxetine-treated arms (IG1 
and IG2) than CBT (IG3) or 
placebo (CG) 
 
Headache, ITT (n=439) 
N patients (%) 
IG1: N (5.6) 
IG2: N (12) 
IG3: 0 
CG: N (9) 
This was the only AE 
occurring in ≥10% of 
patients in any single 
treatment group 
 
Sedation 
IG1: 0 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Upper abdominal pain 
IG1: 0 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.79) 
 
Diarrhea 
IG1: 2 (1.87) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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      Influenza 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Sinusitis 
IG1: 0 
IG2: 4 (3.67) 
IG3: 0 
CG: 2 (1.79) 
 
Vomiting 
IG1: 4 (3.74) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
 

NA Self-reported physical 
symptom severity (PSC), 
observed case analysis 
(n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms 
(IG1; IG2, and CG) with IG3 
found that IG3 patients 
reported significantly 
higher/worse PSC scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group 
differences between IG1; 
IG2, and CG arms (all 
p's=NS) 
 
 

NA 
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  12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 
 
Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point), 
observed case analysis (n=374) 
Calculated n (%) 
IG1: 2/93 (5.0) 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
 

  Factor-based PSC scores 
(sleep, upper respiratory, 
pain, cardiac, panic, 
elimination, nausea, and 
skin), observed case 
analysis (N=364) 
12 weeks 
All treatment arms showed 
improvement on each of the 
8 PSC factors. Pain was the 
only factor with a significant 
treatment-by-time 
interaction (p=NR), based 
on significantly more 
improvement compared with 
IG3 IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
Treatment-emergent 
physical AEs (spontaneous), 
ITT (n=439) 
12 weeks, N patients [N 
events], (calculated % 
patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group 
differences in arms 
receiving pills (IG1; IG2, and 
CG), but more events 
reported in IG2 than IG1 or 
CG (p=NR). 
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  Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 
 
Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
 

  Spontaneously reported 
physical AEs reported in 
≥2% of active treatment 
arms and at rates at least 
twice that of CG, ITT 
(n=429) 
12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
 
Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
 
Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
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  Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Headache: only 
spontaneously reported 
physical AE occurring in 
>5% of patients, ITT 
(N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group 
differences (p=NS) 
 
Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity 
of 0 [not at all] or 1 [just a 
little] to 2 [pretty much] or 3 
[very much] at 6 or 12 
weeks), observed case 
analysis (N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports 
of same event were counted 
only once) 
Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
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      Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
 
Sleep disturbance: 
Nightmares or very strange 
dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
 
Sleep disturbance: Restless 
or uncomfortable urge to 
move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
 
Upper respiratory: Head 
cold or sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
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      Upper respiratory: Sore 
throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
 
Upper respiratory: Dry 
mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing 
or wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
 
Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
 
Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
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      Pain: Muscle aches or 
cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
 
Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
 
Pain: Numbness or tingling 
in arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
 
Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
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      Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
 
Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
 
Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent 
urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
 
Elimination: Feeling bloated 
or gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
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      Elimination: Pain with 
urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0) 
IG3: 4 (4.6) 
CG: 3 (3.2) 
 
Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
 
Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
 
Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
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      Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e.; 
IG1 or IG2) did not lead to 
significantly higher rates of 
symptom worsening or 
emergence on any physical 
symptoms (p=NR).  
 
Furthermore, the double-
blind treatment arms (IG2 
and CG) did not differ 
significantly on symptom 
worsening or emergence on 
any physical symptoms 
(p=NR). 
 
Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 
[slightly worse, much worse, 
or very much worse] at 6 or 
12 weeks), ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
Between-group differences:  
IG1 and IG2 (FLX arms) had 
significantly lower rates of  
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      worsening than IG3 and CG 
(non-FLX arms) (p=0.01). 
Ns of individual arms too 
small to allow statistical 
comparison. 
 
Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences 
NR 
 
Treatment-emergent 
psychiatric AEs 
(spontaneously reported), 
ITT (N=429) 
12 weeks, n (%) (NOTE: 
Patients may be 
represented in more than 
one arm due to patient-
initiated crossover) 
 
Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
Between-group 
comparisons:  
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      IG1 and IG2 (FLX arms) 
experienced more 
psychiatric AEs than IG3 or 
CG (non-FLX arms). 
IG2 experienced more 
psychiatric AEs than CG, 
but Ns too small to detect 
statistical significance. 
 
Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening 
depression, crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Agitation spectrum 
(agitation, akathisia, 
nervousness, restlessness, 
hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
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      Anxiety (anxiety, panic 
attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior," "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
 
ADS Mania subscale 
severity scores (clinician-
reported), ITT (N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
 
Between-group 
comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
 
ADS Mania change from 
baseline of ≥3 points, 
modified ITT (n=424 with ≥2 
mania total scores) 
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      12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
 
Between-group differences 
NR 
Incidence of mania or 
hypomania: ADS Mania 
scale, ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 

  

ADS = Anxiety And Depression Scale; AE = adverse event; CBT = cognitive behavioral therapy; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CDRS-R 
= Children’s Depression Rating Scale-Revised; CG = control group; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CI = confidence interval; FLX = fluoxetine; 
IG = intervention group; ITT = intent to treat; KQ = Key Question; N = number; NA = not applicable; NR = not reported; NS = not significant; OR = odds ratio; PSC = physical 
symptom severity; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; TADS = Treatment among Adolescents with Depression. 
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Table F-2. KQ 1a: Harms of CBT+TAU versus TAU/UC 
First Author's 
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Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Clarke, 200211 IG: Group CBT 
(Adolescent Coping With 
Depression 
Course)+Usual care 
CG: Usual care 

K-SADS suicide items total score 
ITT (n=88; IG: 41 and CG: 47) 
8 weeks, mean (SD) 
IG: 0.6 (1.2) 
CG: 0.4 (1.1) 
 
12 months, mean (SD) 
IG: 0.1 (0.6) 
CG: 0.2 (0.6) 
 
24 months, mean (SD) 
IG: 0.3 (0.9) 
CG: 0.3 (1.0) 
 
Treatment-by-time (main effect): 
F=0.10, p=0.75 

Overall withdrawal 
ITT (n=88; IG: 41 and CG: 
47) 
No followup interviews 
completed: 2 
Missed 8-week interview: 
2 
Missed 12-month 
interview: 6 
Missed 24-month 
interview: 13 
Arm-specific attrition at all 
timepoints: NR 
 
Sensitivity analysis of all 
primary outcomes limited 
to patients completing all 
four assessments found 
same pattern of 
outcomes. 

NA No significant moderation of 
IG arm's K-SADS suicide 
symptom total score by 
intensity/degree of CBT 
participation (N of intervention 
sessions): F=0.46; p=0.50 
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Clarke 201694 IG: TAU+CBT 
CG: self-selected AU 

ITT (n=212; IG=106; CG=106) 
KSAD suicidal behavior (week 12) 
IG: 2 (2.3%) 
CG: 10 (1.9%) [ percent reported 
in table may be a typo, should be 
closer to 10%] 
KSAD suicidal behavior (week 
104) 
IG: 1 (1.1%) 
CG: 1 (1.1%) 

Non-Completers 
(Calculated)  
Week 6  
IG: 7 (7%) 
CG: 7 (7%) 
 
Week 12 
IG: 15 (14%) 
CG: 11 (10%) 
 
Week 26 
IG: 23 (22%) 
CG: 16 (15%) 
 
Week 52 
IG: 19 (18%) 
CG: 19 (18%) 
 
Week 78 
IG: 24 (23%) 
CG: 24 (23%) 
 
Week 104 
IG: 13 (12%) 
CG: 15 (14%) 

NR NA 

CBT = cognitive behavioral therapy; CG = control group; IG = intervention group; ITT = intent to treat; K-SADS = Kiddie Schedule for Affective Disorders and Schizophrenia; 
KQ = Key Question; NA = not applicable; NR = not reported. 
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Table F-3. KQ 1a: Harms of CBT versus active control 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Brent, 199712 
Index article 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

Suicidality >4 (%) 
6 weeks 
IG1: 5.7 
IG2: 3.4 
CG: 13.3 
p=0.31 
 
12-16 weeks 
IG1: 8.6 
IG2: 6.5 
CG: 15.2 
p=0.48 
 
Significant decreases in suicidality 
across all groups: 
McNemar X2=21.78 
df=1 
p<0.001 

Protocol deviations after 
randomization Never 
came 
IG1: 1 
IG2: 3 
CG: 0 
 
Censored 
IG1: 2 
IG2: 3 
CG: 5 
 
Open 
IG1: 1 
IG2: 3 
CG: 3 
 
Dropped out 
IG1: 3 
IG2: 2 
CG: 3 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Goodyer, 
201716 Index 
article 

IG1: CBT 
IG2: Short-term 
psychoanalytical therapy 
CG: Brief psychosocial 
intervention 

Adverse event scores; Mean 
(SD); Median (range) 
Baseline 
IG1 (n=154): 5.1 (1.0); 5 (2–6) 
IG2 (n=156): 5.0 (1.1); 5 (2–6) 
CG (n=155): 5.0 (1.1); 5 (1–6) 
 
6 weeks 
IG1 (n=104): 4.6 (1.3); 5 (2–6) 
IG2 (n=107): 4.4 (1.5); 5 (0–6) 
CG (n=99): 4.4 (1.5); 5 (0–6) 
 
12 weeks 
IG1 (n=106): 4.0 (1.5); 4 (0–6) 
IG2 (n=108): 4.2 (1.6); 4 (0–6) 
CG (n=112): 4.2 (1.6); 4 (0–6) 
 
36 weeks 
IG1 (n=104): 3.6 (1.6); 4 (0–6) 
IG2 (n=109): 3.6 (1.7); 4 (0–6) 
CG (n=105): 4.1 (1.6); 4 (0–6) 
 
52 weeks 
IG1 (n=111): 3.5 (1.9); 4 (0–6) 
IG2 (n=110): 3.2 (1.9); 3 (0–6) 
CG (n=105): 3.5 (1.8); 3.5 (0–6) 
 
86 weeks 
IG1 (n=123): 3.4 (1.9); 4 (0–6) 
IG2 (n=114): 3.2 (1.8); 3 (0–6) 
CG (n=116): 3.3 (1.8); 3.5 (0–6) 

NR Recent nonsuicidal self-
injury is defined as within 2 
weeks - so the timeframe for 
recent suicide attempt is 
likely similar 

  

Goodyer 201716 
Companion: 
O’Keeffe, 
201818 
O’Keeffe, 
201919 

IG1: CBT 
IG2: Short-term 
psychoanalytical therapy 
CG: Brief psychosocial 
intervention 

  IG1: 32%  
IG2: 43% 
CG: 36% 
No evidence of difference 
in chi-square test (χ2(4, 
N=453)=9.07, p=0.059) 

    

CBT = cognitive behavioral therapy; CG = control group; IG = intervention group; KQ = Key Question; NR = not reported; NST = Nondirective supportive therapy; SBFT = 
Systemic behavior family therapy; SD = standard deviation.  
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Table F-4. KQ 1a: Harms of relapse prevention CBT+continued antidepressant medication management versus continued medication 
management 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Kennard, 
201421 Index 
article; 

IG: Relapse prevention 
CBT plus continued 
antidepressant 
medication management  
CG: Continued 
antidepressant 
medication management 

Suicidal ideation not leading to 
hospitalization, ITT (N=144) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 0 
CG: 3 (4.3) 
NR if any between-group 
difference 
 
Suicidal ideation leading to 
hospitalization, ITT (N=144) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 5 (6.7) 
CG: 0 
NR if any between-group 
difference 
 
Suicidal attempt leading to 
hospitalization, ITT (N=144) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 0 
CG: 1 (1.4) 
NR if any between-group 
difference 
 
Suicidal behavior not leading to 
hospitalization, ITT (N=144) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 1 (1.3) 
CG: 0 
NR if any between-group 
difference 

Overall withdrawal, ITT 
(N=144) 
Across 12 to 30 weeks, 
calculated n (calculated 
%) 
IG: 13 (17.3) 
CG: 17 (24.6) 
No between-group 
difference: p=NS 
 
Withdrawal due to AEs, 
ITT (N=144) 
Across 12 to 30 weeks, n 
(calculated %) 
IG: 2 (2.7) 
CG: 3 (4.3) 
No between-group 
difference: p=NR 
 
Medication 
discontinuation, ITT 
(N=144) 
Across 12 to 30 weeks, 
calculated n (%) 
IG: 53 (70.7) 
CG: 42 (60.9) 
No between-group 
difference: p=NS 

Overall AEs, ITT (N=144) 
Across 12 to 30 weeks, n 
(%) 
IG: 2 (2.7) 
CG: 3 (4.3) 
No between-group 
difference (p=NS) 
 
Serious AEs, ITT (N=144) 
Across 12 to 30 weeks, n 
patients [n events] 
(calculated % patients) 
IG: 9 [11] (12.0) 
CG: 7 [7] (10.1) 
No between-group 
difference (p=NS) 

NA 



 

F-30 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Kennard, 
200820 

IG: Relapse prevention 
CBT plus continued 
antidepressant 
medication management  
CG: Continued 
antidepressant 
medication management 

Suicide attempts, ITT (N=46) 
Across 16 to 36 weeks, n 
(calculated %) 
IG: 1 (4.5) 
CG: 2 (8.3) 
Between-group difference: NR 

Overall withdrawal, ITT 
(N=46) 
Across 16 to 36 weeks, n 
(%) 
IG: 3 (13.6) 
CG: 3 (12.5) 
No between-group 
difference: p=0.60 
Withdrawal due to AEs, 
ITT (N=46) 
Across 16 to 36 weeks, n 
(calculated %) 
IG: 0 
CG: 1 (4.2) 

Serious AEs, ITT (N=46) 
Across 16 to 36 weeks, n 
(calculated %) 
IG: 2 (9.1) 
CG: 2 (8.3) 
Between-group difference 
NR 

NA 

AE = adverse event; CBT = cognitive behavioral therapy; CG = control group; IG = intervention group; ITT = intent to treat; KQ = Key Question; NA = not applicable; NR = not 
reported; NS = not significant. 
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Table F-5. KQ 1a: Harms of IPT versus active control (clinical monitoring) 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Mufson, 199923 IG: IPT-A 
CG: Clinical Monitoring 

Suicidality 
IG: 2/24 
CG: 4/24 

Early termination  
Patient-initiated 
withdrawal 
IG: 1/24 
CG: 3/24 
 
Patient Removal due to 
noncompliance  
IG: 0/24 
CG: 4/24 
 
School refusal 
IG: 0/24 
CG: 1/24 
 
Psychotic symptoms 
IG: 0/24 
CG: 1/24 

NR NR 

CG = control group; IG = intervention group; KQ = Key Question; NR = not reported. 
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Table F-6. KQ 1a: Harms of attachment-based family therapy versus wait-list control 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Diamond, 
200225 Index 
article 

IG: ABFT 
CG: Wait-list control 

SIQ score, Mean (SD) 
IG: 21.0 (16.6) 
CG: 28.3 (22.0) 
 
Lower levels of suicidal ideation in 
IG: 
F=3.15 
p=0.09 
ES=0.52 

NR NR NR 

ABFT = attachment-based family therapy; CG = control group; ES = effect size; IG = intervention group; KQ = Key Question; NR = not reported; SIQ = Suicidal Ideation 
Questionnaire; SD = standard deviation. 
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Table F-7. KQ 1a: Harms of family therapy versus active control  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Brent, 199712 
Index article 

IG1: Individual CBT 
IG2: SBFT 
CG: NST 

Suicidality >4 (%) 
6 weeks 
IG1: 5.7 
IG2: 3.4 
CG: 13.3 
p=0.31 
 
12-16 weeks 
IG1: 8.6 
IG2: 6.5 
CG: 15.2 
p=0.48 
 
Significant decreases in suicidality 
across all groups: 
McNemar X2=21.78 
df=1 
p<0.001 

Protocol deviations after 
randomization Never 
came 
IG1: 1 
IG2: 3 
CG: 0 
 
Censored 
IG1: 2 
IG2: 3 
CG: 5 
 
Open 
IG1: 1 
IG2: 3 
CG: 3 
 
Dropped out 
IG1: 3 
IG2: 2 
CG: 3 

NR NR 

CBT = cognitive behavioral therapy; CG = control group; IG = intervention group; KQ = Key Question; NR = not reported; NST = Nondirective supportive therapy; SBFT = 
Systemic behavior family therapy. 
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Table F-8. KQ 1a: Harms of PCIT versus active control 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Luby, 201232 IG: Parent Child 
Interaction Therapy 
CG: Psycho-education 

NR Dropouts after 
randomization 
IG:8 (2 before pre-
treatment assessment) 
CG:17 (9 before pre-
treatment assessment) 
 
High dropout rate for the 
CG appeared to be 
related to the perceived 
need for more intensive 
treatment, 40.7% of CG 
dropped out after group 
assignment and prior to 
any participation in 
sessions 

There were no significant 
adverse effects reported or 
observed from any study 
participants. No other detail. 

NR 

CG = control group; IG = intervention group; KQ = Key Question; NR = not reported.  
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Table F-9. KQ 1a: Harms of short-term psychoanalytic therapy versus active control 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Goodyer, 
201716 Index 
article 
Companion 
article: 
Goodyer, 
201717 

IG1: CBT 
IG2: Short-term 
psychoanalytical therapy 
CG: Brief psychosocial 
intervention 

Adverse event scores; Mean 
(SD); Median (range) 
Baseline 
IG1 (n=154): 5.1 (1.0); 5 (2–6) 
IG2 (n=156): 5.0 (1.1); 5 (2–6) 
CG (n=155): 5.0 (1.1); 5 (1–6) 
 
6 weeks 
IG1 (n=104): 4.6 (1.3); 5 (2–6) 
IG2 (n=107): 4.4 (1.5); 5 (0–6) 
CG (n=99): 4.4 (1.5); 5 (0–6) 
 
12 weeks 
IG1 (n=106): 4.0 (1.5); 4 (0–6) 
IG2 (n=108): 4.2 (1.6); 4 (0–6) 
CG (n=112): 4.2 (1.6); 4 (0–6) 
 
36 weeks 
IG1 (n=104): 3.6 (1.6); 4 (0–6) 
IG2 (n=109): 3.6 (1.7); 4 (0–6) 
CG (n=105): 4.1 (1.6); 4 (0–6) 
 
52 weeks 
IG1 (n=111): 3.5 (1.9); 4 (0–6) 
IG2 (n=110): 3.2 (1.9); 3 (0–6) 
CG (n=105): 3.5 (1.8); 3.5 (0–6) 
 
86 weeks 
IG1 (n=123): 3.4 (1.9); 4 (0–6) 
IG2 (n=114): 3.2 (1.8); 3 (0–6) 
CG (n=116): 3.3 (1.8); 3.5 (0–6) 

NR Recent nonsuicidal self-
injury is defined as within 2 
weeks, so the time frame for 
recent suicide attempt is 
likely similar 

CBT and short-term 
psychoanalytic psychotherapy 
vs. brief psychosocial 
intervention 

Goodyer 201716 
Companion: 
O’Keeffe, 
201818 
O’Keeffe, 
201919 

IG1: CBT 
IG2: Short-term 
psychoanalytical therapy 
CG: Brief psychosocial 
intervention 

  IG1: 32%  
IG2: 43% 
CG: 36% 
No evidence of difference 
in chi-square test (χ2(4, 
N=453)=9.07, p=0.059) 

    

CBT = cognitive behavioral therapy; CG = control group; IG = intervention group; KQ = Key Question.  
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Table F-10. KQ 2a: Harms of SSRIs versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson 201438 IG1: duloxetine 
IG2: fluoxetine 
CG: placebo 

No statistically significant 
differences between any 
treatment groups for any outcome 
on the C-SSRS during acute 
treatment. 
 
Any Occurrence of Suicidal 
Ideation at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 16 (14.2%) 
IG2: 16 (14.2%) 
CG: 15 (14.6%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 0 
IG2: 1 (0.9%) 
CG: 0  
 
Any Occurrence of Suicidal Acts 
at 10 weeks (IG1: 113; IG2: 113; 
CG: 103) 
IG1: 0  
IG2: 1 (0.9%) 
CG: 0 
 
Any Occurrence of Nonsuicidal 
Self-Injurious Behavior at 10 
weeks (IG1: 113; IG2: 113; CG: 
103) 
IG1: 4 (3.5%) 
IG2: 6 (5.3%) 
CG: 2 (1.9%) 
 
 

Discontinuation in Acute 
Phase (IG1: 117; IG2: 
117; CG: 103) 
IG1: 30 (25.6%) 
IG2: 26 (22.2%) 
CG: 16 (5.5%) 
 
Discontinuation in 
Extension Phase (IG1: 83; 
IG2: 92; CG: 86) 
IG1: 27 (32.5%) 
IG2: 27 (29.3%) 
CG: 17 (19.8%) 
 
Discontinuation due to AE 
in Acute Phase (IG1: 117; 
IG2: 117; CG: 103) 
IG1: 9 (7.7%) 
IG2: 1 (0.9%) 
CG: 3 (2.9%) 
Significantly more IG1 
than IG2, p=0.019 
 
Discontinuation due to AE 
in Extension Phase (IG1: 
83; IG2: 92; CG: 86) 
IG1: 2 (2.4%) 
IG2: 8 (8.7%) 
CG: 4 (4.7%) 

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 3 suicide 
related) 
IG1: 7 
IG2: 6 
CG: 1 (major depression) 
 
At least one TEAE at 10 
weeks 
IG1: 59.8% 
IG2: 62.4% 
CG: 66.0% 
No significant difference 
 
At least one TEAE at 36 
weeks 
IG1: 63.9% 
IG2: 62.0% 
CG: 72.1% (transitioned to 
either duloxetine or 
fluoxetine) 
No significant difference 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson 201438 
(continued) 

  Treatment-Emergent Suicidal 
Ideation at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 8 (7.1%) 
IG2: 9 (8.0%) 
CG: 7 (6.8%) 
 
Treatment-Emergent Suicidal 
Behaviors at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 0 
IG2: 1 (0.9) 
CG: 0  
 
Treatment-Emergent Nonsuicidal 
Self-Injurious Behavior at 10 
weeks (IG1: 113; IG2: 113; CG: 
103) 
IG1: 4 (3.5%) 
IG2: 6 (5.3%) 
CG: 1 (1.0%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Berard, 200639 IG: paroxetine 
CG: placebo 

Suicide-Related Events (IG: 181; 
CG: 95), n (%) 
IG: 8 (4.4%)  
CG: 2 (2.1%) 
OR (95% CI): 2.15 (0.45 to 10.33) 
p=0.502 
 
Suicide Attempts (IG: 181; CG: 
95), n (%) 
IG: 3 (1.7%)  
CG: 2 (2.1%) 
OR (95% CI): 0.78 (0.13 to 4.77) 
p=1.00 
 
 

Overall Withdrawal 
IG: 55 of 182 (30.2%) 
CG: 24 of 93 (25.8%) 
 
Withdrawal due to AE 
IG: 20 of 182 (11.0%) 
CG: 7 of 93 (7.5%): n 
calculated  
 
 
Withdrawal due to lack of 
efficacy 
IG: 9 of 182 (4.9%): n 
calculated 
CG: 6 of 93 (6.5%): n 
calculated 

Experienced an AE 
IG: 65.9% 
CG: 59.1% 
 
Decreased Appetite 
IG: 7.7%  
CG: NR 
 
Note: Adverse events 
leading to discontinuation of 
study medication in more 
than a single paroxetine 
patient and at a rate greater 
than that for placebo were 
headache (1.1% versus 
0%), nausea (3.3% versus 
1.1%), vomiting (1.1% 
versus 0%), agitation (1.6% 
versus 0%), anxiety (1.1% 
versus 0%), and 
somnolence (2.2% versus 
1.1%). Four (4) patients on 
paroxetine and 1 on placebo 
required a dose reduction 
owing to an AE. And this 
Twenty-two (22; 12.1%) 
patients in the paroxetine 
group and 6 (6.5%) patients 
in the placebo group 
experienced SAEs during 
the treatment phase. 

Higher incidence of AEs in 
paroxetine-treated patients 
(70.5%) compared with 
placebo (58.3%) in older 
adolescents.  
 
The incidence of AEs leading 
to withdrawal in older 
adolescents treated with 
paroxetine was also higher 
compared with placebo 
(11.5% vs. 5.6%, 
respectively), whereas in 
younger adolescents, the 
incidence rates were similar 
between treatment groups 
(9.9% paroxetine versus 8.8% 
placebo).  
 
The overall incidence of SAEs 
was higher in the paroxetine 
group compared with placebo; 
the magnitude of this 
difference was found to be 
greater in older adolescents 
(8.2% paroxetine vs. 2.8% 
placebo) than younger 
adolescents (8.3% paroxetine 
vs. 5.3% placebo).  
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Berard, 200639 
(continued) 

        8 of 181 (4.4%) paroxetine 
patients (younger adolescents, 
n=4; older adolescents, n=4) 
and 2 of 95 (2.1%) placebo 
patients (younger adolescents, 
n=2) who experienced a 
suicide-related AE (OR 2.15, 
95% CI 0.45, 10.33; p=0.502). 
Of the events that involved a 
suicide attempt, 3 of 181 
(1.7%) occurred in paroxetine 
patients (younger adolescents, 
n=1; older adolescents, n=2), 
whereas 2 of 95 (2.1%) were 
reported in placebo patients 
(OR 0.78, 95% CI 0.13, 4.77; 
p=1.000). 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Durgam, 201840 IG1: Vilazodone 15 mg/d 
IG2: Vilazodone 30 mg/d 
CG: Placebo 

Incidence of suicidal ideation 
based on C-SSRS (%) 
IG1: 36.0 
IG2: 31.1 
CG: 33.3 
 
Incidence of suicidal behavior 
based on C-SSRS (%) 
IG1: 1.1 
IG2: 1.1 
CG: 1.8 
 
Suicide attempt, patient reported 
on C-SSRS, N 
IG1: 1 
IG2: 1 
CG: 2 

Total premature 
discontinuation after 
randomization, N 
IG1: 26 
IG2: 19 
CG: 32 
 
Discontinuation prior to 
entering safety pop. 
Lost to followup, N 
IG1: 0 
IG2: 0 
CG: 1 
 
Withdrew consent, N 
IG1: 0 
IG2: 0 
CG: 1 
 
Protocol violation, N 
IG1: 0 
IG2: 0 
CG: 1 
 
Discontinuation prior to 
entering ITT pop. 
Withdrew consent, N 
IG1: 1 
IG2: 0 
CG: 1 
 
Discontinuation prior to 
completed treatment 
Adverse event 
IG1: 9 
IG2: 8 
CG: 4 
 
 

Any TAE, N (%) 
IG1: 122 (69.7) 
IG2: 135 (75.0) 
CG: 105 (61.4) 
 
Any SAE, N (%) 
IG1: 2 (1.1) 
IG2: 3 (1.7) 
CG: 1 (0.6) 
 
Discontinuation due to AEs, 
N (%) 
IG1: 9 (5.1) 
IG2: 8 (4.4) 
CG: 4 (2.3) 
 
Nausea, N (%) 
IG1: 51 (29.1)  
IG2: 49 (27.2) 
CG: 14 (8.2) 
 
Headache, N (%) 
IG1: 22 (12.6)  
IG2: 29 (16.1) 
CG: 27 (15.8) 
 
Upper abdominal pain, N 
(%) 
IG1: 7 (4.0) 
IG2: 28 (15.6) 
CG: 11 (6.4) 
 
Vomiting, N (%) 
IG1: 11 (6.3)  
IG2: 21 (11.7) 
CG: 6 (3.5) 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Durgam, 201840 
(continued) 

    Withdrew consent, N 
IG1: 6 
IG2: 8 
CG: 8 
 
Lost to followup, N 
IG1: 3 
IG2: 1 
CG: 6 
 
Protocol violation, N 
IG1: 4 
IG2: 2 
CG: 3 
 
Insufficient therapeutic 
response, N 
IG1: 3 
IG2: 0 
CG: 5 
 
Other, N 
IG1: 0 
IG2: 0 
CG: 2 

Diarrhea, N (%) 
IG1: 15 (8.6)  
IG2: 16 (8.9) 
CG: 8 (4.7) 
 
Dizziness, N (%) 
IG1: 8 (4.6)  
IG2: 13 (7.2) 
CG: 5 (2.9) 
 
Nasopharyngitis, N (%) 
IG1: 6 (3.4)  
IG2: 11 (6.1) 
CG: 6 (3.5) 
 
Abdominal discomfort, N 
(%) 
IG1: 7 (4.0)  
IG2: 8 (4.4) 
CG: 2 (1.2) 
 
Upper respiratory tract 
infection, N (%) 
IG1: 7 (4.0)  
IG2: 7 (3.9) 
CG: 4 (2.3) 
 
Insomnia, N (%) 
IG1: 5 (2.9)  
IG2: 7 (3.9) 
CG: 5 (2.9) 
 
Fatigue, N (%) 
IG1: 4 (2.3)  
IG2: 7 (3.9) 
CG: 7 (4.1) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Durgam, 201840 
(continued) 

      Decreased appetite, N (%) 
IG1: 7 (4.0)  
IG2: 6 (3.3) 
CG: 1 (0.6) 
 
Somnolence, N (%) 
IG1: 8 (4.6)  
IG2: 4 (2.2) 
CG: 1 (0.6) 

  

Emslie, 199741 IG: Fluoxetine (20 
mg/day) 
CG: Placebo 

NR Withdrawal due to lack of 
efficacy, N (IG=48; 
CG=48) 
IG: 7 
CG: 19 
 
Withdrawal due to AEs, N 
(IG=48; CG=48) 
IG: 4 
CG: 1 
 
Withdrawal due to 
protocol violation, N 
(IG=48; CG=48) 
IG: 3 
CG: 2 

NR NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 

IG: Fluoxetine (20 
mg/day) 
CG: Placebo 

Self-mutilatory behavior leading to 
hospitalization and study 
discontinuation, ITT (IG=109; 
CG=110) 
9 weeks, n (calculated %) 
IG: 0 
CG: 1 (0.9) 
Between-group difference NR 
 

Overall withdrawal, ITT 
(IG=109; CG=110) 
9 weeks, n (calculated %) 
IG: 19 (17.4) 
CG: 42 (38.2) 
Significantly smaller 
withdrawal rate in IG arm 
than CG arm: p=0.001 
 
Withdrawal due to AEs, 
ITT (IG=109; CG=110) 
9 weeks, n (%) 
IG: 5 (4.6) 
CG: 9 (8.2) 
No between-group 
difference: p=0.408 
 
Withdrawal due to lack of 
efficacy, ITT (IG=109; 
CG=110) 
9 weeks, n (%) 
IG: 5 (4.6) 
CG: 12 (10.9) 
No between-group 
difference: p=0.128 

Serious AEs, ITT (IG=109; 
CG=110) 
9 weeks, n (calculated %) 
IG: 1 (0.9) 
CG: 4 (3.6) 
Between-group difference 
NR 
 
Withdrawal due to AEs, ITT 
(IG=109; CG=110) 
9 weeks, n (%) 
IG: 5 (4.6) 
CG: 9 (8.2) 
No between-group 
difference: p=0.408 
 
"Nonsolicited" treatment-
emergent AEs, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group 
difference (p=NR) 
 
"Solicited" treatment-
emergent AEs, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group 
difference (p=NR) 
 
Trouble pronouncing words, 
ITT (IG=109; CG=110) 
9 weeks 
Significantly more events in 
the placebo arm (CG): 
p=0.015) 
 
 

"Nonsolicited" treatment-
emergent AEs, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group differences 
based on age, gender, or 
family history of depression 
(p=NR) 
 
"Solicited" treatment-emergent 
AEs, ITT (IG=109; CG=110) 
9 weeks 
No between-group differences 
based on age, gender, or 
family history of depression 
(p=NR) 
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Last Name;  
Year;  
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Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
(continued) 

      Headache, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group 
difference: p=0.273 
 
Trouble paying attention,  
ITT (IG=109; CG=110) 
9 weeks 
No between-group 
difference: p=0.088 
 
Dizziness, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group 
difference: p=0.092 
 
Manic reaction, ITT 
(IG=109; CG=110) 
9 weeks 
IG: 1 (0.9) 
CG: 0 (0) 
No between-group 
difference: p=NR 
 
Vital signs, ITT (IG=109; 
CG=110) 
9 weeks 
No between-group 
differences in changes from 
baseline in sitting HR, sitting 
systolic BP, sitting diastolic 
BP, or temperature) 
(p’s=NR) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200643 IG: Paroxetine 
CG: Placebo 

Treatment phase 
Suicidal behavior  
IG: 2/104 
CG: 0 
 
Suicidal ideation 
IG: 0 
CG:1/102 

Withdrawals 
IG: 31/101 
CG: 23/102 
 
Withdrawals due to AEs 
IG: 9/101 
CG: 2/102 
 
Withdrawals due to lack of 
efficacy 
IG: 8/101 
CG: 11/102 

Patients with >1 AE, N (%) 
IG: 71 (70.3) 
CG: 62 (60.8) 
 
Serious AEs 
IG: 6  
CG: 1 
 
AEs occurring at an 
incidence of >5% in IG and 
at least twice that in the 
placebo  
Increased Cough 
IG: 6 (5.9%) 
CG: 2 (2.9%) 
 
Dyspepsia 
IG: 6 (5.9%) 
CG: 2 (2.9%) 
 
Vomiting 
IG: 6 (5.9%) 
CG: 2 (2.0%) 
 
Dizziness 
IG: 5 (5.0%) 
CG: 1 (1.0%) 
 
Trauma  
IG: 13 (12.95%) 
CG: 8 (7.8%) 
 
Respiratory disorder 
IG: 11 (10.9%) 
CG: 11 (10.9%) 
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Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200643 
(continued) 

      Insomnia 
IG: 11 (10.9%) 
CG: 7 (6.9%) 
 
Somnolence 
IG: 10 (9.9%) 
CG: 7 (6.9%) 
 
Pharyngitis 
IG: 8 (7.9%) 
CG: 6 (5.9%) 
 
Fever 
IG: 7 (6.9%) 
CG: 4 (3.9%) 
 
Otitis media 
IG: 4 (4.0%) 
CG: 2 (2.0%) 
 
Sweating 
IG: 4 (4.0%) 
CG: 0 
 
Contact dermatitis 
IG: 3 (3.0%) 
CG: 0 
 
Dose Reduction due to AEs 
IG: 9/101 (8.9%) 
CG:5/102 (4.9%) 
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First Author's 
Last Name;  
Year;  
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Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200944 
Index article 

IG: escitalopram 
CG: placebo 

Suicidal tendency, N 
IG: 1 
CG: 1 
 
MCSSRS (worsening suicidal 
behavior) , N 
IG: 2 
CG: 3 
 
MCSSRS (increase in suicidal 
ideation), N 
IG: 12 
CG: 12 
 
SIQ-JR, Mean change (SD) 
IG: -4.6 (12.0) 
CG: -2.9 (10.2) 
 
Any suicidal behavior and/or 
ideation, N (%) 
IG: 13 (10.2%) 
CG: 12 (9.2%) 
Serious (>5%) 

Overall Attrition: 17% 
 
Discontinuation due to 
adverse events, N 
IG: 4 
CG: 1 
 
Most frequent, % 
Headache 
IG: 25.2 
CG: 25.5 
 
Menstrual cramps, % 
IG: 10.9 
CG: 15.2 
 
Insomnia, % 
IG: 10.3 
CG: 6.4 
 
Nausea, % 
IG: 10.3 
CG: 8.3 
 
Abdominal pain, % 
IG: 9.0 
CG: 7.0 
 
Influenza-like symptoms, 
% 
IG: 7.1 
CG: 3.2 
 
Rhinitis, % 
G1: 7.1 
G2: 8.9 
 
 

Hospitalizations, N 
IG: 4 
CG: 1 
 
Inflicted injury, N 
IG: 2 
CG: 0 
 
Irritability, N 
IG: 1 
CG: 0 
 
Aggravated depression, N 
IG: 0 
CG: 1 
 
Patients reporting adverse 
events, N (%) 
IG: 121 (78.1) 
CG: 118 (75.2) 
 
Serious adverse events, N 
IG: 4 
CG: 2 
 
Death from suicide or other 
causes, N 
IG: 0 
CG: 0 
 
Difference(s) between 
groups: 
d=0 
 
Weight Gain, lbs 
G1: 1.2 
G2: 1.2 
 
 

None 
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Withdrawal From 
Intervention/Drop Out 
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Emslie, 200944 
Index article 
(continued) 

    Vomiting, % 
G1: 6.5 
G2: 5.7 
 
Diarrhea, % 
G1: 5.2 
G2: 3.2 
 
Upper respiratory tract 
infection, % 
G1: 5.2 
G2: 7.6 
 
Most frequent (%) 
Appetite decrease 
G1: 2.6 
G2: 3.8 
 
Urinary tract infection 
G1: 2.6 
G2: 0.6 
 
Coughing 
G1: 1.3 
G2: 4.5 

Most frequent, % 
Inflicted injury 
G1: 9.0 
G2: 13.4 
 
Pharyngitis 
G1: 8.4 
G2: 9.6 
 
Fatigue 
G1: 7.7 
G2: 8.3 

  

Emslie, 200944 
Index article 
Companion 
article:  
Findling, 201345 

IG: Escitalopram (10-20 
mg) 
CG: Placebo 

Treatment-emergent AEs 
suggestive of self-harm in 
Extension Phase (16-24 weeks), 
N (%) (IG=83; CG=82) 
IG: 5 (6.0) 
CG: 3 (3.7) 
 
 

Discontinued due to AEs 
in Extension Phase (16-
24 weeks), N (%) (IG=83; 
CG=82) 
IG: 4 (4.8) 
CG: 0 (0) 
 
Discontinued for Suicidal 
Ideation in Extension 
Phase (16-24 weeks), N 
(%) (IG=83; CG=82) 
IG: 1 (superficial cutting 
on arm) 
CG: 0 

Treatment-emergent AEs in 
Extension Phase (16-24 
weeks), N (%) (IG=83; 
CG=82) 
IG: 7 (8.4) 
CG: 7 (8.5) 
 
Serious AEs in Extension 
Phase (16-24 weeks), N (%) 
(IG=83; CG=82) 
IG: 2 (2.4) 
CG: 2 (2.4) 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 IG1: duloxetine 60 mg 
QD 
IG2: duloxetine 30 mg 
QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

No statistically significant 
differences between any 
treatment groups for any outcome 
on the C-SSRS during acute 
treatment. 
 
Any Occurrence of Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 17 (16.2%) 
IG2: 11 (9.6%) 
IG3: 13 (11.6%) 
CG: 15 (12.8%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
Any Occurrence of Suicidal Acts 
at 10 weeks (IG1:105; IG2: 115; 
IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
Any Occurrence of Nonsuicidal 
self-injurious behavior at 10 
weeks (IG1:105; IG2: 115; IG3: 
112; CG: 116) 
IG1: 3 (2.9%)  
IG2: 6 (5.2%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
 
 

Discontinuation in Acute 
Phase (IG1:108; IG2: 116; 
IG3: 117 CG: 122) 
IG1: 33 (30.6%) 
IG2: 35 (30.2%) 
IG3: 33 (28.2%) 
CG: 37 (30.3%) 
 
Discontinuation in 
Extension Phase (IG1: 73; 
IG2: 81; IG3: 84; CG: 82) 
IG1: 30 (41.1%) 
IG2: 31 (38.3%) 
IG3: 35 (41.7%) 
CG: 38 (46.3%) 
 
Discontinuation due to AE 
in Acute Phase (IG1:108; 
IG2: 116; IG3: 117 CG: 
122) 
IG1: 12 (11.1%) 
IG2: 7 (6.0%) 
IG3: 6 (5.1%) 
CG: 4 (3.3%) 
 
Discontinuation due to AE 
in Extension Phase (IG1: 
73; IG2: 81; IG3: 84; CG: 
82) 
IG1: 4 (5.5%) 
IG2: 6 (7.4%) 
IG3: 3 (3.6%) 
CG: 7 (8.5%) 
  

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 9 suicide 
related) 
IG1+IG2: 14 
IG3: 6 
CG: 2 
 
At least one treatment-
emergent adverse event 
(TEAE) at 10 weeks 
IG1: 73.1% 
IG2: 57.8% 
IG3: 61.5% 
CG: 58.2% 
 
Significantly more IG1 
patients experiencing at 
least one TEAE compared 
with CG ( p=0.02) and IG2 ( 
p=0.02). 
 
At least one TEAE at 36 
weeks 
IG1: 68.5% 
IG2: 56.8% 
IG3: 53.6% 
CG: 67.1% (transitioned to 
duloxetine) 
Greater among IG1 and CG 
than IG2 and IG3 
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Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 
(continued) 

  Treatment-emergent Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 7 (6.7%)  
IG2: 6 (5.2%) 
IG3: 9 (8.0%) 
CG: 11 (9.4%) 
 
Treatment-emergent Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0 
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%)  
 
Treatment-emergent Nonsuicidal 
self-injurious behavior at 10 
weeks (IG1:104; IG2: 112; IG3: 
112; CG: 115) 
IG1: 3 (2.9%) 
IG2: 3 (2.7%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
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Last Name;  
Year;  
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Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Findling, 200947 
Index article 

IG: Fluoxetine  
CG: Placebo 

Discontinued due to Suicidal 
ideation 
IG: 1 
CG: 1 

Discontinued, N 
IG: 6 
CG: 3 
 
Non-Adherence, N 
IG:1 
CG:1 
 
Withdrew Consent, N 
IG:1 
CG:1 
 
Suicidal Ideation, N 
IG:1 
CG:1 
 
Lack of efficacy, N 
IG: 3 
CG:0 

Headache 
IG: 10 (56%) 
CG: 8 (50%) 
 
Nasal Congestion 
IG: 7 (39%) 
CG: 6 (38%) 
 
Drowsiness 
IG: 6 (33%) 
CG: 2 (13%) 
 
Nausea/Vomiting 
IG: 5 (28%) 
CG: 3 (19%) 
 
Stomach Pain 
IG: 2 (11%) 
CG: 5 (31%) 
 
Diarrhea 
IG: 2 (11%) 
CG: 2 (13%) 
 
Dry Mouth 
IG: 1 (6%) 
CG: 2 (13%) 
 
Syncope/Dizziness 
IG: 2 (11%) 
CG: 1 (6%) 
 
Insomnia 
IG: 1 (6%) 
CG: 2 (13%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index 
article 
Companion 
article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Suicidal or self injurious behaviors 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
IG1: 7, 5, 11 
IG2: 3, 3, 4 (3 definite, 1 possible) 
CG: 1, 1, 2 (1 definite, 1 possible) 

Withdrawal for adverse 
events among 86 patients  
(IG1: 93; IG2: 95; CG: 87) 
CSR 
IG1: 11 (11.8%) 
IG2: 30 (31.5%) 
CG: 6 (6.9%) 
 
RIAT 
IG1: 14 (15.0%) 
IG2: 31 (32.6%) 
CG: 6 (6.9%) 
 
Withdrawal for protocol 
violations 
CSR 
IG1: 3 (3.2%) 
IG2: 5 (5.3%) 
CG: 7 (8.0%) 
 
RIAT 
IG1: 1 (1.1%) 
IG2: 5 (5.3%) 
CG: 9 (10.3%) 
 
Total dropout rate 
CSR 
IG1: 26 (28%) 
IG2: 38 (40%) 
CG: 21 (24%) 
 
RIAT 
IG1: 27 (29%) 
IG2: 38 (40%) 
CG: 21 (24%)  

Adverse events found in 
CRFs 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 159 
IG2: 257 
CG: 77 
 
Adverse events appendix of 
original trial 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 136 
IG2: 240 
CG: 67 
 
% underestimate in relying 
only on adverse event 
appendix 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 14% 
IG2: 7% 
CG: 13% 
 
Adverse events in SKB 
CSR, Keller 2001, RIAT 
reanalysis 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
 
Cardiovascular 
IG1: 7, 5, 44 
IG2: 60, 42, 130 
CG: 12, 6, 32 
 
Gastrointestinal/digestive 
IG1: 80, 84, 112 
IG2: 108, 106, 147 
CG: 59, 61, 79 
 
 

NR 
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Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index 
article 
Companion 
article:  
Le Noury, 201549 
(continued) 

      Psychiatric 
IG1: NR, NR, 103 
IG2: NR, NR, 63 
CG: NR, NR, 24 
 
Respiratory 
IG1: 39, 33, 42 
IG2: 32, 27, 22 
CG: 43, 37, 39 
 
Neurological/ nervous 
system 
IG1: 106, 115, 101 
IG2: 117, 135, 114 
CG: 42, 65, 77 
 
Other 
IG1: 121, 28, 79 
IG2: 51, 30, 76 
CG: 30, 38, 79 
 
Body as whole 
IG1: 106, NR, NR 
IG2: 125, NR, NR 
CG: 121, NR, NR 
 
Total 
IG1: 338, 265, 481 
IG2: 493, 340, 552 
CG: 277, 207, 330 
 
Adverse events in original 
study and reorganized by 
RIAT analysis 
(IG1: 93; IG2: 95; CG: 87) 
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GlaxoSmithKline, 
199848 Index 
article 
Companion 
article:  
Le Noury, 201549 
(continued) 

      Cardiovascular 
IG1: 1 
IG2: 3  
CG: 0 
 
Gastrointestinal  
IG1: 25  
IG2: 20  
CG: 4 
 
Psychiatric  
IG1: 32  
IG2: 4  
CG: 6 
 
Respiratory  
IG1: 2  
IG2: 1  
CG: 4 
 
Neurological  
IG1: 7  
IG2: 14  
CG: 7 
 
Other 
IG1: 3 
IG2: 8 
CG: 5 
 
Total 
IG1: 70 
IG2: 50 
CG: 26 
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Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index 
article 
Companion 
article: 
Keller, 200150 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Emotional lability (e.g. suicidal 
ideation/gestures) 
IG1: 2 
IG2: 1 
CG: 1 

Premature Withdrawal for 
AE 
IG1: 9 (9.7%) 
IG2: 30 (31.6)% 
CG: 6 (6.9%) 

Serious Adverse Effects 
(resulted in hospitalization, 
associated with suicidal 
gestures, or described as 
serious by treating 
physician) 
IG1: 11 
IG2: 5 
CG: 2 
 
Adverse Effects in ≥5% of 
Subjects 
ITT (IG1=90; IG2=94; 
CG=87) 
n (%) 
 
Cardiovascular 
Tachycardia  
IG1: 2 (2%)  
IG2: 18 (19%)  
CG: 1 (1%) 
 
Postural Hypotension 
IG1: 1 (1%)  
IG2: 13 (14%)  
CG: 1 (1%) 
 
Vasodilatation  
IG1: 0 (0%)  
IG2: 6 (6%)  
CG: 2 (2%) 
 
Chest Pain 
IG1: 2 (25) 
IG2: 5 (5%) 
CG: 2 (2%) 
 
 

No 
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Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index 
article 
Companion 
article: 
Keller, 200150 
(continued) 

      Digestive System 
Dry Mouth 
IG1: 19 (20%)  
IG2: 43 (45%)  
CG: 12 (14%) 
 
Nausea 
IG1: 22 (23.7%)  
IG2: 23 (24.2%)  
CG: 17 (19.5%) 
 
Constipation 
IG1: 5 (5.4%)  
IG2: 9 (9.5%)  
CG: 4 (4.6%) 
 
Decreased Appetite 
IG1: 7 (7.5%)  
IG2: 2 (2.1%)  
CG: 4 (4.6%) 
 
Diarrhea  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 7 (8.0%) 
 
Dyspepsia  
IG1: 6 (6.5%)  
IG2: 9 (9.5%)  
CG: 4 (4.6%) 
 
Tooth Disorder  
IG1: 5 (5.4%)  
IG2: 2 (2.1%)  
CG: 2 (2.3%) 
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Withdrawal From 
Intervention/Drop Out 
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Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index 
article 
Companion 
article: 
Keller, 200150 
(continued) 

      Vomiting  
IG1: 3 (3.2%)  
IG2: 8 (8.4%)  
CG: 6 (6.9%) 
 
Abdominal Pain 
IG1: 10 (10.8) 
IG2: 7 (7.4) 
CG: 10 (11.5) 
 
Nervous System 
Dizziness  
IG1: 22 (23.7%)  
IG2: 45 (47.4%)  
CG: 16 (18.4%) 
 
Emotional Lability  
IG1: 6 (6.5%)  
IG2: 3 (3.2%)  
CG: 1 (1.1%) 
 
Hostility  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 0 (0.0%) 
 
Insomnia  
IG1: 14 (15.1%)  
IG2: 13 (13.7%)  
CG: 4 (4.6%) 
 
Nervousness  
IG1: 8 (8.6%)  
IG2: 6 (6.3%)  
CG: 5 (5.7%) 
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Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index 
article 
Companion 
article: 
Keller, 200150 
(continued) 

      Somnolence  
IG1: 16 (17.2%)  
IG2: 13 (13.7%)  
CG: 3 (3.4%) 
 
Tremor  
IG1: 10 (10.8%)  
IG2: 14 (14.7%)  
CG: 2 (2.3%) 
 
Headache 
IG1: 32 (34.4) 
IG2: 38 (40.0) 
CG: 34 (39.1) 
 
Respiratory system  
Cough Increased  
IG1: 5 (5.4%)  
IG2: 3 (3.2%)  
CG: 6 (6.9%) 
 
Pharyngitis  
IG1: 5 (5.4%)  
IG2: 12 (12.6%)  
CG: 8 (9.2%) 
 
Respiratory Disorder  
IG1: 10 (10.8%)  
IG2: 7 (7.4%)  
CG: 11 (12.6%) 
 
Rhinitis  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 5 (5.7%) 
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Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index 
article 
Companion 
article: 
Keller, 200150 
(continued) 

      Sinusitis  
IG1: 6 (6.5%)  
IG2: 2 (2.1%)  
CG: 7 (8.0%) 
 
Other  
Sweating  
IG1: 1 (1.1%)  
IG2: 6 (6.3%)  
CG:1 (1.1%) 
 
Abnormal Vision  
IG1: 1 (1.1%)  
IG2: 7 (7.4%)  
CG: 2 (2.3%) 
Asthenia  
IG1: 10 (10.8%)  
IG2: 7 (7.4%)  
CG: 10 (11.5%) 
 
Back Pain  
IG1: 4 (4.3%)  
IG2: 2 (2.1%)  
CG: 10 (11.5%) 
 
Infection  
IG1: 10 (10.8%)  
IG2: 5 (5.3%)  
CG: 9 (10.3%) 
 
Trauma  
IG1: 2 (2.2%)  
IG2: 3 (3.2%)  
CG: 6 (6.9%) 
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IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, ITT 
(n=439) 
6 weeks, adjusted mean (SD) 
IG1: 14.31 (12.58) 
IG2: 16.20 (12.42) 
IG3: 13.18 (11.34) 
CG: 16.85 (11.70) 
 
12 weeks, adjusted mean (SD) 
IG1: 11.79 (11.69) 
IG2: 14.44 (11.13) 
IG3: 11.40 (10.44) 
CG: 15.01 (11.05) 
 
None of the post-hoc supportive 
contrasts at 12 weeks comparing 
improvement following active 
treatments vs. placebo were 
statistically significant 
 
Across all 12 weeks: 
Time-by-treatment interaction 
based on SIQ-Jr random 
regression slope coefficients: 
p=0.01; 
Statistically comparing 
improvement:  
IG1>CG (p=0.02); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.05); 
IG2=IG3 (p=0.22); 
IG2=CG (p=0.36); 
IG3=CG (p=0.76) 
 
 

Early termination at 12 
weeks 
Patient-initiated 
withdrawal, N (calculated 
%) 
IG1: 7 (6.54) 
IG2: 5 (4.59) 
IG3: 16 (14.41) 
CG: 10 (8.93) 
Between-group 
difference: p=0.18 
 
Patient Removal due to 
out-of-protocol treatment 
in place of or in addition to 
study treatment, N 
(calculated %) 
IG1: 8 (7.48) 
IG2: 13 (11.93) 
IG3: 8 (7.21) 
CG: 13 (11.61) 
Between-group 
difference: p=0.50 

Serious AEs, N (%) 
IG1: 9 (8.41) 
IG2: 13 (11.93) 
IG3: 5 (4.50) 
CG: 6 (5.36) 
 
Serious AEs, OR (95% CI) 
vs. CG:  
IG1: 1.62 (0.56 to 4.72) 
IG2: 2.39 (0.87 to 6.54)  
IG3: 0.83 (0.25 to 2.81) 
CG: NA 
Between-groups p=0.15 
NOTE: ORs ≤2 reflect little 
or no increased risk 
 
Serious Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], 
(calculated %) 
IG1: 0 
IG2: 1 [1] (0.92) (worsening 
depression, also captured 
below) 
IG3: 0 
CG: 1 [1] (0.89) (mania, also 
captured below) 
 
Any Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], (%) 
IG1: 12 [16] (15) 
IG2: 20 [23] (21) 
IG3: 1 [1] (1) 
CG: 9 [11] (9.8) 
These events more frequent 
in fluoxetine arms (IG1 and 
IG2) than CBT (IG3) or 
placebo (CG), but p=NR 
 

NR 
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  Hedge g effect sizes relative to 
placebo (CG) 
IG1: 0.28 
IG2: 0.05 
IG3: 0.33 
 
NOTE: Above means adjusted for 
both fixed (treatment and time) 
and random (participant and site) 
effects derived from linear random 
coefficient model 
 
 
Suicide-Related AEs, N (%) 
IG1: 6 (5.61) 
IG2: 9 (8.26) 
IG3: 5 (4.50) 
CG: 4 (3.57) 
 
 

  Mania, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hypomania, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Elevated mood, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Hypersensitivity, ITT 
(n=439) 
N events (%) 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Irritability, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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  Suicide-Related AEs, OR (95% 
CI) vs. CG:  
IG1: 1.60 (0.44 to 5.85) 
IG2: 2.43 (0.73 to 8.14) 
IG3: 1.27 (0.33 to 4.87) 
CG: NA 
 
Suicide attempts, N (calculated 
%) 
IG1: 4 (3.74%) 
IG2: 2 (1.83%) 
IG3: 1 (0.90%) 
CG: 0 
N of events too small to allow 
statistical comparison of suicide 
events 

  Anger, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Worsening of depression, 
ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Crying, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Agitation, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Akathisia, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
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      Nervousness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Restlessness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hyperactivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Panic attacks, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 1 (0.91) 
CG: 0 
 
Anxiety, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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      Somnolence, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia, ITT (n=439) 
N events (%) 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Nightmares, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Night sweats, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Sedation, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
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      Fatigue, ITT (n=439) 
N events (%) 
IG1: 2 (1.87) 
IG2: 1 (0.92) 
IG3: 0 
CG: 2 (1.79) 
 
Tremors, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Abnormal behavior 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Feeling abnormal 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
p=NR 
 
Nonpsychiatric AEs, ITT 
(n=439) 
Generally more frequent in 
fluoxetine-treated arms (IG1 
and IG2) than CBT (IG3) or 
placebo (CG) 
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      Headache, ITT (n=439) 
N patients (%) 
IG1: N (5.6) 
IG2: N (12) 
IG3: 0 
CG: N (9) 
This was the only AE 
occurring in ≥10% of 
patients in any single 
treatment group 
 
Sedation 
IG1: 0 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Upper abdominal pain 
IG1: 0 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.79) 
 
Diarrhea 
IG1: 2 (1.87) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Influenza 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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      Insomnia 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Sinusitis 
IG1: 0 
IG2: 4 (3.67) 
IG3: 0 
CG: 2 (1.79) 
 
Vomiting 
IG1: 4 (3.74) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 
 
Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point),  

NA Self-reported PSC, 
observed case analysis 
(n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms 
(IG1; IG2, and CG) with IG3 
found that IG3 patients 
reported significantly 
higher/worse PSC scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group 
differences between IG1; 
IG2, and CG arms (all 
p's=NS) 
 
Factor-based PSC scores 
(sleep, upper respiratory, 
pain, cardiac, panic, 
elimination, nausea, and 
skin), observed case 
analysis (N=364) 
12 weeks 
All treatment arms showed 
improvement on each of the 
8 PSC factors. Pain was the 
only factor with a significant 
treatment-by-time  

NA 
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  observed case analysis (n=374) 
Calculated n (%) 
IG1: 2/93 (5.0) 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 
 
 

  interaction (p=NR), based 
on significantly more 
improvement compared with 
IG3 IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
Treatment-emergent 
physical AEs (spontaneous), 
ITT (n=439) 
12 weeks, N patients [N 
events], (calculated % 
patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group 
differences in arms 
receiving pills (IG1; IG2, and 
CG), but more events 
reported in IG2 than IG1 or 
CG (p=NR). 
 
Spontaneously reported 
physical AEs reported in 
≥2% of active treatment 
arms and at rates at least 
twice that of CG, ITT 
(n=429) 
12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
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  Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
 

  Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
 
Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
 
Headache: only 
spontaneously reported 
physical AE occurring in 
>5% of patients, ITT 
(N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group 
differences (p=NS) 
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  Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity 
of 0 [not at all] or 1 [just a 
little] to 2 [pretty much] or 3 
[very much] at 6 or 12 
weeks), observed case 
analysis (N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports 
of same event were counted 
only once) 
Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
 
Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
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      Sleep disturbance: 
Nightmares or very strange 
dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
 
Sleep disturbance: Restless 
or uncomfortable urge to 
move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
 
Upper respiratory: Head 
cold or sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
 
Upper respiratory: Sore 
throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
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      Upper respiratory: Dry 
mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing 
or wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
 
Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
 
Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
 
Pain: Muscle aches or 
cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
 
Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
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      Pain: Numbness or tingling 
in arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
 
Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
 
Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
 
Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
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      Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent 
urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
 
Elimination: Feeling bloated 
or gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
 
Elimination: Pain with 
urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0) 
IG3: 4 (4.6) 
CG: 3 (3.2) 
 
Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
 
Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
 
Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e.; 
IG1 or IG2) did not lead to 
significantly higher rates of 
symptom worsening or 
emergence on any physical 
symptoms (p=NR).  
 
Furthermore, the double-
blind treatment arms (IG2 
and CG) did not differ 
significantly on symptom 
worsening or emergence on 
any physical symptoms 
(p=NR). 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 
[slightly worse, much worse, 
or very much worse] at 6 or 
12 weeks), ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
Between-group differences :  
IG1 and IG2 (FLX arms) had 
significantly lower rates of 
worsening than IG3 and CG 
(non-FLX arms) (p=0.01). 
Ns of individual arms too 
small to allow statistical 
comparison. 
 
Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences 
NR 
 
Treatment-emergent 
psychiatric AEs 
(spontaneously reported), 
ITT (N=429) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      12 weeks, n (%) (NOTE: 
Patients may be 
represented in more than 
one arm due to patient-
initiated crossover) 
 
Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
Between-group 
comparisons:  
IG1 and IG2 (FLX arms) 
experienced more 
psychiatric AEs than IG3 or 
CG (non-FLX arms). 
IG2 experienced more 
psychiatric AEs than CG, 
but Ns too small to detect 
statistical significance. 
 
Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening 
depression, crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Agitation spectrum 
(agitation, akathisia, 
nervousness, restlessness, 
hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
 
Anxiety (anxiety, panic 
attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior", "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
 
ADS Mania subscale 
severity scores (clinician-
reported), ITT (N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Between-group 
comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
 
ADS Mania change from 
baseline of ≥3 points, 
modified ITT (n=424 with ≥2 
mania total scores) 
12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
 
Between-group differences 
NR 
Incidence of mania or 
hypomania: ADS Mania 
scale, ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Wagner, 200452 
Index article 
Companion 
article: 
Forest, 200153 

G1: Citalopram 
G2: Placebo 

NR Withdrawn due to 
Adverse Events, n(%) 
G1: 5 (5.6) 
G2: 5 (5.9) 
 
Withdrawn due to Lack of 
Efficacy, n(%) 
G1: 2 (2.2) 
G2: 1 (1.2) 
 
Withdrawn for other 
reasons, n(%) 
G1: 11 (12.4) 
G2: 12 (14.1) 

Subject with at least one 
TEAE 
G1: 75 (84.3) 
G2: 59 (69.4) 
 
Headache 
G1: 17 (19.1) 
G2: 17 (20.0) 
 
Rhinitis 
G1: 12 (13.5) 
G2: 5 (5.9) 
 
Nausea 
G1: 12 (13.5) 
G2: 3 (3.5) 
 
Abdominal Pain  
G1: 10 (11.2) 
G2: 6 (7.1) 
 
Menstrual Cramps (female 
only:  
N(G1)=47 
N(G2)=46) 
G1: 3 (6.4) 
G2: 4 (8.7) 
 
Pharyngitis  
G1: 6 (6.7) 
G2: 7 (8.2) 
 
Fever  
G1: 5 (5.6) 
G2: 5 (5.9) 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Wagner, 200452 
Index article 
Companion 
article: 
Forest, 200153 
(continued) 

      Upper Respiratory Tract 
Infection 
G1: 4 (4.5) 
 
Coughing 
G1: 4 (4.5) 
G2: 6 (7.1) 
 
Influenza-like symptoms 
G1: 6 (6.7) 
G2: 0 
 
Fever 
G1: 5 (5.6) 
G2: 5 (5.9) 
 
Vomiting 
G1: 5 (5.6) 
G2: 5 (5.9) 
 
Back Pain 
G1: 5 (5.6) 
G2: 3 (3.5) 
 
Fatigue 
G1: 5 (5.6) 
G2: 1 (1.2) 
 
Diarrhea 
G1: 5 (5.6) 
G2: 1 (1.2) 
 
Dizziness 
G1: 1 (1.1) 
G2: 4 (4.7) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Wagner, 200452 
Index article 
Companion 
article: 
Forest, 200153 
(continued) 

      Inflicted injury 
G1: 3 (3.4) 
G2: 4 (4.7) 
 
No fatal SAEs were 
reported. A non-fatal SAE 
was reported in the control 
group (G2) and one case of 
impulsive behavior was 
reported in the same group. 

  

Weihs, 201855 IG1: Desvenlafaxine (25, 
35, or 50 mg/d) 
IG2: Fluoxetine (20 
mg/d) 
CG: Placebo  

Treatment-emergent suicidal 
ideation or behavior at any post-
baseline assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
Treatment-emergent suicidal 
ideation at any post-baseline 
assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
 

Discontinued study 
treatment: n (%) 
IG1: 16 (13.9, calculated) 
IG2: 13 (11.5, calculated) 
CG: 13 (11.6, calculated) 
 
Discontinued due to AE: n 
(%) 
IG1: 2 (1.7, calculated) 
IG2: 1 (0.9, calculated) 
CG: 2 (1.8, calculated) 
 
Discontinued due to lack 
of efficacy: n (%) 
IG1: 1 (0.9, calculated) 
IG2: 0 (0.0, calculated) 
CG: 3 (2.7, calculated) 
 
Discontinued due to lost 
to followup: n (%) 
IG1: 6 (5.2, calculated) 
IG2: 5 (4.4, calculated) 
CG: 4 (3.6, calculated) 
 
 

Any treatment-emergent 
AEs: % 
IG1: 69/115 (60.0) 
IG2: 72/112 (64.3) 
CG: 79 /112 (70.5) 
 
Severe AEs (not defined) 
considered unrelated to 
study medication: % 
IG1: 3.5%  
IG2: 5.4%  
CG: 3.6%  
 
Severe AEs (not defined) 
considered related to study 
medication: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0%) 
CG: 2 (1.8, calculated) 
 
Serious AEs: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 2 (1.8, calculated) 
CG: 0 (0.0) 
 
Deaths: none 
 
 

NA 



 

F-84 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Weihs, 201855 
(continued) 

  New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
Treatment-emergent suicidal 
behavior at any post-baseline 
assessment: n (%) 
Overall 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
New-onset 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
Worsening 
IG1: 0 (0.0) 
IG2: 0 (0.0) 
CG: 0 (0.0) 

Discontinued due to 
protocol violation: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 
 
Discontinued due to no 
longer willing to 
participate: n (%) 
IG1: 2 (1.7, calculated)  
IG2: 7 (6.2, calculated) 
CG: 2 (1.8, calculated) 
 
Discontinued due to other: 
n (%) 
IG1: 2 (1.7, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 

    

ADS = anxiety and depression scale; AE = adverse event; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CG = control group; CRF = Corticotropin-
releasing factor; CSR = clinical study report; C-SSRS = Columbia-suicide severity rating scale; FLX = fluoxetine; IG = intervention group; ITT = intent to treat; KQ = Key 
Question; MCSSRS = Modified Columbia Suicide Severity Rating Scale; NR = not reported; NS = not significant; OR = odds ratio; PSC = physical symptom severity; RIAT = 
restoring invisible and abandoned trials; SAE = significant adverse event; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; SKB = 
SmithKline Beecham; TAE = treatment adverse event; TEAE = treatment-emergent adverse event.  
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Table F-11. KQ 2a: Harms of fluoxetine for relapse prevention versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 

IG: Continued treatment 
with fluoxetine at current 
dose (20-60 mg/day) 
CG: Switch to placebo 

Suicidal ideation, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (calculated %) 
IG: 0 
CG: 1 (5) 
Between-group difference NR 

Overall withdrawal, ITT 
(IG=20; CG=20) 
19 to 51 weeks, n 
(calculated %) 
IG: 10 (50) 
CG: 12 (60) 
Between-group difference 
NR 
 
Withdrawal due to AEs, 
ITT (IG=20; CG=20) 
19 to 51 weeks, n 
(calculated %) 
IG: 1 (5) 
CG: 0 (0) 
Between-group difference 
NR 
 
Withdrawal due to relapse 
(CDRS-R score of >40 
with a 2-week history of 
worsening symptoms or 
relapse in the opinion of 
the physician), ITT 
(IG=20; CG=20) 
19 to 51 weeks, n 
(calculated %) 
IG: 6 (30) 
CG: 0 (0) 
Between-group difference 
NR 

"Nonsolicited" treatment-
emergent AEs, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 14 (70.0) 
CG: 12 (60.0) 
No between-group 
difference (p=0.741) 
 
Patients reporting any AEs, 
ITT (IG=20; CG=20) 
19 to 51 weeks, n (%) 
IG: 14 (70) 
CG: 12 (60) 
No between-group 
difference: p=0.741 
 
Accidental injury, ITT 
(IG=20; CG=20) 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 1 (5) 
No between-group 
difference: p=0.605 
 
Bronchitis, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 0 
No between-group 
difference: p=0.231 
 
Flu syndrome, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 1 (5) 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      No between-group 
difference: p=0.605 
Infection, ITT (IG=20; 
CG=20) 
 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 0 
No between-group 
difference: p=0.231 
 
Rhinitis, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 2 (10) 
No between-group 
difference: p=1.00 
 
Vomiting, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 3 (15) 
CG: 2 (10) 
No between-group 
difference: p=1.00 
 
Abdominal pain, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 0 
No between-group 
difference: p=0.487 
 
Cough increased, ITT 
(IG=20; CG=20) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 0 
No between-group 
difference: p=0.487 
 
Ecchymosis, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 1 (5) 
No between-group 
difference: p=1.00 
 
Fever, ITT (IG=20; CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 1 (5) 
No between-group 
difference: p=1.00 
 
Pain, ITT (IG=20; CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 0 
No between-group 
difference: p=0.487 
 
Pharyngitis, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 0 
No between-group 
difference: p=0.487 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      Sinusitis, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 2 (10) 
CG: 1 (5) 
No between-group 
difference: p=1.00 
 
Headache, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 1 (5) 
CG: 3 (15) 
No between-group 
difference: p=0.605 
 
Depression, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
 
Diarrhea, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      Dizziness, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
 
Myalgia, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
 
Nervousness, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
 
Weight gain, ITT (IG=20; 
CG=20) 
19 to 51 weeks, n (%) 
IG: 0 
CG: 2 (10) 
No between-group 
difference: p=0.487 
 
"Solicited" treatment-
emergent AEs, ITT (IG=20; 
CG=20)  
19 to 51 weeks 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      No significant between-
group differences in n's of 
patients reporting any 
specific AEs (p=NS) 
 
Laboratory values: mean 
change from baseline, ITT 
(IG=20; CG=20) 
19 to 51 weeks 
No between-group 
differences in mean change 
of lab values or incidence of 
treatment-emergent 
abnormal lab values (p=NS) 
 
Systolic BP, mean change 
from baseline, ITT (IG=20; 
CG=20) 
19 to 51 weeks, mean in 
mm (unadjusted for baseline 
BP at week 19) 
IG: 3.6 
CG: 2.5 
Significantly greater 
decrease in IG arm than CG 
arm, but difference not 
considered clinically 
meaningful and possibly 
affected by significant 
baseline difference in 
systolic BP: p=0.048 
Systolic BP (adjusted for 
baseline BP at week 19) 
No between-group 
difference: p=NS 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      Abnormally high systolic BP, 
ITT (IG=20; CG=20) 
19 to 51 weeks, n (%) 
IG: 1 (6) 
CG: 4 (20) 
No between-group 
difference: p=0.344 
 
Change in height from 19 to 
51 weeks, ITT (IG=20; 
CG=20) 
Mean (SD) in cm 
(unadjusted for baseline 
height) 
IG: 1.1 (2.1) 
CG: 2.4 (2.4) 
No between-group 
difference: p=0.092 
Least-squares mean (SD) in 
cm (adjusted for baseline 
height) 
IG: 1.3 (NR) 
CG: 2.3 (NR) 
No between-group 
difference: p=0.107 
 
Change in height from 
baseline (0 weeks) to 51 
weeks, ITT (IG=20; CG=20) 
Mean (SD) in cm 
(unadjusted for baseline 
height) 
IG: 2.9 (NR) 
CG: 3.1 (NR) 
No between-group 
difference: p=NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Emslie, 200456 
(continued) 

      Least-squares mean (SD) in 
cm (adjusted for baseline 
height) 
IG: 3.5 (NR) 
CG: NR 
Between-group difference 
NR 
 
Change in weight from 19 to 
51 weeks, ITT (IG=20; 
CG=20) 
Mean (SD) in kg 
(unadjusted for baseline 
height) 
IG: 3.4 (4.2) 
CG: 3.3 (3.9) 
No between-group 
difference: p=0.986 
 
Change in QTc interval 
using Fridericia's correction 
from 19 to 51 weeks, ITT 
(IG=20; CG=20) 
Mean (unadjusted for 
baseline QTc) 
IG: -1.67 
CG: -4.90 
No between-group 
difference: p=0.564 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200857 
Index article 

IG1: Fluoxetine 
continuation 
CG: Placebo 

NR Continuation phase 
Adverse event 
IG1: 1 
CG: 0 
Withdrew consent 
(various reasons)  
IG1: 8 
CG: 6 
 
Lost to followup 
IG1: 1 
CG: 0 
 
Nonadherent 
IG1: 2 
CG: 1 

SAEs 
IG1: 1 suicide attempt (week 
16) 
CG: 2 hospitalizations 
(preexisting condition) 

NR 

AE = adverse event; BP = blood pressure; CG = control group; IG = intervention group; ITT = intent to treat; KQ = Key Question; NA = not applicable; NR = not reported; NS = 
not significant; QTc = QT interval prolongation extended corrected; SD = standard deviation. 
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Table F-12. KQ 2a: Harms of SNRIs versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 
201859 

IG1: Low-dose 
Desvenlafaxine 
IG2: High-dose 
Desvenlafaxine 
CG: Placebo 

SIB, n/N (%) 
Treatment-emergent  
IG1: 9/120 (7.5) 
IG2: 14/121 (11.6) 
CG: 16/119 (13.4) 
 
New onset, n/N (%) 
IG1: 9/113 (8.0) 
IG2: 13/108 (12.0) 
CG: 14/107 (13.1) 
 
Worsening, n/N (%) 
IG1: 0/113 (0) 
IG2: 1/13 (7.7) 
CG: 2/12 (16.7) 
SI, n/N (%) 
 
SB, n/N (%) 
Treatment-emergent  
IG1: 1/120 (0.8) 
IG2: 0/121 (0) 
CG: 1/119 (0.8) 
 
New onset 
IG1: 1/120 (0.8) 
IG2: 0/121 (0) 
CG: 1/119 (0.8) 
 
Suicide attempt, N 
IG1: 1 
IG2: 0 
CG: 1 
 
Worsening 
IG1: 0 
IG2: 0 
CG: 0 

Discontinued due to AE, 
N 
IG1: 8 
IG2: 3 
CG: 8 
 
Discontinued due to lack 
of efficacy, N 
IG1: 2 
IG2: 0 
CG: 2 
 
Lost to followup, N 
IG1: 3 
IG2: 1 
CG: 5 
 
Protocol violation, N 
IG1: 1 
IG2: 2 
CG: 3 
 
No longer willing to 
participate, N 
IG1: 4 
IG2: 9 
CG: 3 
 
Other, N 
IG1: 1 
IG2: 2 
CG: 2 

Overall TAEs with Incidence 
≥5% in any group, N (%) 
Any TAE 
IG1: 81 (66.4) 
IG2: 81 (66.9) 
CG: 73 (60.8) 
 
Abdominal pain, upper, n 
(%) 
IG1: 7 (5.7) 
IG2: 11 (9.1) 
CG: 9 (7.5) 
 
Accidental overdose, n (%) 
IG1: 0 
IG2: 3 (2.5) 
CG: 1 (0.8) 
 
Aggression, n (%) 
IG1: 2 (1.6) 
IG2: 0 
CG: 0 
 
Blood triglycerides 
increased, n (%) 
IG1: 2 (1.6) 
IG2: 0 
CG: 0 
 
Cough, n (%) 
IG1: 2 (1.6) 
IG2: 3 (2.5) 
CG: 5 (4.2) 
 
Decreased appetite, n (%) 
IG1: 6 (4.9) 
IG2: 6 (5.0) 
CG: 6 (5.0) 
 

 NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 
201859 
(continued) 

      Diarrhea, n (%) 
IG1: 3 (2.5) 
IG2: 3 (2.5) 
CG: 2 (1.7) 
 
Dizziness, n (%) 
IG1: 5 (4.1) 
IG2: 6 (5.0) 
CG: 3 (2.5) 
 
Dysmenorrhea, n (%) 
IG1: 1 (1.4) 
IG2: 4 (5.3) 
CG: 1 (1.7) 
 
Fatigue, n (%) 
IG1: 4 (3.3) 
IG2: 9 (7.4) 
CG: 2 (1.7) 
 
Feeling jittery, n (%) 
IG1: 1 (0.8) 
IG2: 4 (3.3) 
CG: 0 
 
Viral gastroenteritis, n (%) 
IG1: 2 (1.6)  
IG2: 3 (2.5) 
CG: 2 (1.7) 
 
Headache, n (%) 
IG1: 22 (18.0)  
IG2: 25 (20.7) 
CG: 15 (12.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 
201859 
(continued) 

      Insomnia, n (%) 
IG1: 7 (5.7)  
IG2: 4 (3.3) 
CG: 1 (0.8) 
 
Nausea, n (%) 
IG1: 12 (9.8)  
IG2: 14 (11.6) 
CG: 7 (5.8) 
 
Nasopharyngitis, n (%) 
IG1: 8 (6.6)  
IG2: 7 (5.8) 
CG: 2 (1.7) 
 
Psychomotor hyperactivity, 
n (%) 
IG1: 1 (0.8)  
IG2: 4 (3.3) 
CG: 0 
 
Pyrexia, n (%) 
IG1: 3 (2.5)  
IG2: 2 (1.7) 
CG: 0 
 
Skin abrasion, n (%) 
IG1: 0 
IG2: 2 (1.7) 
CG: 0 
 
Upper respiratory tract 
infection, n (%) 
IG1: 4 (3.3) 
IG2: 6 (J5) 
CG: 3 (2.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 
201859 
(continued) 

      Vomiting, n (%) 
IG1: 1 (0.8) 
IG2: 9 (7.4) 
CG: 4 (3.3)  

  

Emslie 201446 IG1: duloxetine 60 mg 
QD 
IG2: duloxetine 30 mg 
QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

No statistically significant 
differences between any 
treatment groups for any outcome 
on the C-SSRS during acute 
treatment. 
 
Any Occurrence of Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 17 (16.2%) 
IG2: 11 (9.6%) 
IG3: 13 (11.6%) 
CG: 15 (12.8%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
Any Occurrence of Suicidal Acts 
at 10 weeks (IG1:105; IG2: 115; 
IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
 

Discontinuation in Acute 
Phase (IG1:108; IG2: 116; 
IG3: 117 CG: 122) 
IG1: 33 (30.6%) 
IG2: 35 (30.2%) 
IG3: 33 (28.2%) 
CG: 37 (30.3%) 
 
Discontinuation in 
Extension Phase (IG1: 73; 
IG2: 81; IG3: 84; CG: 82) 
IG1: 30 (41.1%) 
IG2: 31 (38.3%) 
IG3: 35 (41.7%) 
CG: 38 (46.3%) 
 
Discontinuation due to AE 
in Acute Phase (IG1:108; 
IG2: 116; IG3: 117 CG: 
122) 
IG1: 12 (11.1%) 
IG2: 7 (6.0%) 
IG3: 6 (5.1%) 
CG: 4 (3.3%) 
 
Discontinuation due to AE 
in Extension Phase (IG1: 
73; IG2: 81; IG3: 84; CG: 
82) 
IG1: 4 (5.5%) 
IG2: 6 (7.4%) 
IG3: 3 (3.6%) 
CG: 7 (8.5%) 
  

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 9 suicide 
related) 
IG1+IG2: 14 
IG3: 6 
CG: 2 
 
At least one treatment-
emergent adverse event 
(TEAE) at 10 weeks 
IG1: 73.1% 
IG2: 57.8% 
IG3: 61.5% 
CG: 58.2% 
 
Significantly more IG1 
patients experiencing at 
least one TEAE compared 
with CG ( p=0.02) and IG2 ( 
p=0.02). 
 
At least one TEAE at 36 
weeks 
IG1: 68.5% 
IG2: 56.8% 
IG3: 53.6% 
CG: 67.1% (transitioned to 
duloxetine) 
Greater among IG1 and CG 
than IG2 and IG3 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 
(continued) 

 Any Occurrence of 
Nonsuicidal self-injurious 
behavior at 10 weeks 
(IG1:105; IG2: 115; IG3: 
112; CG: 116) 
IG1: 3 (2.9%)  
IG2: 6 (5.2%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
 
 

Treatment-emergent Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 7 (6.7%)  
IG2: 6 (5.2%) 
IG3: 9 (8.0%) 
CG: 11 (9.4%) 
 
Treatment-emergent Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0 
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%)  
 
Treatment-emergent Nonsuicidal 
self-injurious behavior at 10 
weeks (IG1:104; IG2: 112; IG3: 
112; CG: 115) 
IG1: 3 (2.9%) 
IG2: 3 (2.7%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Weihs, 201855 IG1: Desvenlafaxine (25, 
35, or 50 mg/d) 
IG2: Fluoxetine (20 
mg/d) 
CG: Placebo  

Treatment-emergent suicidal 
ideation or behavior at any post-
baseline assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
Treatment-emergent suicidal 
ideation at any post-baseline 
assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
 

Discontinued study 
treatment: n (%) 
IG1: 16 (13.9, calculated) 
IG2: 13 (11.5, calculated) 
CG: 13 (11.6, calculated) 
 
Discontinued due to AE: n 
(%) 
IG1: 2 (1.7, calculated) 
IG2: 1 (.9, calculated) 
CG: 2 (1.8, calculated) 
 
Discontinued due to lack 
of efficacy: n (%) 
IG1: 1 (0.9, calculated) 
IG2: 0 (0.0, calculated) 
CG: 3 (2.7, calculated) 
 
Discontinued due to lost 
to followup: n (%) 
IG1: 6 (5.2, calculated) 
IG2: 5 (4.4, calculated) 
CG: 4 (3.6, calculated) 
 
Discontinued due to 
protocol violation: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 
 
Discontinued due to no 
longer willing to 
participate: n (%) 
IG1: 2 (1.7, calculated)  
IG2: 7 (6.2, calculated) 
CG: 2 (1.8, calculated) 
 
 

Any treatment-emergent 
AEs: % 
IG1: 69/115 (60.0) 
IG2: 72/112 (64.3) 
CG: 79 /112 (70.5) 
 
 
Severe AEs [not defined] 
considered unrelated to 
study medication: % 
IG1: 3.5%  
IG2: 5.4%  
CG: 3.6%  
 
Severe AEs [not 
defined]considered related 
to study medication: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0%) 
CG: 2 (1.8, calculated) 
 
Serious AEs: N (%) 
IG1: 3 (2.6, calculated) 
IG2: 2 (1.8, calculated) 
CG: 0 (0.0) 
 
Deaths - none 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Weihs, 201855 
(continued) 

  Treatment-emergent suicidal 
behavior at any post-baseline 
assessment: n (%) 
Overall 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
New-onset 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
Worsening 
IG1: 0 (0.0) 
IG2: 0 (0.0) 
CG: 0 (0.0) 

Discontinued due to other: 
n (%) 
IG1: 2 (1.7, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 

    

AE = adverse event; CG = control group; IG = intervention group; KQ = Key Question; n/N = number; NA = not applicable; QD = every day; SIB = suicidal ideation and 
behavior; TAE = treatment adverse event; TEAE = treatment-emergent adverse event. 
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Table F-13. KQ 2a: Harms of TCAs versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Geller, 198961 IG: Nortriptyline 
CG: Placebo 

NA Overall withdrawal 
Randomized sample 
(n=60; original Ns of 
patients in IG and 
CG=NR) 
8 weeks, N 
Overall: 10 
IG: NR 
CG: NR 
Withdrawal due to suicidal 
behavior 
Randomized sample 
(n=60; original Ns of 
patients in IG and 
CG=NR) 
8 weeks, N 
Overall: 1 
IG: NR 
CG: NR 

Modified Asberg Side 
Effects Scale: % change 
from baseline 
Completers analysis (n=50; 
IG: 26 and CG: 24) 
 
8 weeks, mean (SD) 
IG: -57.00 (37.2) 
CG: -47.70 (47.7) 
 
Between-group difference: t-
test, Bonferroni correction: -
0.77; p=0.45 
 
Heart rate (beats/minute): % 
change from baseline 
 
Completers analysis (n=50; 
IG: 26 and CG: 24) 
8 weeks, mean (SD) 
IG: 20.40 (10.3) 
CG: -0.80 (6.8) 
 
Between-group difference: t-
test, Bonferroni correction: 
8.65; p=0.0001 
 
P-R interval (seconds): % 
change from baseline 
 
Completers analysis (n=50; 
IG: 26 and CG: 24) 
8 weeks, mean (SD) 
IG: 4.00 (7.7) 
CG: 0.80 (6.6) 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Geller, 198961 
(continued) 

      Between-group difference: t-
test, Bonferroni correction: 
1.57; p=0.12 
 
QRS interval (seconds): % 
change from baseline 
Completers analysis (n=50; 
IG: 26 and CG: 24) 
8 weeks, mean (SD) 
IG: 4.80 (10.5) 
CG: 0.00 (10.2) 
 
Between-group difference: t-
test, Bonferroni correction: 
1.63; p=0.11 
Blood pressure: 
NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Geller, 199262 IG: Nortriptyline 
CG: Placebo 

NR 72 entered, 12 responded 
during the placebo wash-
out phase; 50 completed 
double-blind, placebo-
controlled phase, and 10 
discontinued during the 
double-blind, placebo-
controlled phase, no 
break down by group 

Weight  
Mean Percentage of 
Change 
IG Week 1: 2.5 (2.9) 
CG Week 10: 4.7 (3.1) 
t=-2.59, p=0.013 
 
Comparisons of the 
Modified Asberg Side 
Effects Scales 
Percentages 
Weeks 1-2 
Tired 
IG: 23.1 
CG:12.5 
 
Sleep 
IG:19.2 
CG:12.5 
 
Headache 
IG:7.7 
CG:8.3 
 
Vertigo 
IG:3.9 
CG:0 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Geller, 199262 
(continued) 

      Weeks 6-9 
Tired 
IG: 23.1 
CG:29.2 
 
Sleep 
IG:23.1 
CG:29.2 
 
Headache 
IG:3.9 
CG:12.5 
 
Vertigo 
IG:3.9 
CG:0 
 
Perspiration 
IG:0 
CG:4.2 

  

GlaxoSmithKline, 
199848 
Index article 
 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

  Treatment-emergent 
adverse experiences, 
regardless of attribution, 
leading to withdrawal 
(IG1: 93; IG2: 95; CG: 87) 
Body as a whole  
IG1: 2 (2.2%)  
IG2: 7 (7.4%)  
CG: 1 (1.1%) 
 
Cardiovascular System  
IG1: 1 (1.1%)  
IG2: 13 (13.7%)  
CG: 2 (2.3%) 
 
 

Adverse experiences 
requiring corrective 
treatment 
(IG1: 93; IG2: 95; CG: 87) 
Headache  
IG1: 20 (21.5%)  
IG2: 20 (21.1%)  
CG: 23 (26.4%) 
 
Respiratory Disorder  
IG1: 8 (8.6%)  
IG2: 5 (5.3%)  
CG: 27 (8.0%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 
Index article 
(continued) 

    Urogenital System  
IG1: 0 (0.0%)  
IG2: 3 (3.2%)  
CG: 0 (0.0%) 
 
Digestive System  
IG1: 2 (2.2%)  
IG2: 8 (8.4%)  
CG: 1 (1.1%) 
 
Musculoskeletal System  
IG1: 1 (1.1%)  
IG2: 1 (1.1%)  
CG: 0 (0.0%) 
 
Nervous System  
IG1: 8 (8.6%)  
IG2: 7 (7.4%)  
CG: 2 (2.3%) 
 
Respiratory System  
IG1: 0 (0.0%)  
IG2: 2 (2.1%)  
CG: 0 (0.0%) 
 
Skin and Appendages  
IG1: 0 (0.0%)  
IG2: 4 (4.2%)  
CG: 1 (1.1%) 

Rhinitis  
IG1: 6 (6.5%)  
IG2: 3 (3.2%)  
CG: 23 (3.4%) 
 
Pharyngitis  
IG1: 4 (4.3%)  
IG2: 9 (9.5%)  
CG: 25 (5.7%) 
 
Infection  
IG1: 4 (4.3%)  
IG2: 2 (2.1%)  
CG: 27 (8.0%) I think this is 
a typo, should be 7 not 27 
 
Sinusitis  
IG1: 4 (4.3%)  
IG2: 1 (1.1%)  
CG: 26 (6.9%) I think a typo 
again, should be 6? 
 
Back Pain  
IG1: 4 (4.3%)  
IG2: 1 (1.1%)  
CG: 25 (5.7%)should be 5, 
not 25? 
 
Severe Adverse Events 
IG1: 18 
IG2: 11 
CG: 2 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Emotional lability (e.g. suicidal 
ideation/gestures) 
IG1: 2 
IG2: 1 
CG: 1 

Premature Withdrawal for 
AE 
IG1: 9 (9.7%) 
IG2: 30 (31.6)% 
CG: 6 (6.9%) 

Serious Adverse Effects 
(resulted in hospitalization, 
associated with suicidal 
gestures, or described as 
serious by treating 
physician) 
IG1: 11 
IG2: 5 
CG: 2 
 
Adverse Effects in ≥5% of 
Subjects 
ITT (IG1=90; IG2=94; 
CG=87) 
n (%) 
 
Cardiovascular 
Tachycardia  
IG1: 2 (2%)  
IG2: 18 (19%)  
CG: 1 (1%) 
 
Postural Hypotension 
IG1: 1 (1%)  
IG2: 13 (14%)  
CG: 1 (1%) 
 
Vasodilatation  
IG1: 0 (0%)  
IG2: 6 (6%)  
CG: 2 (2%) 
 
 

No 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

      Chest Pain 
IG1: 2 (25) 
IG2: 5 (5%) 
CG: 2 (2%) 
 
Digestive System 
Dry Mouth 
IG1: 19 (20%)  
IG2: 43 (45%)  
CG: 12 (14%) 
 
Nausea 
IG1: 22 (23.7%)  
IG2: 23 (24.2%)  
CG: 17 (19.5%) 
 
Constipation 
IG1: 5 (5.4%)  
IG2: 9 (9.5%)  
CG: 4 (4.6%) 
 
Decreased Appetite 
IG1: 7 (7.5%)  
IG2: 2 (2.1%)  
CG: 4 (4.6%) 
 
Diarrhea  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 7 (8.0%) 
 
Dyspepsia  
IG1: 6 (6.5%)  
IG2: 9 (9.5%)  
CG: 4 (4.6%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

      Tooth Disorder  
IG1: 5 (5.4%)  
IG2: 2 (2.1%)  
CG: 2 (2.3%) 
 
Vomiting  
IG1: 3 (3.2%)  
IG2: 8 (8.4%)  
CG: 6 (6.9%) 
 
Abdominal Pain 
IG1: 10 (10.8) 
IG2: 7 (7.4) 
CG: 10 (11.5) 
 
Nervous System 
Dizziness  
IG1: 22 (23.7%)  
IG2: 45 (47.4%)  
CG: 16 (18.4%) 
 
Emotional Lability  
IG1: 6 (6.5%)  
IG2: 3 (3.2%)  
CG: 1 (1.1%) 
 
Hostility  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 0 (0.0%) 
 
Insomnia  
IG1: 14 (15.1%)  
IG2: 13 (13.7%)  
CG: 4 (4.6%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

      Nervousness  
IG1: 8 (8.6%)  
IG2: 6 (6.3%)  
CG: 5 (5.7%) 
 
Somnolence  
IG1: 16 (17.2%)  
IG2: 13 (13.7%)  
CG: 3 (3.4%) 
 
Tremor  
IG1: 10 (10.8%)  
IG2: 14 (14.7%)  
CG: 2 (2.3%) 
 
Headache 
IG1: 32 (34.4) 
IG2: 38 (40.0) 
CG: 34 (39.1) 
 
Respiratory system  
Cough Increased  
IG1: 5 (5.4%)  
IG2: 3 (3.2%)  
CG: 6 (6.9%) 
 
Pharyngitis  
IG1: 5 (5.4%)  
IG2: 12 (12.6%)  
CG: 8 (9.2%) 
 
Respiratory Disorder  
IG1: 10 (10.8%)  
IG2: 7 (7.4%)  
CG: 11 (12.6%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article: 
Keller, 200150 
(continued) 

      Rhinitis  
IG1: 7 (7.5%)  
IG2: 3 (3.2%)  
CG: 5 (5.7%) 
 
Sinusitis  
IG1: 6 (6.5%)  
IG2: 2 (2.1%)  
CG: 7 (8.0%) 
 
Other  
Sweating  
IG1: 1 (1.1%)  
IG2: 6 (6.3%)  
CG:1 (1.1%) 
 
Abnormal Vision  
IG1: 1 (1.1%)  
IG2: 7 (7.4%)  
CG: 2 (2.3%) 
Asthenia  
IG1: 10 (10.8%)  
IG2: 7 (7.4%)  
CG: 10 (11.5%) 
 
Back Pain  
IG1: 4 (4.3%)  
IG2: 2 (2.1%)  
CG: 10 (11.5%) 
 
Infection  
IG1: 10 (10.8%)  
IG2: 5 (5.3%)  
CG: 9 (10.3%) 
 
Trauma  
IG1: 2 (2.2%)  
IG2: 3 (3.2%)  
CG: 6 (6.9%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Suicidal or self injurious behaviors 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
IG1: 5, 7, 11 
IG2: 3, 3, 4 (3 definite, 1 possible) 
CG: 1, 1, 2 (1 definite, 1 possible) 

Withdrawal for adverse 
events among 86 patients  
(IG1: 93; IG2: 95; CG: 87) 
N (%) 
CSR 
IG1: 11 (11.8%) 
IG2: 30 (31.5%) 
CG: 6 (6.9%) 
 
RIAT 
IG1: 14 (15.0%) 
IG2: 31 (32.6%) 
CG: 6 (6.9%) 
 
Withdrawal for protocol 
violations 
CSR 
IG1: 3 (3.2%) 
IG2: 5 (5.3%) 
CG: 7 (8.0%) 
 
RIAT 
IG1: 1 (1.1%) 
IG2: 5 (5.3%) 
CG: 9 (10.3%) 
 
Total dropout rate 
CSR 
IG1: 26 (28%) 
IG2: 38 (40%) 
CG: 21 (24%) 
 
RIAT 
IG1: 27 (29%) 
IG2: 38 (40%) 
CG: 21 (24%)  

Adverse events found in 
CRFs 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 159 
IG2: 257 
CG: 77 
 
Adverse events appendix of 
original trial 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 136 
IG2: 240 
CG: 67 
 
% underestimate in relying 
only on adverse event 
appendix 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 14% 
IG2: 7% 
CG: 13% 
 
Adverse events in SKB 
CSR, Keller 2001, RIAT 
reanalysis 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
 
Cardiovascular 
IG1: 7, 5, 44 
IG2: 60, 42, 130 
CG: 12, 6, 32 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

      Gastrointestinal/digestive 
IG1: 80, 84, 112 
IG2: 108, 106, 147 
CG: 59, 61, 79 
 
Psychiatric 
IG1: NR, NR, 103 
IG2: NR, NR, 63 
CG: NR, NR, 24 
 
Respiratory 
IG1: 39, 33, 42 
IG2: 32, 27, 22 
CG: 43, 37, 39 
 
Neurological/ nervous 
system 
IG1: 106, 115, 101 
IG2: 117, 135, 114 
CG: 42, 65, 77 
 
Other 
IG1: 121, 28, 79 
IG2: 51, 30, 76 
CG: 30, 38, 79 
 
Body as whole 
IG1: 106, NR, NR 
IG2: 125, NR, NR 
CG: 121, NR, NR 
 
Total 
IG1: 338, 265, 481 
IG2: 493, 340, 552 
CG: 277, 207, 330 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

      Adverse events in original 
study and reorganized by 
RIAT analysis 
(IG1: 93; IG2: 95; CG: 87) 
Cardiovascular 
IG1: 1 
IG2: 3  
CG: 0 
 
Gastrointestinal  
IG1: 25  
IG2: 20  
CG: 4 
 
Psychiatric  
IG1: 32  
IG2: 4  
CG: 6 
 
Respiratory  
IG1: 2  
IG2: 1  
CG: 4 
 
Neurological  
IG1: 7  
IG2: 14  
CG: 7 
 
Other 
IG1: 3 
IG2: 8 
CG: 5 
 
Total 
IG1: 70 
IG2: 50 
CG: 26 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury 201651  
 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

RIAT Suicidality and suicide-
related events 
(IG1: 23; IG2: 9; CG: 5) 
 
Total Suspected Suicide-Related 
AEs, N 
IG1: 23 
IG2: 11 
CG: 5 
 
Acute Phase, N 
IG1: 12 
IG2: 6 
CG: 2 
 
Continuation Phase, N 
IG1: 6 
IG2: 5 
CG: 3 (includes one case that 
could be classed as trauma) 
 
Taper Phase, N 
IG1: 5 
IG2: 0 
CG: 0 
 
Total Confirmed Suicidality and 
Suicide-Related Episodes, N 
IG1: 20 
IG2: 9 
CG: 5 
 
Acute Phase, N 
IG1: 9 
IG2: 4 
CG: 2 
 
 

Continuation Phase 
Dropouts (as reported in 
Table 1) 
SKB, N 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 34 
IG2: 27 
CG: 20 
 
RIAT, N 
IG1: 31a  
IG2: 27  
CG: 18 
 
Continuation Phase 
Dropouts (as reported in 
Table 3), N 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 12 
IG2: 14 
CG: 11 
 
Acute Phase Dropouts 
(as reported in Table 3), 
N 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 6 
IG2: 5 
CG: 3 
 

Acute Phase Lack of 
Efficacy, N  
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 29 
IG2: 36 
IG3: 38 
 
Continuation Phase Lack of 
Efficacy, N 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 3 
IG2: 2 
CG: 2 
 
Total AEs (Severe AEs) by 
phase and type  
 
Cardiac and vascular 
disorders 
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 14 (1) 
IG2: 91 (3) 
CG: 22 
 
Continuation Patients Only, 
N 
(IG1=49; IG2=39; CG=31) 
IG1: 26 
IG2: 22 
IG3=10 
 
 

 NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury 201651  
(continued) 

  Continuation Phase, N 
IG1: 6 
IG2: 5 
CG: 3 
 
Taper Phase, N 
IG1: 5 
IG2: 0 
CG: 0 

Reasons for Withdrawal 
among Continuation 
Phase Dropouts 
(IG1=31; IG2=27; CG=18) 
Adverse Events, N 
SKB, RIAT 
IG1: 2, 5 
IG2: 8, 9 
CG: 4, 4 
 
Lack of Efficacy N SKB, 
RIAT 
IG1: 7, 1 
IG2: 8, 9 
CG: 6, 2 
 
Relapse 
SKB, RIAT 
IG1: 0, 4 
IG2: 0, 3 
CG: 0, 4 
 
Protocol violation non-
compliance 
SKB, RIAT 
IG1: 11, 9 
IG2: 6, 6 
CG: 4, 3  
 
Protocol violation - by 
investigator 
SKB, RIAT 
IG1: 0, 1 
IG2: 0, 2 
CG: 2, 3 
 
 

Gastrointestinal disorders 
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 45 (5) 
IG2: 74 (9) 
CG: 45 (2) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 62 (16) 
IG2: 59 (7) 
CG: 32 (2) 
 
Psychiatric Disorders  
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 58 (18) 
IG2: 39 (4) 
CG: 20 (4) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 42 (6) 
IG2: 24 
IG3: 7 (1) 
 
Nervous system disorders 
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 31 (1) 
IG2: 73 (9) 
CG: 55 (3) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury 201651  
(continued) 

    Lost to followup 
SKB, RIAT 
IG1: 2,2 
IG2: 1,1 
CG: 2,3 
 
Other ("Feeling well") 
SKB, RIAT 
IG1: 1, 0 
IG2: 0,0 
CG: 0,0 
 

Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 63 (5) 
IG2: 34 (3) 
IG3: 22 (4) 
 
Respiratory and thoracic 
disorders 
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 18 (1) 
IG2: 15 (1) 
CG: 27 (2) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 21 (1) 
IG2: 7 
IG3: 13 (2) 
 
Respiratory and thoracic 
disorders 
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 18 (1) 
IG2: 15 (1) 
CG: 27 (2) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 21 (1) 
IG2: 7 
IG3: 13 (2) 
 
 

  



 

F-117 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
Companion article:  
Le Noury 201651  
(continued) 

      All other SOCs  
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 24 
IG2: 44 (4) 
CG: 51 (1) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 53 (3) 
IG2: 24 (1) 
IG3: 26 (4) 
 
Total AEs  
Acute Patients Only, N total 
(N severe) 
(IG1=44; IG2=56; CG=53) 
IG1: 190 (26) 
IG2: 336 (30) 
CG: 220 (12) 
 
Continuation Patients Only, 
N total (N severe) 
(IG1=49; IG2=39; CG=31) 
IG1: 267 (31) 
IG2: 184 (11) 
IG3: 110 (13) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Klein, 199863 IG: Desipramine 
CG: Placebo 

NR Withdrawals 
IG:5 (developed unrelated 
to DMI, rash, improved 
completely and 
terminated treatment, 
inadequate compliance-2) 
CG:4 (moved away, rash, 
Stomachaches, drug use) 
 
Withdrawals due to AE 
IG: 1 (rash) 
CG: 2 (rash and 
Stomachache) 

Any Side Effects 
IG: 52% 
CG: 18% 
p=0.02 

NR 

Kye, 199664 IG: AMI 
CG: Placebo 

Suicidality 
IG: 0 
CG: 1/13 

Noncompleters 
IG:12 
CG 10 
p=NS 
 
Noncompleters due to 
Noncompliance 
IG: 2 
CG: 0 
 
Suicidality 
IG: 0 
CG: 1 
 
Side effects 
IG: 1 
CG: 1 
 
First-degree heart block 
IG: 1 
CG: 0 
 
 
 
 

Side Effects Scale 
IG associated with poor 
appetite, p <0.04 
IG associated with blurry 
vision, p <0.01 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Kye, 199664 
(continued) 

    Hypomania 
IG: 2 
CG: 1 

    

AE = adverse event; AMI = amitriptyline; CG = control group; CRF = corticotropin-releasing factor; CSR = clinical study report; FET = Functional Ensemble of Temperament; IG 
= intervention group; KQ = Key Question; n/N = number; NA = not applicable; NR = not reported; QRS = QRS complex of graphical deflections seen on a electrocardiogram; 
RIAT = restoring invisible and abandoned trials; SKB = SmithKline Beecham; SOC = system organ class.  
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Table F-14. KQ 2a: Harms of MAOIs versus placebo 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

DelBello, 201465 IG: STS 
CG: Placebo 

Suicidal ideation 
IG: 4/152 
CG: 4/156 

Withdrawals 
IG: 51/152 
CG:42/156 
 
Withdrawals due to AEs 
IG: 10/152 
CG: 5/156 
 
Withdrawals due to 
suicidal ideation 
IG: 1 
CG: 1 
 
Withdrawals due to 
medication-induced 
agitation, agitation, and 
uncontrolled screaming  
IG: 3 
CG: 0 

Any AE 
IG:95 (62.5%) 
CG: 90 (57.7%) 
 
Serious AEs:  
14 events (10 patients 
[3.2%] discontinued from the 
study) 
 
Most common AEs 
Patch Application reactions: 
71 (23.1%) 
Headache: 52 (16.9%) 
Nausea: 23 (7.5%) 
 
More frequently in STS-
treated subjects (generally 
reported as mild to 
moderate in intensity) 
Decreased appetite 
IG: 3.3% 
CG: 1.3% 
 
Agitation 
IG: 2.6% 
CG: 1.9% 
 
Anxiety 
IG: 2.6% 
CG: 1.3% 
 
Insomnia 
IG: 5.9% 
CG: 2.6% 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

DelBello, 201465 
(continued) 

      Somnolence 
IG: 4.6% 
CG: 2.6% 
 
Upper respiratory tract 
infection 
IG: 7.2% 
CG: 2.6% 
 
Vomiting 
IG: 4.6% 
CG: 2.6% 
 
Other AEs 
GI disorders 
IG: 31 (20.4) 
CG: 31 (19.9) 
 
Abdominal pain 
IG: 3 (2.0) 
CG: 4 (2.6) 
 
Abdominal pain upper 
IG: 4 (2.6) 
CG: 7 (4.5) 
 
Diarrhea 
IG: 5 (3.3) 
CG: 7 (4.5) 
 
Nausea 
IG: 11 (7.2) 
CG: 12 (7.7) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

DelBello, 201465 
(continued) 

      General disorders and 
administration site 
conditions 
IG: 42 (27.6) 
CG: 42 (26.9) 
 
Application site reaction 
IG: 37 (24.3) 
CG: 34 (21.8) 
 
Fatigue 
IG: 4 (2.6) 
CG: 4 (2.6) 
 
Infections and infestations 
IG: 18 (11.8) 
CG: 18 (11.5) 
 
Nasopharyngitis 
IG: 6 (3.9) 
CG: 7 (4.5) 
 
Metabolism and nutrition 
disorders 
IG: 6 (3.9) 
CG: 4 (2.6) 
 
Musculoskeletal and 
connective tissue disorders 
IG: 13 (8.6) 
CG: 9 (5.8) 
 
Back pain 
IG: 4 (2.6) 
CG: 4 (2.6) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

DelBello, 201465 
(continued) 

      Nervous system disorders 
IG: 41 (27.0) 
CG: 38 (24.4) 
 
Dizziness 
IG: 8 (5.3) 
CG: 7 (4.5) 
 
Headache 
IG: 26 (17.1) 
CG: 26 (16.7) 
 
Psychiatric disorders 
IG: 24 (15.8) 
CG: 17 (10.9) 
 
Irritability 
IG: 2 (1.3) 
CG: 4 (2.6) 
 
Respiratory, thoracic & 
mediastinal disorders 
IG: 25 (16.4) 
CG: 12 (7.7) 
 
Pharyngolaryngeal pain 
IG: 4 (2.6) 
CG: 3 (1.9) 

  

AE = adverse event; CG = control group; IG = intervention group; KQ = Key Question; NR = not reported; STS = Selegiline Transdermal system. 
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Table F-15. KQ 2a: Harms of venlafaxine plus active control versus placebo plus active control 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Mandoki 199766 IG: venlafaxine and 
therapy 
CG: placebo and therapy 

NR Failed to come to clinic by 
second week for unknown 
reasons 
IG: 3 
CG: 3 
 
Manic episode resulting in 
hospitalization  
IG: 1 
CG: 0 

Nausea (2nd week) 
All patients at 2nd week 
IG: 43.75% 
CG: 6.75% 
p=0.37 

 NR 

CG = control group; IG = intervention group; KQ = Key Question; NR = not reported. 
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Table F-16. KQ 3a: Harms of fluoxetine plus CBT versus placebo  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 
 
 

NA Self-reported PSC, observed 
case analysis (n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms (IG1; 
IG2, and CG) with IG3 found 
that IG3 patients reported 
significantly higher/worse PSC 
scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group differences 
between IG1; IG2, and CG 
arms (all p's=NS) 
 
Factor-based PSC scores 
(sleep, upper respiratory, pain, 
cardiac, panic, elimination, 
nausea, and skin), observed 
case analysis (N=364) 
12 weeks 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point), 
observed case analysis (n=374) 
Calculated n (%) 
IG1: 2/93 (5.0) 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 

  All treatment arms showed 
improvement on each of the 8 
PSC factors. Pain was the 
only factor with a significant 
treatment-by-time interaction 
(p=NR), based on significantly 
more improvement compared 
with IG3  
IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
Treatment-emergent physical 
AEs (spontaneous), ITT 
(n=439) 
12 weeks, N patients [N 
events], (calculated % 
patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group differences 
in arms receiving pills (IG1; 
IG2, and CG), but more events 
reported in IG2 than IG1 or 
CG (p=NR). 
 
Spontaneously reported 
physical AEs reported in ≥2% 
of active treatment arms and 
at rates at least twice that of 
CG, ITT (n=429) 
12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
 

  Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
 
Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
 
Headache: only spontaneously 
reported physical AE occurring 
in >5% of patients, ITT 
(N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group differences 
(p=NS) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity of 
0 [not at all] or 1 [just a little] to 
2 [pretty much] or 3 [very 
much] at 6 or 12 weeks), 
observed case analysis 
(N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports 
of same event were counted 
only once) 
 
Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
 
Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Sleep disturbance: Nightmares 
or very strange dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
 
Sleep disturbance: Restless or 
uncomfortable urge to move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
 
Upper respiratory: Head cold 
or sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
 
Upper respiratory: Sore throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Upper respiratory: Dry mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing 
or wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
 
Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
 
Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
 
Pain: Muscle aches or cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
 
Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Pain: Numbness or tingling in 
arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
 
Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
 
Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
 
Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
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First Author's 
Last Name;  
Year;  
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Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
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Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
 
Elimination: Feeling bloated or 
gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
 
Elimination: Pain with urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0) 
IG3: 4 (4.6) 
CG: 3 (3.2) 
 
Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
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Year;  
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Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
 
Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
 
Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e.; IG1 
or IG2) did not lead to 
significantly higher rates of 
symptom worsening or 
emergence on any physical 
symptoms (p=NR).  
 
Furthermore, the double-blind 
treatment arms (IG2 and CG) 
did not differ significantly on 
symptom worsening or 
emergence on any physical 
symptoms (p=NR). 
 
 

  



 

F-134 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
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TADS 
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      Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 [slightly 
worse, much worse, or very 
much worse] at 6 or 12 
weeks), ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
Between-group differences :  
IG1 and IG2 (FLX arms) had 
significantly lower rates of 
worsening than IG3 and CG 
(non-FLX arms) (p=0.01). Ns 
of individual arms too small to 
allow statistical comparison. 
 
Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences NR 
 
Treatment-emergent 
psychiatric AEs 
(spontaneously reported), ITT 
(N=429) 
12 weeks, n (%) (NOTE: 
Patients may be represented 
in more than one arm due to 
patient-initiated crossover) 
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article: 
Emslie, 20065 
TADS 
(continued) 

      Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
Between-group comparisons:  
IG1 and IG2 (FLX arms) 
experienced more psychiatric 
AEs than IG3 or CG (non-FLX 
arms). 
IG2 experienced more 
psychiatric AEs than CG, but 
Ns too small to detect 
statistical significance. 
 
Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening depression, 
crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Agitation spectrum (agitation, 
akathisia, nervousness, 
restlessness, hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
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article: 
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TADS 
(continued) 

      Anxiety (anxiety, panic 
attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior", "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
 
ADS Mania subscale severity 
scores (clinician-reported), ITT 
(N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
 
Between-group comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
 
ADS Mania change from 
baseline of ≥3 points, modified 
ITT (n=424 with ≥2 mania total 
scores) 
12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
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article: 
Emslie, 20065 
TADS 
(continued) 

      Between-group differences NR 
Incidence of mania or 
hypomania: ADS Mania scale, 
ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 

  

AE = adverse event; CBT = cognitive behavioral therapy; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CDRS-R = Children’s Depression Rating Scale-
Revised; CG = control group; CI = confidence interval; FLX = fluoxetine; IG = intervention group; ITT = intent to treat; KQ = Key Question; NA = not applicable; NS = not 
significant; OR = odds ratio; PSC = physical symptom severity; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; TADS = Treatment among 
Adolescents with Depression. 
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Table F-17. KQ 5a: Harms of CBT versus other psychotherapy  
First Author's Last 
Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Goodyer, 201716 Index 
article 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief psychosocial 
intervention 

Adverse event scores; Mean (SD); 
Median (range) 
Baseline 
IG1 (n=154): 5.1 (1.0); 5 (2–6) 
IG2 (n=156): 5.0 (1.1); 5 (2–6) 
CG (n=155): 5.0 (1.1); 5 (1–6) 
 
6 weeks 
IG1 (n=104): 4.6 (1.3); 5 (2–6) 
IG2 (n=107): 4.4 (1.5); 5 (0–6) 
CG (n=99): 4.4 (1.5); 5 (0–6) 
 
12 weeks 
IG1 (n=106): 4.0 (1.5); 4 (0–6) 
IG2 (n=108): 4.2 (1.6); 4 (0–6) 
CG (n=112): 4.2 (1.6); 4 (0–6) 
 
36 weeks 
IG1 (n=104): 3.6 (1.6); 4 (0–6) 
IG2 (n=109): 3.6 (1.7); 4 (0–6) 
CG (n=105): 4.1 (1.6); 4 (0–6) 
 
52 weeks 
IG1 (n=111): 3.5 (1.9); 4 (0–6) 
IG2 (n=110): 3.2 (1.9); 3 (0–6) 
CG (n=105): 3.5 (1.8); 3.5 (0–6) 
 
86 weeks 
IG1 (n=123): 3.4 (1.9); 4 (0–6) 
IG2 (n=114): 3.2 (1.8); 3 (0–6) 
CG (n=116): 3.3 (1.8); 3.5 (0–6) 

NR Recent nonsuicidal 
self-injury is defined as 
within 2 weeks, so the 
time frame for recent 
suicide attempt is 
likely similar 

  

Goodyer, 201716 Index 
article 
Companion article: 
Goodyer, 201717 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief psychosocial 
intervention 

See Goodyer, 201716 Index article 
(in this study, data can be found in 
Table 1) 

See Goodyer, 201716 
Index article 
 (information in this 
study can be found in 
"Figure: Trial Profile") 

See Goodyer, 201716 
Index article 
 (data reported in this 
study in Table 4) 

CBT and short-term 
psychoanalytic psychotherapy 
vs. brief psychosocial 
intervention 
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First Author's Last 
Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Goodyer, 201716  
Companion: 
O’Keeffe, 201819 
 

IG1: CBT 
IG2: Short-term 
psychoanalytical 
therapy 
CG: Brief psychosocial 
intervention 

  IG1: 32%  
IG2: 43% 
CG: 36% 
No evidence of 
difference in chi-square 
test (χ2(4, 
N=453)=9.07, p=0.059) 

    

CG = control group; IG = intervention group; KQ = Key Question; NR = not reported; SD = standard deviation. 
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Table F-18. KQ 5a: Harms of psychotherapy versus pharmacotherapy 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational Emotive 
Behavior Therapy/CBT 

0 Suicide Attempts During Trial 
 
Suicide Ideation, report decrease 
across groups, F(4, 72)=25.37, 
p<0.001, but no differences 
across groups, F(2,72)=0.042, 
p<0.05 

Withdrawals 
IG1: 5 
IG2: 5 
IG3: 4 

None of the participants 
reported major side effects. 
 
Headaches 
IG1: 2 
IG2: 1 
IG3: 3 
 
Insomnia 
IG1: 1  
IG2: 1 
IG3: 0 
 
Sleepiness 
IG1: 1 
IG2: 0 
IG3: 1 
 
Low appetite 
IG1: 2 
IG2: 0 
IG3: 1 
 
Weight Gain 
IG1: 1 
IG2: 0 
IG3: 0 
 
Fatigue 
IG1: 1 
IG2: 0 
IG3: 0 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Iftene, 201578 
(continued) 

      Dizziness 
IG1: 0 
IG2: 0 
IG3: 1 
 
Sweats 
IG1: 0 
IG2: 0 
IG3: 1 

  

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, ITT 
(n=439) 
6 weeks, adjusted mean (SD) 
IG1: 14.31 (12.58) 
IG2: 16.20 (12.42) 
IG3: 13.18 (11.34) 
CG: 16.85 (11.70) 
 
12 weeks, adjusted mean (SD) 
IG1: 11.79 (11.69) 
IG2: 14.44 (11.13) 
IG3: 11.40 (10.44) 
CG: 15.01 (11.05) 
 
None of the post-hoc supportive 
contrasts at 12 weeks comparing 
improvement following active 
treatments vs. placebo were 
statistically significant 
 
Across all 12 weeks: 
Time-by-treatment interaction 
based on SIQ-Jr random 
regression slope coefficients: 
p=0.01; 
 

Early termination at 12 
weeks 
Patient-initiated 
withdrawal, N (calculated 
%) 
IG1: 7 (6.54) 
IG2: 5 (4.59) 
IG3: 16 (14.41) 
CG: 10 (8.93) 
Between-group 
difference: p=0.18 
 
Patient Removal due to 
out-of-protocol treatment 
in place of or in addition to 
study treatment, N 
(calculated %) 
IG1: 8 (7.48) 
IG2: 13 (11.93) 
IG3: 8 (7.21) 
CG: 13 (11.61) 
Between-group 
difference: p=0.50 

Serious AEs, N (%) 
IG1: 9 (8.41) 
IG2: 13 (11.93) 
IG3: 5 (4.50) 
CG: 6 (5.36) 
 
Serious AEs, OR (95% CI) vs. 
CG:  
IG1: 1.62 (0.56 to 4.72) 
IG2: 2.39 (0.87 to 6.54)  
IG3: 0.83 (0.25 to 2.81) 
CG: NA 
Between-groups p=0.15 
NOTE: ORs ≤2 reflect little or 
no increased risk 
 
Serious Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], 
(calculated %) 
IG1: 0 
IG2: 1 [1] (0.92) (worsening 
depression, also captured 
below) 
IG3: 0 
CG: 1 [1] (0.89) (mania, also 
captured below) 
 
 
 

NR 
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Withdrawal From 
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From Study 
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March, 20043 
Index article 
TADS 
(continued) 

  Statistically comparing 
improvement: 
IG1>CG (p=0.02); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.05); 
IG2=IG3 (p=0.22); 
IG2=CG (p=0.36); 
IG3=CG (p=0.76) 
 
Hedge g effect sizes relative to 
placebo (CG) 
IG1: 0.28 
IG2: 0.05 
IG3: 0.33 
 
NOTE: Above means adjusted for 
both fixed (treatment and time) 
and random (participant and site) 
effects derived from linear 
random coefficient model 
 
 
Suicide-Related AEs, N (%) 
IG1: 6 (5.61) 
IG2: 9 (8.26) 
IG3: 5 (4.50) 
CG: 4 (3.57) 

  Any Psychiatric-Related AEs, 
ITT (n=439) 
N patients [N events], (%) 
IG1: 12 [16] (15) 
IG2: 20 [23] (21) 
IG3: 1 [1] (1) 
CG: 9 [11] (9.8) 
These events more frequent in 
fluoxetine arms (IG1 and IG2) 
than CBT (IG3) or placebo 
(CG), but p=NR 
 
Mania, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hypomania, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Elevated mood, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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Interventions and 
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Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
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      Hypersensitivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Irritability, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Anger, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Worsening of depression, ITT 
(n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
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Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 
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  Suicide-Related AEs, OR (95% 
CI) vs. CG:  
IG1: 1.60 (0.44 to 5.85) 
IG2: 2.43 (0.73 to 8.14) 
IG3: 1.27 (0.33 to 4.87) 
CG: NA 
Suicide attempts, N (calculated 
%) 
IG1: 4 (3.74%) 
IG2: 2 (1.83%) 
IG3: 1 (0.90%) 
CG: 0 
N of events too small to allow 
statistical comparison of suicide 
events 

  Crying, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Agitation, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Akathisia, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Nervousness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Restlessness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
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      Hyperactivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Panic attacks, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 1 (0.91) 
CG: 0 
 
Anxiety, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Somnolence, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia, ITT (n=439) 
N events (%) 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
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      Nightmares, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Night sweats, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Sedation, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Fatigue, ITT (n=439) 
N events (%) 
IG1: 2 (1.87) 
IG2: 1 (0.92) 
IG3: 0 
CG: 2 (1.79) 
 
Tremors, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
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      Abnormal behavior 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Feeling abnormal 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
p=NR 
 
Nonpsychiatric AEs, ITT 
(n=439) 
Generally more frequent in 
fluoxetine-treated arms (IG1 
and IG2) than CBT (IG3) or 
placebo (CG) 
 
Headache, ITT (n=439) 
N patients (%) 
IG1: N (5.6) 
IG2: N (12) 
IG3: 0 
CG: N (9) 
This was the only AE 
occurring in ≥10% of patients 
in any single treatment group 
 
Sedation 
IG1: 0 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
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      Upper abdominal pain 
IG1: 0 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.79) 
 
Diarrhea 
IG1: 2 (1.87) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Influenza 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Sinusitis 
IG1: 0 
IG2: 4 (3.67) 
IG3: 0 
CG: 2 (1.79) 
 
Vomiting 
IG1: 4 (3.74) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 
 
 

NA Self-reported PSC, observed 
case analysis (n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms (IG1; 
IG2, and CG) with IG3 found 
that IG3 patients reported 
significantly higher/worse PSC 
scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group differences 
between IG1; IG2, and CG 
arms (all p's=NS) 
 
Factor-based PSC scores 
(sleep, upper respiratory, pain, 
cardiac, panic, elimination, 
nausea, and skin), observed 
case analysis (N=364) 
12 weeks 
 

NA 
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  Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point), 
observed case analysis (n=374) 
Calculated n (%) 
IG1: 2/93 (5.0) 
 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
 

  All treatment arms showed 
improvement on each of the 8 
PSC factors. Pain was the 
only factor with a significant 
treatment-by-time interaction 
(p=NR), based on significantly 
more improvement compared 
with IG3  
IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
Treatment-emergent physical 
AEs (spontaneous), ITT 
(n=439) 
12 weeks, N patients [N 
events], (calculated % 
patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group differences 
in arms receiving pills (IG1; 
IG2, and CG), but more events 
reported in IG2 than IG1 or 
CG (p=NR). 
 
Spontaneously reported 
physical AEs reported in ≥2% 
of active treatment arms and 
at rates at least twice that of 
CG, ITT (n=429) 
12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
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  Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 
Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
 

  Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
 
Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
 
Headache: only spontaneously 
reported physical AE occurring 
in >5% of patients, ITT 
(N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group differences 
(p=NS) 
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  Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity of 
0 [not at all] or 1 [just a little] to 
2 [pretty much] or 3 [very 
much] at 6 or 12 weeks), 
observed case analysis 
(N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports 
of same event were counted 
only once) 
 
Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
 
Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
 
Sleep disturbance: Nightmares 
or very strange dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
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      Sleep disturbance: Restless or 
uncomfortable urge to move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
 
Upper respiratory: Head cold 
or sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
 
Upper respiratory: Sore throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
 
Upper respiratory: Dry mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing 
or wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
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      Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
 
Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
 
Pain: Muscle aches or cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
 
Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
 
Pain: Numbness or tingling in 
arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
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      Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
 
Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
 
Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
 
Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
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      Elimination: Feeling bloated or 
gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
 
Elimination: Pain with urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0 
IG3: 4 (4.6) 
CG: 3 (3.2) 
 
Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
 
Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
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      Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
 
Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e., IG1 
or IG2) did not lead to 
significantly higher rates of 
symptom worsening or 
emergence on any physical 
symptoms (p=NR).  
 
Furthermore, the double-blind 
treatment arms (IG2 and CG) 
did not differ significantly on 
symptom worsening or 
emergence on any physical 
symptoms (p=NR). 
 
Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 [slightly 
worse, much worse, or very 
much worse] at 6 or 12 
weeks), ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
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      Between-group differences :  
IG1 and IG2 (FLX arms) had 
significantly lower rates of 
worsening than IG3 and CG 
(non-FLX arms) (p=0.01). Ns 
of individual arms too small to 
allow statistical comparison. 
 
Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences NR 
 
Treatment-emergent 
psychiatric AEs 
(spontaneously reported), ITT 
(N=429) 
12 weeks, n (%) (NOTE: 
Patients may be represented 
in more than one arm due to 
patient-initiated crossover) 
 
Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
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      Between-group comparisons:  
IG1 and IG2 (FLX arms) 
experienced more psychiatric 
AEs than IG3 or CG (non-FLX 
arms). 
IG2 experienced more 
psychiatric AEs than CG, but 
Ns too small to detect 
statistical significance. 
 
Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening depression, 
crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Agitation spectrum (agitation, 
akathisia, nervousness, 
restlessness, hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
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      Anxiety (anxiety, panic 
attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior", "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
 
ADS Mania subscale severity 
scores (clinician-reported), ITT 
(N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
 
Between-group comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
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      ADS Mania change from 
baseline of ≥3 points, modified 
ITT (n=424 with ≥2 mania total 
scores) 
12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
 
Between-group differences NR 
Incidence of mania or 
hypomania: ADS Mania scale, 
ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 

  

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA   

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

ADS = anxiety and depression scale; AE = adverse event; CBT = cognitive behavioral therapy; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CDRS-R = 
Children’s Depression Rating Scale-Revised; CG = control group; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CI = confidence interval; FLX = fluoxetine; IG 
= intervention group; ITT = intent to treat; KQ = Key Question; n/N = number; NA = not applicable; NR = not reported; NS = not significant; OR = odds ratio; PSC = physical 
symptom severity; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; TADS = Treatment among Adolescents with Depression. 
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Table F-19. KQ 5a: Harms of psychotherapy plus pharmacotherapy versus psychotherapy 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Bernstein, 200080 
Index article  

IG: Imipramine+CBT 
CG: Placebo+CBT 

NR NR NR Side Effects 
Completers: 0.33 (0.46) 
Noncompleters: 0.36 (0.40) 
t=0.21, df=58, NS 

Bernstein, 200080 
Index article 
Companion 
article: Bernstein, 
200081 

IG: Imipramine+CBT 
CG: Placebo+CBT 

NR Dropouts 
IG: 7 
CG:9 

Reasons for dropping out: 
missed 22 doses of medication 
(n=1), missed 2 therapy 
appointments (n=1), developed 
manic symptoms on the study 
medication (n=1), required 
hospitalization for psychiatric 
symptoms (n=1), and declined 
further participation in the study 
(n=12) 

NR 

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational 
Emotive Behavior 
Therapy/CBT 

0 Suicide Attempts During Trial 
 
Suicide Ideation, report decrease 
across groups, F(4, 72)=25.37, 
p<0.001, but no differences 
across groups, F(2,72)=0.042, 
p<0.05 

Withdrawals 
IG1: 5 
IG2: 5 
IG3: 4 

None of the participants 
reported major side effects. 
 
Headaches 
IG1: 2 
IG2: 1 
IG3: 3 
 
Insomnia 
IG1: 1 
IG2: 1 
IG3: 0 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Iftene, 201578 
(continued) 

      Sleepiness 
IG1: 1 
IG2: 0 
IG3: 1 
 
Low appetite 
IG1: 2 
IG2: 0 
IG3: 1 
 
Weight Gain 
IG1: 1 
IG2: 0 
IG3: 0 
 
Fatigue 
IG1: 1 
IG2: 0 
IG3: 0 
 
Dizziness 
IG1: 0 
IG2: 0 
IG3: 1 
 
Sweats 
IG1: 0 
IG2: 0 
IG3: 1 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, ITT 
(n=439) 
6 weeks, adjusted mean (SD) 
IG1: 14.31 (12.58) 
IG2: 16.20 (12.42) 
IG3: 13.18 (11.34) 
CG: 16.85 (11.70) 
 
12 weeks, adjusted mean (SD) 
IG1: 11.79 (11.69) 
IG2: 14.44 (11.13) 
IG3: 11.40 (10.44) 
CG: 15.01 (11.05) 
 
None of the post-hoc supportive 
contrasts at 12 weeks comparing 
improvement following active 
treatments vs. placebo were 
statistically significant 
 
Across all 12 weeks: 
Time-by-treatment interaction 
based on SIQ-Jr random 
regression slope coefficients: 
p=0.01; 
Statistically comparing 
improvement : 
IG1>CG (p=0.02); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.05); 
IG2=IG3 (p=0.22); 
IG2=CG (p=0.36); 
IG3=CG (p=0.76) 
 
 

Early termination at 12 
weeks 
Patient-initiated 
withdrawal, N (calculated 
%) 
IG1: 7 (6.54) 
IG2: 5 (4.59) 
IG3: 16 (14.41) 
CG: 10 (8.93) 
Between-group 
difference: p=0.18 
 
Patient Removal due to 
out-of-protocol treatment 
in place of or in addition to 
study treatment, N 
(calculated %) 
IG1: 8 (7.48) 
IG2: 13 (11.93) 
IG3: 8 (7.21) 
CG: 13 (11.61) 
Between-group 
difference: p=0.50 

Serious AEs, N (%) 
IG1: 9 (8.41) 
IG2: 13 (11.93) 
IG3: 5 (4.50) 
CG: 6 (5.36) 
 
Serious AEs, OR (95% CI) vs. 
CG:  
IG1: 1.62 (0.56 to 4.72) 
IG2: 2.39 (0.87 to 6.54)  
IG3: 0.83 (0.25 to 2.81) 
CG: NA 
Between-groups p=0.15 
NOTE: ORs ≤2 reflect little or 
no increased risk 
 
Serious Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], 
(calculated %) 
IG1: 0 
IG2: 1 [1] (0.92) (worsening 
depression, also captured 
below) 
IG3: 0 
CG: 1 [1] (0.89) (mania, also 
captured below) 
 
Any Psychiatric-Related AEs, 
ITT (n=439) 
N patients [N events], (%) 
IG1: 12 [16] (15) 
IG2: 20 [23] (21) 
IG3: 1 [1] (1) 
CG: 9 [11] (9.8) 
These events more frequent in 
fluoxetine arms (IG1 and IG2) 
than CBT (IG3) or placebo 
(CG), but p=NR 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Hedge g effect sizes relative to 
placebo (CG) 
IG1: 0.28 
IG2: 0.05 
IG3: 0.33 
 
NOTE: Above means adjusted for 
both fixed (treatment and time) 
and random (participant and site) 
effects derived from linear 
random coefficient model 
 
 
 
Suicide-Related AEs, N (%) 
IG1: 6 (5.61) 
IG2: 9 (8.26) 
IG3: 5 (4.50) 
CG: 4 (3.57) 
 
Suicide-Related AEs, OR (95% 
CI) vs. CG:  
IG1: 1.60 (0.44 to 5.85) 
IG2: 2.43 (0.73 to 8.14) 
IG3: 1.27 (0.33 to 4.87) 
CG: NA 
 
 

  Mania, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hypomania, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Elevated mood, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Hypersensitivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Irritability, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Suicide attempts, N (calculated 
%) 
IG1: 4 (3.74%) 
IG2: 2 (1.83%) 
IG3: 1 (0.90%) 
CG: 0 
N of events too small to allow 
statistical comparison of suicide 
events 

  Anger, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Worsening of depression, ITT 
(n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Crying, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Agitation, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Akathisia, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Nervousness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Restlessness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hyperactivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Panic attacks, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 1 (0.91) 
CG: 0 
 
Anxiety, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Somnolence, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia, ITT (n=439) 
N events (%) 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Nightmares, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Night sweats, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Sedation, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Fatigue, ITT (n=439) 
N events (%) 
IG1: 2 (1.87) 
IG2: 1 (0.92) 
IG3: 0 
CG: 2 (1.79) 
 
Tremors, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Abnormal behavior 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Feeling abnormal 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
p=NR 
 
Nonpsychiatric AEs, ITT 
(n=439) 
Generally more frequent in 
fluoxetine-treated arms (IG1 
and IG2) than CBT (IG3) or 
placebo (CG) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Headache, ITT (n=439) 
N patients (%) 
IG1: N (5.6) 
IG2: N (12) 
IG3: 0 
CG: N (9) 
This was the only AE occurring 
in ≥10% of patients in any 
single treatment group 
 
Sedation 
IG1: 0 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Upper abdominal pain 
IG1: 0 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.79) 
 
Diarrhea 
IG1: 2 (1.87) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Influenza 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Insomnia 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Sinusitis 
IG1: 0 
IG2: 4 (3.67) 
IG3: 0 
CG: 2 (1.79) 
 
Vomiting 
IG1: 4 (3.74) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 

  

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 



 

F-173 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 
 
Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point), 
observed case analysis (n=374) 
 

NA Self-reported PSC, observed 
case analysis (n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms (IG1; 
IG2, and CG) with IG3 found 
that IG3 patients reported 
significantly higher/worse PSC 
scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group differences 
between IG1; IG2, and CG 
arms (all p's=NS) 
 
Factor-based PSC scores 
(sleep, upper respiratory, pain, 
cardiac, panic, elimination, 
nausea, and skin), observed 
case analysis (N=364) 
12 weeks 
All treatment arms showed 
improvement on each of the 8 
PSC factors. Pain was the only 
factor with a significant 
treatment-by-time interaction 
(p=NR), based on significantly 
more improvement compared 
with IG3 
IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
 

NA 



 

F-174 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Calculated n (%) 
IG1: 2/93 (5.0) 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 
 
 

  Treatment-emergent physical 
AEs (spontaneous), ITT 
(n=439) 
12 weeks, N patients [N 
events], (calculated % patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group differences 
in arms receiving pills (IG1; 
IG2, and CG), but more events 
reported in IG2 than IG1 or CG 
(p=NR). 
 
Spontaneously reported 
physical AEs reported in ≥2% of 
active treatment arms and at 
rates at least twice that of CG, 
ITT (n=429) 
12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
 
Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
 

  Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
 
Headache: only spontaneously 
reported physical AE occurring 
in >5% of patients, ITT (N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group differences 
(p=NS) 
 
Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity of 0 
[not at all] or 1 [just a little] to 2 
[pretty much] or 3 [very much] 
at 6 or 12 weeks), observed 
case analysis (N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports of 
same event were counted only 
once) 
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Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
 
Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
 
Sleep disturbance: Nightmares 
or very strange dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
 
Sleep disturbance: Restless or 
uncomfortable urge to move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
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Year;  
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Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Upper respiratory: Head cold or 
sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
 
Upper respiratory: Sore throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
 
Upper respiratory: Dry mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing or 
wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
 
Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
 
Pain: Muscle aches or cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
 
Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
 
Pain: Numbness or tingling in 
arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
 
Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
 
Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
 
Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
 
Elimination: Feeling bloated or 
gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Elimination: Pain with urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0) 
IG3: 4 (4.6) 
CG: 3 (3.2) 
 
Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
 
Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
 
Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e.; IG1 or 
IG2) did not lead to significantly 
higher rates of symptom 
worsening or emergence on 
any physical symptoms (p=NR).  
 
Furthermore, the double-blind 
treatment arms (IG2 and CG) 
did not differ significantly on 
symptom worsening or 
emergence on any physical 
symptoms (p=NR). 
 
Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 [slightly 
worse, much worse, or very 
much worse] at 6 or 12 weeks), 
ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
Between-group differences :  
IG1 and IG2 (FLX arms) had 
significantly lower rates of 
worsening than IG3 and CG 
(non-FLX arms) (p=0.01). Ns of 
individual arms too small to 
allow statistical comparison. 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences NR 
 
Treatment-emergent psychiatric 
AEs (spontaneously reported), 
ITT (N=429) 
12 weeks, n (%) (NOTE: 
Patients may be represented in 
more than one arm due to 
patient-initiated crossover) 
 
Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
Between-group comparisons:  
IG1 and IG2 (FLX arms) 
experienced more psychiatric 
AEs than IG3 or CG (non-FLX 
arms). 
IG2 experienced more 
psychiatric AEs than CG, but 
Ns too small to detect statistical 
significance. 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening depression, 
crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Agitation spectrum (agitation, 
akathisia, nervousness, 
restlessness, hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
 
Anxiety (anxiety, panic attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior", "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      ADS Mania subscale severity 
scores (clinician-reported), ITT 
(N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
 
Between-group comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
 
ADS Mania change from 
baseline of ≥3 points, modified 
ITT (n=424 with ≥2 mania total 
scores) 
12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
 
Between-group differences NR 
Incidence of mania or 
hypomania: ADS Mania scale, 
ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 

  

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA   

Melvin, 200679 G1: CBT 
G2: Sertraline 
G3: Combined 

Mean (SD) 
G1: 19.41 (19.64) 
G2: 24.23 (26.90) 
G3: 23.20 (20.24) 
 
Suicidal ideation adverse events 
and other adverse events not 
reported by group 

NR NR NR 

ADS = anxiety and depression scale; AE = adverse event; CBT = cognitive behavioral therapy; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CDRS-R = 
Children’s Depression Rating Scale-Revised; CG = control group; CGI-I = Clinical Global Impressions Scale-Improvement Scale; CI = confidence interval; FLX = fluoxetine; IG 
= intervention group; ITT = intent to treat; KQ = Key Question; n/N = number; NA = not applicable; NR = not reported; NS = not significant; OR = odds ratio; PSC = physical 
symptom severity; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; TADS = Treatment among Adolescents with Depression. 
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Table F-20. KQ 5a: Harms of psychotherapy plus pharmacotherapy versus pharmacotherapy 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus 
Group Rational Emotive 
Behavior Therapy/CBT 

0 Suicide Attempts During Trial 
 
Suicide Ideation, report decrease 
across groups, F(4, 72)=25.37, 
p<0.001, but no differences 
across groups, F(2,72)=0.042, 
p<0.05 

Withdrawals 
IG1: 5 
IG2: 5 
IG3: 4 

None of the participants 
reported major side effects. 
 
Headaches 
IG1: 2 
IG2: 1 
IG3: 3 
 
Insomnia 
IG1: 1 
IG2: 1 
IG3: 0 
 
Sleepiness 
IG1: 1 
IG2: 0 
IG3: 1 
 
Low appetite 
IG1: 2 
IG2: 0 
IG3: 1 
 
Weight Gain 
IG1: 1 
IG2: 0 
IG3: 0 
 
Fatigue 
IG1: 1 
IG2: 0 
IG3: 0 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Iftene, 201578 
(continued) 

      Dizziness 
IG1: 0 
IG2: 0 
IG3: 1 
 
Sweats 
IG1: 0 
IG2: 0 
IG3: 1 

  

March, 20043 
Index article 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, ITT 
(n=439) 
6 weeks, adjusted mean (SD) 
IG1: 14.31 (12.58) 
IG2: 16.20 (12.42) 
IG3: 13.18 (11.34) 
CG: 16.85 (11.70) 
 
12 weeks, adjusted mean (SD) 
IG1: 11.79 (11.69) 
IG2: 14.44 (11.13) 
IG3: 11.40 (10.44) 
CG: 15.01 (11.05) 
 
None of the post-hoc supportive 
contrasts at 12 weeks comparing 
improvement following active 
treatments vs. placebo were 
statistically significant 
 
Across all 12 weeks: 
Time-by-treatment interaction 
based on SIQ-Jr random 
regression slope coefficients: 
p=0.01; 
 

Early termination at 12 
weeks 
Patient-initiated 
withdrawal, N (calculated 
%) 
IG1: 7 (6.54) 
IG2: 5 (4.59) 
IG3: 16 (14.41) 
CG: 10 (8.93) 
Between-group 
difference: p=0.18 
 
Patient Removal due to 
out-of-protocol treatment 
in place of or in addition to 
study treatment, N 
(calculated %) 
IG1: 8 (7.48) 
IG2: 13 (11.93) 
IG3: 8 (7.21) 
CG: 13 (11.61) 
Between-group 
difference: p=0.50 

Serious AEs, N (%) 
IG1: 9 (8.41) 
IG2: 13 (11.93) 
IG3: 5 (4.50) 
CG: 6 (5.36) 
 
Serious AEs, OR (95% CI) vs. 
CG:  
IG1: 1.62 (0.56 to 4.72) 
IG2: 2.39 (0.87 to 6.54)  
IG3: 0.83 (0.25 to 2.81) 
CG: NA 
Between-groups p=0.15 
NOTE: ORs ≤2 reflect little or 
no increased risk 
 
Serious Psychiatric-Related 
AEs, ITT (n=439) 
N patients [N events], 
(calculated %) 
IG1: 0 
IG2: 1 [1] (0.92) (worsening 
depression, also captured 
below) 
IG3: 0 
CG: 1 [1] (0.89) (mania, also 
captured below) 
 
 

NR 



 

F-188 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Statistically comparing 
improvement : 
IG1>CG (p=0.02); 
IG1>IG2 (p=0.002); 
IG1>IG3 (p=0.05); 
IG2=IG3 (p=0.22); 
IG2=CG (p=0.36); 
IG3=CG (p=0.76) 
 
Hedge g effect sizes relative to 
placebo (CG) 
IG1: 0.28 
IG2: 0.05 
IG3: 0.33 
 
NOTE: Above means adjusted for 
both fixed (treatment and time) 
and random (participant and site) 
effects derived from linear 
random coefficient model 
 
 
 
Suicide-Related AEs, N (%) 
IG1: 6 (5.61) 
IG2: 9 (8.26) 
IG3: 5 (4.50) 
CG: 4 (3.57) 
Suicide-Related AEs, OR (95% 
CI) vs. CG:  
IG1: 1.60 (0.44 to 5.85) 
IG2: 2.43 (0.73 to 8.14) 
IG3: 1.27 (0.33 to 4.87) 
CG: NA 
 

  Any Psychiatric-Related AEs, 
ITT (n=439) 
N patients [N events] (%) 
IG1: 12 [16] (15) 
IG2: 20 [23] (21) 
IG3: 1 [1] (1) 
CG: 9 [11] (9.8) 
These events more frequent in 
fluoxetine arms (IG1 and IG2) 
than CBT (IG3) or placebo 
(CG), but p=NR 
 
Mania, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hypomania, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Elevated mood, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Hypersensitivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

  Suicide attempts, N (calculated 
%) 
IG1: 4 (3.74%) 
IG2: 2 (1.83%) 
IG3: 1 (0.90%) 
CG: 0 
N of events too small to allow 
statistical comparison of suicide 
events 

  Irritability, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Anger, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Worsening of depression, ITT 
(n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Crying, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Agitation, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Akathisia, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Nervousness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Restlessness, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 1 (0.89) 
 
Hyperactivity, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Panic attacks, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 1 (0.91) 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Anxiety, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
 
Somnolence, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia, ITT (n=439) 
N events (%) 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Nightmares, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
 
Night sweats, ITT (n=439) 
N events (%) 
IG1: 0 
IG2: 1 (0.92) 
IG3: 0 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Sedation, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Fatigue, ITT (n=439) 
N events (%) 
IG1: 2 (1.87) 
IG2: 1 (0.92) 
IG3: 0 
CG: 2 (1.79) 
 
Tremors, ITT (n=439) 
N events (%) 
IG1: 1 (0.93) 
IG2: 2 (1.83) 
IG3: 0 
CG: 0 
 
Abnormal behavior 
N events (%) 
IG1: 0 
IG2: 0 
IG3: 0 
CG: 1 (0.89) 
 
Feeling abnormal 
N events (%) 
IG1: 1 (0.93) 
IG2: 0 
IG3: 0 
CG: 0 
p=NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Nonpsychiatric AEs, ITT 
(n=439) 
Generally more frequent in 
fluoxetine-treated arms (IG1 
and IG2) than CBT (IG3) or 
placebo (CG) 
 
Headache, ITT (n=439) 
N patients (%) 
IG1: N (5.6) 
IG2: N (12) 
IG3: 0 
CG: N (9) 
This was the only AE occurring 
in ≥10% of patients in any 
single treatment group 
 
Sedation 
IG1: 0 
IG2: 3 (2.75) 
IG3: 0 
CG: 0 
 
Upper abdominal pain 
IG1: 0 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.79) 
 
Diarrhea 
IG1: 2 (1.87) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
TADS 
(continued) 

      Influenza 
IG1: 0 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 
 
Insomnia 
IG1: 5 (4.67) 
IG2: 3 (2.75) 
IG3: 0 
CG: 1 (0.89) 
 
Sinusitis 
IG1: 0 
IG2: 4 (3.67) 
IG3: 0 
CG: 2 (1.79) 
 
Vomiting 
IG1: 4 (3.74) 
IG2: 2 (1.83) 
IG3: 0 
CG: 1 (0.89) 

  

March, 20043 
Index article 
Companion 
article: 
Curry, 20064 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

Adjusted SIQ-Jr total score, 
observed case analysis (n=359) 
12 weeks, adjusted mean (SD) 
IG1: 10.9 (0.3) 
IG2: 13.7 (0.2) 
IG3: 11.3 (0.3) 
CG: 14.5 (0.6) 
No between-group differences: 
p=NS 
 
Comparison of change in SIQ-Jr 
total score from baseline to 12 
weeks, observed case analysis 
(n=359)  
IG1>IG2: p=0.004 
IG1>IG3: p=0.04 
IG1>CG: p=0.02 
 
Emergence or worsening of 
suicidal ideation (change from 
baseline SIQ-Jr <31 to SIQ-Jr ≥31 
at 6 or 12 weeks), observed case 
analysis (n=374) 
12 weeks, n (%) 
IG1: 2/93 (2.2) 
IG2: 7/96 (7.3) 
IG3: 2/93 (2.2) 
CG: 7/92 (7.6) 
No between-group differences: 
p=NS 

NA Self-reported physical symptom 
severity (PSC), observed case 
analysis (n=364) 
12 weeks, mean (SD) 
IG1: 11.0 (8.2) 
IG2: 13.0 (10.5) 
IG3: 18.5 (17.5)  
CG: 12.3 (8.9) 
 
Statistical comparisons of 
medication-based arms (IG1; 
IG2, and CG) with IG3 found 
that IG3 patients reported 
significantly higher/worse PSC 
scores: 
IG1<IG3: p=0.0036  
IG2<IG3: p=0.0328 
CG<IG3: p=0.0280 
No between-group differences 
between IG1; IG2, and CG 
arms (all p's=NS) 
 
Factor-based PSC scores 
(sleep, upper respiratory, pain, 
cardiac, panic, elimination, 
nausea, and skin), observed 
case analysis (N=364) 
12 weeks 

NA 
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Year;  
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Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Worsening of suicidality from 
baseline to 6 or 12 weeks (CDRS-
R item 13 worsening by ≥1 point), 
observed case analysis (n=374) 
Calculated n (%) 
IG1: 2/93 (5.0) 
IG2: 7/96 (13.4) 
IG3: 2/93 (15.2) 
CG: 7/92 (7.2) 
No between-group differences: 
p=NS 
 
Emergence of suicidality from 
baseline to 6 or 12 weeks 
(change from CDRS-R item 
score=1 or 2 to ≥5), observed 
case analysis (n=374) 
Calculated n (%) 
IG1: 0/93 (0) 
IG2: 4/96 (3.7) 
IG3: 1/93 (1.3) 
CG: 2/92 (2.6) 
No between-group differences: 
p=NS 
 
Suicide-Related AEs (primary 
analysis: C-CASA Codes 1, 2, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 5 (4.7) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
 

  All treatment arms showed 
improvement on each of the 8 
PSC factors. Pain was the only 
factor with a significant 
treatment-by-time interaction 
(p=NR), based on significantly 
more improvement compared 
with IG3  
IG1>IG3: p=0.0011 
IG2>IG3: p=0.0017 
 
Treatment-emergent physical 
AEs (spontaneous), ITT 
(n=439) 
12 weeks, N patients [N 
events], (calculated % patients) 
IG1: 37 [61] (34.6) 
IG2: 35 [81] (32.1) 
IG3: NR [9] (NR) 
CG: 34 [60] (30.4) 
No between-group differences 
in arms receiving pills (IG1; 
IG2, and CG), but more events 
reported in IG2 than IG1 or CG 
(p=NR). 
 
Spontaneously reported 
physical AEs reported in ≥2% of 
active treatment arms and at 
rates at least twice that of CG, 
ITT (n=429) 
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Intervention/Drop Out 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  Statistical comparisons of groups, 
OR (95% CI)  
IG1=IG3: p=NS 
IG1=CG: p=NS 
IG2>CG: 3.7 (1.00 to 13.7), 
p=0.0402, meaning higher 
incidence in IG2 
 
Suicide-Related AEs (sensitivity 
analysis: C-CASA Codes 1, 2, 3, 
and 6), ITT (n=439) 
12 weeks, N (%) 
IG1: 6 (5.6) 
IG2: 10 (9.2) 
IG3: 5 (4.5) 
CG: 3 (2.7) 
Between-group differences NR 
 
Suicide attempts (C-CASA Code 
1), ITT (n=439) 
12 weeks, N (%) 
IG1: 2 (1.9) 
IG2: 1 (1.8) 
IG3: 1 (0.9) 
CG: 0 
 
Preparatory actions toward 
imminent suicidal behavior (C-
CASA Code 2), ITT (n=439) 
No events at 12 weeks 
Self-injurious behavior: unknown 
intent (C-CASA Code 3), ITT 
(n=439) 
 

  12 weeks 
Sedation 
IG1: 1 (0.9) 
IG2: 3 (2.8) 
IG3: 0 
CG: 0 
IG2 vs. CG ratio: 3.00 
 
Insomnia 
IG1: 5 (4.7) 
IG2: 3 (2.8) 
IG3: 0 
CG: 1 (0.9) 
IG1 vs. CG ratio: 5.23 
IG2 vs. CG ratio: 3.08 
 
Vomiting 
IG1: 4 (3.7) 
IG2: 2 (1.8) 
IG3: 1 (0.9) 
CG: 1 (0.9) 
IG1 vs. CG ratio: 4.19 
 
Upper abdominal pain 
IG1: 1 (0.9) 
IG2: 6 (5.5) 
IG3: 0 
CG: 2 (1.8) 
IG2 vs. CG ratio: 3.08 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

  12 weeks, N (%) 
IG1: 1 (0.9) 
IG2: 0 
IG3: 0 
CG: 0 
 
Suicidal ideation (C-CASA Code 
6), ITT (n=439)  
12 weeks, N (%) 
IG1: 3 (2.8) 
IG2: 8 (7.3) 
IG3: 4 (3.6) 
CG: 3 (2.7) 
 
Timing of suicide-related events, 
ITT (n=439) 
12 weeks, mean days (SD) 
IG1: 52.0 (20.8) 
IG2: 38.0 (21.7) 
IG3: 45.4 (26.7) 
CG: 32.0 (15.0) 
No between-group differences: 
p=NS 

  Headache: only spontaneously 
reported physical AE occurring 
in >5% of patients, ITT (N=429) 
12 weeks, calculated n (%) 
IG1: 7 (6.8) 
IG2: 13 (11.9)  
IG3: NA 
CG: 12 (10.7) 
No between-group differences 
(p=NS) 
 
Emergence or worsening of 
physical symptoms (change 
from baseline PSC severity of 0 
[not at all] or 1 [just a little] to 2 
[pretty much] or 3 [very much] 
at 6 or 12 weeks), observed 
case analysis (N=374) 
12 weeks, n (%) (NOTE: 
patients with multiple reports of 
same event were counted only 
once) 
Sleep disturbance: Trouble 
sleeping 
IG1: 12 (3.3) 
IG2: 14 (15.2) 
IG3: 11 (12.5) 
CG: 14 (15.1) 
 
Sleep disturbance: Feeling 
drowsy or too sleepy 
IG1: 17 (18.9) 
IG2: 15 (16.3) 
IG3: 12 (13.5) 
CG: 16 (17.2) 
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Withdrawal From 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Sleep disturbance: 
Sleeplessness 
IG1: 12 (13.3) 
IG2: 17 (18.5) 
IG3: 16 (18.2) 
CG: 9 (9.7) 
 
Sleep disturbance: Nightmares 
or very strange dreams 
IG1: 11 (12.2) 
IG2: 17 (18.5) 
IG3: 7 (8.0) 
CG: 13 (14.0) 
 
Sleep disturbance: Restless or 
uncomfortable urge to move 
IG1: 2 (2.2) 
IG2: 9 (9.8) 
IG3: 5 (5.7) 
CG: 10 (10.8) 
 
Upper respiratory: Head cold or 
sniffles 
IG1: 15 (16.7) 
IG2: 16 (17.4) 
IG3: 13 (14.6) 
CG: 16 (17.2) 
 
Upper respiratory: Allergies 
IG1: 10 (11.1) 
IG2: 13 (14.1) 
IG3: 13 (14.6) 
CG: 8 (8.6) 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Upper respiratory: Sore throat 
IG1: 8 (8.9) 
IG2: 6 (6.5) 
IG3: 9 (10.1) 
CG: 14 (15.1) 
 
Upper respiratory: Dry mouth 
IG1: 9 (10.0) 
IG2: 8 (8.7) 
IG3: 8 (9.0) 
CG: 7 (7.5) 
 
Upper respiratory: Coughing or 
wheezing 
IG1: 6 (6.7) 
IG2: 5 (5.4) 
IG3: 6 (6.8) 
CG: 8 (8.6) 
 
Upper respiratory: Fever 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 6 (6.7) 
CG: 4 (4.3) 
 
Pain: Stomach pain or ache 
IG1: 6 (6.7) 
IG2: 10 (10.9) 
IG3: 9 (10.1) 
CG: 13 (14.0) 
 
Pain: Muscle aches or cramps 
IG1: 9 (10.0) 
IG2: 5 (5.4) 
IG3: 12 (13.6) 
CG: 12 (12.9) 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Pain: Joint pain 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 8 (8.9) 
CG: 9 (9.7) 
 
Pain: Numbness or tingling in 
arms or legs 
IG1: 3 (3.3) 
IG2: 3 (3.3) 
IG3: 5 (5.7) 
CG: 5 (5.4) 
 
Cardiac: Chest pain 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 4 (4.6) 
CG: 6 (6.5) 
 
Cardiac: Racing or pounding 
heart 
IG1: 2 (2.2) 
IG2: 2 (2.2) 
IG3: 5 (5.7) 
CG: 6 (6.5) 
 
Cardiac: Heart skips beats 
IG1: 1 (1.1) 
IG2: 2 (2.2) 
IG3: 3 (3.4) 
CG: 1 (1.1) 
 
Panic: Excessive sweating 
IG1: 3 (3.3) 
IG2: 6 (6.5) 
IG3: 2 (2.3) 
CG: 9 (9.7) 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Panic: Difficulty breathing 
IG1: 4 (4.4) 
IG2: 3 (3.3) 
IG3: 2 (2.3) 
CG: 6 (6.5) 
 
Panic: Can't hear well 
IG1: 3 (3.3) 
IG2: 2 (2.2) 
IG3: 4 (4.6) 
CG: 2 (2.2) 
 
Elimination: Frequent urination 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 11 (12.5) 
CG: 6 (6.5) 
 
Elimination: Feeling bloated or 
gassy 
IG1: 2 (2.2) 
IG2: 6 (6.5) 
IG3: 6 (6.8) 
CG: 7 (7.5) 
 
Elimination: Pain with urination 
IG1: 2 (2.2) 
IG2: 1 (1.1) 
IG3: 3 (3.4) 
CG: 0 
 
Elimination: Constipation 
IG1: 1 (1.1) 
IG2: 0) 
IG3: 4 (4.6) 
CG: 3 (3.2) 
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March, 20043 
Index article 
Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Diarrhea 
IG1: 4 (4.4) 
IG2: 5 (5.4) 
IG3: 6 (6.7) 
CG: 7 (7.5) 
 
Nausea or vomiting 
IG1: 8 (8.9) 
IG2: 3 (3.3) 
IG3: 10 (11.2) 
CG: 5 (5.4) 
 
Skin: Skin rash 
IG1: 6 (6.7) 
IG2: 4 (4.4) 
IG3: 9 (10.1) 
CG: 4 (4.3) 
 
Skin: Hives 
IG1: 0 
IG2: 2 (2.2) 
IG3: 1 (1.1) 
CG: 2 (2.2) 
 
Other: Headache 
IG1: 12 (13.3) 
IG2: 18 (19.6) 
IG3: 14 (15.7) 
CG: 16 (17.2) 
 
Treatment with FLX (i.e.; IG1 or 
IG2) did not lead to significantly 
higher rates of symptom 
worsening or emergence on 
any physical symptoms (p=NR).  
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March, 20043 
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Companion 
article: 
Emslie, 20065 
TADS 
(continued) 

      Furthermore, the double-blind 
treatment arms (IG2 and CG) 
did not differ significantly on 
symptom worsening or 
emergence on any physical 
symptoms (p=NR). 
 
Worsening of Psychiatric 
Symptoms (CGI-I ≥5-7 [slightly 
worse, much worse, or very 
much worse] at 6 or 12 weeks), 
ITT (N=429) 
n (%) 
IG1: 2 (1.9)  
IG2: 3 (2.8) 
IG3: 10 (9.0) 
CG: 7 (6.3) 
Between-group differences :  
IG1 and IG2 (FLX arms) had 
significantly lower rates of 
worsening than IG3 and CG 
(non-FLX arms) (p=0.01). Ns of 
individual arms too small to 
allow statistical comparison. 
 
Worsening of Psychiatric 
Symptoms (CGI-S ≥1 point 
from baseline to 6 or 12 
weeks), ITT (N=429)  
n (%) 
IG1: 2 (1.9)  
IG2: 2 (1.8) 
IG3: 5 (4.5) 
CG: 9 (8.0) 
Between-group differences NR 
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Emslie, 20065 
TADS 
(continued) 

      Treatment-emergent psychiatric 
AEs (spontaneously reported), 
ITT (N=429) 
12 weeks, n (%) (NOTE: 
Patients may be represented in 
more than one arm due to 
patient-initiated crossover) 
 
Any treatment-emergent 
psychiatric AE 
IG1: 6 (5.6) 
IG2: 12 (11.0) 
IG3: 1 (0.91) 
CG: 5 (4.5) 
Between-group comparisons:  
IG1 and IG2 (FLX arms) 
experienced more psychiatric 
AEs than IG3 or CG (non-FLX 
arms). 
IG2 experienced more 
psychiatric AEs than CG, but 
Ns too small to detect statistical 
significance. 
 
Mania spectrum (mania, 
hypomania, elevated mood) 
IG1: 1 (0.93) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
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TADS 
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      Irritability spectrum 
(hypersensitivity, irritability, 
anger, worsening depression, 
crying) 
IG1: 2 (1.86) 
IG2: 4 (3.67) 
IG3: 0 
CG: 1 (0.89) 
 
Agitation spectrum (agitation, 
akathisia, nervousness, 
restlessness, hyperactivity) 
IG1: 1 (0.93) 
IG2: 2 (1.84) 
IG3: 2 (1.78) 
CG: 0 
 
Anxiety (anxiety, panic attacks) 
IG1: 0 
IG2: 2 (1.84) 
IG3: 1 (0.91) 
CG: 0 
 
Other (tremor, "abnormal 
behavior", "feeling spacy") 
IG1: 2 (1.84 
IG2: 2 (1.84) 
IG3: 0 
CG: 1 (0.89) 
 
ADS Mania subscale severity 
scores (clinician-reported), ITT 
(N=429) 
12 weeks, mean (SD) 
IG1: 0.5 (0.8)  
IG2: 1.1 (1.0) 
IG3: 1.0 (1.2) 
CG: 1.1 (0.1) 
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Emslie, 20065 
TADS 
(continued) 

      Between-group comparisons:   
IG1<IG2: p=0.013 
IG1<CG: p=0.003 
IG1<IG3: p=0.012 
IG2=IG3: p=NR 
 
ADS Mania change from 
baseline of ≥3 points, modified 
ITT (n=424 with ≥2 mania total 
scores) 
12 weeks, n (%) 
IG1: 21 (20) 
IG2: 15 (14.2) 
IG3: 13 (12.3) 
CG: 16 (15.0) 
 
Between-group differences NR 
Incidence of mania or 
hypomania: ADS Mania scale, 
ITT (N=429) 
12 weeks, n (calculated %) 
IG1: 3 (2.8) 
IG2: 1 (0.9) 
IG3: 0 
CG: 1 (0.9) 

  

March, 20043 
Index article 
Companion 
article: 
Kennard, 20066 
TADS  
 
 
 

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 
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March, 20043 
Index article 
Companion 
article: 
Kratochvil, 
200668 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Vitiello, 20067 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

March, 20043 
Index article 
Companion 
article: 
Kratochvil, 20098 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA   

March, 20043 
Index article 
 
TADS  

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

NA NA NA NA 

Melvin, 200679 G1: CBT 
G2: Sertraline 
G3: Combined 

Mean (SD) 
G1: 19.41 (19.64) 
G2: 24.23 (26.90) 
G3: 23.20 (20.24) 
 
Suicidal ideation adverse events 
and other adverse events not 
reported by group 

NR NR NR 
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Wilkinson, 
201187 

IG: SSRI 
CG:SSRI plus CBT 

Treatment group not associated 
with higher risk of suicide 
Presence of Event (Absence of 
Event) 
IG1: 24 (55) 
IG2: 26 (59) 
OR,1.01; X2, .00; p=1.0 
 
Treatment group not associated 
with self-injury during followup 
Presence of Event (Absence of 
Event) 
IG1: 25 (53) 
IG2: 35 (50) 
OR, 1.48; X2, 1.5; p=0.2 

NR NR NR 

ADS = anxiety and depression scale; AE = adverse event; CBT = cognitive behavioral therapy; C-CASA = Columbia Classification Algorithm of Suicide Assessment; CG = 
control group; FLX = fluoxetine; IG = intervention group; ITT = intent to treat; KQ = Key Question; n/N = number; NA = not applicable; NR = not reported; NS = not significant; 
OR = odds ratio; SD = standard deviation; SIQ-JR = Suicide Ideation Questionnaire-Junior High School; SSRI = selective serotonin reuptake inhibitors; TADS = Treatment among 
Adolescents with Depression; vs. = versus. 
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Table F-21. KQ 5a: Harms of SSRIs versus SNRIs  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson 201438 IG1: duloxetine 
IG2: fluoxetine 
CG: placebo 

No statistically significant differences 
between any treatment groups for 
any outcome on the C-SSRS during 
acute treatment. 
 
Any Occurrence of Suicidal Ideation 
at 10 weeks (IG1: 113; IG2: 113; CG: 
103) 
IG1: 16 (14.2%) 
IG2: 16 (14.2%) 
CG: 15 (14.6%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 0 
IG2: 1 (0.9%) 
CG: 0  
 
Any Occurrence of Suicidal Acts at 
10 weeks (IG1: 113; IG2: 113; CG: 
103) 
IG1: 0  
IG2: 1 (0.9%) 
CG: 0 
 
Any Occurrence of Nonsuicidal self-
injurious behavior at 10 weeks (IG1: 
113; IG2: 113; CG: 103) 
IG1: 4 (3.5%) 
IG2: 6 (5.3%) 
CG: 2 (1.9%) 
 
 

Discontinuation in Acute 
Phase (IG1: 117; IG2: 
117; CG: 103) 
IG1: 30 (25.6%) 
IG2: 26 (22.2%) 
CG: 16 (5.5%) 
 
Discontinuation in 
Extension Phase (IG1: 83; 
IG2: 92; CG: 86) 
IG1: 27 (32.5%) 
IG2: 27 (29.3%) 
CG: 17 (19.8%) 
 
Discontinuation due to AE 
in Acute Phase (IG1: 117; 
IG2: 117; CG: 103) 
IG1: 9 (7.7%) 
IG2: 1 (0.9%) 
CG: 3 (2.9%) 
Significantly more IG1 
than IG2, p=0.019 
 
Discontinuation due to AE 
in Extension Phase (IG1: 
83; IG2: 92; CG: 86) 
IG1: 2 (2.4%) 
IG2: 8 (8.7%) 
CG: 4 (4.7%) 

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 3 suicide 
related) 
IG1: 7 
IG2: 6 
CG: 1 (major depression) 
 
At least one TEAE at 10 
weeks 
IG1: 59.8% 
IG2: 62.4% 
CG: 66.0% 
No significant difference 
 
At least one TEAE at 36 
weeks 
IG1: 63.9% 
IG2: 62.0% 
CG: 72.1% (transitioned to 
either duloxetine or 
fluoxetine) 
No significant difference 

NR 
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Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson 201438 
(continued) 

  Treatment-emergent Suicidal 
Ideation at 10 weeks (IG1: 113; IG2: 
113; CG: 103) 
IG1: 8 (7.1%) 
IG2: 9 (8.0%) 
CG: 7 (6.8%) 
 
Treatment-emergent Suicidal 
Behaviors at 10 weeks (IG1: 113; 
IG2: 113; CG: 103) 
IG1: 0 
IG2: 1 (0.9) 
CG: 0  
 
Treatment-emergent Nonsuicidal 
self-injurious behavior at 10 weeks 
(IG1: 113; IG2: 113; CG: 103) 
IG1: 4 (3.5%) 
IG2: 6 (5.3%) 
CG: 1 (1.0%) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 IG1: duloxetine 60 
mg QD 
IG2: duloxetine 30 
mg QD 
IG3: fluoxetine 20 
mg QD 
CG: placebo 

No statistically significant differences 
between any treatment groups for 
any outcome on the C-SSRS during 
acute treatment. 
 
Any Occurrence of Suicidal Ideation 
at 10 weeks (IG1:105; IG2: 115; IG3: 
112; CG: 117) 
IG1: 17 (16.2%) 
IG2: 11 (9.6%) 
IG3: 13 (11.6%) 
CG: 15 (12.8%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
Any Occurrence of Suicidal Acts at 
10 weeks (IG1:105; IG2: 115; IG3: 
112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
 

Discontinuation in Acute 
Phase (IG1:108; IG2: 116; 
IG3: 117 CG: 122) 
IG1: 33 (30.6%) 
IG2: 35 (30.2%) 
IG3: 33 (28.2%) 
CG: 37 (30.3%) 
 
Discontinuation in 
Extension Phase (IG1: 73; 
IG2: 81; IG3: 84; CG: 82) 
IG1: 30 (41.1%) 
IG2: 31 (38.3%) 
IG3: 35 (41.7%) 
CG: 38 (46.3%) 
 
Discontinuation due to AE 
in Acute Phase (IG1:108; 
IG2: 116; IG3: 117 CG: 
122) 
IG1: 12 (11.1%) 
IG2: 7 (6.0%) 
IG3: 6 (5.1%) 
CG: 4 (3.3%) 
 
Discontinuation due to AE 
in Extension Phase (IG1: 
73; IG2: 81; IG3: 84; CG: 
82) 
IG1: 4 (5.5%) 
IG2: 6 (7.4%) 
IG3: 3 (3.6%) 
CG: 7 (8.5%) 
  

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 9 suicide 
related) 
IG1+IG2: 14 
IG3: 6 
CG: 2 
 
At least one TEAE at 10 
weeks 
IG1: 73.1% 
IG2: 57.8% 
IG3: 61.5% 
CG: 58.2% 
 
Significantly more IG1 
patients experiencing at 
least one TEAE compared 
with CG ( p=0.02) and IG2 ( 
p=0.02). 
 
At least one treatment-
emergent adverse event 
(TEAE) at 36 weeks 
IG1: 68.5% 
IG2: 56.8% 
IG3: 53.6% 
CG: 67.1% (transitioned to 
duloxetine) 
Greater among IG1 and CG 
than IG2 and IG3 

  



 

F-213 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 
(continued) 

  Any Occurrence of Nonsuicidal self-
injurious behavior at 10 weeks 
(IG1:105; IG2: 115; IG3: 112; CG: 
116) 
IG1: 3 (2.9%)  
IG2: 6 (5.2%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
 
Treatment-emergent Suicidal 
Ideation at 10 weeks (IG1:105; IG2: 
115; IG3: 112; CG: 117) 
IG1: 7 (6.7%)  
IG2: 6 (5.2%) 
IG3: 9 (8.0%) 
CG: 11 (9.4%) 
 
Treatment-emergent Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0 
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%)  
 
Treatment-emergent Nonsuicidal 
self-injurious behavior at 10 weeks 
(IG1:104; IG2: 112; IG3: 112; CG: 
115) 
IG1: 3 (2.9%) 
IG2: 3 (2.7%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 

      

AE = adverse event; CG = control group; C-SSRS = Columbia-suicide severity rating scale; IG = intervention group; KQ = Key Question; NR = not reported; QD = every day; 
TEAE = treatment-emergent adverse event. 

  



 

F-214 

Table F-22. KQ 5a: Harms of SSRIs versus TCAs  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

  Treatment-emergent 
adverse experiences, 
regardless of attribution, 
leading to withdrawal 
(IG1: 93; IG2: 95; CG: 87) 
Body as a whole  
IG1: 2 (2.2%)  
IG2: 7 (7.4%)  
CG: 1 (1.1%) 
 
Cardiovascular System  
IG1: 1 (1.1%)  
IG2: 13 (13.7%)  
CG: 2 (2.3%) 
 
Urogenital System  
IG1: 0 (0.0%)  
IG2: 3 (3.2%)  
CG: 0 (0.0%) 
 
Digestive System  
IG1: 2 (2.2%)  
IG2: 8 (8.4%)  
CG: 1 (1.1%) 
 
Musculoskeletal System  
IG1: 1 (1.1%)  
IG2: 1 (1.1%)  
CG: 0 (0.0%) 
 
Nervous System  
IG1: 8 (8.6%)  
IG2: 7 (7.4%)  
CG: 2 (2.3%) 
 
 

Adverse experiences requiring 
corrective treatment 
(IG1: 93; IG2: 95; CG: 87) 
Headache  
IG1: 20 (21.5%)  
IG2: 20 (21.1%)  
CG: 23 (26.4%) 
 
Respiratory Disorder  
IG1: 8 (8.6%)  
IG2: 5 (5.3%)  
CG: 27 (8.0%) 
 
Rhinitis  
IG1: 6 (6.5%)  
IG2: 3 (3.2%)  
CG: 23 (3.4%) 
 
Pharyngitis  
IG1: 4 (4.3%)  
IG2: 9 (9.5%)  
CG: 25 (5.7%) 
 
Infection  
IG1: 4 (4.3%)  
IG2: 2 (2.1%)  
CG: 7 (8.0%) 
Sinusitis  
IG1: 4 (4.3%)  
IG2: 1 (1.1%) CG: 6 (6.9%)  
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848 Index article 
(continued) 

    Respiratory System  
IG1: 0 (0.0%)  
IG2: 2 (2.1%)  
CG: 0 (0.0%) 
 
Skin and Appendages  
IG1: 0 (0.0%)  
IG2: 4 (4.2%)  
CG: 1 (1.1%) 

Back Pain  
IG1: 4 (4.3%)  
IG2: 1 (1.1%)  
CG: 5 (5.7%)  
Severe Adverse Events 
IG1: 18 
IG2: 11 
CG: 2 

  

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

Suicidal or self-injurious 
behaviors 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
IG1: 5, 7, 11 
IG2: 3, 3, 4 (3 definite, 1 possible) 
CG: 1, 1, 2 (1 definite, 1 possible) 

Withdrawal for adverse 
events among 86 patients  
(IG1: 93; IG2: 95; CG: 87) 
N (%) 
CSR 
IG1: 11 (11.8%) 
IG2: 30 (31.5%) 
CG: 6 (6.9%) 
 
RIAT 
IG1: 14 (15.0%) 
IG2: 31 (32.6%) 
CG: 6 (6.9%) 
 
Withdrawal for protocol 
violations 
CSR 
IG1: 3 (3.2%) 
IG2: 5 (5.3%) 
CG: 7 (8.0%) 
 
 

Adverse events found in CRFs 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 159 
IG2: 257 
CG: 77 
 
Adverse events appendix of 
original trial 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 136 
IG2: 240 
CG: 67 
 
% underestimate in relying 
only on adverse event 
appendix 
(IG1: 31; IG2: 40; CG: 22) 
IG1: 14% 
IG2: 7% 
CG: 13% 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

    RIAT 
IG1: 1 (1.1%) 
IG2: 5 (5.3%) 
CG: 9 (10.3%) 
 
Total dropout rate 
CSR 
IG1: 26 (28%) 
IG2: 38 (40%) 
CG: 21 (24%) 
 
RIAT 
IG1: 27 (29%) 
IG2: 38 (40%) 
CG: 21 (24%)  

Adverse events in SKB CSR, 
Keller 2001, RIAT reanalysis 
(IG1: 93; IG2: 95; CG: 87) 
CSR, Keller, RIAT 
 
Cardiovascular 
IG1: 7, 5, 44 
IG2: 60, 42, 130 
CG: 12, 6, 32 
 
Gastrointestinal/digestive 
IG1: 80, 84, 112 
IG2: 108, 106, 147 
CG: 59, 61, 79 
 
Psychiatric 
IG1: NR, NR, 103 
IG2: NR, NR, 63 
CG: NR, NR, 24 
 
Respiratory 
IG1: 39, 33, 42 
IG2: 32, 27, 22 
CG: 43, 37, 39 
 
Neurological/ nervous system 
IG1: 106, 115, 101 
IG2: 117, 135, 114 
CG: 42, 65, 77 
 
Other 
IG1: 121, 28, 79 
IG2: 51, 30, 76 
CG: 30, 38, 79 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

      Body as whole 
IG1: 106, NR, NR 
IG2: 125, NR, NR 
CG: 121, NR, NR 
 
Total 
IG1: 338, 265, 481 
IG2: 493, 340, 552 
CG: 277, 207, 330 
 
Adverse events in original 
study and reorganized by 
RIAT analysis 
(IG1: 93; IG2: 95; CG: 87) 
Cardiovascular 
IG1: 1 
IG2: 3  
CG: 0 
 
Gastrointestinal  
IG1: 25  
IG2: 20  
CG: 4 
 
Psychiatric  
IG1: 32  
IG2: 4  
CG: 6 
 
Respiratory  
IG1: 2  
IG2: 1  
CG: 4 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury, 201549 
(continued) 

      Neurological  
IG1: 7  
IG2: 14  
CG: 7 
 
Other 
IG1: 3 
IG2: 8 
CG: 5 
 
Total 
IG1: 70 
IG2: 50 
CG: 26 

  

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651  

IG1: paroxetine 
IG2: imipramine 
CG: placebo 

RIAT Suicidality and suicide-
related events 
(IG1: 23; IG2: 9; CG: 5) 
 
Total Suicide-Related AEs 
IG1: 23 
IG2: 11 
CG: 5 
 
Acute Phase 
IG1: 12 
IG2: 6 
CG: 2 
 
Continuation Phase 
IG1: 6 
IG2: 5 
CG: 3 (includes one class that 
could be classed as trauma) 
 
 

Continuation Phase 
Dropouts (as reported in 
Table 1) 
SKB 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 34 
IG2: 27 
CG: 20 
 
RIAT 
IG1: 31*  
IG2: 27  
CG: 18  
*reported as 30 in text 
and 31 in table 1. N of 31 
includes on patients who 
was discontinued during 
taper phase for AE 
suicidal overdose 
 
 

Acute Phase Lack of Efficacy  
ITT: IG1=93; IG2=95; CG=87 
IG1: 29 
IG2: 36 
IG3: 38 
 
Continuation Phase Lack of 
Efficacy 
ITT: IG1=93; IG2=95; CG=87 
IG1: 3 
IG2: 2 
CG: 2 
 
Total AEs (Severe AEs) by 
Phase and type  
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651 
(continued) 

  Taper Phase 
IG1: 5 
IG2: 0 
CG: 0 
 
Total Suicidality and suicide-
related Episodes 
IG1: 20 
IG2: 9 
CG: 5 
 
Acute Phase 
IG1: 9 
IG2: 4 
CG: 2 
 
Continuation Phase 
IG1: 6 
IG2: 5 
CG: 3 
 
Taper Phase 
IG1: 5 
IG2: 0 

Continuation Phase 
Dropouts (as reported in 
Table 3) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 12 
IG2: 14 
CG: 11 
 
Acute Phase Dropouts (as 
reported in Table 3) 
ITT: IG1=93; IG2=95; 
CG=87 
IG1: 6 
IG2: 5 
CG: 3 
 
Reasons for Withdrawal 
among Continuation 
Phase Dropouts 
(IG1=31; IG2=27; CG=18) 
Adverse Events 
SKB, RIAT 
IG1: 2, 5 
IG2: 8, 9 
CG: 4, 4 
 
Lack of Efficacy 
SKB, RIAT 
IG1: 7, 1 
IG2: 8, 9 
CG: 6, 2 
 
 

Cardiac and vascular 
disorders 
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 14 (1) 
IG2: 91 (3) 
CG: 22 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 26 
IG2: 22 
IG3=10 
 
Gastrointestinal disorders 
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 45 (5) 
IG2: 74 (9) 
CG: 45 (2) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 62 (16) 
IG2: 59 (7) 
CG: 32 (2) 
 
Psychiatric Disorders  
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 58 (18) 
IG2: 39 (4) 
CG: 20 (4) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651 
(continued) 

    Relapse 
SKB, RIAT 
IG1: 0, 4 
IG2: 0, 3 
CG: 0, 4 
 
Protocol violation non-
compliance 
SKB, RIAT 
IG1: 11, 9 
IG2: 6, 6 
CG: 4, 3  
 
Protocol violation - by 
investigator 
SKB, RIAT 
IG1: 0, 1 
IG2: 0, 2 
CG: 2, 3 
 
Lost to followup 
SKB, RIAT 
IG1: 2,2 
IG2: 1,1 
CG: 2,3 
 
Other ("Feeling well") 
SKB, RIAT 
IG1: 1, 0 
IG2: 0,0 
CG: 0,0 
 

Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 42 (6) 
IG2: 24 
IG3: 7 (1) 
 
Nervous system disorders 
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 31 (1) 
IG2: 73 (9) 
CG: 55 (3) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 63 (5) 
IG2: 34 (3) 
IG3: 22 (4) 
 
Respiratory and thoracic 
disorders 
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 18 (1) 
IG2: 15 (1) 
CG: 27 (2) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 21 (1) 
IG2: 7 
IG3: 13 (2) 
 
 

  



 

F-221 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

GlaxoSmithKline, 
199848Index article 
Companion article:  
Le Noury 201651 
(continued) 

      Respiratory and thoracic 
disorders 
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 18 (1) 
IG2: 15 (1) 
CG: 27 (2) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 21 (1) 
IG2: 7 
IG3: 13 (2) 
 
All other SOCs  
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 24 
IG2: 44 (4) 
CG: 51 (1) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 53 (3) 
IG2: 24 (1) 
IG3: 26 (4) 
 
Total AEs  
Acute Patients Only 
(IG1=44; IG2=56; CG=53) 
IG1: 190 (26) 
IG2: 336 (30) 
CG: 220 (12) 
 
Continuation Patients Only 
(IG1=49; IG2=39; CG=31) 
IG1: 267 (31) 
IG2: 184 (11) 
IG3: 110 (13) 

  



 

F-222 

First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Weihs, 201855 IG1: Desvenlafaxine 
(25, 35, or 50 mg/d) 
IG2: Fluoxetine (20 
mg/d) 
CG: Placebo  

Treatment-emergent suicidal 
ideation or behavior at any post-
baseline assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
Treatment-emergent suicidal 
ideation at any post-baseline 
assessment: n (%) 
Overall 
IG1: 9/115 (7.8) 
IG2: 12/110 (10.9) 
CG: 8/112 (7.1) 
 
New-onset 
IG1: 8/102 (7.8) 
IG2: 10/97 (10.3) 
CG: 7/104 (6.7) 
 
 

Discontinued study 
treatment: n (%) 
IG1: 16 (13.9, calculated) 
IG2: 13 (11.5, calculated) 
CG: 13 (11.6, calculated) 
 
Discontinued due to AE: n 
(%) 
IG1: 2 (1.7, calculated) 
IG2: 1 (.9, calculated) 
CG: 2 (1.8, calculated) 
 
Discontinued due to lack 
of efficacy: n (%) 
IG1: 1 (0.9, calculated) 
IG2: 0 (0.0, calculated) 
CG: 3 (2.7, calculated) 
 
Discontinued due to lost 
to followup: n (%) 
IG1: 6 (5.2, calculated) 
IG2: 5 (4.4, calculated) 
CG: 4 (3.6, calculated) 
 
Discontinued due to 
protocol violation: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 
 
 

Any treatment-emergent AEs: 
% 
IG1: 69/115 (60.0) 
IG2: 72/112 (64.3) 
CG: 79 /112 (70.5) 
 
 
Severe AEs [not defined] 
considered unrelated to study 
medication: % 
IG1: 3.5%  
IG2: 5.4%  
CG: 3.6%  
 
Severe AEs [not defined] 
considered related to study 
medication: n (%) 
IG1: 3 (2.6, calculated) 
IG2: 0 (0.0%) 
CG: 2 (1.8, calculated) 
 
Serious AEs: N (%) 
IG1: 3 (2.6, calculated) 
IG2: 2 (1.8, calculated) 
CG: 0 (0.0) 
 
Deaths: none 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Weihs, 201855 
(continued) 

  Worsening 
IG1: 1/13 (7.7) 
IG2: 2/13 (15.4) 
CG: 1/8 (12.5) 
 
Treatment-emergent suicidal 
behavior at any post-baseline 
assessment: n (%) 
Overall 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
New-onset 
IG1: 0/115 (0.0) 
IG2: 1/110 (0.9) 
CG: 0/112 (0.0) 
 
Worsening 
IG1: 0 (0.0) 
IG2: 0 (0.0) 
CG: 0 (0.0) 

Discontinued due to no 
longer willing to 
participate: n (%) 
IG1: 2 (1.7, calculated)  
IG2: 7 (6.2, calculated) 
CG: 2 (1.8, calculated) 
 
Discontinued due to other: 
n (%) 
IG1: 2 (1.7, calculated) 
IG2: 0 (0.0, calculated) 
CG: 1 (0.9, calculated) 

    

AE = adverse event; CG = control group; CRF = Corticotropin-releasing factor; CSR = clinical study report; IG = intervention group; ITT = intent to treat; KQ = Key Question; 
n/N = number; NA = not applicable; NR = not reported; RIAT = restoring invisible and abandoned trials; SKB = SmithKline Beecham; SOC = system organ class. 
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Table F-23. KQ 5a: Harms of pharmacotherapy dose comparisons  
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 201859 IG1: Low-dose 
Desvenlafaxine 
IG2: High-dose 
Desvenlafaxine 
CG: Placebo 

SIB, n/N (%) 
Treatment-emergent  
IG1: 9/120 (7.5) 
IG2: 14/121 (11.6) 
CG: 16/119 (13.4) 
 
New onset 
IG1: 9/113 (8.0) 
IG2: 13/108 (12.0) 
CG: 14/107 (13.1) 
 
Worsening 
IG1: 0/113 (0) 
IG2: 1/13 (7.7) 
CG: 2/12 (16.7) 
SI, n/N (%) 
 
Treatment-emergent 
IG1: 9/120 (7.5)  
IG2: 14/121 (11.6) 
CG: 16/119 (13.4) 
 
New onset  
IG1: 9/113 (8.0)  
IG2: 13/108 (12.0) 
CG: 14/107 (13.1) 
 
Worsening 
IG1: 0 
IG2: 1/13 (7.7) 
CG: 2/12 (16.7) 
SB, n/N (%) 
 
Treatment-emergent  
IG1: 1/120 (0.8) 
IG2: 0/121 (0) 
CG: 1/119 (0.8) 
 
 

Discontinued due to AE 
(N): 
IG1: 8 
IG2: 3 
CG: 8 
 
Discontinued due to lack 
of efficacy (N): 
IG1: 2 
IG2: 0 
CG: 2 
 
Lost to followup (N): 
IG1: 3 
IG2: 1 
CG: 5 
 
Protocol violation (N): 
IG1: 1 
IG2: 2 
CG: 3 
 
No longer willing to 
participate (N): 
IG1: 4 
IG2: 9 
CG: 3 
 
Other (N): 
IG1: 1 
IG2: 2 
CG: 2 

Overall TAEs with Incidence 
≥5% in any group, N (%)* 
Any TAE 
IG1: 81 (66.4) 
IG2: 81 (66.9) 
CG: 73 (60.8) 
 
Abdominal pain, upper: 
IG1: 7 (5.7) 
IG2: 11 (9.1) 
CG: 9 (7.5) 
 
Accidental overdose: 
IG1: 0 
IG2: 3 (2.5) 
CG: 1 (0.8) 
 
Aggression: 
IG1: 2 (1.6) 
IG2: 0 
CG: 0 
 
Blood triglycerides 
increased: 
IG1: 2 (1.6) 
IG2: 0 
CG: 0 
 
Cough: 
IG1: 2 (1.6) 
IG2: 3 (2.5) 
CG: 5 (4.2) 
 
Decreased appetite: 
IG1: 6 (4.9) 
IG2: 6 (5.0) 
CG: 6 (5.0) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 201859 
(continued) 

  New-onset 
IG1: 1/120 (0.8) 
IG2: 0/121 (0) 
CG: 1/119 (0.8) 
 
Suicide attempt, N 
IG1: 1 
IG2: 0 
CG: 1 
 
Worsening 
IG1: 0 
IG2: 0 
CG: 0 

  Diarrhea: 
IG1: 3 (2.5) 
IG2: 3 (2.5) 
CG: 2 (1.7) 
 
Dizziness: 
IG1: 5 (4.1) 
IG2: 6 (5.0) 
CG: 3 (2.5) 
 
Dysmenorrhea: 
IG1: 1 (1.4) 
IG2: 4 (5.3) 
CG: 1 (1.7) 
 
Fatigue: 
IG1: 4 (3.3) 
IG2: 9 (7.4) 
CG: 2 (1.7) 
 
Feeling jittery: 
IG1: 1 (0.8) 
IG2: 4 (3.3) 
CG: 0 
 
Viral gastroenteritis: 
IG1: 2 (1.6)  
IG2: 3 (2.5) 
CG: 2 (1.7) 
 
Headache: 
IG1: 22 (18.0)  
IG2: 25 (20.7) 
CG: 15 (12.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 201859 
(continued) 

      Insomnia: 
IG1: 7 (5.7)  
IG2: 4 (3.3) 
CG: 1 (0.8) 
 
Nausea: 
IG1: 12 (9.8)  
IG2: 14 (11.6) 
CG: 7 (5.8) 
 
Nasopharyngitis: 
IG1: 8 (6.6)  
IG2: 7 (5.8) 
CG: 2 (1.7) 
 
Psychomotor hyperactivity: 
IG1: 1 (0.8)  
IG2: 4 (3.3) 
CG: 0 
 
Pyrexia 
IG1: 3 (2.5)  
IG2: 2 (1.7) 
CG: 0 
 
Skin abrasion 
IG1: 0 
IG2: 2 (1.7) 
CG: 0 
 
Upper respiratory tract 
infection 
IG1: 4 (3.3) 
IG2: 6 (J5) 
CG: 3 (2.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Atkinson, 201859 
(continued) 

      Vomiting 
IG1: 1 (0.8) 
IG2: 9 (7.4) 
CG: 4 (3.3) 
 
* TAEs presented by age-
specific subgroups as well 

  

Durgam, 201840 IG1: Vilazodone 15 
mg/d 
IG2: Vilazodone 30 
mg/d 
CG: Placebo 

Incidence of suicidal ideation 
based on C-SSRS (%) 
IG1: 36.0 
IG2: 31.1 
CG: 33.3 
 
Incidence of suicidal behavior 
based on C-SSRS (%) 
IG1: 1.1 
IG2: 1.1 
CG: 1.8 
 
 

Total premature 
discontinuation after 
randomization, N 
IG1: 26 
IG2: 19 
CG: 32 
 
Discontinuation prior to 
entering safety pop. 
Lost to followup, N 
IG1: 0 
IG2: 0 
CG: 1 
 
 

Any TAE, N (%) 
IG1: 122 (69.7) 
IG2: 135 (75.0) 
CG: 105 (61.4) 
 
Any SAE, N (%) 
IG1: 2 (1.1) 
IG2: 3 (1.7) 
CG: 1 (0.6) 
 
Discontinuation due to AEs, 
N (%) 
IG1: 9 (5.1) 
IG2: 8 (4.4) 
CG: 4 (2.3) 
 
 

NR 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Durgam, 201840 
(continued) 

  Suicide attempt, patient reported 
on C-SSRS, N 
IG1: 1 
IG2: 1 
CG: 2 

Withdrew consent, N 
IG1: 0 
IG2: 0 
CG: 1 
 
Protocol violation, N 
IG1: 0 
IG2: 0 
CG: 1 
 
Discontinuation prior to 
entering ITT pop. 
Withdrew consent, N 
IG1: 1 
IG2: 0 
CG: 1 
 
Discontinuation prior to 
completed treatment 
Adverse event 
IG1: 9 
IG2: 8 
CG: 4 
 
Withdrew consent, N 
IG1: 6 
IG2: 8 
CG: 8 
 
Lost to followup, N 
IG1: 3 
IG2: 1 
CG: 6 
 
Protocol violation, N 
IG1: 4 
IG2: 2 
CG: 3 
 
 

Nausea, N (%) 
IG1: 51 (29.1)  
IG2: 49 (27.2) 
CG: 14 (8.2) 
 
Headache, N (%) 
IG1: 22 (12.6)  
IG2: 29 (16.1) 
CG: 27 (15.8) 
 
Upper abdominal pain, N 
(%) 
IG1: 7 (4.0) 
IG2: 28 (15.6) 
CG: 11 (6.4) 
 
Vomiting, N (%) 
IG1: 11 (6.3)  
IG2: 21 (11.7) 
CG: 6 (3.5) 
 
Diarrhea, N (%) 
IG1: 15 (8.6)  
IG2: 16 (8.9) 
CG: 8 (4.7) 
 
Dizziness, N (%) 
IG1: 8 (4.6)  
IG2: 13 (7.2) 
CG: 5 (2.9) 
 
Nasopharyngitis, N (%) 
IG1: 6 (3.4)  
IG2: 11 (6.1) 
CG: 6 (3.5) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Durgam, 201840 
(continued) 

    Insufficient therapeutic 
response, N 
IG1: 3 
IG2: 0 
CG: 5 
 
Other, N 
IG1: 0 
IG2: 0 
CG: 2  

Abdominal discomfort, N 
(%) 
IG1: 7 (4.0)  
IG2: 8 (4.4) 
CG: 2 (1.2) 
 
Upper respiratory tract 
infection, N (%) 
IG1: 7 (4.0)  
IG2: 7 (3.9) 
CG: 4 (2.3) 
 
Insomnia, N (%) 
IG1: 5 (2.9)  
IG2: 7 (3.9) 
CG: 5 (2.9) 
 
Fatigue, N (%) 
IG1: 4 (2.3)  
IG2: 7 (3.9) 
CG: 7 (4.1) 
 
Decreased appetite, N (%) 
IG1: 7 (4.0)  
IG2: 6 (3.3) 
CG: 1 (0.6) 
 
Somnolence, N (%) 
IG1: 8 (4.6)  
IG2: 4 (2.2) 
CG: 1 (0.6) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 IG1: duloxetine 60 mg 
QD 
IG2: duloxetine 30 mg 
QD 
IG3: fluoxetine 20 mg 
QD 
CG: placebo 

No statistically significant 
differences between any 
treatment groups for any outcome 
on the C-SSRS during acute 
treatment. 
 
Any Occurrence of Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 17 (16.2%) 
IG2: 11 (9.6%) 
IG3: 13 (11.6%) 
CG: 15 (12.8%) 
 
Any Occurrence of Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
 

Discontinuation in Acute 
Phase (IG1:108; IG2: 116; 
IG3: 117 CG: 122) 
IG1: 33 (30.6%) 
IG2: 35 (30.2%) 
IG3: 33 (28.2%) 
CG: 37 (30.3%) 
 
Discontinuation in 
Extension Phase (IG1: 73; 
IG2: 81; IG3: 84; CG: 82) 
IG1: 30 (41.1%) 
IG2: 31 (38.3%) 
IG3: 35 (41.7%) 
CG: 38 (46.3%) 
 
Discontinuation due to AE 
in Acute Phase (IG1:108; 
IG2: 116; IG3: 117 CG: 
122) 
IG1: 12 (11.1%) 
IG2: 7 (6.0%) 
IG3: 6 (5.1%) 
CG: 4 (3.3%) 
 
 

Patients with Serious 
Adverse Events (all resulted 
in hospitalization, 9 suicide 
related) 
IG1+IG2: 14 
IG3: 6 
CG: 2 
 
At least one treatment-
emergent adverse event 
(TEAE) at 10 weeks 
IG1: 73.1% 
IG2: 57.8% 
IG3: 61.5% 
CG: 58.2% 
 
Significantly more IG1 
patients experiencing at 
least one TEAE compared 
with CG ( p=0.02) and IG2 ( 
p=0.02). 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 
(continued) 

  Any Occurrence of Suicidal Acts 
at 10 weeks (IG1:105; IG2: 115; 
IG3: 112; CG: 117) 
IG1: 0  
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%) 
 
Any Occurrence of Nonsuicidal 
self-injurious behavior at 10 
weeks (IG1:105; IG2: 115; IG3: 
112; CG: 116) 
IG1: 3 (2.9%)  
IG2: 6 (5.2%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 
 
Treatment-emergent Suicidal 
Ideation at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 7 (6.7%)  
IG2: 6 (5.2%) 
IG3: 9 (8.0%) 
CG: 11 (9.4%) 
 
Treatment-emergent Suicidal 
Behaviors at 10 weeks (IG1:105; 
IG2: 115; IG3: 112; CG: 117) 
IG1: 0 
IG2: 0 
IG3: 1 (0.9%) 
CG: 1 (0.9%)  
 
 

Discontinuation due to AE 
in Extension Phase (IG1: 
73; IG2: 81; IG3: 84; CG: 
82) 
IG1: 4 (5.5%) 
IG2: 6 (7.4%) 
IG3: 3 (3.6%) 
CG: 7 (8.5%) 
 

At least one TEAE at 36 
weeks 
IG1: 68.5% 
IG2: 56.8% 
IG3: 53.6% 
CG: 67.1% (transitioned to 
duloxetine) 
Greater among IG1 and CG 
than IG2 and IG3 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie 201446 
(continued) 

  Treatment-emergent Nonsuicidal 
self-injurious behavior at 10 
weeks (IG1:104; IG2: 112; IG3: 
112; CG: 115) 
IG1: 3 (2.9%) 
IG2: 3 (2.7%) 
IG3: 2 (1.8%) 
CG: 5 (4.3%) 

      

AE = adverse event; CG = control group; C-SSRS = Columbia-suicide severity rating scale; IG = intervention group; ITT = intent to treat; KQ = Key Question; N/A = not 
applicable; n/N = number; QD = every day; SAE = significant adverse event; SIB = Suicidal ideation and behavior; TAE = treatment adverse event; TEAE = treatment-emergent 
adverse event. 
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Table F-24. KQ 5a: Harms of treatment-resistant depression interventions 
First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Brent, 200888 
Index article 
TORDIA 

IG1: Switch to a 
second, different SSRI 
(citalopram, or 
fluoxetine, 20-40 mg) 
IG2: Switch to a 
different SSRI plus CBT 
IG3: Switch to 
venlafaxine (150-225 
mg) 
IG4: Switch to 
venlafaxine plus CBT 

Harm related AEs, N (%) 
IG1+IG2: 31 (18.5) 
IG3+IG4: 37 (22.3) 
IG1+IG3: 32 (19.0) 
IG2+IG4: 36 (21.7) 
 
Suicide attempts, N (%) 
IG1+IG2: 6 (3.6) 
IG3+IG4: 11 (6.6) 
IG1+IG3: 7 (4.2) 
IG2+IG4: 10 (6.0) 
 
SIQ score, mean (SD) [95% CI] 
6 weeks 
G1+IG2: 33.3 (20.7) [30.0 to 36.6] 
IG3+IG4: 35.1 (21.5) [31.5 to 
38.7] 
IG1+IG3: 34.3 (20.5) [31.0 to 
37.7]  
IG2+IG4: 33.9 (21.7) [30.4 to 
37.5]  
 
12 weeks 
G1+IG2: 31.6 (17.9) [28.6 to 34.6] 
IG3+IG4: 31.5 (19.7) [28.2 to 
34.7] 
IG1+IG3: 31.4 (17.5) [28.5 to 
34.2] 
IG2+IG4: 31.7 (20.2) [28.3 to 
35.1] 

Withdrew due to serious 
AEs, N 
IG1: 5 
IG2: 10 
IG3: 6 
IG4: 8 
 
Withdrew due to AEs, N 
IG1: 4 
IG2: 3 
IG3: 3 
IG4: 2 
 
Withdrew due to 
nonadherance, N 
IG1: 4 
IG2: 1 
IG3: 4 
IG4: 4 
 
Withdrew consent, N 
IG1: 2 
IG2: 2 
IG3: 2 
IG4: 6 
 
Lost to followup, N 
IG1: 2 
IG2: 0 
IG3: 2 
IG4: 2 
 
 

 ≥1 Serious AE, N (%) 
IG1+IG2: 18 (10.7)  
IG3+IG4: 19 (11.4)  
IG1+IG3: 14 (8.3)  
IG2+IG4: 23 (13.9) 
 
≥1 AE, N (%) 
IG1+IG2: 86 (51.2)  
IG3+IG4: 78 (47.0)  
IG1+IG3: 84 (50.0)  
IG2+IG4: 80 (48.2) 
 
Breakdown of AE by type 
(except for suicidality related 
AEs), N (%) 
Sleep 
IG1+IG2: 5 (3.0)  
IG3+IG4: 12 (7.2)  
IG1+IG3: 7 (4.2)  
IG2+IG4: 10 (6.0) 
 
Irritability 
IG1+IG2: 8 (4.8)  
IG3+IG4: 8 (4.8) 
IG1+IG3: 6 (3.6)  
IG2+IG4: 10 (6.0) 
 
Flu-like 
IG1+IG2: 31 (18.5) 
IG3+IG4: 21 (12.7)  
IG1+IG3: 26 (15.5)  
IG2+IG4: 26 (15.7) 
 
 

See subgroup response in 
benefits tab 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Brent, 200888 
Index article 
TORDIA 
(continued) 

    Worsening depression, N 
IG1: 3 
IG2: 2 
IG3: 3 
IG4: 4 
 
Ancillary treatment–
comorbidity, N 
IG1: 3 
IG2: 1 
IG3: 1 
IG4: 3 
 
Received paroxetine, N 
IG1: 0 
IG2: 3 
IG3: 0 
IG4: 0 
 
Received psychotropic 
medication, N  
IG1: 0 
IG2: 1 
IG3: 0 
IG4: 1 
 
Pregnancy, N  
IG1: 1 
IG2: 0 
IG3: 0 
IG4: 0 
 
Psychosis, N 
IG1: 0 
IG2: 1 
IG3: 0 
IG4: 0 
 
 

Aches 
IG1+IG2: 24 (14.3)  
IG3+IG4: 23 (13.9)  
IG1+IG3: 23 (13.7)  
IG2+IG4: 24 (14.5) 
 
Accident/injury 
IG1+IG2: 12 (7.1)  
IG3+IG4: 7 (4.2)  
IG1+IG3: 10 (6.0) 
IG2+IG4: 9 (5.4) 
 
Gastrointestinal 
IG1+IG2: 9 (5.4)  
IG3+IG4: 7 (4.2)  
IG1+IG3: 7 (4.2)  
IG2+IG4: 9 (5.4)  
 
Skin 
IG1+IG2: 3 (1.8)  
IG3+IG4: 13 (7.8)  
IG1+IG3: 7 (4.2)  
IG2+IG4: 9 (5.4) 
 
By medication: X2/1=6.69; 
p=0.01 
Musculoskeletal  
IG1+IG2: 6 (3.6)  
IG3+IG4: 10 (6.0)  
IG1+IG3: 5 (3.0)  
IG2+IG4: 11 (6.6) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Brent, 200888 
Index article 
TORDIA 
(continued) 

    Substance abuse, N 
IG1: 1 
IG2: 1 
IG3: 0 
IG4: 0 
 
Hypomania, N 
IG1: 0 
IG2: 0 
IG3: 1 
IG4: 0 

    

Brent, 200888 
Index article 
Companion 
article: 
Asarnow, 200989 
TORDIA 

See Brent 2008 index 
article (#3010) 

NR NR NR NR 

Brent, 200888 
Index article 
Companion 
article: 
Brent, 200990 
TORDIA 

See Brent, 200888 Index 
article 
TORDIA 

Effect of treatment on hazard of a 
suicidal event in figures 

NR Effect of treatment on 
nonsuicidal self-injury in 
figures 
 
Rates of NSSI and suicidal 
AEs were estimated using 
software from Figure 2.  
 
Rate of adverse events by 
treatment group  
Nonsuicidal self-injury 
events, % 
IG1: 8.4 
IG2: 9.6 
IG3: 4.7 
IG4: 14.5 
 
Suicidal events, % 
IG1: 18.1 
IG2: 14.5 
IG3: 10.6 
IG4: 14.5 

Only one baseline predictor 
variable was found to 
moderate treatment effects 
with respect to onset or time to 
either suicidal or nonsuicidal 
event adverse events; 
significant interaction between 
medication and suicidal 
ideation (z=3.10, p=0.002) 
with respect to occurrence of 
any self-harm adverse event. 
Participants with baseline SIQ 
score ≥35 were more likely to 
experience a self-harm event if 
they were treated with 
Venlafaxine (IG3/IG4) than 
with an SSRI: (37.2% versus 
23.3%, χ2=3.83, df=1, 
p=0.05). 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 

IG: Dose-titration of 
fluoxetine dose from 20 
mg/day to 40-60 
mg/day 
CG: Continued 
treatment with 
fluoxetine at fixed dose 
of 20 mg/day 

Self-mutilatory behavior of mild 
severity, ITT (IG=14; CG=15) 
19 weeks, n (calculated %) 
IG: 1 (7.1) 
CG: 0 
Between-group difference NR 

Overall withdrawal, ITT 
(IG=14; CG=15) 
NR from 10 to 19 weeks 
Withdrawal due to AEs, 
ITT (IG=14; CG=15) 
19 weeks, n (calculated 
%) 
IG: 0 
CG: 3 (20) 
Between-group difference 
NR 
Withdrawal due to lack of 
efficacy, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7.1) (same patient 
who presented with self-
mutilatory behavior of mild 
severity) 
CG: 0 
Between-group difference 
NR 

"Nonsolicited" treatment-
emergent AEs: no 
significant between-group 
differences for any specific 
AEs (p=NS) 
Patients reporting any AEs, 
ITT (IG=14; CG=15) 
 
19 weeks, n (%) 
IG: 9 (64) 
CG: 7 (47) 
No between-group 
difference: p=0.462 
Personality disorder, ITT 
(IG=14; CG=15) 
 
19 weeks, n (%) 
IG: 0 
CG: 3 (20) 
No between-group 
difference: p=0.224 
 
Cough increased, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 2 (13) 
No between-group 
difference: p=1.00 
 
 

NA 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Hostility, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 2 (13) 
No between-group 
difference: p=0.483 
 
Rhinitis, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 2 (13) 
No between-group 
difference: p=1.00 
 
Fever, ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Somnolence, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Diarrhea, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      No between-group 
difference: p=1.00 
 
Ear pain, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Euphoria, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Insomnia, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Lymphadenopathy, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Speech disorder, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Thinking abnormal, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Accidental injury, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 0 
No between-group 
difference: p=0.100 
 
Abdominal pain, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Dry mouth, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Infection, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Neck rigidity, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Pain, ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Pharyngitis, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Amblyopia, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Back pain, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Bronchitis, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Contact dermatitis, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Dizziness, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      No between-group 
difference: p=0.483 
 
Increased salivation, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Intentional injury, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Nervousness, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Pruritus, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Rash, ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Sinus bradycardia, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Sinusitis, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Ulcerative stomatitis, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Vomiting, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      "Solicited" treatment-
emergent AEs: no 
significant between-group 
differences for any specific 
AEs (p=NS) 
Patients reporting any AEs, 
ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 11 (79) 
CG: 8 (53) 
No between-group 
difference: p=0.245 
 
Stomachaches, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 2 (13) 
No between-group 
difference: p=0.651 
 
Cold or sniffles, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 2 (13) 
No between-group 
difference: p=0.651 
 
Feeling sleepy, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 2 (13) 
No between-group 
difference: p=1.00 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Sleeping, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 2 (13) 
No between-group 
difference: p=1.00 
 
Crying, ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 2 (13) 
No between-group 
difference: p=1.00 
 
Paying attention, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 4 (29) 
CG: 1 (7) 
No between-group 
difference: p=0.169 
 
Muscle cramps, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 1 (7) 
No between-group 
difference: p=0.330 
 
Headache, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 1 (7) 
No between-group 
difference: p=0.330 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Tiredness, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 1 (7) 
No between-group 
difference: p=0.598 
 
Getting mad, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 1 (7) 
No between-group 
difference: p=0.598 
 
Eating, ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Being sick to your stomach, 
ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Shakiness, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Bad dreams, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Diarrhea, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 0 
CG: 1 (7) 
No between-group 
difference: p=1.00 
 
Dizziness, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 3 (21) 
CG: 0 
No between-group 
difference: p=0.100 
 
Dry mouth and lips, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Itchy or scratchy skin, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      No between-group 
difference: p=0.224 
 
Sitting still, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Getting along with parents, 
ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Getting along with kids, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
 
Not being happy, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 2 (14) 
CG: 0 
No between-group 
difference: p=0.224 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Drinking, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Wetness in mouth, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Pronouncing words, ITT 
(IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
 
Doing things with your hand, 
ITT (IG=14; CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 
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First Author's 
Last Name;  
Year;  
Trial Name  

Treatment 
Interventions and 
Comparators 

Suicidality  
Withdrawal From 
Intervention/Drop Out 
From Study 

Other Harms  Subgroup(s) Examined 

Emslie, 200242 
Index article 
Companion 
article: 
Heiligenstein, 
200691 
(continued) 

      Being sad, ITT (IG=14; 
CG=15) 
19 weeks, n (%) 
IG: 1 (7) 
CG: 0 
No between-group 
difference: p=0.483 

  

AE = adverse event; CG = control group; IG = intervention group; ITT = intent to treat; KQ = Key Question; N = number; NA = not applicable; NR = not reported; NS = not 
significant; SIQ = Suicidal Ideation Questionnaire; SSRI = selective serotonin reuptake inhibitors; TORDIA = Treatment of SSRI-Resistant Depression in Adolescents trial. 
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Table G-1. KQ 1b: Subgroup analysis for CBT versus pill placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family Income CBT vs. pill 

placebo 
Functional 
Impairment, 
clinician report 

<$75,000/year In the lower income group, 
CBT=placebo (no significant 
differences in functional impairment) 
but in the higher income group, 
those in CBT did better than placebo 
adolescents (effect size=0.72)4 

>$75,000/year 

Depressive 
Symptom 
Severity 

CBT vs. Pill 
Placebo 

Functional 
Impairment, 
Clinician Report 

Mild/Moderate No significant differences between 
CBT and pill placebo groups in 
functional impairment across 
depressive symptom severity 
subgroups.4 

Marked/Severe 

ADHD CBT vs. Pill 
Placebo 

Depressive 
Symptoms, 
Clinician report 

ADHD Adolescents with ADHD in the CBT 
group had significantly greater 
improvements in depressive 
symptoms than those with ADHD in 
the placebo group; those without 
ADHD did not have any differences 
in depressive symptoms between 
CBT and placebo groups at end of 
treatment.8 

No ADHD 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; CSA = childhood sexual abuse; KQ = Key 
Question. 
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Table G-2. KQ 1b: Subgroup analysis for CBT versus active control 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Suicidality CBT vs. active 

control, SBFT vs. 
active control 

Remission Lifetime suicidal For adolescents receiving CBT or 
SBFT, lifetime suicidality did not 
moderate treatment response, but for 
adolescents in the active control 
group, the response of participants 
with suicidal history was less 
favorable than for nonsuicidal 
participants (64% vs. 23%, p=0.04).36 

Lifetime nonsuicidal 

Race CBT vs. Active 
Control 

Time to 
Recovery 

White Adolescents in CBT group recovered 
faster than those in the LS group 
among Whites but no differences 
across treatment groups found 
among non-White adolescents.37 

Non-White 

Number of 
MDD Episodes 

CBT vs. Active 
Control 

Time to 
Recovery 

Recurrent MDD Adolescents in the CBT group 
recovered faster than those in the LS 
group among those with prior MDD 
episodes but no differences across 
treatment groups found among those 
with first-episode MDD37 

First Onset MDD 

Coping Skills CBT vs. Active 
Control 

Time to 
Recovery 

High Positive Coping 
Skills 

Adolescents in the CBT group 
recovered faster than those in the LS 
group among those with high levels 
of positive coping skills but no 
differences across treatment groups 
found among those with poor levels 
of positive coping skills37 

Poor Positive Coping 
Skills 

CBT = cognitive behavioral therapy; KQ = Key Question; MDD = major depressive disorder; SBFT = Systemic behavior family 
therapy. 

Table G-3. KQ 1b: Subgroup analysis for family therapy versus pill placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Psychological 
stress 

Family therapy 
vs. pill placebo 

Depression 
severity 

Number of psychological 
stressors 

When families reported fewer 
psychosocial stressors, the 
intervention arm had a significant 
decline in depression severity and 
little impact in the placebo arm27 

Maternal 
depression 

Family therapy 
vs. pill placebo 

Depression 
severity 

No maternal depression No moderating effects associated 
with a history of maternal 
depression27  Maternal depression 

KQ = Key Question. 
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Table G-4. KQ 1b: Subgroup analysis for family therapy versus active control 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Demographic 
variables 

Family therapy 
vs. active control 

Treatment 
response 

Demographic variables Age group, gender, race, family 
composition, family income had no 
moderating effects30 

Clinical 
variables 

Family therapy 
vs. active control 

Treatment 
response 

Clinical variables  Syndromal versus subsyndromal 
depression, baseline CDRS score, 
comorbid anxiety disorder, comorbid 
disruptive behavior disorder, 
chronicity, or current antidepressant 
medication had no moderating 
effects30 

CDRS = Children’s Depression Rating Scale; KQ = Key Question. 

Table G-5. KQ 1b: Subgroup analysis for omega-3 versus pill placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Psychological 
stress 

Omega-3 vs. pill 
placebo 

Depression 
severity 

Number of psychological 
stressors 

When families reported fewer 
psychosocial stressors, the 
intervention arm had a significant 
decline in depression severity and 
little impact in the placebo arm27 

Maternal 
depression 

Omega-3 vs. pill 
placebo 

Depression 
severity 

No maternal depression No moderating effects associated 
with a history of maternal 
depression27  Maternal depression 

KQ = Key Question. 
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Table G-6. KQ 2b: Subgroup analysis for SSRIs versus placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family Income Fluoxetine vs. 

Placebo 
Functional 
Impairment, 
Clinician Report 

<$75,000/year In the lower income group, 
fluoxetine was more effective than 
placebo, but in the higher income 
group, the effectiveness of 
fluoxetine did not significantly differ 
from that of placebo4 

>$75,000/year 

Depressive Symptom 
Severity 

Fluoxetine vs. 
Pill Placebo 

Functional 
Impairment, 
Clinician Report 

Mild/Moderate Fluoxetine was more effective than 
placebo, independent of functional 
impairment level.4 

Marked/Severe 

Comorbid Condition: 
ADHD 

Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

ADHD Adolescents with ADHD in the 
fluoxetine group had significantly 
greater improvements in depressive 
symptoms than those with ADHD in 
the placebo group; those without 
ADHD did not have significant 
differences in depressive symptoms 
between fluoxetine and placebo 
groups at end of treatment.8 

No ADHD 

Age Group Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Children 8-12 years 
old  

Two studies found the effect of 
fluoxetine versus placebo on 
change in depressive symptoms did 
not significantly differ by age 
group.41, 42 

Adolescents aged 
13-17 

Sex Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Males Two studies found the effect of 
fluoxetine versus placebo on 
change in depressive symptoms did 
not significantly differ by sex.41, 42 

Females 

Family History of 
Depression 

Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Family history of 
depression 

The effect of fluoxetine versus 
placebo on change in depressive 
symptoms did not significantly differ 
by family history of depression.42 

No family history of 
depression 

Age Group Fluoxetine vs. 
Placebo 

Response Children 8-12 years 
old  

The effect of fluoxetine versus 
placebo on change in response did 
not significantly differ by age 
group.42 

Adolescents aged 
13-17 

Sex Fluoxetine vs. 
Placebo 

Response Males The effect of fluoxetine versus 
placebo on change in response did 
not significantly differ by sex42 

Females 

Family History of 
Depression 

Fluoxetine vs. 
Placebo 

Response Family history of 
depression 

The effect of fluoxetine versus 
placebo on change in response did 
not significantly differ by family 
history of depression.42 

No family history of 
depression 

Depression Chronicity Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Chronic (episode 
lasting 9 months or 
more) 

In a sample with co-morbid 
depression and substance use 
disorder, those with chronic (as 
compared with transient) depression 
showed significantly decreases in 
depressive symptoms in the 
fluoxetine versus placebo groups67 

Transient (episode 
lasting less than 9 
months)  

Level of Alcohol 
Consumption 

Fluoxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Heavy use In a sample with co-morbid 
depression and substance use 
disorder, those with moderate use 
of alcohol or less (as compared with 
heavy use) showed significantly 
greater decreases in depressive 
symptoms in the fluoxetine versus 
placebo groups.67 

No use, single use, 
or moderate use 
No use, single use, 
or moderate use 
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Subgroup Comparison Outcome Subgroup Variable Conclusion 
Depression Chronicity Fluoxetine vs. 

Placebo 
Response Chronic (episode 

lasting 9 months or 
more) 

In a sample with co-morbid 
depression and substance use 
disorder, those with chronic (as 
compared with transient) depression 
showed significantly greater 
response to fluoxetine than 
placebo67 

Transient (episode 
lasting less than 9 
months)  

Level of Alcohol 
Consumption 

Fluoxetine vs. 
Placebo 

Response Heavy use In a sample with co-morbid 
depression and substance use 
disorder, those with moderate use 
of alcohol or less (as compared with 
heavy use) showed significantly 
greater response to fluoxetine than 
placebo.67 

No use, single use, 
or moderate use 

Level of Marijuana 
Consumption 

Fluoxetine vs. 
Placebo 

Response Heavy use In a sample with co-morbid 
depression and substance use 
disorder, the effect of fluoxetine 
versus placebo on response did not 
significantly differ by level of 
marijuana consumption.67 

No use, single use, 
or moderate use 

Sex Fluoxetine vs. 
Placebo 

Relapse Male  Females who remained on 
fluoxetine after the end of treatment 
(12 months) were almost 9 times 
more likely to relapse than males 
who remained on fluoxetine58 

Female 

Baseline Depression 
Severity 

Fluoxetine vs. 
Placebo 

Relapse Continuous CDRS-R 
score (baseline) 

Those with higher depression 
severity levels who remained on 
fluoxetine after end of treatment (12 
weeks) were more likely to relapse 
than those with lower levels58 

End of Acute Phase 
Treatment Depression 
Severity 

Fluoxetine vs. 
Placebo 

Relapse Continuous CDRS-R 
score at 12 weeks 
(end of treatment) 

Those with higher depression 
severity levels who remained on 
fluoxetine after end of treatment (12 
weeks) were more likely to relapse 
than those with lower levels58 

Age Fluoxetine vs. 
Placebo 

Relapse Children Age did not moderate the effect of 
fluoxetine versus placebo on 
relapse58 

Adolescents 

Race Fluoxetine vs. 
Placebo 

Relapse Caucasian Race did not moderate the effect of 
fluoxetine versus placebo on 
relapse58 

Non-Caucasian 

Recurrent Depression Fluoxetine vs. 
Placebo 

Relapse Yes Number of prior depressive 
episodes did not moderate the 
effect of fluoxetine versus placebo 
on relapse58 

No 

Comorbid Dysthymia or 
Anxiety Disorder 

Fluoxetine vs. 
Placebo 

Relapse Yes Comorbid dysthymia or anxiety did 
not moderate the effect of fluoxetine 
versus placebo on relapse58 

No 

Parent Characteristics  Fluoxetine vs. 
Placebo 

Relapse   Age did not moderate the effect of 
fluoxetine versus placebo on 
relapse58 

Age Group Paroxetine vs. 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Children aged 7-11 
years 

Among children, those in the 
placebo group had greater 
decreases in depressive symptoms 
than children receiving paroxetine, 
whereas there were no significant 
differences in depressive symptoms 
at end of treatment among 
adolescents.43 

Adolescents aged 
12-17 years 
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Subgroup Comparison Outcome Subgroup Variable Conclusion 
Age Group Paroxetine vs. 

Placebo 
Symptoms and 
response 

Adolescents aged 
13-15 

Older adolescents showed greater 
improvement than younger 
adolescents on the sadness item 
from MADRS and on response39 

Adolescents aged 
16-18 

Features of Depression Paroxetine vs. 
Placebo 

Response Atypical depression The effect of paroxetine versus 
placebo on response did not 
significantly differ by the presence 
of atypical depression features.48 

Not atypical 
depression 

Features of Depression Paroxetine vs. 
Placebo 

Response Melancholic features The effect of paroxetine versus 
placebo on response did not 
significantly differ by the presence 
of melancholic features.48 

No melancholic 
features 

Comorbid Condition: 
Anxiety Disorder 

Paroxetine vs. 
Placebo 

Response Anxiety disorder The effect of paroxetine versus 
placebo on response did not 
significantly differ by the presence 
of anxiety disorder.48 

No anxiety disorder 

Comorbid Condition: 
Comorbid Disorder 

Paroxetine vs. 
Placebo 

Response Any comorbid 
Disorder  

The effect of paroxetine versus 
placebo on response did not 
significantly differ by the presence 
of any comorbid disorder.48 

No comorbid 
disorder 

Depression Age of 
Onset 

Paroxetine vs. 
Placebo 

Response 11 years or younger 
onset of depression 

The effect of paroxetine versus 
placebo on response did not 
significantly differ by age of onset of 
depression.48 

12 years of older 
onset of depression 

Number of Depression 
Episodes 

Paroxetine vs. 
Placebo 

Response 1 episode The effect of paroxetine versus 
placebo on response did not 
significantly differ by number of 
depression episodes.48 

Age group Paroxetine vs. 
Placebo 

Adverse events Adolescents aged 
13-15 

The magnitude of the difference 
between paroxetine and placebo 
arms was greater among older 
adolescents39 

Adolescents aged 
16-18 

ADHD = Attention-Deficit/Hyperactivity Disorder; CDRS-R = Children’s Depression Rating Scale-Revised; KQ = Key Question 
MADRS = Montgomery-Asberg Depression Rating Scale; vs. = versus. 

  



 

G-8 

Table G-7. KQ 2b: Subgroup analysis for fluoxetine for relapse prevention versus placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Residual symptoms Relapse 

prevention with 
fluoxetine 
versus placebo 

Relapse Residual symptoms Odds of relapse in the 
placebo arm was 6.3 (95% CI, 
1.8 to 22.9) compared with the 
odds of relapse with residual 
symptoms (2.1; 95% CI, 0.7 to 
6.657 

No residual symptoms 

CI = confidence interval; KQ = Key Question. 

Table G-8. KQ 2b: Subgroup analysis for TCAs versus placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Features of Depression Imipramine vs. 

Placebo 
Response Atypical depression The effect of imipramine versus 

placebo on response did not 
significantly differ by the 
presence of atypical depression 
features.48 

Not atypical depression 

Features of Depression Imipramine vs. 
Placebo 

Response Melancholic features The effect of imipramine versus 
placebo on response did not 
significantly differ by the 
presence of melancholic 
features.48 

No melancholic features 

Comorbid Condition: 
Anxiety Disorder 

Imipramine vs. 
Placebo 

Response Anxiety disorder The effect of imipramine versus 
placebo on response did not 
significantly differ by the 
presence of anxiety disorder.48 

No anxiety disorder 

Comorbid Condition: 
Comorbid Disorder 

Imipramine vs. 
Placebo 

Response Any comorbid Disorder  The effect of imipramine versus 
placebo on response did not 
significantly differ by the 
presence of any comorbid 
disorder.48 

No comorbid disorder 

Depression Age of 
Onset 

Imipramine vs. 
Placebo 

Response 11 years or younger 
onset of depression 

The effect of imipramine versus 
placebo on response did not 
significantly differ by age of 
onset of depression.48 

12 years of older onset 
of depression 

Number of Depression 
Episodes 

Imipramine vs. 
Placebo 

Response 1 episode The effect of imipramine versus 
placebo on response did not 
significantly differ by number of 
depression episodes.48 

2 or more episodes  

ADHD = Attention-Deficit/Hyperactivity Disorder; CDRS-R = Children’s Depression Rating Scale-Revised; KQ = Key 
Question; vs. = versus. 

  



 

G-9 

Table G-9. KQ 3b: Subgroup analysis for fluoxetine plus CBT versus placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family Income Fluoxetine plus 

CBT vs. Pill 
Placebo 

Depressive 
Symptoms, 
Clinician report 

<$75,000/year In the lower income group, those in the 
Fluoxetine plus CBT arm did better 
than those impairment he placebo arm. 
In the higher income group, those in 
the fluoxetine plus CBT did better than 
placebo adolescents4 

>$75,000/year 

Depressive 
Symptom 
Severity 

Fluoxetine plus 
CBT vs. Pill 
Placebo 

Depressive 
Symptoms, 
Clinician report 

Mild/Moderate In the mild/moderate group, those in 
the fluoxetine plus CBT did better than 
those in the placebo group. In the 
marked/severe group, those in the 
fluoxetine plus CBT group did better 
than those in the placebo group but the 
study reported that in “the acute 
stage of treatment there is no 
immediate symptomatic 
benefit of adding CBT to [fluoxetine] for 
these teens.”4 

Marked/Severe 

ADHD Fluoxetine plus 
CBT vs. Pill 
Placebo 

Depressive 
Symptoms, 
Clinician report 

ADHD Adolescents with ADHD in the 
fluoxetine plus CBT group had 
significantly greater improvements in 
depressive symptoms than those with 
ADHD in the placebo group. 
Adolescents without ADHD in the 
fluoxetine plus CBT group had 
significantly greater improvements in 
depressive symptoms than those 
without ADHD in the placebo group.8 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; KQ = Key Question. 

  



 

G-10 

Table G-10. KQ 3b: Subgroup analysis for omega-3 plus family therapy versus pill placebo 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Psychosocial 
stressors 

Omega-3 plus 
family therapy vs. 
pill placebo 

Functional 
Impairment, 
Clinician Report 

Psychosocial stressors When families reported fewer 
psychosocial stressors, the intervention 
arm had a significant decline in 
depression severity and little impact in 
the placebo arm.27 

History of 
maternal 
depression 

Fluoxetine plus 
CBT vs. Pill 
Placebo 

Functional 
Impairment, 
Clinician Report 

History of maternal 
depression 

When families had a history of 
maternal depression, the intervention 
arm had significant declines in the 
combined arm and no change in the 
placebo arm.27 

CBT = cognitive behavioral therapy; KQ = Key Question; vs. = versus. 

Table G-11. KQ 5b: Subgroup analysis for psychotherapy within-type comparisons of delivery 
methods or approaches 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Severity of MDD CBT group 

therapy for 
adolescents and 
parents vs. CBT 
group therapy for 
adolescents 

Depression 
scores (BDI, 
CES-D, HDRS) 

High baseline severity 
of MDD 

No difference in outcomes74 

Low baseline severity of 
MDD 

BDI = Beck Depression Inventory; CBT = cognitive behavioral therapy; CES-D = Center for Epidemiologic Studies Depression 
Scale; HDRS = Hamilton Depression Rating Scale; KQ = Key Question; MDD = major depressive disorder. 
  



 

G-11 

Table G-12. KQ 5b: Subgroup analysis for psychotherapy versus pharmacotherapy 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family income CBT vs. 

fluoxetine 
Functional 
impairment, 
clinician report 

<$75,000/year In the lower income group, CBT was 
inferior to fluoxetine, but in the higher 
income group, the study reported no 
difference between active 
treatments4 

>$75,000/year 

Depressive 
symptom 
severity 

CBT vs. 
fluoxetine 

Functional 
impairment, 
clinician report 

Mild/moderate In the mild/moderate functional 
impairment group, the study reported 
no difference between active 
treatments, but in the marked/severe 
group, CBT was inferior to 
fluoxetine4, 93 

Marked/severe 

ADHD CBT vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

ADHD CBT was inferior to fluoxetine in the 
ADHD group but not in the 
non-ADHD group8 

No ADHD 

Demographic 
variables not 
listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Age, race, gender No moderating effect92 

Study features CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Study site, referral source No moderating effect92 

Patient clinical 
characteristics 
not listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Current episode duration, 
functional impairment, 
suicidal ideation, 
childhood trauma, 
melancholic features, 
number comorbid 
diagnoses, 
hopelessness, cognitive 
distortions, dysthymia, 
anxiety disorder 

No moderating effect92 

Patient 
nonclinical 
characteristics 
not listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Verbal intelligence, 
treatment expectations, 
conflict with caregiver 

No moderating effect92 

Caregiver 
characteristics 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Caregiver depression, 
parent treatment 
expectations  

No moderating effect92 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; KQ = Key Question; vs. = versus.  

  



 

G-12 

Table G-13. KQ 5b: Subgroup analysis for psychotherapy plus pharmacotherapy versus 
psychotherapy 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family income CBT plus 

fluoxetine vs. 
CBT 

Functional 
impairment, 
clinician report 

<$75,000/year In the lower income group, CBT plus 
fluoxetine was superior to CBT 
alone, but in the higher income 
group, the study reported no 
difference between active 
treatments4 

>$75,000/year 

Depressive 
symptom 
severity 

CBT plus 
fluoxetine vs. 
CBT 

Functional 
impairment, 
clinician report 

Mild/moderate CBT plus fluoxetine was superior to 
CBT alone in both subgroups4 Marked/severe 

ADHD CBT plus 
fluoxetine vs. 
CBT 

Depressive 
symptoms, 
clinician report 

ADHD Fluoxetine plus CBT was superior to 
CBT in the ADHD group but not in 
the non-ADHD group8 

No ADHD 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; KQ = Key Question; vs. = versus. 

  



 

G-13 

Table G-14. KQ 5b: Subgroup analysis for psychotherapy plus pharmacotherapy versus 
pharmacotherapy 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Family income CBT plus 

fluoxetine vs. 
fluoxetine 

Functional 
impairment, 
clinician report 

<$75,000/year No difference between subgroups in 
effect of active treatments4 >$75,000/year 

Depressive 
symptom 
severity 

CBT plus 
fluoxetine vs. 
fluoxetine 

Functional 
impairment, 
clinician report 

Mild/moderate CBT plus fluoxetine was superior to 
fluoxetine alone in mild/moderate 
subgroup but not in the 
marked/severe subgroups4 

Marked/severe 

ADHD CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

ADHD CBT plus fluoxetine plus was 
superior to fluoxetine alone in the 
ADHD group but not in the 
non-ADHD group8 

No ADHD 

Childhood 
trauma 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Childhood trauma The superiority of CBT plus 
fluoxetine over fluoxetine was 
reduced among patients with 
childhood trauma.93 

No childhood trauma  

Treatment 
expectations  

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Higher treatment 
expectations 

CBT plus fluoxetine outperformed 
fluoxetine in patients with higher 
treatment expectations.93 Lower treatment 

expectations  
Demographic 
variables not 
listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Age, race, gender No moderating effect92 

Study features CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Study site, referral source No moderating effect92 

Patient clinical 
characteristics 
not listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Current episode duration, 
functional impairment, 
suicidal ideation, 
melancholic features, 
number comorbid 
diagnoses, 
hopelessness, cognitive 
distortions, dysthymia, 
anxiety disorder 
 

No moderating effect92 

Patient 
nonclinical 
characteristics 
not listed above 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Verbal intelligence, 
conflict with caregiver 

No moderating effect92 

Caregiver 
characteristics 

CBT plus 
fluoxetine vs. 
fluoxetine 

Depressive 
symptoms, 
clinician report 

Caregiver depression, 
parent treatment 
expectations  

No moderating effect92 

ADHD = attention-deficit/hyperactivity disorder; CBT = cognitive behavioral therapy; KQ = Key Question; vs. = versus.  

  



 

G-14 

Table G-15. KQ 5b: Subgroup analysis for SSRIs versus TCAs 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Features of 
atypical 
depression 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

Features of atypical 
depression 

No difference in calculated 
outcomes for pair-wise 
comparison48 No features of atypical 

depression  
Melancholic 
feature 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

Melancholic features No difference in calculated 
outcomes for pair-wise 
comparison48 

No melancholic features 

Anxiety 
disorder 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

Anxiety disorder No reported difference in 
outcomes48 No anxiety disorder 

Any comorbid 
disorder 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

Comorbid disorder No reported difference in 
outcomes48 

No comorbid disorder 

Family history 
of depression 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

Family history of 
depression 

No reported difference in 
outcomes48 

No family history or 
depression 

Age at onset Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

<12 No reported difference in 
outcomes48 ≥12 

Number of 
depressive 
episodes 

Paroxetine vs. 
Imipramine 

Responders (defined 
by 50% reduction or 
score of 8 or less in 
the total HAM-D). 

≤1 No difference calculated outcomes 
for pair-wise comparison48 

 >1 

HAM-D = Hamilton Depression Rating Scale; KQ = Key Question; vs. = versus. 

Table G-16. KQ 5b: Subgroup analysis for pharmacotherapy dose comparisons 
Subgroup Comparison Outcome Subgroup Variable Conclusion 
Age Low-dose vs. 

high-dose 
desvenlafaxine 

Depression 
(clinician- report, 
CDRS-R) 

Adolescents (12-17 
years)  

No difference between subgroups in 
by age59 

CDRS-R = Children’s Depression Rating Scale—Revised; KQ = Key Question; vs. = versus. 

  



 

G-15 

Table G-17. KQ 5b: Subgroup analysis for treatment-resistant depression: within-type 
comparisons of interventions 
Subgroup Comparison Outcome Subgroup 

Variable Conclusion 

Abuse history Switch to CBT (with 
switch to new SSRI 
or to venlafaxine) 
vs. no CBT (with 
switch to new SSRI 
or to venlafaxine) 

Response 
(CGI-I score 
≤2 and 
CDRS-R 
decline ≥50% 
from baseline 
at week 12) 

Abuse history Significantly greater efficacy in 
CBT+medication group than in 
no-CBT+medication group among those 
with no abuse history 
P-value for difference between the 
no-CBT+medication group and the 
CBT-medication group among those with a 
abuse history 0.0688-90 

No abuse history 

Comorbid 
disorders 

    1 or more 
comorbid 
disorders 

Significantly greater efficacy in 
CBT+medication group than in 
no-CBT+medication group among those at 
least 1 comorbid disorder; no difference in 
efficacy between groups among those with 
no comorbid disorders88-90 

No comorbid 
disorders 

Hopelessness     High 
hopelessness 

Significantly greater efficacy in 
CBT+medication group than in 
no-CBT+medication group among those 
with low levels of hopelessness, but no 
differences in response rates among those 
in the CBT-medication and 
no-CBT+medication groups among those 
with a high levels of hopelessness88-90 

Low 
hopelessness 

CBT = cognitive behavioral therapy; CDRS-R = Children’s Depression Rating Scale—Revised; CGI-I = Clinical Global 
Impressions Scale; KQ = Key Question; SSRI = selective serotonin reuptake inhibitors. 
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Table H-1. Randomized controlled trials, part 1 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Atkinson, 201438 IG1: Duloxetine 
IG2: Fluoxetine 
CG: Placebo 

RCT, parallel Probably yes Probably yes Probably no Low   

Atkinson, 201859 IG1: Low-dose 
Desvenlafaxine 
IG2: High-dose 
Desvenlafaxine 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns Randomization 
procedure and 
allocation concealment 
process not described 

Berard, 200639 IG: Paroxetine 
CG: Placebo 

RCT, parallel Yes Yes Probably no Low   

Bernstein, 200080 
Companion: 
Bernstein, 200081 

IG: Imipramine+CBT 
CG: Placebo+CBT 

RCT, parallel Yes No Probably no Low   

Brent, 199712 
Companions: 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

IG1: Individual CBT 
IG2: Systemic behavior 
family therapy (SBFT) 
CG: Nondirective 
supportive therapy (NST) 

RCT, parallel No Uncertain 
because no 
information 

No Some concerns Modified coin toss used 
for randomization, 
unknown allocation 
concealment 

Brent, 200888 
Companions: 
Brent, 200990 
Asarnow, 200989 
TORDIA 

IG1: Switch to a second, 
different SSRI 
(citalopram, or fluoxetine, 
20-40 mg) 
IG2: Switch to a different 
SSRI plus CBT 
IG3: Switch to venlafaxine 
(150-225 mg) 
IG4: Switch to venlafaxine 
plus CBT 

RCT, parallel Probably yes Yes Probably no Low Some baseline 
imbalance on BDI and 
PTSD at baseline, but 
could be chance 

Clarke, 201694 IG: Treatment as usual 
(TAU)+cognitive 
behavioral therapy (CBT) 
CG: Self-selected TAU 

RCT, parallel Uncertain because 
no information 

Yes Uncertain because 
no information 

Uncertain   



 

H-3 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Clarke, 19999 IG1: Child CBT 
IG2: Child CBT with 
separate parent sessions 
CG: Wait-list control 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Some concerns Uncertain 
randomization and 
allocation concealment 

Clarke, 200211 IG: Group CBT 
(Adolescent Coping With 
Depression 
Course)+Usual care 
CG: Usual care 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns Information not 
provided  

Clarke, 200584 IG: Collaborative care - 
brief individual CBT+TAU 
SSRIs 
CG: TAU SSRIs 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns Information not 
provided  

Deas, 200082 IG: Sertraline plus group 
CBT 
CG: Placebo plus group 
CBT 

RCT, parallel Yes Yes Probably no Low   

DelBello, 201465 IG: Selegiline 
Transdermal system 
(STS) 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Some concerns Information not 
provided  

Diamond, 200225 
Companion: 
Diamond, 200395 

IG: Attachment-based 
family therapy (ABFT) 
CG: Wait-list control 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns Uncertain 
randomization method 
and concealment.  

Dietz, 201524 IG: Family Based 
Interpersonal 
psychotherapy (FB-IPT) 
CG: Child-centered 
therapy (CCT) 

RCT, parallel Probably yes Uncertain 
because no 
information 

Uncertain because 
no information 

Some concerns No info on allocation 
concealment and 
groups differed on SSRI 
augmentation at 
baseline 

Durgam, 201840 IG1: Vilazodone 15 mg/d 
IG2: Vilazodone 30 mg/d 
CG: Placebo 

RCT, parallel Yes Uncertain 
because no 
information 

No Low   

Emslie, 199741 IG: Fluoxetine 20 mg/d 
CG: Placebo 

RCT, parallel Probably yes Probably yes Yes Some concerns Baseline comorbidity 
differences  



 

H-4 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

IG: Fluoxetine 10-20 
mg/day 
CG: Placebo 

RCT, parallel Probably yes Probably yes No Some concerns Groups differed on 
some characteristics at 
baseline 

Emslie, 200456 IG: Continued treatment 
with fluoxetine at current 
dose (20-60 mg/day) 
CG: Switch to placebo 

RCT, parallel Probably yes Probably yes No  Some concerns Groups differed on 
some characteristics at 
baseline 

Emslie, 200643 IG: Paroxetine 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Some concerns Information not 
provided  

Emslie, 200760 
Study 1 

IG: venlafaxine ER (112.5 
mg, 150 mg, or 22mg 
based on weight) 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Uncertain because 
no information 

Uncertain Two studies pooled, no 
information on 
randomization, 
allocation concealment 
of study level 
differences 

Emslie, 200760 
Study 2 

IG: venlafaxine ER (112.5 
mg, 150 mg, or 22mg 
based on weight) 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Uncertain because 
no information 

Uncertain Two studies pooled, no 
information on 
randomization, 
allocation concealment 
of study level 
differences 

Emslie, 200857 
Companion: 
Kennard, 201858 

IG1: Fluoxetine 
continuation 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Uncertain   

Emslie, 200944 
Companion: 
Findling, 201345 

IG: Escitalopram 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Some concerns Uncertain 
randomization and 
allocation concealment 

Emslie, 201446 IG1: Duloxetine 60 mg 
QD 
IG2: Duloxetine 30 mg 
QD 
IG3: Fluoxetine 20 mg QD 
CG: Placebo 

RCT, parallel Probably yes Probably yes Probably no Low   



 

H-5 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Findling, 200947 
Companion: 
Hirschtritt, 201267 

IG: Fluoxetine  
CG: Placebo 

RCT, parallel Probably yes Uncertain 
because no 
information 

Probably no Some concerns Unknown allocation 
concealment 

Fristad, 200927 IG1: PEP (Family 
therapy)+Omega 3 
IG2: Omega-3 
IG3: PEP+placebo 
CG: Placebo 

RCT, parallel Yes Yes No Low   

Geller, 198961 IG: Nortriptyline 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns Information not 
provided  

Geller, 199262 IG: Nortriptyline 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Some concerns No discussion of 
randomization or 
concealment at all other 
than in abstract “A 
random assignment” 

Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

IG1: Paroxetine 
IG2: Imipramine 
CG: Placebo 

RCT, parallel Yes Yes Yes Low   

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe, 201818 
O’Keeffe, 201919 

IG1: CBT 
IG2: Short-term 
psychoanalytical therapy 
CG: Brief psychosocial 
intervention 

RCT, parallel Yes No No Some concerns No allocation 
concealment 

Gunlicks-
Stoessel, 201671 

IG: Adaptation 
interpersonal 
psychotherapy (IPT-AP) 
CG: Adaptation 
interpersonal 
psychotherapy (IPT-A) 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain   



 

H-6 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Heiligenstein, 
200691 

IG: Dose-titration of 
fluoxetine dose from 20 
mg/day to 40-60 mg/day 
CG: Continued treatment 
with fluoxetine at fixed 
dose of 20 mg/day 

RCT, parallel Probably yes Probably yes No Some concerns Imbalance at baseline 

Hughes, 201333 IG: Aerobic exercise 
CG: Nonstrenuous 
exercise group 

RCT, parallel Yes Uncertain 
because no 
information 

Probably no Low   

Iftene, 201578 IG1: Sertraline 
IG2: Group Rational 
Emotive Behavior 
Therapy/CBT 
IG3: Sertraline plus Group 
Rational Emotive 
Behavior Therapy/CBT 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No     

Israel, 201326 IG: Attachment Based 
Family Therapy (ABFT) 
CG: Treatment as Usual 
(TAU) 

RCT, parallel Yes Yes No Low   

Jelalian, 201672 IG: CBT plus Healthy 
Lifestyle Enhancement 
CG: CBT 

RCT, parallel Yes Yes No Low   

Kennard, 200820 IG: Relapse prevention 
CBT plus continued 
antidepressant medication 
management  
CG: Continued 
antidepressant medication 
management 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain   

Kennard, 201421 
Companion: 
Emslie, 201522 

IG: Relapse prevention 
CBT plus continued 
antidepressant medication 
management  
CG: Continued 
antidepressant medication 
management 

RCT, parallel Probably yes Probably yes No Low   



 

H-7 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Kim, 201285 IG: CBT plus bupropion 
CG: Bupropion 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Uncertain because 
no information 

Uncertain 
because no 
information 

  

Klein, 199863 IG: Desipramine 
CG: Placebo 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Uncertain because 
no information 

Uncertain 
because no 
information 

No discussion of 
randomization method 
or concealment 

Kye, 199664 IG: Amitriptyline (AMI) 
CG: Placebo 

RCT, parallel No Uncertain 
because no 
information 

No Some concerns Variation of a coin toss 
used for randomization, 
no reports of allocation 
concealment 

Luby, 201232 IG: Parent Child 
Interaction Therapy 
CG: Psycho-education 

RCT, parallel Yes Uncertain 
because no 
information 

Probably no Some concerns Unknown allocation 
concealment 

Mandoki, 199766 IG: Venlafaxine and 
therapy 
CG: Placebo and therapy 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain   

March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

IG1: Fluoxetine+CBT 
IG2: Fluoxetine 
IG3: CBT  
CG: Placebo 

RCT, parallel Yes Uncertain 
because no 
information 

Probably no Some concerns Not sure about 
allocation concealment 

Melvin, 200679 G1: CBT 
G2: Sertraline 
G3: Combined 

RCT, parallel Yes Yes No Low   

Mufson, 199923 IG: Interpersonal 
Psychotherapy for 
Depressed Adolescents 
(IPT-A) 
CG: Clinical Monitoring 

RCT, parallel Probably yes Unclear Probably no Some concerns Allocation concealment 
not reported 



 

H-8 

First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Nelson, 200473 IG1: CBT over ITV 
IG2: CBT Face to face 

RCT, parallel Probably yes No Uncertain because 
no information 

High  Coin toss used for 
randomization, no 
allocation concealment.  

Nemets, 200635 G1: Omega-3 fatty acids 
G2: Placebo 

RCT, parallel Probably no Probably no Yes High Method of 
randomization and 
allocation concealment 
not described. Patients 
in placebo were more 
likely to have comorbid 
mental health disorders 
than those in the 
omega group.  

Poole, 201828, 29 IG: BEST MOOD family 
systems therapy 
CG: PAST family group 
therapy 

RCT, parallel Yes Yes No Low   

Rickhi, 201534 IG: LEAP online nonfaith-
based spirituality program 
CG: Wait-list 

RCT, parallel Yes Yes Probably no Low   

Rohde, 199474 IG: CBT group for 
adolescents 
IG2: CBT group for 
adolescents with a 
separate group for 
parents 
CG: Waiting-list 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Uncertain because 
no information 

Uncertain 
because no 
information 

  

Rohde, 200415 
Companion: 
Rohde, 200637 

G1: Adolescent Coping 
with Depression course 
(CWD-A) 
G2: Life skills/tutoring 
(LS) condition 

RCT, cluster Yes No No Some concerns Difference in sex, but 
accounted for it in the 
analysis; no allocation 
concealment 

Rohde, 200637 G1: CWD-A 
G2: LS 

RCT, parallel Yes No Uncertain because 
no information 

Some concerns No allocation 
concealment 
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First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Rosello, 199910 IG1: IPT 
IG2: CBT 
CG: Wait list control 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain 
because no 
information 

Randomization method 
and concealment 
(allocation) not 
reported, only baseline 
comparisons were for 
outcomes, so no idea if 
sociodemographic or 
other differences 
between groups were 
there.  

Shirk, 201414 IG: m-CBT 
CG: Usual care 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain   

Spirito, 201575 IG: Parent-Adolescent-
CBT 
CG: Adolescent Only-CBT 

RCT, parallel Probably no Uncertain 
because no 
information 

yes High Randomization was 
unsuccessful in this 
small sample, as 
adolescents in the 
experimental condition 
had significantly higher 
levels of preexisting 
suicidality and 
psychopathology  

Tompson, 201730 
Companion: 
Asarnow, 201831 

IG: FFT-CD 
CG: Individual supportive 
psychotherapy (IP) 

RCT, parallel Yes Yes No Low   

Trowell, 200776 
Companion: 
Garoff, 201277 

IG1: Individual Therapy 
(FIPP) 
IG2: Family Therapy 
(SIFT) 

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

Probably no Uncertain   

Wagner, 200452 
Companion: 
Forest, 200153 

G1: Citalopram 
G2: Placebo 

RCT, parallel Probably yes Uncertain 
because no 
information 

Probably no Some concerns Unknown allocation 
concealment 

Wagner, 200654 G1: Escitalopram 
G2: Placebo 

RCT, parallel Not applicable Uncertain 
because no 
information 

Probably no Uncertain 
because no 
information 
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First Author's 
Last Name, Year 

Describe Groups 
(Treatment 
Interventions and 
Comparators)  

Study 
Design 

1. Was method of 
randomization 
adequate?  

2. Was 
allocation 
concealment 
adequate?  

3. Were there 
baseline 
imbalances that 
suggest a 
problem with the 
randomization 
process? 

Bias arising 
from 
randomization 
or selection?  

Comments 

Weihs, 201855 IG1: Desvenlafaxine (25, 
35, or 50 mg/d) 
IG2: Fluoxetine (20 mg/d) 
CG: Placebo  

RCT, parallel Uncertain because 
no information 

Uncertain 
because no 
information 

No Uncertain   

Wilkinson, 200886 IG: SSRI and 
psychosocial treatment as 
usual plus CBT 
CG: SSRI plus 
psychosocial treatment as 
usual 

RCT, parallel Yes Probably yes Probably no Low   

Wilkinson, 201187  
(ROB based on 
Goodyer 2007) 

IG: SSRI 
CG: SSRI plus CBT 

RCT, parallel Uncertain because 
no information 

Not applicable Probably no Some concerns Consulted Goodyer 
2007 for information 
and randomization used 
but no details of how it 
was done or whether 
allocation concealment 
was used.  

CBT = cognitive behavioral therapy; CG = control group; CWD-A = Adolescent Coping with Depression course; FIPP = focused individual psychodynamic psychotherapy; FFT-
CD = family-focused treatment for childhood depression; G = group; IG = intervention group; IP = interpersonal therapy; IPT = interpersonal psychotherapy; IPT-A = 
interpersonal psychotherapy for depressed adolescents; LEAP = Listen-Empathize-Agree-Partner; LS = life skills/tutoring condition; m-CBT = modified cognitive behavioral 
therapy; mg/d = milligram per day; RCT = randomized controlled trial; RoB = risk of bias; SIFT = solution-focused brief therapy; SSRI = selective serotonin reuptake inhibitors. 
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Table H-2. Randomized controlled trials, part 2 

First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Atkinson, 201438 Yes Yes Probably no Not applicable No Not applicable Low   
Atkinson, 201859 Probably yes Probably yes No Not applicable Probably no Not applicable Low   
Berard, 200639 Yes Yes Probably no Probably no No Not applicable Some concerns Potential for uncontrolled 

cointerventions 
Bernstein, 200080 
Companion: 
Bernstein, 200081 

Yes Probably yes  Probably no Not applicable Probably no Not applicable Low   

Brent, 199712 
Companions: 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

No No Probably no   No Not applicable High Patients and personnel 
not blinded (awareness of 
intervention could 
influence outcomes) and 
10 had previously 
undetected exclusionary 
criteria 

Brent, 200888 
Brent, 200990 
Asarnow, 200989 
TORDIA 

Yes for 
medication, no 
for CBT 

Yes for 
medication, no 
for CBT 

Probably no Not applicable Probably no Not applicable Low for 
comparisons of 
medications, 
some concerns 
for comparisons 
of CBT vs. no 
CBT 

Awareness of intervention 
may influence outcomes 

Clarke, 201694 No No Probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; Patients, 
parents, and clinical 
personnel awareness of 
treatment could influence 
outcomes 

Clarke, 19999 No No No Not applicable Probably no Not applicable Some concerns Patients not blinded, 
awareness of intervention 
could influence outcomes 
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Clarke, 200211 No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention could 
influence outcomes. 

Clarke, 200584 No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded and those in 
treatment group had 
fewer days of medication 
than those in placebo 
group. Despite efforts by 
the CBT therapist to 
maximize medication 
adherence, youths in the 
CBT condition received 
significantly fewer days of 
antidepressant 
medication than 
those in the control 
condition, approximately 
20% less through the 1-
year followup. Also 
awareness of intervention 
could influence 
outcomes. 

Deas, 200082 Yes Yes No Not applicable Probably no Not applicable Low   
DelBello, 201465 Probably yes Probably yes Probably no Probably no Probably no Not applicable low   
Diamond, 200225 
Companion: 
Diamond, 200395 

Probably no No No Not applicable No Not applicable Some concerns Patients and clinicians 
not blinded, awareness of 
intervention could 
influence outcomes  
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Dietz, 201524 No No Uncertain 
because no 
information 

Not applicable Probably no Not applicable Some concerns The authors note that the 
there was no blinding in 
the fidelity coding, which 
was done by the 
developer of the 
intervention, used a 
broad criterion, and did 
not measure 
contamination; so 
potential for 
contamination 

Durgam, 201840 Yes Yes No Not applicable No Not applicable Low   
Emslie, 199741 Probably yes Probably yes Uncertain 

because no 
information 

Not applicable No Not applicable Low   

Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

Yes Yes No Not applicable Probably no Not applicable Low   

Emslie, 200456 Yes Yes No Not applicable Probably no Not applicable Low   
Emslie, 200643 Probably yes Probably yes Probably no Probably no Probably no Not applicable Low   
Emslie, 200760 
Study 1 

Probably yes Probably yes Probably no Not applicable No Not applicable Low   

Emslie, 200760 
Study 2 

Probably yes Probably yes Probably no Not applicable No Not applicable Low   

Emslie, 200857 
Companion: 
Kennard, 201858 

Yes Yes No Not applicable Probably no Not applicable Low   
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Emslie, 200944 
Companion: 
Findling, 201345 

Yes Yes Probably no Not applicable Probably no Not applicable Low   

Emslie, 201446 Yes Yes Probably no Not applicable No Not applicable Low   
Fristad, 201827 Yes Yes Probably no Not applicable No Not applicable  Low Participants and trial 

personnel aware of the 
psychotherapy 
assignment but were 
blind to the omega-
3/placebo assignment 

Findling, 200947 
Companion: 
Hirschtritt, 201267 

Yes Yes No Not applicable No Not applicable Low   

Geller, 198961 Yes Yes No Not applicable Probably no Not applicable Low   
Geller, 199262 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Some concerns Blinding not discussed 

other than in title 
Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

Yes Yes Yes Probably no No Not applicable Low   

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 2019 
19 

No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded. Awareness of 
intervention could 
influence outcomes 

Gunlicks-
Stoessel, 201671 

Uncertain 
because no 
information 

Uncertain 
because no 
information 

Probably no Not applicable Probably no Not applicable Uncertain Probably not blinded 
because children would 
know if parents were part 
of intervention? 
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Heiligenstein, 
200691 

Yes Yes No Not applicable Probably no Not applicable Low   

Hughes, 201333 No No probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded. Awareness of 
intervention can influence 
outcomes 

Iftene, 201578 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Some concerns blinding not discussed 
Israel, 201326 No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 

blinded. Awareness of 
intervention can influence 
outcomes 

Jelalian, 201672 No No Probably no Not applicable Probably no Not applicable Some concerns Patients and trial 
personnel not blinded 

Kennard, 200820 No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded. Awareness of 
intervention could 
influence outcomes 

Emslie, 201522 
Companion: 
Kennard, 201421 

No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded. Awareness of 
intervention could 
influence outcomes 

Kim, 201285 No No Probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded. Awareness of 
intervention can influence 
outcomes 

Klein, 199863 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Some concerns Blinding noted as “double 
blind” with no other 
details.  

Kye, 199664 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Some concerns Blinding not discussed 
other than in abstract 

Luby, 201232 No No No Not applicable No Not applicable Some concerns Personnel not blinded 
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Mandoki, 199766 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Low   
March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 
200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

No No No Not applicable No Not applicable Some concerns Patients in CBT groups 
knew they were getting 
treatment.  

Melvin, 200679 Probably no Probably no No Not applicable Probably no Not applicable Some concerns Awareness of intervention 
could influence outcomes 

Mufson, 199923 No No Probably no Not applicable Probably no Not applicable Some concerns awareness of intervention 
could influence outcomes 

Nelson, 200473 No No Probably no Probably no Probably no Not applicable High No blinding 
Nemets, 200635 Yes No No Not applicable Probably no Not applicable Some concerns Active and placebo 

capsules had a slight 
difference that authors 
note “could be 
distinguished only by an 
experienced observer 
familiar with both types of 
capsules and able to 
compare them 
simultaneously” 

Poole, 201828, 29 Yes Yes Probably no Not applicable No Not applicable Low   
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First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Rickhi, 201534 No No No Not applicable No Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention could 
influence outcomes 

Rohde, 199474 No No Probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention can influence 
outcomes 

Rohde, 200415 
Companion: 
Rohde, 200637 

No No No Not applicable No Not applicable Some concerns Patient and provider not 
blinded 

Rohde, 200637 No No No Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded 

Rosello, 199910 Probably no No No Not applicable No Not applicable Some concerns Patients and clinicians 
not blinded; awareness of 
intervention could 
influence outcomes  

Shirk, 201414 Probably no Probably no Probably no Not applicable Probably no Not applicable Some concerns Patient and provider likely 
not blinded; awareness of 
the intervention can 
influence outcomes 

Spirito, 201575 No No probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention can influence 
outcomes 

Tompson, 201730 
Companion: 
Asarnow, 201831 

Yes No No Not applicable Probably no Not applicable Some concerns Awareness of intervention 
could influence 
outcomes; providers not 
blinded 



 

H-18 

First Author’s 
Last Name, 
Year 

4. Were the 
patients 
unaware of 
their 
intervention 
status of 
participants?  

5. Were the 
trial personnel 
and clinicians 
unaware of the 
intervention 
status of 
participants?  

6. Were there 
deviations 
from the 
intended 
intervention 
beyond what 
would be 
expected in 
usual 
practice?  

6a. If yes to 6, 
Were these 
deviations 
from intended 
intervention 
unbalanced 
between 
groups and 
likely to have 
affected the 
outcome? 

7. Were any 
participants 
analyzed in a 
group 
different from 
the one to 
which they 
were 
assigned?  

7a. If yes to 7, 
Was there 
potential for a 
substantial 
impact (on the 
estimated 
effect of 
intervention) 
of analyzing 
participants in 
the wrong 
group? 

Bias arising 
from 
departures 
from intended 
interventions?  

Comments 

Trowell, 200776 
Companion: 
Garoff, 201277 

No No Probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention can influence 
outcomes 

Wagner, 200452 
Companion: 
Forest, 200153 

Yes Yes Probably no Not applicable Probably no Not applicable low   

Wagner, 200654 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Some concerns Blinding not explicitly 
stated.  

Weihs, 201855 Probably yes Probably yes Probably no Not applicable Probably no Not applicable Low   
Wilkinson, 
200886 

No No Probably no Not applicable Probably no Not applicable Some concerns Patient and provider not 
blinded; awareness of 
intervention can influence 
outcomes 

Wilkinson, 
201187  
(ROB based on 
Goodyer 2007) 

No No Probably no Not applicable Probably no Not applicable Some concerns Not blinded (patients or 
personnel) 

CBT = cognitive behavioral therapy; ROB = risk of bias; vs. = versus 
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Table H-3. Randomized controlled trials, part 3 

First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Atkinson, 201438 21.4% overall with differential 
attrition--duloxetine 25.6%, 
fluoxetine 22.2% and placebo 
15.5%. 

No Not applicable Not applicable High and differential 
attrition 

Large overall and 
differential attrition 

Atkinson, 201859 16.2% overall, 19.2% placebo, 
15.6% Desvenlafaxine low, 
14.0% Desvenlafaxine high at 
end of treatment 

No Yes Yes Some Concerns Moderately high attrition 
but not differential and 
LOCF used; some 
dropout across arms, but 
the rates and reasons are 
not dissimilar (although 
fewer dropped out for 
adverse events in the high 
dose arm) 

Berard, 200639 28.7% overall and differential 
by group--paroxetine 30.2% 
and placebo 25.8%. Also 
differential withdrawal due to 
AE with paroxetine having 
higher rates than placebo 

Probably no     High Large overall and 
differential attrition 

Bernstein, 200080 
Companion: 
Bernstein, 200081 

25.4% attrition in completion 
overall 

Probably no Uncertain because 
no information 

no Some Concerns Some loss to followup and 
no ITT used or information 
about differences between 
those lost to followup and 
those retained. .  

Brent, 199712 
Companions: 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

27.1% overall; 31.3% in SFBT 
and NST and 18.9% in CBT 
(12.4% differential attrition) 

No Uncertain because 
no information 

Not applicable High High attrition, unknown 
differences in attrition 
across groups 

Brent, 200888 
Companions: 
Brent, 200990 
Asarnow, 200989 
TORDIA 

All in analysis but completion 
rates lower (29.4%, 31.3%, 
26.5%, 36.1%) 

No No Probably no High High attrition, some 
differential causes for 
attrition, reliance on LOCF 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Clarke, 201694 All used in ITT analysis and 
6.6% of both groups not used 
in survival analysis 

Probably yes Not applicable Not applicable Low   

Clarke, 19999 22%. Differential attrition by 
group not reported but differed 
across the two study sites.  

Probably yes Uncertain because 
no information 

Not applicable High Substantial attrition, 
unknown differential 
attrition, but ITT analyses 
done 

Clarke, 200211 14.7% overall, group attrition 
not reported.  

No Uncertain because 
no information 

Probably yes Some Concerns Although study reports no 
difference in results 
between completers and 
full sample, no details 
provided on how 
outcomes were recorded 
for those lost to followup; 
moderate attrition but no 
info on differential attrition 
nor how drop-outs were 
handled in analysis.  

Clarke, 200584 17.3% treatment and 12.7% 
control at 52 week followup 

No Uncertain because 
no information 

Probably yes Some Concerns Although study reports no 
difference in results 
between completers and 
full sample, no details 
provided on how 
outcomes were recorded 
for those lost to followup 

Deas, 200082 All retained for outcomes but 
attrition 40% in intervention 
and 0% in control group.  

Probably yes Not applicable Not applicable Low   

DelBello, 201465 26% did not complete 
intervention but almost all 
completed at least one 
followup  

Yes Not applicable Not applicable Some Concerns Relatively high attrition 
from the intervention, but 
near complete followup 
and no differential attrition 

Diamond, 200225 
Companion: 
Diamond, 200395 

3% Probably yes Uncertain because 
no information 

Not applicable Low   
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Dietz, 201524 9.5% overall, all in treatment 
condition and none in 
comparison condition (13.8% 
vs. 0%) 

Yes Not applicable Not applicable Some Concerns Nearly all the attrition from 
a single arm 

Durgam, 201840 14.6% overall, 18.4% placebo, 
14.9% vilazodone low, 10.6% 
vilazodone high.  

No No Uncertain because 
no information 

Some Concerns Some ITT analysis based 
on LOCF, reasons for 
dropout differed across 
arms; moderate attrition 
but not differential. 
Withdrawal ANs different 
across groups (higher in 
vilazodone groups)  

Emslie, 199741 29.2% fluoxetine, 45.8% 
placebo, differential and very 
large attrition  

No No Uncertain because 
no information 

High High (very large) and 
differential attrition, 
different reasons for 
dropout across arms 

Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

LOCF used for completers but 
non-completion in IG1:17.4% 
and CG: 38.2% so differential 
and high attrition  

No Yes Uncertain because 
no information 

High High and differential 
attrition with LOCF for ITT 
without investigation of 
differences in those with 
versus without completion  

Emslie, 200456 All retained in analysis but 
IG1: 50% did not complete 
and CG:60% did not complete 

No Uncertain because 
no information 

Uncertain because 
no information 

High Very high attrition and no 
information on ITT 

Emslie, 200643 30% did not complete 
intervention but almost all 
completed at least one 
followup 

Yes Not applicable Not applicable Some Concerns Relatively high attrition 
from the intervention, but 
near complete followup 
and no differential attrition 

Emslie, 200760 
Study 1 

A total of 31/85 [36%] placebo-
treated subjects from study 1 
and 31/80 [39%] venlafaxine 
ER treated subjects from study 
1 discontinued the study 

No Uncertain because 
no information 

Uncertain because 
no information 

High High overall attrition, ITT 
and LOCF analysis 
conducted but no 
sensitivity analysis 
provided 

Emslie, 200760 
Study 2 

A total of 17/94 [18%] placebo-
treated subjects from study 1 
and 28/102 [27%] venlafaxine 
ER treated subjects from study 
1 discontinued the study 

No Uncertain because 
no information 

Uncertain because 
no information 

High High differential attrition, 
ITT and LOCF analysis 
conducted but no 
sensitivity analysis 
provided 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Emslie, 200857 
Companion: 
Kennard, 201858 

Appears that all were in 
analysis but 24% in fluoxetine 
and 13.5% in placebo group 
did not complete treatment 

Uncertain because 
no information 

No Uncertain because 
no information 

Some Concerns Differential attrition but full 
sample used for analysis, 
no explanation of how 
data were obtained and 
robustness of data 

Emslie, 200944 
Companion: 
Findling, 201345 

17%; 15.8% vs. 20.2% in the 
two groups so attrition did not 
vary by group.  

Probably yes Uncertain because 
no information 

Not applicable Some concerns Some attrition 

Emslie, 201446 29.8% overall attrition but no 
differential attrition.  

No Not applicable Not applicable Some concerns Large overall attrition 

Findling, 200947 
Companion: 
Hirschtritt, 201267 

26.5% overall; 33.3% vs. 
18.8% across groups 

No Not applicable Not applicable High High attrition and 
differential attrition. Also, 
study halted for futility 
after enrolling 34 patients.  

Fristad, 201827 25.0% overall attrition, IG1: 
29.4%, IG2: 15.8%, IG3: 
19.9%, CG: 16.7% 

Yes Not applicable Not applicable Some concerns Some differential attrition 
across arms 

Geller, 198961 16.7% attrition overall but no 
information provided about 
group specific attrition or 
reasons for attrition 

No Uncertain because 
no information 

Uncertain because 
no information 

Some Concerns No information about 
group specific drop out or 
reasons for dropout.  

Geller, 199262 16.7% in both groups.  No Yes Yes Some concerns Authors did not state how 
they handled missing 
data.  

Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

IG1: 26/93 (28) 
IG2: 38/95 (40) 
CG: 21/87 (24.1) 
Last observation carried 
forward for those who did not 
complete the entire study 

No No Probably no High High and differential 
attrition 

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 2019 
19 

Differences in lost to followup 
at various assessment points 
but ITT used. At 36 week end 
of treatment, attrition was IG1: 
35.5% IG2:29.9% CG: 32.9% 

No Uncertain because 
no information 

Uncertain because 
no information 

Some Concerns High attrition, reasons for 
dropout between arms 
unclear, sensitivity for ITT 
not reported 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Gunlicks-
Stoessel, 201671 

Intervention 22.2% and control 
16.7% attrition but all retained 
in analyses using multiple 
imputation 

No Probably yes Probably yes Some Concerns Although the study reports 
no difference between 
those dropped and 
retained, little information 
on methods of imputation 
and the degree of 
certainty of the conclusion 
of no difference, given the 
small sample size; 
moderate attrition 

Heiligenstein, 
200691 

Nearly all retained other than 1 
person in CG group (0% and 
6.7%, respectively) 

Yes Not applicable Uncertain because 
no information 

Low   

Hughes, 201333 Non-completers 12.5% in IG1 
and 14.3% in CG 

Probably yes Not applicable Not applicable Low   

Iftene, 201578 15.9% overall; group attrition 
ranged from 14.8% to 17.9% 

No Yes No Some concerns ITT 

Israel, 201326 Completion attrition IG1: 
18.1% CG:44.4% but ITT 
using LOCF used 

No Uncertain because 
no information 

No High High attrition, differential 
attrition, ITT uses LOCF 

Jelalian, 201672 24% overall attrition; 29% and 
11.1% so a bit differential 
attrition.  

No No Uncertain because 
no information 

  High attrition, some 
differential attrition 

Kennard, 200820 13.6% of IG1 and 12.5% of 
CG were noncompleters but 
all were retained for followup 

Yes Not applicable Not applicable Low   

Kennard, 201421 
Companion: 
Emslie, 201522 

17.3% attrition in IG1 and 
24.6% in CG at 30 week 
assessment but all used in 
analysis with ITT. Loss to 
followup then increased over 
time. At 78 weeks, attrition 
was 41.3% in IG1 and 44.9% 
in CG and only completers 
analyzed 

Yes at 30 weeks 
and no at 78 
weeks 

  Uncertain because 
no information 

Some concerns for 
short-term outcomes 
at 30 weeks (no 
information on how 
the ITT was done), 
high for long-term 
outcomes at 78 
weeks 

ITT method not clear for 
30 week followup and 
high attrition at 78 week 
followup 

Kim, 201285 IG1: 8.6%, CG: 10.8% Probably no Uncertain because 
no information 

No Some Concerns Some loss to followup and 
no ITT used.  
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Klein, 199863 20% overall with no differential 
attrition 

No Yes Yes Some concerns Authors did not state how 
they handled missing 
data.  

Kye, 199664 29.0% overall; 33% vs. 23% No No Not applicable High High attrition, some more 
discontinued in treatment 
group than placebo (2 vs. 
0) 

Luby, 201232 53.7% attrition plus differential 
attrition 

No Not applicable Not applicable High Very high attrition and 
differential attrition. Used 
ITT analysis but only for 
those who had at least 
one assessment after 
baseline (20.4% attrition)  

Mandoki, 199766 20% IG1 and 15% CG lost to 
followup 

Probably no Uncertain because 
no information 

Uncertain because 
no information 

Some Concerns moderate loss to followup 
with no ITT 

March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 
200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

18%, did not vary (16-22%) Probably no Probably no No Some concerns ITT used LOCF, high 
attrition, some differences 
in drop outs between 
groups 

Melvin, 200679 15.1% overall, 4.5% CBT, 
19.2% med, 20% combined 
completed intervention and 
9.6% did not complete 6 
month followup assessment.  

Probably no Not applicable Not applicable Some concerns 15% overall attrition, 
some differential attrition, 
no sensitivity analysis for 
ITT methods 

Mufson, 199923 33%, 88% vs. 46% (control). 
Very differential attrition 

No Not applicable Not applicable High High attrition, very big 
differential attrition 

Nelson, 200473 26.3%, by group attrition not 
reported.  

No Not applicable Not applicable High High attrition, no ITT used 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Nemets, 200635 G1: 5/15 (33.3%) 
G2: 3/13 (23%) 
28.6% overall 

No No Not applicable High 20/28 had completed at 
least 1 month of the trial. 
LOCF was used but only 
for those who completed 
at least 1 month.  

Poole, 201828, 29 21.9% overall, 24.2% for 
control group, and 19.4% for 
treatment group 

Yes Not applicable Not applicable Some concerns Overall attrition is 
somewhat high 

Rickhi, 201534 33% of treatment group, 7.7% 
of control group.  

No No Yes Some Concerns Very differential and large 
overall attrition but ITT 
used.  

Rohde, 199474 0% yes Not applicable Not applicable Low   
Rohde, 200415 
Companion: 
Rohde, 200637 

2.2%, 2.2% and 2.1% for the 
CWD and LS groups, 
respectively, at end of 
treatment (6.5% overall at 1 
year, not differential) 

Yes Not applicable Not applicable Low Conducted ITT but used 
available sample because 
no difference 

Rohde, 200637 1.8%, 1.8% and 1.6% for the 
CWD and LS groups, 
respectively, at end of 
treatment (6.1% overall at 1 
year, not differential) 

 Yes Not applicable Not applicable Low   

Rosello, 199910 ~17% overall, 12%, 14%, and 
22% for IG1, IG2, and CG 
groups, respectively so no 
concerning differential attrition  

Probably no Probably no Probably no High No ITT analysis done, 
high and differential 
attrition 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Shirk, 201414 ITT conducted on sample of 
43, full maximum likelihood 
estimates and/or last 
observation-carried forward 
methods, but completers: 
IG: 15/20 (75%); 25% and 
17% did not complete 
intervention but ITT/LOCF 
used for analyses 
CG: 20/23 (87%) 

No Probably no Probably yes Some Concerns Some differential attrition, 
and number of sessions 
predicts missing data, 
however number of 
completed sessions was 
not demonstrated to be 
related to change in 
depressive symptoms or 
diagnostic status, those 
with missing data had 
lower number of sessions 
(but not differences in 
outcomes) 

Spirito, 201575 0% Yes Not applicable Not applicable Low   
Tompson, 201730 
Companion: 
Asarnow, 201831 

28.5% in intervention group 
and 23.4% in control group 
completed intervention. 19.4% 
and 7.5%, respectively, had at 
least one postbaseline 
assessment  

No no Yes Some Concerns High attrition overall and 
differential for having at 
least one baseline 
assessment but ITT and 
imputation conducted.  

Trowell, 200776 
Companion: 
Garoff, 201277 

IG1: 0%, 8.1% CG and ITT 
used. Authors note, however 
that 13 families dropped out 
before 8 individual or 4 
sessions were completed and 
replaced with new families 

no Uncertain because 
no information 

Uncertain because 
no information 

High 13 of the original 72 
families replaced with no 
additional information 
given 

Wagner, 200452 
Companion: 
Forest, 200153 

18%, no differential attrition No Not applicable uncertain because no 
information 

some concerns 4 dropouts before txt 
completion all in the txt 
arm, high overall attrition: 
18%, LOCF 

Wagner, 200654 21%, both groups about the 
same so no differential attrition 

Probably no Not applicable Uncertain because 
no information 

High Some signal of 
differences between arms 
in withdrawal of consent, 
high attrition with missing 
information about how 
missing data was handled 
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First Author's 
Last Name, 
Year 

8. What was the overall 
attrition?  

9. Were outcome 
data available for 
all, or nearly all, 
participants 
randomized?  

9a. If yes to 9, are 
the proportion of 
participants and 
reasons for missing 
data similar across 
interventions? 

9b. If yes to 9, Is 
there evidence that 
results were robust 
to the presence of 
missing outcome 
data?  

Bias arising from 
missing outcome 
data?  

Comments 

Weihs, 201855 ITT used to include all in 
analyses (details NR) but rates 
of not completing ranged from 
IG1: 13.91% IG2: 11.5% CG: 
11.6% 

No Uncertain because 
no information 

Uncertain because 
no information 

Uncertain because 
no information 

Authors don't describe 
how ITT was done 

Wilkinson, 
200886 

IG1: 13.3%, CG: 9.1% No Uncertain because 
no information 

No Some Concerns Some loss to followup and 
no ITT used  

Wilkinson, 
201187  
(ROB based on 
Goodyer 2007) 

Unclear because only 163 or 
164 of the original 192 
participants with MDD had 
suicidal info or self-harm info 
but group specific information 
and information about how 
many completed the protocol 
is not given.  

No Not applicable Not applicable High Some overall attrition, 
unclear how ITT was 
conducted, little 
information given 

AE = adverse event; CBT = cognitive behavioral therapy; CG = control group; CWD = Coping with Depression; IG = intervention group; ITT = intent to treat; LOCF = last 
observation carried forward; LS = life skills/tutoring condition; NR = not reported; NST = nondirective supportive therapy; ROB = risk of bias; SFBT = systemic behavior family 
therapy; tx = treatment; vs. = versus. 
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Table H-4. Randomized controlled trials, part 4 
First Author's 
Last Name, Year 

10. For benefits, were outcome 
assessors UNAWARE of the 
intervention  

11. Was measurement of benefit outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of benefit 
outcomes?  

Comments 

Atkinson, 201438 Probably yes Probably yes Low   
Atkinson, 201859 No Probably no Some concerns Unblinded outcome assessors 
Berard, 200639 Probably yes Probably yes Low   
Bernstein, 200080 
Companion: 
Bernstein, 200081 

Yes Probably yes Low   

Brent, 199712 
Companions 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

Uncertain because no information No High Unknown blinding of outcome 
assessors 

Brent, 200888 
Companions: 
Brent, 200990 
Asarnow, 200989 
TORDIA 

Yes No Low   

Clarke, 201694 Yes Probably yes Low   
Clarke, 19999 Uncertain because no information Uncertain because no information Uncertain because no 

information 
  

Clarke, 200211 Yes Probably yes Low   
Clarke, 200584 Yes Probably yes Low   
Deas, 200082 Uncertain because no information Uncertain because no information Uncertain because no 

information 
  

DelBello, 201465 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Diamond, 200225 
Companion: 
Diamond, 200395 

Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Dietz, 201524 No No High 60% of assessments done by 
blinded assessor but study 
therapists administered and 
coded interviews for remaining 
40%.  

Durgam, 201840 Yes Yes Low   
Emslie, 199741 Probably no Uncertain because no information Uncertain because no 

information 
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First Author's 
Last Name, Year 

10. For benefits, were outcome 
assessors UNAWARE of the 
intervention  

11. Was measurement of benefit outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of benefit 
outcomes?  

Comments 

Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

Yes Probably yes Low   

Emslie, 200456 Yes Probably yes Low   
Emslie, 200643 Uncertain because no information Uncertain because no information Uncertain because no 

information 
  

Emslie, 200760 
Study 1 

Probably yes Probably no Low   

Emslie, 200760 
Study 2 

Probably yes Probably no Low   

Emslie, 200857 
Companion: 
Kennard, 201858 

Yes Probably yes Low   

Emslie, 200944 
Companion: 
Findling, 201345 

Probably yes Probably yes Low   

Emslie, 201446 Probably yes Probably yes Low   
Findling, 200947 
Companion: 
Hirschtritt, 201267 

Probably yes Probably yes Low   

Fristad, 200927 Yes Probably no Low   
Geller, 198961 Yes Probably yes Low   
Geller, 199262 Uncertain because no information Probably no Some concerns Unclear masking but stated as 

double blind 
Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

Probably yes Probably yes Low   

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 2019 
19 

Yes Probably yes Low   

Gunlicks-
Stoessel, 201671 

Yes Probably yes Low   
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First Author's 
Last Name, Year 

10. For benefits, were outcome 
assessors UNAWARE of the 
intervention  

11. Was measurement of benefit outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of benefit 
outcomes?  

Comments 

Heiligenstein, 
200691 

Yes Probably yes Low   

Hughes, 201333 Yes Probably yes Low   
Iftene, 201578 Uncertain because no information Probably no Some concerns Unclear masking but stated as 

double blind 
Israel, 201326 Yes Probably yes Low   
Jelalian, 201672 Yes Yes Low   
Kennard, 200820 Yes Yes Low   
Kennard, 201421 
Companion: 
Emslie, 201522 

Yes Probably yes Low   

Kim, 201285 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Klein, 199863 Uncertain because no information Probably no Some concerns Unclear masking but stated as 
double blind 

Kye, 199664 Uncertain because no information Probably no Some concerns Unclear masking but stated as 
double blind 

Luby, 201232 Yes Yes Low   
Mandoki, 199766 Probably yes Probably yes Low   
March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

Yes Probably yes     

Melvin, 200679 No Probably no High Outcome assessors not 
blinded due to resource 
constraints 

Mufson, 199923 Probably yes Probably yes     
Nelson, 200473 Probably no Probably no High Knowledge of intervention 

could influence outcomes 
Nemets, 200635 Uncertain because no information Uncertain because no information Some concerns Outcome assessor blinding 

not reported.  
Poole, 201828, 29 Probably yes Probably no  Low   
Rickhi, 201534 Yes Yes Low   
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First Author's 
Last Name, Year 

10. For benefits, were outcome 
assessors UNAWARE of the 
intervention  

11. Was measurement of benefit outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of benefit 
outcomes?  

Comments 

Rohde, 199474 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Rohde, 200415 
Companion: 
Rohde, 200637 

Yes Probably yes Low   

Rohde, 200637 Yes Probably yes Low   
Rosello, 199910 Uncertain because no information Uncertain because no information high Blinding not reported, self 

reported outcomes 
Shirk, 201414 Uncertain because no information Uncertain because no information Uncertain because no 

information 
No information on blinding of 
outcome assessors 

Spirito, 201575 Uncertain because no information Uncertain because no information Uncertain because no 
information 

Not applicable 

Tompson, 201730 
Companion: 
Asarnow, 201831 

Yes Probably yes Low   

Trowell, 200776 
Companion: 
Garoff, 201277 

Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Wagner, 200452 
Companion: 
Forest, 200153 

Uncertain because no information Probably yes Uncertain because no 
information 

  

Wagner, 200654 Uncertain because no information Probably yes Uncertain because no 
information 

  

Weihs, 201855 Uncertain because no information Uncertain because no information Uncertain because no 
information 

No information on blinding of 
outcome assessors 

Wilkinson, 200886 Yes Probably no Some concerns Outcome assessors not 
blinded.  

Wilkinson, 201187  
(ROB based on 
Goodyer 2007) 

Yes Yes Low   

ROB = risk of bias. 
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Table H-5. Randomized controlled trials, part 5 
First Author's 
Last Name, Year 

12. For harms, were outcome assessors 
aware of the intervention received by study 
participants? 

13. Was measurement of harm outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of harm 
outcomes?  

Comments 

Atkinson, 201438 Probably yes Probably yes Low   
Atkinson, 201859 No Probably no Some concerns Unblinded outcome 

assessors 
Berard, 200639 Probably yes Probably yes Low   
Bernstein, 200080 
Companion: 
Bernstein, 200081 

Yes Probably yes Low Low 

Brent, 199712 
Companions 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

Uncertain because no information No High Unknown blinding of 
outcome assessors 

Brent, 200888 
Companions: 
Brent, 200990 
Asarnow, 200989 
TORDIA 

Yes No Low   

Clarke, 201694 Not applicable Not applicable     
Clarke, 19999 Not applicable Not applicable Not applicable   
Clarke, 200211 Yes Probably yes Low   
Clarke, 200584 Not applicable Not applicable Not applicable   
Deas, 200082 Uncertain because no information Uncertain because no information Uncertain because no 

information 
  

DelBello, 201465 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Diamond, 200225 
Companion: 
Diamond, 200395 

Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Dietz, 201524 Not applicable Not applicable Not applicable   
Durgam, 201840 Yes Yes Low   
Emslie, 199741 Probably no Uncertain because no information Uncertain because no 

information 
  

Emslie, 200242 Not applicable Not applicable     
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First Author's 
Last Name, Year 

12. For harms, were outcome assessors 
aware of the intervention received by study 
participants? 

13. Was measurement of harm outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of harm 
outcomes?  

Comments 

Emslie, 200456 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

Not applicable Not applicable     

Emslie, 200643 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Emslie, 200760 
Study 1 

Not applicable  Not applicable Not applicable   

Emslie, 200760 
Study 2 

Not applicable Not applicable Not applicable   

Emslie, 200857 
Companion: 
Kennard, 201858 

Yes Probably yes Low   

Emslie, 200944 
Companion: 
Findling, 201345 

No Yes Low   

Emslie, 201446 Probably yes Probably yes Low   
Findling, 200947 
Companion: 
Hirschtritt, 201267 

Probably yes Probably yes Low   

Fristad, 200927 Not applicable Not applicable Not applicable   
Geller, 198961 Yes Probably yes Low   
Geller, 199262 Uncertain because no information Probably no Some concerns Unclear masking but 

stated as double blind 
Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

Probably yes Probably yes High Based on LeNoury, 
coding of harms 
created issues leading 
to an underestimation 
of harms 

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 2019 
19 

Yes Probably yes Low   

Gunlicks-
Stoessel, 201671 

Not applicable Not applicable Not applicable   

Heiligenstein, 
200691 
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First Author's 
Last Name, Year 

12. For harms, were outcome assessors 
aware of the intervention received by study 
participants? 

13. Was measurement of harm outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of harm 
outcomes?  

Comments 

Hughes, 201333 Yes Probably yes Low   
Iftene, 201578 Uncertain because no information Probably no Some concerns Unclear masking but 

stated as double blind 
Israel, 201326 Yes Yes Low   
Jelalian, 201672 Not applicable Not applicable Not applicable Not applicable 
Kennard, 200820 No  Yes Low   
Kennard, 201421 
Companion: 
Emslie, 201522 

No Probably yes Low   

Kim, 201285 Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Klein, 199863 Uncertain because no information Probably no Some concerns Unclear masking but 
stated as double blind 

Kye, 199664 Uncertain because no information Probably no Some concerns Unclear masking but 
stated as double blind 

Luby, 201232 Not applicable Not applicable     
Mandoki, 199766 Not applicable Not applicable     
March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

Yes Probably yes Low   

Melvin, 200679 Yes Probably no High Outcome assessors 
not blinded due to 
resource constraints 

Mufson, 199923 Probably yes Probably yes Low   
Nelson, 200473 Not applicable Not applicable Not applicable   
Nemets, 200635 Not applicable Not applicable Not applicable   
Poole, 201828, 29 Not applicable Not applicable Not applicable   
Rickhi, 201534 No Yes Low   
Rohde, 199474 Uncertain because no information Uncertain because no information Uncertain because no 

information 
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First Author's 
Last Name, Year 

12. For harms, were outcome assessors 
aware of the intervention received by study 
participants? 

13. Was measurement of harm outcomes 
unlikely to have been influenced by 
knowledge of the intervention received? 

Bias arising from 
measurement of harm 
outcomes?  

Comments 

Rohde, 200415 
Companion: 
Rohde, 200637 

Yes No Low   

Rohde, 200637 Not applicable Not applicable Not applicable   
Rosello, 199910 Not applicable Not applicable Uncertain because no 

information 
Outcome assessors 
not blinded 

Shirk, 201414 Uncertain because no information Uncertain because no information Uncertain because no 
information 

No information on 
blinding of outcome 
assessors 

Spirito, 201575 Not applicable Not applicable     
Tompson, 201730 
Companion: 
Asarnow, 201831 

Not applicable Not applicable Not applicable   

Trowell, 200776 
Companion: 
Garoff, 201277 

Uncertain because no information Uncertain because no information Uncertain because no 
information 

  

Wagner, 200452 
Companion: 
Forest, 200153 

Probably yes Probably yes Uncertain because no 
information 

  

Wagner, 200654 Uncertain because no information Probably yes Uncertain because no 
information 

Not applicable 

Weihs, 201855 Uncertain because no information Uncertain because no information Uncertain because no 
information 

No information on 
blinding of outcome 
assessors 

Wilkinson, 200886 Not applicable Not applicable Not applicable   
Wilkinson, 201187  
(ROB based on 
Goodyer 2007) 

Yes Yes Low   

ROB = risk of bias. 
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Table H-6. Randomized controlled trials, part 6 

First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Atkinson, 201438 Probably yes Low   High Relatively high and differential attrition 
Atkinson, 201859 Probably yes Low   Some concerns Randomization and allocation 

concealment processes not described, 
moderately high attrition; unblinded 
outcome assessors  

Berard, 200639 Probably yes low   High The study used mITT and 11 were lost 
between randomization and receiving 
at least 1 dose of study medication 
(definition used for mITT) and authors 
do not present differences in these 11 
patients vs. those who entered the 
study or by group. The attrition was 
high and differential without losing 
these additional 11 patients. Potential 
for uncontrolled cointerventions 

Bernstein, 200080 
Companion: 
Bernstein, 200081 

  Probably yes Low Some concerns Some loss to followup and no ITT 
used or analyses of those lost vs 
completed 

Brent, 199712 
And Companions 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

Probably yes     High No patient or provider blinding, 
Unknown outcome assessor blinding, 
high attrition, several in the study 
should have been ineligible.  

Brent, 200888 
Companions: 
Brent, 200990 
Asarnow, 200989 
TORDIA 

Probably yes Low   High High attrition, some differential causes 
for attrition, reliance on LOCF, some 
groups not blinded 

Clarke, 201694 Probably yes Low   Some concerns Patient and provider not blinded; 
Patients, parents, and clinical 
personnel awareness of treatment 
could influence outcomes 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Clarke, 19999 Probably yes low   Some concerns Randomization and allocation 
concealment not reported; patients not 
blinded, awareness of intervention 
could influence outcomes; high 
attrition and unknown differential 
attrition 

Clarke, 200211 Probably yes Low   Some concerns Patients and providers not blinded and 
no information about how data was 
handled when missing. Awareness of 
intervention could influence outcomes. 
No information on how data on those 
lost to were obtained 

Clarke, 200584 Probably yes Low   Some concerns No allocation concealment and 
patients and providers not blinded.  

Deas, 200082 Probably yes Low   Low   
DelBello, 201465 Probably yes Low   Some concerns High attrition and unclear allocation 

concealment; unclear if outcome 
assessors were blinded 

Diamond, 200225 
Companion: 
Diamond, 200395 

No High The WL group only had 
assessments at 6 weeks 
(when anyone who had 
not responded was 
offered open treatment). 
The intervention group 
had a few measured at 6 
weeks but most at 12. 
The 6 week WL group 
outcomes were 
compared with the 12 
week intervention group 
outcomes, so 
inconsistent time periods 
were compared. Also, 
clinical significant 
improvement was 
defined as BDI>9, which 
has not been validated.  

High Awareness of intervention could 
influence outcomes 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Dietz, 201524 Probably yes Low   Some concerns Possible imbalance in arms, 
unmeasured contamination; possible 
differences in attrition and unblinded 
assessment in 40% of participants 

Durgam, 201840 Probably yes Low   Some concerns Unclear allocation concealment and 
moderate attrition; different reasons 
for attrition across arms 

Emslie, 199741 Probably no Low   High high and differential attrition  
Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 200691 

Probably yes Low   High High and differential attrition with 
LOCF for ITT without further 
investigation, no sensitivity analysis. 
Possible imbalance at baseline.  

Emslie, 200456 Probably yes Low   High High and differential attrition with 
LOCF for ITT without further 
investigation. Possible imbalance at 
baseline.  

Emslie, 200643 Probably no Low   Some concerns High attrition and unclear allocation 
concealment 

Emslie, 200760 
Study 1 

Probably no Low   High High overall attrition  

Emslie, 200760 
Study 2 

Probably no Low   High High differential attrition  

Emslie, 200857 
Companion: 
Kennard, 201858 

Probably yes Low   Some concerns Differential attrition but full sample 
used for analysis, no explanation of 
how data were obtained and 
robustness of data 

Emslie, 200944 
Companion: 
Findling, 201345 

Probably yes     Some concerns Randomization and allocation 
concealment not reported; high 
attrition mitigated by ITT; unknown if 
baseline characteristics differed 
between groups 

Emslie, 201446 Probably yes Low   High High and differential attrition 
Findling, 200947 
Companion: 
Hirschtritt, 201267 

Yes Low   Some concerns High attrition mitigated by ITT 

Fristad, 200927 No Low   Some concerns Potential for differential attrition 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Geller, 198961 Probably yes Low   Some concerns Patients and providers not blinded and 
treatment group had lower adherence 
to medication than controls. No 
information on how data was recorded 
for those lost to follow-up; No reasons 
for or distribution of dropouts specified 

Geller, 199262 Probably no Low   Some concerns Moderate attrition, no details on 
randomization or allocation 
concealment or blinding.  

Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

No high Based on LeNoury, four 
secondary outcomes, 
not included in the 
protocol, were included 
in the CSR and Kellier 

High High and differential attrition, selection 
bias in reporting results 

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 201919 

Probably yes Low   Some concerns High attrition, reasons for dropout 
between arms unclear, sensitivity for 
ITT not reported, patients and 
providers not blinded -awareness of 
intervention could influence outcomes, 
unclear how ITT was conducted, 
unclear differences at baseline 
between groups 

Gunlicks-Stoessel, 
201671 

Probably yes Low   Some concerns Methods used for multiple imputation 
unclear and moderate attrition 

Heiligenstein, 200691 Probably yes Low   Some concerns Possible imbalance at baseline 
Hughes, 201333 Probably yes Low   Some concerns Patient and provider not blinded. 

Awareness of intervention can 
influence outcomes 

Iftene, 201578 Probably no Low   Some concerns Moderate attrition, no details on 
randomization or allocation 
concealment or blinding.  

Israel, 201326 Probably yes Low   High High attrition, differential attrition, 
LOCF ITT used, patients and 
providers not blinded, awareness of 
intervention could influence outcomes.  

Jelalian, 201672 Probably no Low   High Differential attrition 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Kennard, 200820 Probably yes Low   Some concerns Patient and provider not blinded; 
awareness of intervention could 
influence outcomes 

Kennard, 201421 
Companion: 
Emslie, 201522 

Probably yes Low   Some concerns Patient and provider not blinded; 
awareness of intervention could 
influence outcomes 

Kim, 201285 Probably yes Low   Some concerns Patients and providers not blinded; 
awareness of intervention can 
influence outcomes, unclear outcome 
assessor blinding, no ITT used and 
some loss to follow-up.  

Klein, 199863 Probably no Low   Some concerns Moderate attrition, no details on 
randomization or allocation 
concealment or blinding.  

Kye, 199664 Probably no low   High High attrition, no details about 
allocation concealment or blinding of 
outcome assessors 

Luby, 201232 Yes Low   High Very high and differential attrition, 
awareness of intervention could 
influence outcomes 

Mandoki, 199766 Probably yes Low   Some concerns Moderate attrition without ITT 
March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

Probably yes Low   Some concerns High attrition, unclear allocation status, 
no patient blinding in some groups 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Melvin, 200679 Probably yes Low   High Awareness of the intervention could 
influence outcomes, outcome 
assessors not blinded (nor were 
patient and provider). 15% attrition in 
completing end-of-treatment, 
differential attrition without sensitivity 
analysis for ITT.  

Mufson, 199923 Probably yes Low   High Not blinded, high attrition, very large 
differential attrition 

Nelson, 200473 Probably no Low   High Unblinded allocation, high attrition, no 
allocation concealment, coin toss 
randomization, no ITT analyses used.  

Nemets, 200635 Probably yes Low   High High and differential attrition, no 
attempt to address missing data 
Unclear methods of randomization and 
allocation concealment, high attrition, 
no LOCF for those who completed 
less than 1 month, no specification of 
outcome assessor blinding.  

Poole, 201828, 29 Probably low Low   Some concerns Potential for attrition bias  
Rickhi, 201534 Probably no Low   Some concerns Patient and provider not blinded; ; 

Awareness of intervention could 
influence outcomes 

Rohde, 199474 Probably yes Low   Some concerns Patient and provider not blinded. 
Awareness of intervention can 
influence outcomes 

Rohde, 200415 
Companion: 
Rohde, 200637 

Probably yes Low   Some concerns Awareness of the intervention could 
influence outcomes 
No allocation concealment and 
patients and providers not blinded.  

Rohde, 200637 Probably yes Low   Some concerns Awareness of the intervention could 
influence outcomes; no allocation 
concealment and patients and 
providers not blinded.  
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Rosello, 199910 Probably no Some concerns Unknown High No ITT analyses conducted; 
randomization method not reported; 
blinding of assessors not reported; no 
group differences reported at baseline 
other than for outcomes so do not 
know how groups may have differed 
on sociodemographic characteristics, 
etc., and analyses were not adjusted. 
High and differential attrition 

Shirk, 201414 Probably yes Low   Some concerns Unclear outcome assessor blinding, 
patients and providers not blinded, 
some differential attrition with number 
of visits related to missingness. 
Awareness of the intervention can 
influence outcomes, come differential 
attrition, and number of sessions 
predicts missing data. 

Spirito, 201575 Probably yes Low   High Randomized failed, unclear outcome 
assessor blinding, no patient and 
provider blinding – awareness of 
intervention can influence outcomes .  

Tompson, 201730  
Companion: 
Asarnow, 201831 

Probably yes Low   Some concerns High attrition and some differential 
attrition in having at least one 
completed follow-up assessment (but 
ITT done with imputation); patients not 
blinded. Awareness of intervention 
could influence outcomes, some 
differential attrition 

Trowell, 200776 
Companion: 
Garoff, 201277 

Probably yes Low   High 13 of 72 families appear to have been 
replaced after randomization with no 
indication of the impact of 
replacement, patients and providers 
not blinded; awareness of the 
intervention could influence outcomes 

Wagner, 200452 
Companion: 
Forest, 200153 

Yes Low   Some concerns High overall attrition 
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First Author’s Last 
Name, Year 

14. Is the reported effect 
estimate unlikely to be selected, 
on the basis of the results, from 
multiple outcomes 
measurements within the 
domain, multiple analyses, or 
different subgroups?  

Bias arising from 
selection of 
reported results?  

Comments Study Quality-
Benefits 

Overall Rating 
Justification/Comments  
Benefits 

Wagner, 200654 Yes Low   Some concerns High attrition but no differential 
attrition, no specified outcome blinding 
or patient/intervention provider 
blinding reported.  

Weihs, 201855 Probably yes Low   High Unclear methods of randomization and 
allocation concealment, how ITT was 
done, whether outcome assessors 
were blinded.  

Wilkinson, 200886 Probably yes Low   High Patients and providers and outcome 
assessors not blinded (awareness of 
intervention can influence outcomes), 
some loss to followup without ITT 
used.  

Wilkinson, 201187  
(ROB based on 
Goodyer 2007) 

Yes Low   High Unblinded intervention 

BDI = Beck Depression Inventory; ITT = intent to treat; LOCF = last observation carried forward; mITT = modified intention to treat; RoB = risk of bias; WL = wait-list. 
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Table H-7. Randomized controlled trials, part 7 

First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Atkinson, 201438 No Not applicable High Relatively high and differential 
attrition 

No Not applicable 

Atkinson, 201859 No Same Some concerns Unblinded outcome assessors Not applicable Not applicable 
Berard, 200639 No Not applicable High The study used mITT and 11 were 

lost between randomization and 
receiving at least 1 dose of study 
medication (definition used for 
mITT) and authors don’t present 
differences in these 11 patients vs. 
those who entered the study or by 
group. The attrition was high and 
differential without losing these 
additional 11 patients. Potential for 
uncontrolled cointerventions 

No Not applicable 

Bernstein, 200080 
Companion: 
Bernstein, 200081 

No Same Some concerns Some loss to followup and no ITT 
used or analyses of those lost vs 
completed 

No Same 

Brent, 199712 
Companions: 
Brent, 199813 
Barbe, 200436 
Barbe, 200469 
Dietz, 201470 

No   High High and possibly differential 
attrition, unblinded outcome 
assessors, participants and 
clinicians not blinded 

No   

Brent, 200888 
Brent, 200990 
Asarnow, 200989 
TORDIA 

No Same High High attrition, some differential 
causes for attrition, reliance on 
LOCF, some groups not blinded 

No Same 

Clarke, 201694 No Same Some concerns Not applicable Not applicable Not applicable 
Clarke, 19999 No   Not applicable Moderate attrition, no details on 

randomization or allocation 
concealment or blinding, 
awareness of intervention could 
influence outcomes 

No Some concerns 

Clarke, 200211 No Same Some concerns Awareness of intervention could 
influence outcomes. No 
information on how data on those 
lost to were obtained 

No Not applicable 

Clarke, 200584 No Same Not applicable Not applicable Not applicable Not applicable 
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First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Deas, 200082 No Same Low   No Same 
DelBello, 201465 No Same Some concerns High attrition and unclear 

allocation concealment; unclear if 
outcome assessors were blinded 

No Same 

Diamond, 200225 
Companion: 
Diamond, 200395 

Yes Yes, but it is high 
or really high so I 
suppose I would 
say no. They are 
all high.  

High Awareness of intervention could 
influence outcomes 

No   

Dietz, 201524 Possible imbalance in 
arms, unmeasured 
contamination, 
unblinded outcomes 
evaluation 

  Not applicable Not applicable Not applicable Not applicable 

Durgam, 201840 No Same Some concerns Unclear allocation concealment 
and moderate attrition 

Not applicable Not applicable 

Emslie, 199741 No Same High High and differential attrition  No Same 
Emslie, 200242 
Companions: 
Emslie, 200456 
Heiligenstein, 
200691 

No Same High Not applicable Not applicable Not applicable 

Emslie, 200456 No Same High Not applicable Not applicable Not applicable 
Emslie, 200643 No Same Some concerns High attrition and unclear 

allocation concealment 
No Same 

Emslie, 200760 
Study 1 

No Not applicable Not applicable Not applicable Not applicable Not applicable 

Emslie, 200760 
Study 2 

No Not applicable Not applicable Not applicable Not applicable Not applicable 

Emslie, 200857 
Companion: 
Kennard, 201858 

No Same Some concerns Differential attrition but full sample 
used for analysis, no explanation 
of how data were obtained and 
robustness of data 

No Same 

Emslie, 200944 
Companion: 
Findling, 201345 

No Not applicable Some concerns High attrition mitigated by ITT; no 
details about allocation 
concealment or blinding of 
outcome assessors 

No High 

Emslie, 201446 No Not applicable High High and differential attrition No   
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First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Findling, 200947 
Companion: 
Hirschtritt, 201267 

No Not applicable Some concerns High attrition mitigated by ITT, no 
details on randomization or 
allocation concealment or blinding.  

No Some concerns 

Fristad, 200927 No Not applicable Not applicable Not applicable Not applicable Not applicable 
Geller, 198961 No Same Not applicable Not applicable Not applicable Not applicable 
Geller, 199262 No Some concerns Some concerns High attrition, patients and 

providers not blinded, some 
differential attrition (but small pilot 
study) 

No Some concerns 

Glaxo, 199848 
Companions: 
Keller 200150 
Le Noury, 201651 
Le Noury, 201549 

No, original protocol   High No patient or provider blinding, 
Unknown outcome assessor 
blinding, high attrition, several in 
the study should have been 
ineligible, selection bias in 
reporting results, biased 
measurement of harms outcomes.  

No Not applicable 

Goodyer, 201717 
Companion: 
Goodyer, 201716 
O’Keeffe 201819 
O’Keefe, 201919 

No Same Some concerns High attrition, reasons for dropout 
between arms unclear, sensitivity 
for ITT not reported, patients and 
providers not blinded -awareness 
of intervention could influence 
outcomes, unclear how ITT was 
conducted, unclear differences at 
baseline between groups 

No Same 

Gunlicks-Stoessel, 
201671 

No Same Not applicable Not applicable Not applicable Not applicable 

Heiligenstein, 
200691 

No Same Some concerns Not applicable Not applicable Not applicable 

Hughes, 201333 No Same Some concerns Patient and provider not blinded. 
Awareness of intervention can 
influence outcomes 

No Same 

Iftene, 201578 No Some concerns Some concerns High attrition No   
Israel, 201326 No Same Not applicable       
Jelalian, 201672 No   Not applicable Not applicable Not applicable Not applicable 
Kennard, 200820 No Some concerns Some concerns Patient and provider not blinded. 

Awareness of intervention could 
influence outcomes 

No Same 
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First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Kennard, 201421 
Companion: 
Emslie, 201522 

Yes, some concerns 
for outcomes through 
week 30, high risk of 
bias (because of 
attrition) through 
week 78 

Yes, some 
concerns at 30 
weeks and high at 
78 week followup 

Not applicable Not applicable Not applicable Not applicable 

Kim, 201285 No Same Some concerns Patients and providers not blinded 
– awareness of intervention can 
influence outcomes, unclear 
outcome assessor blinding, no ITT 
used and some loss to followup.  

No Same 

Klein, 199863 No Some concerns Some concerns Moderate attrition, no details on 
randomization or allocation 
concealment or blinding.  

No Some concerns 

Kye, 199664 No High High High attrition No Not applicable 
Luby, 201232 No Not applicable High High and differential attrition, 

awareness of intervention could 
influence outcomes 

No Not applicable 

Mandoki, 199766 No Same Not applicable Not applicable Not applicable Not applicable 
March, 20043 
Companions: 
Kennard, 20066 
Vitiello, 20067 
Curry, 20064 
Emslie, 20065 
Kratochvil, 200668 
Kratochvil, 20098 
Foster, 201892 
Foster, 201993 
TADS 

No NA Some concerns High attrition but no differential 
attrition, no specified outcome 
blinding or patient/intervention 
provider blinding reported.  

No Not applicable 

Melvin, 200679 No Same High Awareness of the intervention 
could influence outcomes, 
outcome assessors not blinded 
(nor were patient and provider). 
15% attrition in completing end-of-
treatment, differential attrition 
without sensitivity analysis for ITT.  

No Same 

Mufson, 199923 No   High High and differential attrition, 
awareness of intervention could 
influence outcomes 

Not applicable Not applicable 
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First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Nelson, 200473 No High Not applicable Unblinded allocation, unmasked 
evaluation 

No   

Nemets, 200635 No Same Not applicable High and differential attrition, no 
attempt to address missing data 

Not applicable Not applicable 

Poole, 201828;, 
#12721 

No Not applicable Not applicable Not applicable Not applicable Not applicable 

Rickhi, 201534 No Some concerns 
Same 

Some concerns 
Not applicable 

Awareness of intervention could 
influence outcomes Not applicable 

Not applicable Not applicable 

Rohde, 199474 No Same Some concerns Patient and provider not blinded. 
Awareness of intervention can 
influence outcomes 

No Same 

Rohde, 200415 
Companion: 
Companion: 
Rohde, 200637 

No Same Not applicable Not applicable Not applicable Not applicable 

Rohde, 200637 No Same Not applicable Awareness of the intervention 
could influence outcomes 

Not applicable Not applicable 

Rosello, 199910 No Yes, but already 
high so 
collectively no. 
Some outcomes 
had different N's 
than others.  

Not applicable       

Shirk, 201414 No Same Some concerns Unclear outcome assessor 
blinding, patients and providers 
not blinded, some differential 
attrition with number of visits 
related to missingness. Awareness 
of the intervention can influence 
outcomes, come differential 
attrition, and number of sessions 
predicts missing data. 

No Same 

Spirito, 201575 No Same Not applicable Not applicable Not applicable   
Tompson, 201730 
Companion: 
Asarnow, 201831 

No Same Not applicable Not applicable Not applicable Not applicable 
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First Author’s 
Last Name, Year 

Does ROB Rating of 
Study Vary by 
Benefits Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating Justification/ 
Comments Harms 

Does Rating of Study 
Vary by Harm 
Outcome? 

Study Quality 
Ratings by Harm 
Outcome 

Trowell, 200776 
Companion: 
Garoff, 201277 

No Same High 13 of 72 families appear to have 
been replaced after randomization 
with no indication of the impact of 
replacement, patients and 
providers not blinded - awareness 
of the intervention could influence 
outcomes 

No Same 

Wagner, 200452 
Companion: 
Forest, 200153 

No  Not applicable Some concerns High overall attrition No   

Wagner, 200654 No Not applicable Some concerns High overall attrition No   
Weihs, 201855 No Same Uncertain Unclear methods of randomization 

and allocation concealment, how 
ITT was done, whether outcome 
assessors were blinded.  

No Same 

Wilkinson, 200886 No Same Not applicable Not applicable Not applicable Not applicable 
Wilkinson, 201187  
(ROB based on 
Goodyer 2007) 

No   High Unblinded intervention. Very little 
information reported to allow 
assessment of quality 

No High 

ITT = intent to treat; LOCF = last observation carried forward; mITT = modified intention to treat; RoB = risk of bias. 
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Table I-1. Nonrandomized tables, part 1 

First Author’s 
Last Name, 
Year 

Describe 
groups 
(treatment 
interventions 
and 
comparators)  

Study 
Design 

1. Was 
selection of 
participants 
into the study 
unrelated to 
intervention or 
unrelated to 
outcome?  

1a. Were post 
intervention variables 
that influenced 
selection likely to be 
associated with the 
intervention or likely 
to be influenced by 
the outcome or a 
cause of the 
outcome? 

2. Do start of 
followup and 
start of 
intervention 
coincide for 
most subjects? 

3. Were 
adjustment 
techniques 
used that are 
likely to correct 
for the 
presence of 
selection 
biases?  

Bias arising 
from selection?  Comments 

Dietz, 200883 IG: Family Based 
Interpersonal 
psychotherapy 
CG: Family 
Based 
Interpersonal 
psychotherapy 
plus 
antidepressant 
medication 

Controlled 
clinical 
trials 

No Yes Yes Not applicable High Parents could 
opt which 
intervention their 
child participated 
in 

CG = control group; IG = intervention group. 
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Table I-2. Nonrandomized tables, part 2 

First 
Author’s 
Last Name, 
Year 

4. Is 
confounding 
of the effect of 
intervention 
unlikely in this 
study? 

4a. Did the 
authors use an 
appropriate 
analysis method 
that adjusted for 
all the critically 
important 
confounding 
domains?  

4b. Were 
confounding 
domains that 
were controlled 
for measured 
validly and 
reliably by the 
variables 
available in the 
study? 

4c. Did the 
authors avoid 
adjusting for 
postinter-
vention 
variables?  

4d. Were 
participants 
analyzed 
according to their 
initial intervention 
group throughout 
followup?  

4e. Were 
intervention 
discontinuations 
or switches 
unlikely to be 
related to factors 
that are prognostic 
for the outcome? 

Bias arising 
from 
confounding?  

Comments 

Dietz, 200883 No No No No No Not applicable High Patients allowed 
to switch based 
on symptoms 
after the 
intervention 
started, results 
were analyzed 
based on their 
new treatment 

 

Table I-3. Nonrandomized tables, part 3 

First Author’s 
Last Name, 
Year 

5. Is intervention status 
well defined?  

6. Was information on 
intervention status 
recorded at the time of 
intervention?  

7. Was classification of 
intervention status 
unaffected by knowledge 
of the outcome or risk of 
the outcome? 

Bias arising from 
measurement of the 
intervention?  

Comments 

Dietz, 200883 Yes Yes Yes Low   
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Table I-4. Nonrandomized tables, part 4 

First Author’s 
Last Name, 
Year 

8.What was the 
overall attrition? 
(#not included at 
followup/#at 
baseline) 
What was the 
attrition by 
group?  

9. Were few or no 
participants 
excluded because 
of missing data on 
intervention status? 

10. Were few or no 
participants 
excluded due to 
missing data on 
other variables 
needed for the 
analysis? 

11. Was the 
proportion of 
participants and 
reasons for missing 
data similar across 
intervention 
groups? 

12. Were 
appropriate 
statistical methods 
used to account 
for missing data or 
assess robustness 
to presence of 
missing data? 

Bias arising 
from missing 
outcome data?  

Comments 

Dietz, 200883 Overall attrition 
12% and 
differential 
attrition not 
reported.  

Yes Yes Uncertain because 
no information 

No Some concerns Moderate attrition 
with no report of 
how data analyzed 
with respect to 
missingness 

 

Table I-5. Nonrandomized tables, part 5 

First Author’s 
Last Name, 
Year 

13. Were there no 
or minimal 
deviations from 
the intended 
intervention 
beyond what 
would be 
expected in 
usual practice?  

13a. Were these 
deviations from 
intended 
intervention 
unbalanced 
between groups 
and likely to have 
affected the 
outcome? 

14. Were 
important 
cointerventions 
balanced across 
intervention 
groups? 

14a. Was the 
intervention 
implemented 
successfully for 
most participant?  

15. Did the study 
measure 
adherence with 
defined 
intervention?  

Bias arising from 
departures from 
intended 
interventions?  

Comments 

Dietz, 200883 Uncertain because 
no information 

Not applicable Uncertain because 
no information 

Probably yes Yes Low   

 

Table I-6. Nonrandomized tables, part 6 
First Author’s 
Last Name, 
Year 

16. Was measurement of benefit 
outcomes unlikely to have been 
influenced by knowledge of the 
intervention received? 

17. Were methods of benefit 
outcome assessment 
comparable across groups? 

Bias arising from measurement of 
benefit outcomes?  Comments 

Dietz, 200883 No Probably yes Some concerns Clinician also collected some 
outcome measures and with 
very small sample size, this 
could be an issue.  
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Table I-7. Nonrandomized tables, part 7 
First Author’s 
Last Name, 
Year 

18. Was measurement of harms 
outcomes unlikely to have been 
influenced by knowledge of the 
intervention received? 

19. Were methods of harm 
outcome assessment 
comparable across groups? 

Bias arising from measurement of 
outcomes?  Comments 

Dietz, 200883 Not applicable Not applicable Not applicable Not applicable 
 

Table I-8. Nonrandomized tables, part 8 
First Author’s 
Last Name, 
Year 

20. Is the reported effect estimate unlikely to be selected, on 
the basis of the results from multiple outcomes measurements 
within the domain, multiple analyses, or different subgroups?  

Bias arising from selection of 
reported results?  Comments 

Dietz, 200883 Probably no Low   
 

Table I-9. Nonrandomized tables, part 9 
First Author’s 
Last Name, 
Year 

Study 
Quality-
Benefits 

Overall Rating 
Justification/ 
Comments  
Benefits 

Does Rating of 
Study Vary by 
Benefits 
Outcome? 

Study Quality 
Ratings by 
Benefits 
Outcome 

Study Quality-
Harms 

Overall Rating 
Justification/ 
Comments  
Harms 

Does Rating of 
Study Vary by 
Harm 
Outcome? 

Study Quality 
Ratings by 
Harm Outcome 

Dietz, 200883 High Because children 
could choose their 
own intervention and 
change throughout 
the followup period, 
there is high 
potential for 
confounding.  

No High Not applicable Not applicable Not applicable Not applicable 
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Figure J-1. Pooled estimate of effect of fluoxetine on depression symptoms for adolescents and 
children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference. 
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Figure J-2. Pooled estimate of effect of fluoxetine on response for adolescents and children with 
MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-3. Pooled estimate of effect of fluoxetine on remission for adolescents and children with 
MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-4. Pooled estimate of effect of SSRIs on clinician-rated depression symptoms for 
adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference. 
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Figure J-5. Pooled estimate of effect of SSRIs on clinician-rated depression symptoms for 
adolescents with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference; SSRI = 
selective serotonin reuptake inhibitors. 
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Figure J-6. Pooled estimate of effect of SSRIs on response for adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-7. Pooled estimate of effect of SSRIs on response for adolescents with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-8. Pooled estimate of effect of SSRIs on remission for adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-9. Pooled estimate of effect of SSRIs on remission for adolescents with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-10. Pooled estimate of effect of SSRIs on functional status for adolescents and children 
with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference; SSRI = 
selective serotonin reuptake inhibitors. 
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Figure J-11. Pooled estimate of effect of fluoxetine on suicidal ideation or behavior for 
adolescents or children with MDD or other depression diagnoses 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference. 
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Figure J-12. Pooled estimate of effect of fluoxetine on suicidal ideation or behavior for 
adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-13. Pooled estimate of effect of fluoxetine on serious adverse events for adolescents or 
children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-14. Pooled estimate of effect of fluoxetine on serious adverse events for adolescents and 
children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-15. Pooled estimate of effect of fluoxetine on withdrawal due to adverse events for 
adolescents and children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-16. Pooled estimate of effect of paroxetine on suicidal ideation for adolescents or 
children with MDD  
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Figure J-17. Pooled estimate of effect of paroxetine on withdrawal due to adverse events for 
adolescents or adolescents and children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk. 
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Figure J-18. Pooled estimate of effect of SSRIs on suicidal ideation or behaviors for adolescents 
or children with MDD or other depression diagnoses 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-19. Pooled estimate of effect of SSRIs on suicidal ideation or behaviors for adolescents 
and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-20. Pooled estimate of effect of SSRIs on suicidal ideation or behaviors for adolescents 
with MDD or other depression diagnoses 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-21. Pooled estimate of effect of SSRIs on serious adverse events for adolescents or 
children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-22. Pooled estimate of effect of SSRIs on serious adverse events for adolescents and 
children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-23. Pooled estimate of effect of SSRIs on withdrawal due to adverse events for 
adolescents or children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-24. Pooled estimate of effect of SSRIs on withdrawal due to adverse events for 
adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-25. Pooled estimate of effect of SSRIs on withdrawal due to adverse events for 
adolescents with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SSRI = selective serotonin reuptake 
inhibitors. 
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Figure J-26. Pooled estimate of effect of SNRIs on clinician-rated depression symptoms for 
adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference; SSRI = 
serotonin and norepinephrine reuptake inhibitors. 
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Figure J-27. Pooled estimate of effect of SNRIs on response for adolescents and children with 
MDD 

CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SNRI = Serotonin and 
norepinephrine reuptake inhibitors. 
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Figure J-28. Pooled estimate of effect of SNRIs on suicidal ideation or behaviors for adolescents 
and children with MDD  

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SNRI = Serotonin and 
norepinephrine reuptake inhibitors. 
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Figure J-29. Pooled estimate of effect of SNRIs on withdrawal due to adverse events for 
adolescents and children with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; SNRI = Serotonin and 
norepinephrine reuptake inhibitors. 
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Figure J-30. Pooled estimate of effect TCAs on self-rated depression symptoms for adolescents 
with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference; TCA = tricyclic 
antidepressants. 
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Figure J-31. Pooled estimate of effect TCAs on withdrawal due to adverse events for adolescents 
with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; RR = relative risk; TCA = tricyclic antidepressants. 
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Figure J-32. Pooled estimate of effect of psychotherapy plus pharmacotherapy versus 
pharmacotherapy on self-rated depression symptoms for adolescents with MDD 

 
CI = confidence interval; MDD = major depressive disorder; N = number; SMD = standardized mean difference. 
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