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Comments to Research Review

The Effective Health Care (EHC) Program encourages the public to participate in the
development of its research projects. Each research review is posted to the EHC Program Web
site in draft form for public comment for a 4-week period. Comments can be submitted via the
EHC Program Web site, mail or E-mail. At the conclusion of the public comment period, authors
use the commentators’ submissions and comments to revise the draft comparative effectiveness
research review.

Comments on draft reviews and the authors’ responses to the comments are posted for
public viewing on the EHC Program Web site approximately 3 months after the final research
review is published. Comments are not edited for spelling, grammar, or other content errors.
Each comment is listed with the name and affiliation of the commentator, if this information is
provided. Commentators are not required to provide their names or affiliations in order to submit
suggestions or comments.

The tables below include the responses by the authors of the review to each comment that
was submitted for this draft review. The responses to comments in this disposition report are
those of the authors, who are responsible for its contents, and do not necessarily represent the
views of the Agency for Healthcare Research and Quality.
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Public Reviewer # | Abstract Abstract: Results We corrected these.
1 « ‘compared to placebo’ repeated twice

[Raquel Halfond, in third sentence.

American

Psychological « For the sentence: Subgroup analyses

Association] suggested that CBT was more effective

in reducing primary anxiety symptoms
in patients with ADHD (compared to
autism), when it was provided in school
setting (compared to outpatient or
mental health settings) and when it was
associated with exposure thera

Peer Reviewer #1 | Introduction | Background Thank you for the comment. We
(pg 11, line 12) change it to “impairing and often
To call anxiety disorders “unremitting” continue into adulthood.”

and “unrelenting” seems a bit
overbearing and not supported by the
evidence. For example, a large number
of kids tend to outgrow separation
anxiety disorder, although many don’t
Silove et al., AJP 2015).

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Peer Reviewer #1 | Introduction | Background We listed the reason in the
(pg 12, line 22) introduction.
Another reason PTSD and OCD might
not be considered here is that, at least
according to the DSM-5, they are not
anxiety disorders.

Introduction | p. 6 lines 37-40 Thank you. We corrected this.
“compared to placebo” is repeated at
the beginning and end of sentence

Peer Reviewer #2 | Introduction | The topic is introduced clearly. Here we used NIMH estimates.

| recommend revising the
statement of prevalence rates for
anxiety disorders in youth. Citing a
specific rate (8%) is not well supported,
a fact that is made clear in the
subsequent sentences.

Peer Reviewer #2 | Introduction | Using the term ‘withdrawal' in the Excellent observation. We used
context of treatment (in particular drop-outs in the revision.
medication) studies may cause
confusion. Readers may interpret this to
mean ‘withdrawal syndrome'. | suggest
considering an alternative term for
cessation of treatment (such as
cessation of treatment).

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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TEP 3 The introduction is well done. A minor
point is the introduction did not mention
the black box warning for
antidepressants which is a concern for
parents and other stakeholders in terms
of adverse events. Also, several of the
anxiety medication studies included in
this analysis were done during the time
and | believe one prematurely stopped
due to recruitment challenges.

Introduction

We added a discussion of the black
box warning on page 46 of the
discussion.

Peer Reviewer # 4 The writing is very good and clear. Thank you.

The inclusion/exclusion criteria and
process might be elaborated on for
greater clarity.

This inclusion/exclusion criteria were
listed in the study protocol and used
in the study process. We felt it is
clear and may be inappropriate to
make changes now.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Comment

The interpretation of the SMDs and RRs
that occurs on page 56 should be
moved forward to the beginning of the
paper where this is introduced (page
17) so that readers can be examining
and interpreting the findings as they
read.

Inclusion and exclusion criteria were
justifiable. Search strategies were
logical and explicitly stated. Definitions
and diagnostic criteria for outcomes
measures were appropriate.

Please see attached for one question
about statistical methods in terms of
subgroup analyses.

Hective Health

Program

Response

This guide for conversion logically
fits in the applicability section.
However, as reviewer
recommended, we added to the
methods section further explanation
(earlier in the report).

Thank you.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/

Published Online: August 31, 2017
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Methods I thought all very clear and justifiable. RCTs are not particularly designed
Although I did not understand why for detecting adverse events (short
observational studies and case series followup, small number of patients).
for adverse events were included since | This is particularly a problem for rare
most of the studies included were adverse events. By including
RCTs. observational studies, we capture a

better assessment of adverse
effects.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017



Commentator &
Affiliation

Section

AHRY

Agency for Healthcare
Research and Quality

Comment

Effective Health
Care Program

Response

Peer Reviewer # 3

Methods

Selection of studies.

We have serious concerns about the
methods used for this investigation on
two fronts. First, insufficient detail was
provided on key methodological
decisions (e.g., how SOE of individual
studies was aggregated at a category
level). Second, there appear to be
several errors in either the methods
themselves or the implementation of the
methods. A list of our most substantial
concerns follows: The authors provide
extensive and adequate information on
there search strategy for studies.
However, little information or
justification is provided for study
inclusion / exclusion. For example,
some foreign-language studies seem to
be included, but not others. Authors
were entirely unclear on how they
handled split publication and papers
stemming from the same dataset.
Authors also did not sufficiently address
the methodological differences between
studies that included only
pharmacological agents, only
psychosocial interventions, or included
both, other than to note that
psychosocial-only studies tended to
have information from multiple
informants. These studies vary
dramatically in the literature in terms of
their outcomes assessed (e.g., little
information on AEs in psychological
only reports) and the clarity of the
definition of the independent variables
(agent X at dose X versus "a collection
of CBT techniques" and at wide range
of sessions). W also had difficulty
following the evaluation process that
determined if the methods of studies
were strong enough to remain in the
evidence pool (e.g., sample sizes per
cell [e.g., Mancini, 1999],
inclusion/exclusion criteria,
operationalization and control of
experimental conditions, language of
origin; see chapter 15 of AHRQ Method
Guidelines, 2014). The authors also
appear to have adopted an open door
policy on study N -- investigations with a
comparison group N = 3 are included in
the report. In combination with our next
point, this was a difficult decision to
interpret.

To clarify some of the specific issues

brought up by reviewer: 1) there is
no such thing as “how is SOE of
individual studies is aggregated”.
SOE is never made for individual
studies, 2) we are very clear in that
we did not include foreign language
studies in analysis but we did
evaluate them and accounted for
them, 3) we did not have restrictions
on study size (very clear in our
methods), 4) studies with multiple
publications are treated as a single
study in analysis to prevent
participant overlap (basic statistical
concept), 5) we did not treat studies
differently in terms of appraisal
based on the intervention.

We appreciate the desire for more
details on the methods and in the
revised manuscript we tried to add
some additional information.
However, we followed the reporting
guidelines (PRISMA). And other
reviewers were quite satisfied with
the details of the methods. In
addition, there are additional details
in the study protocol. Making the
report longer will reduce its uptake
and helpfulness.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/

Published Online: August 31, 2017
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Peer Reviewer # 3 | Methods At what level is the SOE is assigned , See above. SOE can only be
individual study or group level? If the assigned at a group of studies (body

former, please clarify the explanation of | of evidence). We added a sentence
how the SOE ratings were summarized | to the methods section to emphasize

within study groups. In particular, this issue. We disagree with

please address how you adjusted the reviewer that we have an “open
evidence due to notably different door” for study inclusion based on
methodological rigor of individual size. This is a common approach of
investigations that were grouped evidence synthesis and restricting
together. Differences in methodology studies based on size is a mistake
introduces heterogeneity within the (done only sometimes for feasibility).

larger groups of studies. It is possible
that this variability could be driving
results, given the apparent "open door"
policy toward trial inclusion. It would be
helpful to assign SOE categories at the
individual level and document those
rulings within the tables to clarify how
study quality at the individual level
translated to SOE rulings at the group

level.
Peer Reviewer # 3 | Methods Please provide clearer Same answer as above. The section
operationalization of the rules used to of SOE has sufficient details.

alter SOE categorizations. Particularly,
it would be helpful to see more specific
guidelines for when studies were
penalized one versus two levels within
each of the SOE domains.

Peer Reviewer # 3 | Methods Please remark on which methodological | We believe reviewers are mixing the
limitations were most weighed most two constructs (risk of bias and
heavily in drawing SOE conclusions SOE). In terms of ROB, we explicitly
(e.g., it seems like concordance among | stated which elements were
informants was weighed heavily; emphasized. For example, for RCTSs,
however, we cannot identify throughout | we said “A judgment of overall risk of
the manuscript mention of this bias across the various domains was
characteristic which makes it difficult to | made focusing on random allocation,
draw the same conclusion). allocation concealment and blinding

(high risk of bias in any of these
domains led to a high overall rating).
We did not consider industry funding
as an automatic indicator of high risk
of bias. ”.

Secondly, concordance among
individuals was NOT considered in
the SOE because we considered
results based on each informant to
be a separate independent outcome.
This is clarified in the methods
section.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Peer Reviewer # 3 | Methods Definitions of outcomes. Concordance among individuals was

As noted above, the authors seem to not considered in the SOE because
group studies and weigh SOE in part on | we considered results based on
whether results were shown across each informant to be a separate
informant domains. We concur that independent outcome. This is
interventions that show evidence of clarified in the methods section.

efficacy across multiple methods are
especially impressive. However, it is not
clear how this assessment was made
(see comments on aggregating SOE

above).

Peer Reviewer # 3 | Methods Adverse event reporting. We agree with the reviewers on this.
This section addresses KQ2 that However, studies seldom reported
focuses on harms and safety concerns AE severity or protocol related. In
related to treatments. Studies are addition, most of the time, it is
required to report any adverse events unclear how they rated severity. We
that occur during study participation; believe it's best to handle this
however, not all AEs are protocol without addressing severity as there
related nor are they equally severe in are so many “unknowns”.

nature. Clarifying the nature of the AEs
reported would assist the consumer. In For withdrawals, we reported overall

the spirit of making the final report withdrawals and withdrawals due to
“patient-centered” as dictated in the adverse events. The term,
guidelines, it may be useful to include “withdrawals”, was also changed to
greater detail in this section to assist “dropouts”.

with defining AE categories and

whether or not they were protocol Per Key Question 2, harms were
related (e.g., cold/infection/allergies). assessed for all treatments.

Additionally, when withdrawals are
listed, does that refer to dropping out of
the treatment or experiencing
withdrawal symptoms? Please clarify,
particularly if you are using both
definitions at various times.
Furthermore, this section lists harms
associated with CBT but no other
psychotherapeutic categories. Please
expand on this in text.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Peer Reviewer # 4 | Methods So sophisticated. It didn't appear that
any trials were excluded, especially
very small studies.

Peer Reviewer # 1 | Results Later (pg 36, line 42) the reference is
only for the follow-up phase but not the
initial trial. All this just raises a little
doubt about whether the right

references are used in the right places.

Peer Reviewer # 1 | Results For many of the tables, is it truly
necessary to have in the “outcome”
column all the names of each individual
rating scale. It makes the tables quite

unwieldy.

Response

Thank you.

We corrected this.

We removed the scale names.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Results A number of findings presented need to | We extensively revised the
be more clearly articulated or corrected | manuscript and added the reference
as they do not match the findings to those numbers.
depicted in the corresponding tables or
are unclearly explained. These The studies compared CBT to CBT
instances are detailed below: and medications. If the studies
Page 19, line 21: “3 studies reported reported any AEs in CBT, we

AEs from psychotherapy” — it is unclear | counted it. We also added citations.
which 3 studies are being referenced
here as this statement does not
correspond with the findings in the
tables. Rather, the only psychotherapy
findings that appear to show AEs are
those where psychotherapy was
combined with a drug (CBT+ sertraline),
and | do not think the studies
disentangled which aspect

led to the AE which should also be

noted.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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Results Page 25, key points: the authors might
clarify that both of the RCTs comparing
CBT to drugs used SSRIs (not all
readers will have in depth knowledge of
different drug classes).

Changed.

Results Page 36, key points: clarification should | We added this point.
be made that these points are being
drawn from 1 study in each case.

Results Page 38, Comorbidity: the findings Changed.
reported in the table (parent and
clinician reports are significant) do not
match what is reported here (child and
parent).

Results Page 38, Diagnosis: the findings
reported in the table (parent and
clinician reports are significant) do not
match what is reported here (clinician
only).

The subgroup analysis section (page
38) requires additional details and
should be explicit about what was
examined and what was found to be
significant, as well as what was not
significant.

Changed.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017
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TEP 1

Page 39, lines 30-35: Several of the

findings reported in the tables are not
included in this summary and need to
be added, including: Venlafaxine was
also associated with withdrawals due to
AEs, which should be added to the
existing list in this section. There are
several additional instances where such
omissions occur in the text summary on
page 39 but are apparent in the tables.
These include that: Paroxetine vs.
Placebo was associated with Any AEs;
SNRIs vs Pill Placebo was associated
with AEs related to fatigue-somnolence;
and SSRIs vs. Pill Placebo was
associated with AEs related to behavior
change and AEs related to
Cold/infection/allergies.

We try to report the main findings in

the summary sections. Details can
be found in the texts and tables.

TEP 1

Results

Page 39, lines 35-37: it is described that
“CBT was associated with more
withdrawals than placebo” but this is not
consistent with what is presented in the
table (which shows that this occurred
for CBT versus Waitlist not placebo).

We changed this.

TEP 1

Results

Table 6 is challenging to follow. At a
minimum, it would be helpful to indicate
what class of drugs each comparison
comes from (e.g., SNRI, SSRI, TCA).
Adding a separate table that
summarizes the findings broadly might
help (e.g., Outcome areas across the
top; comparison along the left side;
level of support marked in the
corresponding boxes).

We added the drug class in the table
along with the specific drug name.
For the overall conclusions, we
summarized as the key points at the
beginning of each comparison.

Peer Reviewer # 2

Results

Results are clear and cogent. Key
messages are clearly conveyed.
Figures and tables are adequate.

Results do not address al the aspects of
the key questions:

Age differences, family burden and
contextual differences, etc are stated as
clauses of key questions but not
addressed in any depth.

Due to the lack of data, we were
unable to conduct most of the
planned subgroup analyses. We
addressed this in the limitations and
future research needs.

TEP 2

Results

Results were appropriately detailed.
Studies were clearly described. Key
message were explicit (and with the one
caveat in the attached were applicable.
Tables, figure and appendices were
adequate (extensive :).

I am not aware of any study that was
overlooked nor am | concerned that a
study was included that should not have
been included.

Thank you.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/
Published Online: August 31, 2017




Commentator &
Affiliation

Section

v P

Agency for Healthcare
Research and Quality

Comment

Effective Health
Care Program

Response

TEP 3 Results | do not believe any studies were Thank you.
missed. The results section is detailed
along with the figures and tables. It is
clearly written. It is a great deal of
information and takes time to work
through it. | am not sure if there is a way
to streamline it.
TEP 3 Results | believe there was a line that stated The adverse effects were minor for
there were no serious adverse events in | the most part. Nevertheless, we
the studies that involved medications. | present each specific adverse
am not sure how that was defined and it | events so that readers can make
might useful for the readers to have these judgments on their own. In the
more information about that. Also, when | averse effects table, discontinuation
talking about discontinue it was not due to an AE is explicitly described
always clear if it was referring to as such.
discontinuation for any reason or due to
an AE.
Public Reviewer # | Results For section on other types of In the revised manuscript, we made
1 psychotherapy vs. placebo, waitlist, some changes in treatment
[Raquel Halfond, treatment as usual: It would be helpful categories. CBT is how more clearly
American for the reader to include a little more classified.
Psychological information in the main body of text
Association] about why
modification of CBT treatment was not
classified together with CBT treatments
and also more
explanation of what single session
therapy consisted of.
Peer Reviewer # 3 | Results In short, no. As discussed previously, In this revision, we extensively

there is a serious mismatch between
the ambitious aims of the report in the
introduction, the impoverished
information provided in the methods,
and the errors and inconsistencies in
the results and tables. Our main
concerns in the results section are: (1
and 2) a variety of errors, omissions,
and unusual decisions in the
categorization of studies in the
psychotherapy sections, (3) poor
attention to split publication, and (4)
inadequate subgroup analyses.

edited the contents. All of the
outcomes and categorizations of
outcomes/interventions have been
double checked and updated.
Unfortunately, the reviewers
comments are overarching and not
specific enough to allow further
answers.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/
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Peer Reviewer # 3

Source: https://effectiv]
Published Online: Aug

Results

ehealthcare.ahrq
ust 31, 2017

Critique of “Other types of

Psychotherapy versus placebo,
waitlisting, treatment as usual’
comparison (p. 32-34).
Per the authors, “Other types of
psychotherapies included non CBT
treatments (i.e., attention bias
modification, modifications of CBT for
patients with autism spectrum disorder,
single session therapy, and
psychoanalysis)” (p. 32). It is unclear
from this definition as well as the tables
provided by the authors (Table E.4 and
Table 10) which conditions were
grouped into which categories. Of the 8
studies cited by the authors in “Table
10. Strength of Evidence for other types
of psychotherapy versus placebo,
waitlisting, treatment as usual,” 5
appear to include conditions that are
various forms of CBT (Goldbeck &
Ellerkamp, 2012 [142]; Hampe et al.,
1973 [145]; Miller et al., 1972 [116];
Ollendick et al., 2009 [85]; White et al.,
2013 [144]). Given the heterogeneity of
techniques and length of sessions used
in the studies actually included in the
CBT condition in different sections of
this report (e.g. Ollendick et al 2009 [85]
one-session exposure treatment is
included as a CBT condition in the
section “CBT versus other
psychotherapy”) why would these
studies specifically be separated and
labeled as “other psychotherapy”
instead of CBT? Moreover, for studies
with more than 2 conditions (Hampe et
al., 1973 [145]; Miller et al., 1973 [116];
Ollendick et al., 2009 [85]) it is unclear
which conditions were used for the
comparison of interest. Relatedly, this
section also requires clearer definition
of how the authors defined “other
psychotherapy” versus “placebo.”
Furthermore, and these considerations
aside, we believe it is not justifiable to
combine very different treatments such
as attention bias modification (Waters et
al., 2013 [141]; Waters et al., 2015
[143]), education support group
(Ollendick et al., 2009 [85]), and
psychodynamic therapy (Gottken et al.,
2014 [146]) in the same “other
psychotherapy” category due to the
significant theoretical and
methodological differences between
these therapeutic approaches. Finally,
gogtopiesthatitog dtildies/irsbadest 2017/
“Table 10 Strength of Evidence for other
types of psychotherapy versus placebo,
waitlisting, treatment as usual” and
“Table E.4 “Characteristics of studies
comparing other types of psychotherapy
versus placebo. waitlisting. treatment as

In the revised manuscript, we made

some changes in treatment
categories and no longer have a
non-CBT category. We no longer
have a categorical CBT vs. “other”
comparison as there is not a
sufficient sample of homogenous
“other interventions” to examine.
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Peer Reviewer # 3

Results

4. Critique on subgroup analysis (pp.

17, 38, 56-57)

The authors propose an ambitious set
of subgroup analyses in the method
section (p. 17); however, it is unclear of
those proposed which were actually
analyzed, for few of them were actually
reported in the results section and/or
the summaries seemed incomplete
(e.g., comorbid results excluded
mention of depression, diagnosis
results excluded mention of GAD,
Panic, Social Phobia; p. 28/38). The
authors state that this “was due to
studies not providing sufficient stratified
data per subgroup variable” (p. 38). We
found this explanation unsatisfactory, as
the authors state in the methods
section, “When there was missing
information, we contacted the authors”
(p. 16). Were authors contacted for
information that would enable subgroup
analyses? If so, did they respond?
Additionally, were secondary outcome
papers that may have contained
additional information needed for
subgroup analyses identified and
consistently included in the review?
Many of the larger clinical trials cited
(CAMS, the Coping Cat investigations)
have many, many secondary analyses
published from these data sets,
including papers focusing on predictors
and moderators. Please ensure that
there is a report of all completed
analyses in the results section and clear
explanations for why some were
incomplete. Implications of the
limitations that barred subgroup
analyses should be addressed in the
discussion section.

We thank the reviewers’ comments.

We contacted authors for missing
data. But few responded. To identify
these subgroups, we actually used
all relevant information. For
example, for the CAMS trial, we
found 7 studies. All of the
information were extracted and
analyzed whenever they are
combinable. Subgroup analyses are
always ambitious in the protocol, but
only those with sufficient data are
feasible.

Source: https://effectivehealthcare.ahrq.gov/topics/anxiety-children/research-2017/

Published Online: August 31, 2017
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Peer Reviewer # 1 | Discussion

Peer Reviewer # 2 | Discussion

Discussion

AHRR

Agency for Healthcare
Research and Quality

Comment

Again, | think there is a problem with
how studies are weighted.

The discussion is clear and useful. The
omission of key topics listed in aims and
not addressed (mentioned above)
remains a weakness in discussion as
well.

Yes, the implications of the major
findings are clearly stated and the
limitations are described.

Based on the SOE criteria many of the
trials seem to be inadequate even
though from the perspective of a
clinician to have any pediatric trial with
a sample greater than 100 seems like a
success. Itis a sobering reality. If
possible it would be helpful if the
authors could speak to how they see
the challenges to and solutions for to
conducting pediatric clinical studies
that could move the field forward.

Effective Health
Care Program

Response

Modern meta-analysis does not use
factors (other than statistical factors)
to weight studies.

We addressed this in the current
revision.

We expanded future research
needs.

Source: https://effectivehealthcare.ahrg.gov/topics/anxiety-children/research-2017/

Published Online: August 31, 2017
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[Raquel Halfond,
American
Psychological
Association]

Peer Reviewer # 4

Section

Discussion

Discussion

AHRR

Agency for Healthcare
Research and Quality

Comment

» Confused by this sentence: A meta-
analysis that focused on parent
involvement in CBT did not
significantly change treatment
outcomes.166 Does this intend to mean
that the parent

involvement did not change treatment
outcomes? If so would modify sentence
like this: A metaanalysis

that focused on parent involvement in
CBT found that parental involvement
did not significantly change treatment
outcomes.166

| think the evaluation of CBT is over
stated. The value of medication is not
nuanced. Larger definitive studies with
multiple publications that examine a
myriad of findings are not highlighted.
All the recommendation appear on the
surface appear to be reasonable except
they likely are not feasible.

Effective Health
Care Program

Response

We revised this sentence.

We attempted to balance between
CBT and medications as much as
possible and remained consistent
with the data. Nuanced
recommendations will be generated
by guideline panelists and not by the
systematic review. We conducted
multiple subgroup analyses as much
as data were available to help in
providing more granular inferences.
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Peer Reviewer # 2 | Clarity and Report is well structured and organized. | Thank you.

Usability Points are made clearly. Conclusions
are relevant to practice and policy. Not
a lot of new information but good review
of current data.
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Peer Reviewer # 3 | Clarity and

Usability

The draft has significant conceptual

errors as noted previously, and it is
difficult to find key methodological
details. The writing also needs to be
cleaned up considerably (e.g., missing
words, use of SRI instead of SSRI,
incorrect punctuation, order of text not
matching the table order, inconsistent
abbreviations). The impact of this report
would be significantly strengthened by
subgroup analyses, as proposed in the
report's own introduction. However,
these analyses were not conducted,
despite some missed opportunities to
gather this information in the literature
(e.g., by coding characteristics of
included reports [studies by age group,
studies by ethnic representation], by
considering secondary papers from trial
datasets examining predictors and
moderators). Conclusions of the report
are broadly in line with existing,
separate reviews of CBT and
pharmacotherapy.

We changed SSRI. We disagree

with reviewer that the report has
significant conceptual errors. Issues
suggested by them (subgroup
analyses, coding, looking at
secondary publications) have all
been already done when feasible.
The fact that the conclusions of the
report are similar to other reviews is
not a problem of the report.

Peer Reviewer # 4 | Clarity and
Usability

I think a great deal of work needs to be
done to make this really available to the
public.

Thank you. The final report will be
posted online.
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Peer Reviewer #1 | General This paper clearly represents a We thank the reviewer's comments.
staggering amount of work and the We extensively edited the current

authors should be commended for their | report and updated results. Due to
attempt to synthesize such a large and the limited time and reporting
varied literature. requirements, we are not able to
dramatically change the structure of
In part because of the enormous effort the report. However, we

that obviously went into this project, it willreorganize/rewrite the report for
seems important to get the paper as journal publications.

useful as it can be to people who need
this information. Here, in my view,
there are some problems. This review
is not a particularly user-friendly given With the new categorization of

the number of acronyms, references, intervention we included the

and tables. The writing style is also evidence for non-CBT therapies. We

lacks some cohesion. examined our search criteria and
updated search till February 1, 2017.

The review also restricts itself only to We added 6 more studies in the

medications and traditional revision.

psychotherapy despite there being
evidence in some other modalities such
as mindfulness, physical activity, and
nutrition. It could be very useful to at
least mention these other areas and
remind clinicians that there are more
potential avenues for intervention.

Too often, the manuscript reads as a
dry list of the evidence that ends up
equating studies that don't seem in the
same ballpark. For example, there is
far more evidence for sertraline than
paroxetine in treating child anxiety
disorders but the review treats the two
as essentially identical.

There are a fair number of typos and
formatting inconsistencies (sometime
writing out “six” versus using the
number “6,” capitalizing names of
drugs occasionally but not always) that
need to be addressed. There are also
some odd expressions like “rate of
diagnosis free (pg 27, line 28)” that will
seem strange to many readers.
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Also, the key questions that occur at the
beginning of the manuscript cover
several domains that do not actually
end up being examined in the report
(e.g., the different types of comorbidity).
It would be clearer if the authors
specified what is in the report only (or
perhaps noted the other domains as
aspirational but not feasible to
examine).

Target population and audience are
explicitly identified and key questions
are appropriate and explicitly stated.

The clinical utility of the report is limited
by the lack of data for use in more
meaningful subgroup analyses. The
authors note this in their Limitations
section.

C ﬂg‘ﬁ”}mm Effective Health
gy Research and Quality Sarefrogram

Response

We thank the reviewer's comments.
The key questions were listed in the
protocol and were used to guide the
whole process. We summarized the
findings in abstracts. Hopefully this
would address your concerns.

Thank you.
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Wording edits: (Note: the page numbers

| reference here are the page numbers
in the original manuscript document,
NOT the page numbers at the top left)

1.p. viii, line 17: insert the word “may”
so that the phrase reads: “...anxiety
symptoms and improve functioning but
may result in adverse events...”

2.p. 1, line 10: use of lifetime
prevalence twice in the same sentence
is confusing. Consider

rephrasing the first prevalence estimate
for ages 13-18 since that timeframe is
not truly

“lifetime.”

3.P. 1, line 25: replace word “selective”
with “serotonin” (this issue comes up
several more times throughout the
manuscript)

4. P. 2 Table 1: The classification of
therapies into CBT and non-CBT does
not conform in all cases

to how I would have classified
therapies. In particular, motivational
interviewing and ACT-based treatments
(many of which are considered “Third
Wave”) | think of as still being in the
broad

category of CBT. Also, later on p. 22
line 50 when “modifications of CBT for
patients with autism

spectrum disorder” is being grouped as
a “non CBT” treatment does not make
sense to me.

Maybe the whole non-CBT category
needs another name?

5.P.2, Table 1: Name for the 1st drug
class listed needs the same edit as
mentioned in item 3 above.

6. P.6, line 12: the end point age of 18
listed here does not agree with ones
listed on p. 44 (line 9)

and p. 45 (line38) that say 17.

u ”»

7.P. 7, line 29: missing “a” before the

word priori

8. P. 8, line 28: word missing? Phrase

now reads: “...we rated SOE by one

level.” Would “rated

down” or “lowered” instead of “rated” be
gacaupits/ d0XMIRLCHIRI Enitessanthsz iR 7/

9. P.15, line 41 in second bullet point:
replace “compared” with “more than”

10. P.15, line 47: same edit at #9 above

Thank you. We changed these.
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prevalent and most undertreated and suggestions. In current report,

we made extensive changes. We
hope these would have addressed
your concerns.

pediatric mental health problem.
Understanding the comparative efficacy
and harms of psychosocial and
pharmacological interventions has
important public health implications.
However, while the overall focus on the
report is significant and meaningful
some of the more ambitious secondary
guestions -- such as subgroup analyses
-- are not realized in this analysis. As
such the overall impact of the report is
diminished and the content is much
more similar to other existing evidence-
based reviews of the literature.
Furthermore, omission of
methodological details (and apparent
errors) reduce confidence in the quality
and final conclusions of this review
relative to others. In brief, our primary
overarching concerns relate to lack of
clarity and consistency within and
between the methods, results,
discussion, and tables, as well as what
we believe are serious weaknesses in
category definitions of interventions.
Given the interplay between issues
raised across the various sections of
the review, our comments will be
somewhat repetitive in the sections that
follow, with the bulk of our comments
inserted into the discussion of the
methods section.
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