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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.  

The American Epilepsy Society nominated this topic to the Patient-Centered Outcomes 
Research Institute® (PCORI®), which was established to fund research that helps patients and 
caregivers make better informed healthcare choices. To fulfill its authorizing mandate, PCORI 
partners with AHRQ to generate evidence synthesis products and make comparative 
effectiveness research more available to patients and providers. 

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/about/epc/evidence-
synthesis.  

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.  

Robert Otto Valdez, Ph.D., M.H.S.A.  
Director 
Agency for Healthcare Research and Quality 

Arlene S. Bierman, M.D., M.S. 
Director  
Center for Evidence and Practice Improvement 
Agency for Healthcare Research and Quality 

Craig A. Umscheid, M.D., M.S.  
Director 
Evidence-based Practice Center Program 
Center for Evidence and Practice Improvement 
Agency for Healthcare Research and Quality 

David W. Niebuhr, M.D., M.P.H., M.Sc. 
Task Order Officer 
Center for Evidence and Practice Improvement 
Agency for Healthcare Research and Quality 

Nakela Cook, M.D., M.P.H.  
Executive Director  
Patient-Centered Outcomes Research Institute 

William Lawrence, M.D., M.S. 
Senior Clinical Advisor 
Office of the Chief Engagement and 
Dissemination Officer 
Patient-Centered Outcomes Research Institute 

Michelle Althuis, Ph.D.  
Associate Director, Research Synthesis  
Patient-Centered Outcomes Research Institute 

Jennie Dalton, M.P.H.  
Program Officer, Research Synthesis  
Patient-Centered Outcomes Research 
Institute 
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Management of Infantile Epilepsies 

Structured Abstract 
Objectives. Uncontrolled seizures in children 1 to 36 months old have serious short-term health 
risks and may be associated with substantial developmental, behavioral, and psychological 
impairments. We evaluated the effectiveness, comparative effectiveness, and harms of 
pharmacologic, dietary, surgical, neuromodulation, and gene therapy treatments for infantile 
epilepsies. 
Data sources. We searched Embase®, MEDLINE®, PubMed®, the Cochrane Library, and gray 
literature for studies published from January 1, 1999, to August 19, 2021. 
Review methods. Using standard Evidence-based Practice Center methods, we refined the scope 
and applied a priori inclusion criteria to the >10,000 articles identified. We ordered full text of 
any pediatric epilepsy articles to determine if they reported any data on those age 1 month to <36 
months. We extracted key information from each included study, rated risk of bias, and rated the 
strength of evidence. We summarized the studies and outcomes narratively. 
Results. Forty-one studies (44 articles) met inclusion criteria. For pharmacotherapy, 
levetiracetam may cause seizure freedom in some patients (strength of evidence [SOE]: low), but 
data on other medications (topiramate, lamotrigine, phenytoin, vigabatrin, rufinamide, 
stiripentol) were insufficient to permit conclusions. Both ketogenic diet and the modified Atkins 
diet may reduce seizure frequency (SOE: low for both). In addition, the ketogenic diet may cause 
seizure freedom in some infants (SOE: low) and may be more likely than the modified Atkins 
diet to reduce seizure frequency (SOE: low). Both hemispherectomy/hemispherotomy and non-
hemispheric surgical procedures may cause seizure freedom in some infants (SOE: low for both), 
but the precise proportion is too variable to estimate. For three medications (levetiracetam, 
topiramate, and lamotrigine), adverse effects may rarely be severe enough to warrant 
discontinuation (SOE: low). For topiramate, non-severe adverse effects include loss of appetite 
and upper respiratory tract infection (SOE: moderate). Harms of diets were sparsely reported. 
For surgical interventions, surgical mortality is rare for functional 
hemispherectomy/hemispherotomy and non-hemispheric procedures (SOE: low), but evidence 
was insufficient to permit quantitative estimates of mortality or morbidity risk. Hydrocephalus 
requiring shunt placement after multilobar, lobar, or focal resection is uncommon (SOE: low). 
No studies assessed neuromodulation or gene therapy. 
Conclusions. Levetiracetam, ketogenic diet, modified Atkins diet, and surgery all appear to be 
effective for some infants. However, the strength of the evidence is low for all of these 
modalities due to lack of control groups, low patient enrollment, and inconsistent reporting. 
Future studies should compare different pharmacologic treatments and compare 
pharmacotherapy with dietary therapy. Critical outcomes underrepresented in the literature 
include quality of life, sleep outcomes, and long-term development. 
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Executive Summary 
Main Points 

• Levetiracetam may cause seizure freedom in some patients, but data on other medications
(topiramate, lamotrigine, phenytoin, vigabatrin, rufinamide, stiripentol) were insufficient
to permit conclusions.

• Both the ketogenic diet and the modified Atkins diet may reduce average seizure
frequency. The ketogenic diet may cause seizure freedom in some infants and may be
more likely than a modified Atkins diet to reduce frequency.

• Both hemispherectomy/hemispherotomy and non-hemispheric surgical procedures may
cause seizure freedom in some infants; however, the precise proportion is too variable to
estimate. Surgical mortality for functional hemispherectomy/hemispherotomy and non-
hemispheric procedures is rare. Hydrocephalus requiring shunt placement after
multilobar, lobar, or focal resection is uncommon.

• No studies assessed neuromodulation or gene therapy.

Background and Purpose 
Infantile epilepsies have serious short-term health risks and may lead to significant 

developmental, behavioral, and psychological impairments. However, treating seizures may have 
adverse effects that could also contribute to delayed development or reduced cognitive function. 
Thus, providers and caregivers must balance seizure control with the potential harms of 
treatment. 

The three primary categories of treatment are pharmacotherapy, dietary treatments, and 
surgery. Wide practice variation, as well as newer modalities such as neuromodulation and gene 
therapy, suggest the need for a thorough evidence review. This systematic review was developed 
to support the American Epilepsy Society (AES) in potential development of a clinical practice 
guideline. However, the findings may also support decision making by parents and clinicians, as 
well as policy makers and funders of research.  

Methods 
We utilized standard methods of the Evidence-based Practice Center (EPC) program of the 

Agency for Healthcare Research and Quality (AHRQ). To refine Key Questions and the research 
protocol, we interviewed clinical Key Informants, our Technical Expert Panel (with 
multidisciplinary expertise), and we also consulted with AHRQ, the American Epilepsy Society, 
and the Patient Centered Outcomes Research Institute.  

A professional information specialist searched four databases (MEDLINE, EMBASE, 
PubMed, and the Cochrane Library) for articles published from January 1, 1999 to August 19, 
2021. The resulting >10,000 articles were imported into Distiller for screening by three 
systematic reviewers, who applied a priori study inclusion criteria to titles, abstracts, and full 
articles. These criteria focused on studies enrolling infants with epilepsy age 1 month to <36 
months; we excluded studies of older children, neonates, and infantile spasms (West syndrome). 
Infantile spasms were excluded from this project because of distinctive biology, a well-defined 
evidence base, and resource constraints. 
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Forty-one studies (44 articles) met inclusion criteria, and we entered all critical information 
into evidence tables, including study design, country, funding source, study duration, sample 
size, eligibility criteria, population characteristics, clinical conditions, intervention(s), 
concomitant treatment(s), comparator(s), and results. We discussed all included studies 
narratively, and we rated the strength of evidence (SOE) using EPC methods for a list of 
prespecified critical outcomes (see full descriptions in the main report). 

Results 
Twelve studies (two randomized controlled trials [RCTs], three non-randomized comparative 

studies, and seven pre/post studies) met inclusion criteria for the effectiveness of pharmacologic 
treatments. Two studies of levetiracetam reported seizure freedom rates, and both support the 
conclusion that levetiracetam may cause seizure freedom in some infants (SOE: Low). Studies of 
topiramate, lamotrigine, phenytoin, vigabatrin, rufinamide, and stiripentol were insufficient to 
reach a conclusion. Regarding comparative effectiveness, one nonrandomized comparative study 
found that the chance of freedom from monotherapy failure was greater with levetiracetam than 
with phenobarbital. Another nonrandomized study compared topiramate with carbamazepine, but 
the data were inconclusive. 

Twenty-four studies (2 RCTs of diet, 6 pre/post studies of diet, and 16 pre/post studies of 
surgery) met inclusion criteria for the effectiveness of non-pharmacologic treatments (e.g., 
dietary therapies, surgery, and neuromodulation). For ketogenic diet (KD), all 7 studies (2 RCTs 
and 5 pre/post studies) support the conclusion that KD may cause seizure freedom in some 
infants (SOE: Low). Two RCTs support the conclusion that a modified Atkins diet (MAD) may 
reduce seizure frequency (SOE: Low). Further, two RCTs comparing KD with MAD suggest 
that KD may cause greater reductions in seizure frequency (SOE: Low). No other dietary 
interventions met our inclusion criteria.  

Sixteen retrospective pre/post studies of surgical interventions reported effectiveness 
outcomes of operations performed from 1979 to 2020. Studies reported outcomes for the 
following procedures: hemispherectomy/hemispherotomy (n=12), non-hemispheric procedures 
(such as intralobar, lobar, or multilobar resections and focal cortical resections, n=8), and tumor 
resection (n=1). Both hemispherectomy/hemispherotomy and non-hemispheric surgical 
procedures cause seizure freedom in some infants (SOE: Low); however, the precise proportion 
is too variable to estimate. The study of tumor resection was inconclusive (SOE: Insufficient). 
Because indications for specific surgical procedures differ by patient, we did not attempt to 
compare patient outcomes after different surgical procedures. 

No included studies compared surgical interventions to other treatment modalities (e.g., 
pharmacologic or other adjunctive treatment). 

Twelve studies of pharmacologic interventions, four studies of dietary treatments, and 12 
studies of surgery met inclusion criteria for our examination of treatment harms. Only 
pharmacotherapy studies collected and reported harms systematically. We concluded that for 
three medications (levetiracetam, topiramate, and lamotrigine) adverse effects are rarely severe 
enough to warrant discontinuing medication (SOE: Moderate for topiramate, and Low for the 
other two). For topiramate, we found consistent evidence of dose-response effects for two non-
severe adverse effects (SOE: Moderate): loss of appetite and upper respiratory tract infection. 
For dietary treatments, evidence on adverse effects was insufficient to permit conclusions. For 
surgical interventions, based on eight studies after functional hemispherectomy/hemispherotomy 
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and 4 studies of other non-hemispheric resective procedures (such as multilobar, lobar, or focal 
resections) we concluded that mortality after these procedures is rare (SOE: low).  

Strengths and Limitations 
Strengths of the review include an exhaustive search for any evidence on infants 1 month to 

less than 36 months, including a laborious search for pertinent subgroup analyses in pediatric 
studies; almost a third of our evidence could only have been identified with this level of scrutiny. 
We also employed relatively lenient inclusion criteria in order to summarize all pertinent 
evidence.  Limitations include the lack of control groups in most studies, exclusion of evidence 
prior to 1999 (which may have excluded some relevant studies), sparse data which precluded 
analyses of specific etiologies or seizure types, no included data on the cost of treatments, and 
the variability of surgical interventions across time and centers. 

The low number of RCTs or even nonrandomized comparative studies for many 
interventions lowers the strength of evidence for those interventions. This issue is especially true 
for surgical interventions; all of the articles included for surgical interventions were pre/post 
studies (case series).  

Implications and Conclusions 
Studies generally focused on seizure freedom and seizure frequency, and few reported other 

important outcomes such as hospitalization, neurodevelopment, infant/caregiver quality of life, 
sleep outcomes, and functional performance. Further, reported outcomes often use different 
metrics and units. Some standardized outcomes do exist, such as the Engel classification of 
surgical outcomes, but are not consistently used across studies. We suggest that future research 
measure more patient-oriented outcomes (such as those listed above) and use any existing 
standardizations of those outcomes. 

No studies have compared pharmacotherapy with dietary or surgical treatments, a key target 
for future research. Epilepsy presents a different challenge at different age groups, particularly 
among infants with different epilepsies. Use of clear age cut-offs to demarcate this population in 
future studies will support future analysis by researchers and clinical policy makers. In general, 
evidence on the management of infantile epilepsies is weak, and better-quality research in the 
future could guide decision-making of both clinicians and parents. 
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Introduction 
Background 

Seizures are episodes of abnormal electrical activity in the brain, which can manifest 
clinically in various forms. Epilepsy is a disease characterized by an enduring predisposition to 
epileptic seizures and the neurobiological, cognitive, psychological, and social consequences of 
this condition.1 The risk is relatively high in infancy: a study of over 100,000 children in Norway 
found that the incidence was 144 per 100,000 person-years in the first year of life, as compared 
to 58 per 100,000 person years for ages 1-10.2 Current data in resource-rich countries suggests 
that epilepsy disproportionately affects children under three years of age compared to all other 
age groups.3,4 In this age group, epilepsy differs greatly from epilepsy in older children or adults, 
specifically regarding etiology, clinical presentation, electroencephalographic patterns, and 
medical management.3 Compared to older patients, infants with epilepsy are more likely to have 
neurodevelopmental comorbidities and develop medication resistant seizures.4 Uncontrolled 
seizures in children 0 to 36 months old may be associated with substantial developmental, 
behavioral and psychological impairments. However, treatments for seizures may also cause 
short-term harms that can mean lower adherence or a suboptimal benefit-harm tradeoff. Thus, 
providers and caregivers must balance seizure control with the potential harms of epilepsy 
treatment.5 

Despite the importance of managing seizures in this young population, key evidence gaps 
remain regarding optimal treatment. In 2015, the International League Against Epilepsy  
Commission of Pediatrics released a consensus document of recommendations for the 
management of infantile seizures.4 The report concluded that none of the contemporary 
antiseizure medications (ASMs) used to treat infant epilepsy are supported by high-quality 
evidence.4 Other systematic reviews on epilepsy, including a 2020 update by the National 
Institute for Health Care Excellence, have focused on the broader population of children, 
adolescents, and adults, without focusing on patients less than three years of age.5  

For initial treatment in some epilepsies in those age 1-36 months, levetiracetam appears to 
the most common choice. Shellhaas et al. (2017)6 summarized 495 children diagnosed with 
nonsyndromic epilepsy (i.e., not electroclinical syndrome such as West Syndrome) before 36 
months of age at 17 U.S. pediatric epilepsy centers during 2013-2015. The initial choice of 
treatment was pharmacologic monotherapy in 94%, pharmacologic polytherapy in 3%, and no 
treatment in 3%. For monotherapy specifically, the chosen medication was levetiracetam in 63%, 
oxcarbazepine in 14%, phenobarbital in 12%, topiramate in 3%, and one of 11 other medications 
in the remaining 7%. However, there was wide variation in the rate of levetiracetam prescription 
across the 17 centers (from 29% to 75%). Further, when restricted to infants under 6 months old, 
levetiracetam was still the most common (55%), but phenobarbital was another common choice 
(31%). This variation in practice suggests the need for an up-to-date and thorough evidence 
review.  

Nonpharmacologic strategies for seizure reduction include dietary therapies, surgical 
interventions, neuromodulation, and gene therapy. Dietary and surgical interventions are 
primarily only considered for infants with drug resistant epilepsy. Dietary therapies such as the 
ketogenic diet that induce metabolic changes (by increasing consumption of fat and lowering 
intake of carbohydrate and protein) may be particularly beneficial for infants with certain 
syndromes such as Dravet syndrome or Tuberous Sclerosis complex patients.7 Potential adverse 
effects associated with dietary therapies include gastrointestinal symptoms, dyslipidemia, 
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decreased growth, and nephrolithiasis. In addition, maintaining the diet requires considerable 
effort from parents/families. Surgical interventions (e.g. hemispherectomy, lobectomy, focal 
resection) aim to reduce seizures by resection of epileptic foci, while minimizing damage to 
structures which could cause deficits including cognition, speech, and motor function.8 In 
addition to the risk of new neurologic deficits, surgical procedures also pose peri-operative risks 
including bleeding, infection, hydrocephalus, and death.  

Establishing seizure type, epilepsy syndrome, and etiology is critical to inform prognosis as 
well as guide appropriate treatment. New genetic discoveries have highlighted many varied 
etiologies and underscored the fact that there is no single form of infantile “epilepsy” but instead, 
many epilepsies. As such, even the most up-to-date seizure classification systems likely 
oversimplify the biological reality.9 Genetics may play a particularly large role for epilepsies in 
infants age 0-36 months. In recent years, the role of genetics has been a burgeoning area of 
research, with the hope that epilepsy treatment can be tailored to specific genetic etiologies.10-12  

Selecting a treatment strategy requires careful consideration of risks and benefits, particularly 
given uncertainties regarding efficacy and potential for adverse effects. Although uncontrolled 
seizures are associated with developmental delay and even death, treatments resulting in sedation 
or behavioral changes may also negatively impact development. These concerns are certainly 
echoed by parents of children with epilepsy. A 2017 survey of parents of neonates with seizures 
found that while over half (52%) were concerned about seizures causing brain damage, 30-33% 
also worried about short and long term side effects of medication.13 These priorities appear 
consistent across parents considering ketogenic diet or surgery. A 2006 survey of parents of 
children with epilepsy about to initiate the ketogenic diet found that although seizure reduction 
was the top priority (69%), the second and third most important goals were reduced need for 
pharmacologic treatment (45%) and improved cognitive ability (35%).14 Similarly, a 2020 
survey of parents considering surgery found the primary goal was seizure freedom (98%), 
followed closely by reduced medication (90%), and improved cognition (82%).15 Thus, 
understanding efficacy, comparative efficacy, and short and long term adverse effects of various 
interventions is key to inform decision-making.  

To address these evidence gaps, this systematic review focused on treatment of epilepsy in 
children age 1 month to less than 36 months. Specifically, we addressed the comparative 
effectiveness of pharmacologic interventions, dietary interventions, surgical interventions, 
neuromodulation, and gene therapy for selected conditions. Infantile spasms were excluded from 
this project because of its distinctive biology, a well-defined evidence base4,16-21 and resource 
constraints. 

Purpose and Scope of the Systematic Review 
This systematic review aimed to identify studies addressing management of epilepsies for 

children 1 month to less than 36 months. We assessed the effectiveness, comparative 
effectiveness, and harms for each intervention to support potential development of a clinical 
practice guideline. In addition, given the young age of the patients, caregivers play a key role in 
the management process. As such, we also assessed evidence on caregiver outcomes such as 
reduction in anxiety and quality of life.  

Organization of This Report  
In the remaining three chapters of this report, we describe methods for this systematic 

review, present results, and discuss overall findings. Within the Results chapter, we provide 
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results of the literature searches and screening, describe included studies, key points, detailed 
syntheses of the studies, and strength-of-evidence tables. The Discussion chapter reviews key 
findings and strength of evidence, discusses two Contextual Questions, examines the general 
applicability of studies, discusses implications for decision making, describes limitations of the 
systematic review process and the evidence base, and identifies knowledge gaps that require 
further research. The main body of the report is followed by Appendix A: Methods, Appendix B: 
Excluded Studies, Appendix C: Evidence Tables. Appendix D: Appendix References, and 
Appendix E: PCORI Checklist.  
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Methods 
Review Approach 

This Systematic Review follows methods outlined in the Agency for Healthcare Research 
and Quality (AHRQ) Methods Guide for Effectiveness and Comparative Effectiveness Reviews. 
We have reported the results of the systematic review in accordance with the Preferred Items for 
Reporting in Systematic Reviews and Meta-Analyses (PRISMA).22 We recruited Key Informants 
(KIs) to refine the topic and Key Questions and provide input on the scope. We recruited a 
Technical Expert Panel (TEP) to provide input on all details of the protocol, including outcomes. 
The KIs and TEP included clinicians, researchers, surgeons, dietitians, and caregiver 
representatives. With feedback from the TEP, KIs, AHRQ, the National Institute of Neurological 
Disorders and Stroke and our partners, the American Epilepsy Society and the Patient Centered 
Outcomes Research Institute, we finalized the protocol and posted it on the AHRQ Effective 
Health Care Program’s website (www.effectivehealthcare.ahrq.gov). The protocol was registered 
on PROSPERO (CRD42021220352). Additional methods of this review are described in 
Appendix A, Methods. 

Key Questions 
We examined evidence pertaining to three Key Questions in this review: 

Key Question 1. What are the effectiveness and comparative 
effectiveness of pharmacologic treatments for infantile epilepsies (infants 
age 1 month to <36 months)? 
Key Question 2. What are the effectiveness and comparative 
effectiveness of non-pharmacologic treatments for infantile epilepsies (e.g., 
dietary therapies, surgery, neuromodulation, gene therapy), including 
comparisons to other non-pharmacologic and/or pharmacologic therapies?  
Key Question 3. What are the harms or comparative harms of treatments 
for infantile epilepsies? 

This review also addresses two Contextual Questions: 

Contextual Question 1. What are the parental preferences for treatment 
options for infantile epilepsies?  
Contextual Question 2. What are the harms or comparative harms of not 
treating infantile epilepsies?  

We address these two Contextual Questions in relevant results sections, referring to evidence 
discovered during the review process. 

Analytic Framework 
The analytic framework (Figure 1) visually presents the scope of this review. Infants age  

1 to <36 months with epilepsy (box on the far left) receive one of five categories of interventions 

http://www.effectivehealthcare.ahrq.gov/
https://www.crd.york.ac.uk/PROSPERO/
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(the box in the middle center). Intermediate outcomes can include medication changes or 
progression to other seizure types (the rounded box in the middle), and health outcomes (the box 
on the far right) include numerous measurements of interest. The interventions are also 
associated with adverse effects (the oval in the lower left). 

Figure 1. Analytic framework 

KQ: Key Question; SUDEP: Sudden Unexpected Death in Epilepsy 

Study Selection 

We selected studies using pre-established population, intervention, comparator, outcome, 
timing, and setting specifications (Table 1). For inclusion, non-randomized studies of 
pharmacotherapy or dietary treatment were required to have at least 30 infants per treatment, 
whereas for surgical treatment we only required 10 infants per procedure. Randomized trials 
must have included at least 10 infants per treatment. These minimums were chosen to exclude 

     To identify articles relevant to each Key Question (KQ), medical librarians conducted a 
focused search in Embase®, MEDLINE®, PubMed®, and the Cochrane Library using a 
variety of terms, medical subject headings (MeSH), and major headings. (See Search 
Strategy in Appendix A, Methods.) The search included studies published from January 1, 
1999, to August 19, 2021 and was limited to English-language and human-only studies. We 
also searched for gray literature in the websites of the following organizations: Centers for 
Disease Control and Prevention, Medscape, National Academy of Medicine, the United 
States Food and Drug Administration, and the sites of relevant organizations (e.g., AHRQ. 
We hand-searched the reference lists of relevant studies and searched for unpublished studies 
in ClinicalTrials.gov. The team also established a Supplemental Evidence And Data (SEAD) 
portal to receive additional data not found in the published literature. This portal was 
accessible on the AHRQ website from 2/4/2021 to 4/5/2021.
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very small studies whose results may be unrepresentative. At least 80% of patients must have 
been experiencing seizure types of interest (e.g., partial seizures) at the time of treatment. 

We performed literature screening in duplicate using the database Distiller SR (Evidence 
Partners, Ottawa, Canada). Literature search results were initially screened for relevancy. We 
screened relevant abstracts against the inclusion criteria in duplicate, and retrieved studies in full 
that could meet the inclusion criteria, and we screened again in duplicate against the inclusion 
criteria. All disagreements were resolved by consensus discussion between two screeners. The 
inclusion criteria appear in the Appendix A, Methods. 

Table 1. PICOTS (population, intervention, comparator, outcome, timing, setting) 
 Component Inclusion Exclusion 
Population • Infants (1 month to <36 months) diagnosed with epilepsy 

• Subpopulations based on baseline seizure 
severity/frequency, history of previous treatment, length 
of gestation 

• West syndrome/infantile spasms 
• Non-epileptic seizures  
• Provoked seizures, including 

febrile seizures 
• Metabolic epilepsies 
• Status epilepticus  
• Acute symptomatic seizures 

Intervention • KQ 1, 3: Pharmacologic interventions (see list in 
Appendix A) 

• KQ 2, 3: Non-pharmacologic intervention: dietary 
therapies, surgery, neuromodulation, and gene therapy 
(see list in Appendix A)) 

• Diagnostic research 
• Provider/organization level 

interventions such as 
awareness campaigns 

• Metabolic therapies 
• Vitamin therapies 
• Social and community services 

Comparator • KQ1: Other pharmacologic interventions or usual care 
• KQ2: Other pharmacologic or non-pharmacologic 

interventions or usual care 
• KQ3: Inclusive of comparators for KQ 1 & 2 

n/a 
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 Component Inclusion Exclusion 
Outcomes * • All-cause mortality 

• SUDEP 
• Hospitalization 
• Seizure freedom 
• Seizure frequency 
• Seizure severity (including seizure duration, seizure 

burden, and status epilepticus) 
• Engel classification 
• Progression to other seizure types or syndromes (e.g., 

infantile spasms, Lennox-Gastaut Syndrome) 
• Time to seizure remission  
• Neurodevelopment 
• Quality of life (including eating) 
• Sleep outcomes (e.g., total time spent asleep at night) 
• Behavioral function 
• Cognitive function 
• Functional performance (including school) 
• Social function 
• Caregiver anxiety 
• Caregiver quality of life 
• General health status 
• Cost of treatment 
• Adverse events (infection, new neurological deficits, 

surgical complications, irritability, somnolence, dizziness, 
drug toxicity, etc.) 

n/a 

Timing Effectiveness: 12-week minimum follow-up 
Harms: No minimum follow-up 

n/a 

Setting Setting not limited n/a 
KQ: Key Question; SUDEP: Sudden Unexpected Death in Epilepsy. 
*When devising our outcome list, we ensured that we captured all concepts included in the Core Outcome Set for pediatric 
epilepsy.23 (There is no such set specifically for infantile epilepsies.) 

Data Extraction and Risk of Bias Assessment 
We extracted data from included studies into standardized forms in Microsoft Excel. We 

extracted all relevant study-level and patient-level characteristics (author, year, study design, 
country, funding source, study duration, sample size, eligibility criteria, population 
characteristics, clinical conditions, intervention, comparator, and results). 

To assess risk of bias, we used three different instruments for different study designs. For 
randomized controlled trials (RCTs), we used Cochrane Risk of Bias 2;24 for non-randomized 
studies with control groups, we used the Risk of Bias In Non-randomised Studies - of 
Interventions (ROBINS-I) instrument;25 and for studies without control groups we used 
Evidence-based Practice Center guidance.26 For the risk-of-bias items we used for each study 
design, see Appendix A, Methods. We rated the risk of bias of studies that reported outcomes for 
which we rated the strength of evidence (SOE). 
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Data Synthesis and Analysis 
We entered all study information into tables, and where possible, we performed between-

group statistical tests to determine whether outcomes favored one treatment over another. Given 
inter-study differences, we did not perform meta-analysis, but instead summarized data 
narratively. For KQ 1 (pharmacologic treatment), we discussed the evidence on each medication 
separately, and addressed issues of dosing within each section. For dietary treatments in KQ 2, 
we created two broad categories (ketogenic diet and modified Atkins diet) and discussed diet-
specific issues within each section (e.g., food ratios). While other dietary interventions exist, no 
usable data were uncovered. For surgery in KQ 2, we categorized surgeries into three groups 
(hemispherectomy/hemispherotomy, non-hemispheric procedures, and tumor resection) and 
where possible, discussed variations within each (e.g., anatomic vs functional hemispherectomy).  

Grading the Strength of the Body of Evidence 
We rated the SOE using the 2013 AHRQ Methods Guide recommendations.27 The strength 

of evidence was based on nine considerations: study design, risk of bias; consistency of results 
across trials; the directness of the evidence; effect estimate precision; reporting bias, dose-
response association, magnitude of effect, and all plausible confounders would reduce the effect. 
Bodies of evidence consisting of RCTs were initially considered high SOE, whereas bodies of 
evidence consisting of non-randomized studies started at low SOE. Five domains (the first five 
listed above) could then potentially lower the rating, and three other domains (the last three listed 
above) could potentially raise the rating. 

The output is a rating of the SOE: high, moderate, low, or insufficient. This rating is made 
separately for each outcome of each comparison of each KQ. If the evidence is sufficient to 
permit a conclusion, then the rating is deemed high, moderate, or low. A rating of insufficient is 
given if the evidence does not permit a conclusion for the outcome of interest for that KQ. Two 
analysts made each rating, with discrepancies resolved by consensus. We rated the SOE for the 
following critical outcomes: seizure freedom, seizure frequency, adverse effects, hospitalization, 
all-cause mortality, sudden unexpected death in epilepsy (SUDEP), quality of life, and caregiver 
quality of life. 

Applicability 
We followed the procedures outlined in the AHRQ Methods Guide to assess the applicability 

of the findings within and across studies.28 We present this assessment qualitatively using the  
population, intervention, comparator, outcome, timing, setting) (PICOTS) framework and not a 
specific checklist or scale. Several a priori factors may limit the applicability of findings, 
including age, etiology, and seizure type. 

Peer Review and Public Commentary 
Peer reviewers with a range of expertise including epileptologists, pediatric neurosurgeons, 

dietitians, and other clinical care providers provided written comments on the draft report. The 
AHRQ Task Order Officer, an Evidence-based Practice Center Associate Editor, and 
representatives from the Patient Centered Outcomes Research Institute (PCORI) provided 
comments and editorial review. The draft report was posted for public comment on the AHRQ 
website. A disposition of comments report with authors’ responses to the peer and public review 
comments will be posted after publication of the final report on the AHRQ website. 
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Results 
Results of Literature Searches 

The electronic searches identified 11,123 citations. After title and abstract screening, 
1,607 required full text review and 41 studies met our eligibility criteria for inclusion (Figure 
2); see Appendix B for a list of studies excluded at full text. The most common reasons for the 
1,566 full text exclusions were <80% were in the age group of interest, N of 4-29 for non-
surgical interventions, and study enrolled neonates. 

Only one potential dataset was submitted to the Supplementary Evidence And Data (SEAD) 
portal, but the data were on infantile spasms, which are outside the scope of this review. 

Below we describe findings for each Key Question. Specifically, we describe included 
studies, list key points, and summarize treatment implementations and results.  
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Figure 2. Study flow diagram 
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Key Question 1. What are the effectiveness and comparative effectiveness 
of pharmacologic treatments for infantile epilepsies (infants age 1 month to 
<36 months)? 

Description of Included Evidence 
Twelve studies (published in 13 articles) met the inclusion criteria for this Key Question 

(Table 2). Four studies examined levetiracetam, three examined topiramate, one examined 
lamotrigine, one examined phenytoin, one examined vigabatrin, one example rufinamide, and 
one examined stiripentol. Valproate and phenobarbital were examined in separate controlled 
studies of levetiracetam, and we discuss their results along with levetiracetam. Carbamazepine 
was also examined in a non-randomized study of topiramate, and we discuss its results along 
with topiramate. No studies of other anti-seizure medication (ASM) met our inclusion criteria 
(see the full list of considered medications in Appendix A). Two studies were randomized trials, 
three were non-randomized comparison studies, and the other seven were pre/post studies. Four 
studies were conducted in the USA,29-31 one was conducted at 27 sites in Europe,32 and the other 
seven were conducted in seven different countries. The number of enrolled infants ranged from 
36 to 204, and the length of follow-up ranged from 12 weeks to 2.5 years. Nine of 12 studies 
reported rates of seizure freedom, and these are plotted in a single figure in a dedicated section 
after evidence has been discussed. Appendix C provides study-specific details and enrollment 
criteria.  

Table 2. Overview of included studies for Key Question 1 

Pharmacologic 
Treatment 

First-Line 
Treatment
? Study (n) Design 

Treatment 
Comparison 

Reported 
Data on 
Seizure 
Freedom?  

Other 
Efficacy 
Outcome(s) 
Reported 

Levetiracetam Yes Liu et al. 
(2020)33 (N=100) 

RCT Valproate vs. 
Valproate + 
Levetiracetam 

√ ≥50%, ≥75%, 
cognitive 

ability, daily 
living ability, 
quality of life 

Levetiracetam No Arzimanoglou et al. 
(2016)32 (N=101) 

Pre/Post None - Epilepsy 
severityb, 

psychomotor 
development 

Levetiracetam Yes Arican et al. 
(2018)34 (N=92) 

Pre/Post None √ - 

Levetiracetam Yes Grinspan et al. 
(2018)29 (N=155) 

Non-
randomized 
comparative 
study 

Levetiracetam 
vs 
Phenobarbital  

- Freedom from 
monotherapy 

failurec  

Topiramate No Grosso et al. 
(2005)35 (N=37) 

Pre/Post None √ ≥50% 

Topiramate Yes Kim et al. 
(2009)36 (N=146) 

Non-
randomized 
comparative 
study 

Topiramate vs 
Carbamazepine
  

√ ≥50% 

Topiramate No Kholin et al. 
(2014)37 (N=58) 

Pre/Post None √ ≥50% 
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Pharmacologic 
Treatment 

First-Line 
Treatment
? Study (n) Design 

Treatment 
Comparison 

Reported 
Data on 
Seizure 
Freedom?  

Other 
Efficacy 
Outcome(s) 
Reported 

Lamotrigine No Piña-Garza et al. 
(2008)30,38 (N=204)a 

Withdrawal 
RCT and 
Pre/Post 
follow-ups 

None √ ≥50% 

Phenytoin No Sicca et al. 
(2000)39 (N=55) 

Pre/Post None √ ≥50% 

Vigabatrin No Jackson et al. 
(2017)31 (N=103) 

Pre/Post None √ ≥50%, median 
% reduction 

Rufinamide No Tanritanir et al. 
(2021)40 

Pre/Post None √ ≥50%, median 
% reduction 

Stiripentol No Yamada et al. 
(2021)41 

Pre/Post None - Degree of 
improvement 
as judged by 
physicians 

RCT = randomized controlled trials; 
≥50%: the percentage of infants who had at least a 50% reduction in seizures 
≥75%: the percentage of infants who had at least a 75% reduction in seizures.  
a The RCT portion of Piña-Garza et al. (2008)30 was only 8 weeks long, so for effectiveness data, we only included the >=12 
week data reported by the open-label followup publication.38 The RCT data were included for Key Question 3 
 
b Epilepsy severity was a composite measure considering both seizure type and seizure frequency.  
c Authors reported freedom from monotherapy failure (defined as no seizures during months 4-6 months after treatment initiation, 
and no second ASM other than pyridoxine was prescribed during the full six months) to improve the attribution of seizure 
freedom to the studied drug rather than to subsequent therapies. 

Key Points 
• Levetiracetam may cause seizure freedom in some infants (strength of evidence [SOE]: 

Low); data on quality of life are insufficient to permit conclusions (SOE: Insufficient).  
• For topiramate, evidence is insufficient to permit conclusions about effectiveness, due to 

ancillary treatments and inconsistent results (SOE: Insufficient). 
• For lamotrigine, phenytoin, vigabatrin, rufinamide, and stiripentol, evidence is 

insufficient to permit conclusions about effectiveness, due to the existence of only a 
single pre/post study for each pharmacologic treatment (SOE: Insufficient). 

• Comparative effectiveness is generally unclear, but one study found the rate of freedom 
from monotherapy failure was higher with levetiracetam than phenobarbital. 

• None of the 10 studies reported other key effectiveness outcomes such as mortality, 
sudden unexpected death in epilepsy (SUDEP), hospitalization, or caregiver quality of 
life. 

Summary of Findings 
We summarize the evidence separately for each ASM:  levetiracetam (4 studies), topiramate 

(3 studies), lamotrigine (1 study), phenytoin (1 study), vigabatrin (1 study), rufinamide (1 study), 
and stiripentol (1 study). Valproate and phenobarbital were examined in separate controlled 
studies of levetiracetam, and we discuss their results in the levetiracetam section. Carbamazepine 
was also examined in a non-randomized study of topiramate, and we discuss its results in the 
topiramate section. Appendix C provides additional details about gender, race, seizure etiology, 
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and concomitant medications. The end of the section provides our ratings of the strength of 
evidence pertaining to this Key Question. 

 

Levetiracetam  
Three of the four studies measured the effectiveness of levetiracetam, while the fourth study 

measured the comparative effectiveness of levetiracetam and phenobarbital. 
Liu et al. (2020)33 measured the impact of levetiracetam by randomizing treatment-naïve 

infants to either valproate alone (N=50) or valproate plus levetiracetam (N=50). Valproate 
dosing was 40-50 mg/kg/day, and levetiracetam dosing was 20-30 mg/kg/day. The average age 
at treatment initiation was two years, but seizure types were not reported. Authors also did not 
report whether any patients received concomitant medications during follow-up. At 12 weeks, 
authors reported better results for infants receiving valproate plus levetiracetam for all eight 
outcomes: seizure freedom (32% vs 22%), ≥75% reduction in seizures (72% vs 50%), ≥50% 
reduction in seizures (96% vs 70%), quality of life (Quality of Life in Epilepsy 31 [QOLI-31] 
scores, mean 84 vs mean 60, scale range 0-100 where higher scores are better), daily living 
ability (Barthel index scores, mean 86 vs mean 62, scale range 0-100 where higher scores are 
better), and three cognitive ability scales (see data in Appendix C). 

One concern with Liu et al. (2020)33 is that the authors used several outcome instruments not 
intended for young children (the Mini-Mental State Examination, the Weschler Memory Scale-
Revised in China, QOLI-31, and the Barthel instrument). We contacted the authors asking if 
these instruments were modified for use in young children, but received no response. However, 
as we drew no conclusions about these outcomes, their inclusion does not influence our main 
findings. 

Arzimanoglou et al. (2016)32 performed a pre/post study of 101 infants across Europe who 
had received levetiracetam (mean daily dose 46 mg/kg/day). The average age at treatment 
initiation was 6 months, 43% had focal impaired awareness seizures, 34% had focal to bilateral 
tonic-clinic seizures, and 25% had focal aware seizures (see other seizure types in Appendix C).  
At a mean of five months on levetiracetam, clinicians considered both seizure type and seizure 
frequency in rating each infant on a 1-7 scale where 1=marked worsening and 7=marked 
improvement. Improvement was marked in a third of infants (33%, 28/85), 26% (22/85) had 
moderate improvement, slight in 13% (11/85), and either no change or seizure worsening in the 
other 28% (24/85, see details in Appendix C). Clinicians also judged changes in psychomotor 
development using the same 1-7 scale. On this scale, improvement was marked in 19% (16/85), 
moderate in 13% (11/85), slight in 21% (18/85), and either no change or some worsening in the 
other 48% (40/85). 

Arican et al. (2018)34 performed a pre/post study of 92 treatment-naïve infants who had 
received levetiracetam (10-60 mg/kg/day, with 52% taking 30-40 mg/kg/day). The average age 
at treatment initiation was six months, 58% had focal seizures, and 42% had generalized 
seizures. At a median of 12 months, 66% of infants were free of seizures. 

For comparative effectiveness, Grinspan et al. (2018)29 retrospectively compared outcomes 
of 117 infants who received levetiracetam monotherapy to 38 infants who received phenobarbital 
monotherapy. The median target dose was 25 mg/kg/day for levetiracetam and 5 mg/kg/day for 
phenobarbital. The average age at treatment initiation was not reported, but all were under 1 year 
old. All had nonsyndromic epilepsy; seizure types were focal in 57%, generalized in 24%, and 
mixed/unclear in 19%. The only outcome reported was “freedom from monotherapy failure”, 
which was defined as no seizures during months 4-6 months after treatment initiation AND no 
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second ASM other than pyridoxine prescribed during the six months after treatment initiation. 
The unadjusted rates were 40% for levetiracetam (47/117) and 16% (6/38) for phenobarbital 
(odds ratio 3.6, 95% confidence interval [CI] 1.5 to 10, favoring levetiracetam). Due to the non-
randomized design, the authors conducted numerous additional analyses to control for selection 
bias, and all such analyses still favored levetiracetam over phenobarbital. The authors’ best 
estimate for the odds ratio was 4.2 (95% CI 1.1 to 16), which was based on a propensity score 
analysis. 

Topiramate 
Three studies addressed the effectiveness of topiramate, and one of the studies also addressed 

the comparative effectiveness of topiramate and carbamazepine. 
Kim et al. (2009)36 performed a non-randomized comparative study that enrolled treatment-

naïve infants who had received either topiramate (N=41; 3 to 9 mg/kg/day) or carbamazepine 
(N=105; 5 to 30 mg/kg/day). The topiramate group averaged 10 months old at treatment 
initiation, and seizure types were generalized seizures in 71%, partial seizures in 20%, and 
unclassified in 10%. The carbamazepine group averaged 8.4 months old at treatment initiation, 
and seizure types were generalized seizures in 47%, partial seizures in 44%, and unclassified in 
10%. The study did not report whether patients received concomitant medications during follow-
up. Outcomes were reported an average of 30.7 months after treatment initiation. At six months, 
the rates of seizure freedom were 59% for topiramate and 55% for carbamazepine. The rates of 
≥50% seizure reduction were 73% for topiramate and 63% for carbamazepine. Smaller 
reductions, no change, or aggravations occurred in 27% of those receiving topiramate and 37% 
of those receiving carbamazepine. 

Kholin et al. (2014)37 performed a pre/post study of topiramate that reported subgroup data 
on 58 infants who were age one year or younger at treatment initiation. For this subgroup, the 
study did not report mean age, median age, seizure types, or doses. For the overall population 
(N=722 including 636 who were older than 1 year), 62% were also taking additional ASM 
(specific medications not reported). Patients had been receiving topiramate for an average of 
about one year. Among 58 infants, 19% were seizure free, and 55% had ≥50% reduction in 
seizure frequency (timepoint not reported). The remaining 45% either had a smaller reduction, or 
an increase in seizures, or the appearance of new seizure types.  

Grosso et al. (2005)35 performed a pre/post study of topiramate recipients who were 
refractory to at least one ASM and reported subgroup data on 37 infants (median age 11 months 
at treatment initiation). Neither doses nor seizure types were specifically reported for these 
infants (although the mean dose for all 59 enrolled patients was 5.2 mg/kg/day). Specific 
concomitant medications were not reported for the 36 infants, but for the full population, 37% 
were receiving one ASM prior to starting topiramate, 41% were receiving two ASM, and 22% 
were receiving three ASM. At three months after starting topiramate, 8% of infants were seizure 
free, and 54% experienced a ≥50% reduction in seizures. 

Lamotrigine 
Only one included study reported effectiveness data for lamotrigine. Piña-Garza et al. 

(2008)30,38 performed a withdrawal randomized trial of lamotrigine vs placebo in which all 
infants first received lamotrigine, and then only the lamotrigine responders (those whose seizure 
frequencies reduced by 40% or more) were randomized to either continue lamotrigine or receive 
a placebo substitution. However, as the placebo comparison period was at most eight weeks, the 
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randomized phase of the study did not meet our inclusion criteria for effectiveness data. Instead, 
for effectiveness, we included the long-term pre/post data reported by the long-term open label 
follow-on publication of the study.38 In Key Question 3, we included harms data for both the 
randomized portion and the open label portion of the trial. 

The open label study enrolled 204 infants (mean age 15.9 months at treatment initiation) with 
partial seizures whose seizures had not been successfully controlled on at least one ASM. Of the 
204 infants, 125 infants had already participated in the randomized portion of the trial and their 
parents opted for continued usage of lamotrigine. The maximum lamotrigine dosage was 5.1 
mg/kg/day for those on either valproate or a non-enzyme-inducing ASM, or  
15.6 mg/kg/day for those on enzyme-inducing ASM. The concomitant ASM was enzyme-
inducing in 59%, not enzyme-inducing in 30%, and was valproate in 11%. Seizure types were 
partial only in 75%, both partial and generalized in 23%, and generalized only in 1%.  

At 24+ weeks’ followup, 13% (26/204) of infants were seizure free, and 61% had ≥50% 
reduction in seizure frequency. The median seizure reduction (from a mean baseline of 21 
seizures per week) was 74%. 

Phenytoin 
Only one included study reported effectiveness data for phenytoin. Sicca et al. (2000)39 

performed a pre/post study of 55 infants treated with oral phenytoin. Thirty-three first received 
phenytoin intravenously for status epilepticus and continued receiving oral phenytoin for seizure 
prophylaxis, whereas the other 22 infants were only treated with oral phenytoin for prophylaxis. 
The mean age was 7.4 months (of note, this mean represents the average for full N=82 who had 
received phenytoin orally only, or intravenously then orally, or intravenously only). Doses were 
not reported for the N=55 infants receiving oral phenytoin, but seizure types were generalized in 
51% and partial in 49%. Concomitant treatments were used by 93% of infants (percentages not 
reported for specific medications).  

At three months, the rate of seizure freedom was 4% (2/55) and the rate of ≥50% reduction in 
seizure frequency was 9% (5/55). 

Vigabatrin 
Only one included study reported effectiveness data for vigabatrin. Jackson et al. (2017)31 

reported data on 103 infants (mean age 8 months at treatment initiation) who were treated with 
vigabatrin (median dose 93.8 mg/kg/day at last followup which after about one year of vigabatrin 
treatment). Concomitant treatments included levetiracetam in 35%, topiramate in 31.1%, 
phenobarbital in 25.2%, and several other ASM. About 90% experienced "epileptic spasms", 
15% had focal seizures, and 10% had generalized tonic seizures, and other seizure types were at 
most 5% prevalence among the enrolled infants.  

At an average of one year on vigabatrin, 38% of infants were seizure free (33/88 with long-
term followup data), 73% of infants had ≥50% reduction in seizure frequency, and the mean 
percentage reduction in seizures was 97% (interquartile range [IQR] 43% to 100%; baseline 
seizure frequency not reported). 

Rufinamide 
Only one included study reported effectiveness data for rufinamide. Tanritanir et al. (2021)40 

performed a pre/post study of 103 infants (median age 20 months at treatment initiation) who 
were treated with rufinamide (median dose was 42 mg/kg/day at last follow-up which was a 
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median of 15 months). Concomitant treatments included levetiracetam in 69%, topiramate in 
39%, clobazam in 33%, vigabatrin in 32%, clonazepam in 20%, phenobarbital in 17%, ketogenic 
diet in 16%, zonisamide in 14%, valproic acid in 10%, oxcarbazepine in 7%, steroid in 7%, 
lacosamide in 5%, lamotrigine in 5%, and other treatments in 12%. All patients had epilepsy, and 
seizure types were tonic in 75%, “epileptic spasms” in 64%, myoclonic in 43%, generalized 
tonic-clonic in 23%, focal onset in 22%, atonic in 14%, absence in 10%, and clonic in 5%. 

At a median of 15 months of treatment, 19% (20/103) were seizure-free, and 50% (51/103) 
had experienced at least a 50% reduction in seizure frequency. The median % reduction in 
seizures was 54% (from ~167/month at baseline to 90/month at followup). Twenty-three percent 
(24/103) had discontinued rufinamide due to a lack of efficacy. 

Stiripentol 
Only one included study reported effectiveness data for stiripentol. Yamada et al. (2021)41 

reported a subgroup analysis of 95 infants with Dravet Syndrome who had received stiripentol 
(age range 0-2 years at treatment initiation, average not reported). The dose for the 0-2 age group 
was not reported, but for the larger population of 376 patients, the median dose after one year 
was 32.5 mg/kg/day. Concomitant treatments were not reported specifically for the 0-2 
subgroup, but for the full population, 99% were taking sodium valproate, 93% were taking 
clobazam, 41% were taking bromide, and 41% were taking topiramate. Seizure types were not 
reported, but all patients had Dravet Syndrome. 

The only reported effectiveness outcome was the physician’s judgment of the degree of 
improvement.  Specifically, physicians rated improvement on a 1-5 scale where 1=marked, 
2=moderate, 3=mild, 4=no change, 5=worsened. This was based on seizure frequency, duration, 
intensity, and the ability to undertake activities of daily living. At two years, 54% (50/92) were 
rated as having either “marked” or “moderate” improvement. 

Seizure Freedom Data  
Figure 3 displays the seizure freedom rates reported by eight studies at various time points 

(Kholin et al. (2014)37 is not shown because the study did not report the length of follow-up). 
The rates ranged widely (4%-66%), and it is unclear the extent to which any specific medication 
caused any patient to experience seizure freedom. This may be due to many factors including the 
lack of control groups, concomitant medications or other factors. 
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Figure 3. Seizure freedom rates after initiating medications 

 
 
CBZ: Carbamazepine; LTG: Lamotrigine; LEV: Levetiracetam; PHT: Phenytoin; RUF: Rufinamide; TPM: Topiramate; VGB: 
Vigabatrin; VPA: Valproate. The vertical bars display 95% confidence intervals. When multiple studies reported the same 
follow-up times, we used horizontal offsets to improve visibility. Most studies were pre/post studies, so the precise cause of 
seizure freedom cannot be easily determined. Studies not appearing in this figure either did not report seizure freedom rates or 
did not report the length of follow-up. 

Strength of Evidence 
Table 3 below provides our SOE) ratings for Key Question 1. The evidence that 

levetiracetam may cause seizure freedom in some infants is supported by one randomized 
controlled trial (RCT) (high risk of bias) and one pre/post study (high risk of bias). The RCT was 
at high risk of bias due to various concerns including unclear generation of randomization 
sequence, unclear concealment of allocation, possible baseline imbalance, lack of blinding of 
staff, and possible differential ancillary treatments. The RCT found that the likelihood of seizure 
freedom was 32% with levetiracetam plus valproate vs only 22% with valproate alone, and the 
pre/post study found a relatively high rate of seizure freedom (66%) with levetiracetam. Overall, 
we judged the SOE as Low that levetiracetam may cause some infants to become seizure free. 

As shown in the table, we judged all other outcomes as Insufficient for other treatments. For 
topiramate, the reasons for insufficiency involved risk of bias (either no randomization or no 
control groups) as well as inconsistency (wide variation in rates of seizure freedom) and 
imprecision (small studies). For five other pharmacologic treatments (lamotrigine, phenytoin, 
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vigabatrin, rufinamide, and stiripentol, we identified only a single pre/post study of effectiveness, 
so we drew no conclusions. Stiripentol is not listed in the table because Yamada et al. (2021)41 
did not report any SOE-graded effectiveness outcomes.
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Table 3. Strength of evidence for Key Question 1 
Treatment Outcome Study Findings Risk of 

Bias 
Directness  Consistency Precision Reporting 

Bias 
Other 
Factors 

Strength of 
Evidence 

Conclusion 

Levetiracetam 
(LEV) 

Seizure 
freedom 

One RCT33 N=100 
reported seizure 
freedom rates of 32% 
(16/50) with 
LEV+valproate vs 22% 
(11/50) with valproate 
alone (odds ratio 1.7, 
95% CI 0.7 to 4.1) 
One pre/post study34 
reported 66% seizure 
freedom (61/92) 

High Direct Consistent Precise None 
suspected 

None Low Adding 
levetiraceta
m may 
cause 
seizure 
freedom in 
some 
infants 

Levetiracetam 
(LEV) 

Quality of 
life 

One RCT33 N=100 
reported QOL scores of 
scores 84 with 
LEV+valproate vs 60 
valproate alone (12 
week follow-up) 
(statistically significant) 

High Direct Unknown Precise None 
suspected 

None Insufficient NA 

Topiramate Seizure 
freedom 

One non-randomized 
comparative study36 
reported 59% seizure 
freedom (24/41) 
One pre/post study37 
reported 19% seizure 
freedom (11/58) 
One pre/post study35 
reported 8% seizure 
freedom (3/37) 

High Direct Inconsistent Imprecise None 
suspected 

None Insufficient NA 

Topiramate vs 
carbamazepine 

Seizure 
freedom 

One non-randomized 
comparative study 
N=146:36 topiramate 
59% (24/41) vs 
carbamazepine 55% 
(58/105)  

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 



23 

Treatment Outcome Study Findings Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength of 
Evidence 

Conclusion 

Lamotrigine Seizure 
freedom 

One pre/post study38 
reported 13% seizure 
freedom (26/204) 

High Direct Unknown Precise None 
suspected 

None Insufficient NA 

Phenytoin Seizure 
freedom 

One pre/post study39 
reported 4% seizure 
freedom (2/55) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Vigabatrin Seizure 
freedom 

One pre/post study31 
reported 38% seizure 
freedom (33/88) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Rufinamide Seizure 
freedom 

One pre/post study40 
reported 19%% seizure 
freedom (20/103) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Rufinamide Seizure 
frequency 

One pre/post study40 
reported median 54% 
reduction in seizure 
frequency 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

CI – Confidence interval; LEV = Levetiracetam; NA = not applicable; QOL; Quality of life; RCT – Randomized controlled trial 
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Key Question 2. What are the effectiveness and comparative effectiveness 
of non-pharmacologic treatments for infantile epilepsies (e.g., dietary 
therapies, surgery, neuromodulation, gene therapy), including comparisons 
to other non-pharmacologic and/or pharmacologic therapies? 

Description of Included Evidence  
We included 24 studies for this Key Question, including 8 of dietary interventions and 16 

studies of surgical interventions published in 17 articles; see Table 4. Only two were RCTs, both 
assessing dietary interventions. The remaining 22 studies were pre/post studies. Many surgical 
studies described outcomes for more than one surgical procedure used for different patients. 
Because indications for selecting a specific surgical procedure are typically so specific to 
individual patients (i.e., the location, size and distribution of seizures), we did not categorize 
these as comparative studies, but considered each one to be a pre/post study of multiple 
procedures. No studies assessed neuromodulation or gene therapy.  

Appendix C provides study characteristics, treatment details, patient characteristics, risk of 
bias, and results. In the first half of this section, we describe dietary interventions; in the second 
half, we describe surgical interventions.  

Table 4. Overview of included studies for Key Question 2 

Treatment Study Design 
Treatment 
Comparison(s) 

Ketogenic Diet El-Rashidy et al. 201342 (N=40) 
 
 
Kim et al. 201543 (N=57) 

RCT Modified Atkins diet, No 
dietary change 
 
Modified Atkins diet 

Ketogenic Diet  Suo et al. 201244 (N=147) 
Wu et al. 201545 (N=40) 
Kim et al. 201946 (N=49) 
Dressler et al. 201547 (N=58) 
Kang et al. 200548 (N=49) 
Liu et al. 202149 (N=41) 

Pre/post NA 

Hemispherectomy/hemispherotomy Otsuki et al. 201350 (N=18) 
Reinholdson et al. 201551 (N=12) 
Kadish et al. 201952 (N=22) 
Steinbok et al. 200953 (N=48) 
Kumar et al. 201554 (N=16) 
Iwasaki et al. 201555 (N=10) 
Schramm et al. 201256 (N=21) 
Pinto et al. 201457 (N=15) 
Cook et al. 200458 (N=55) 
Jonas et al. 200459 (reports on 
subgroup of Cook et al. 200458) 
Lettori et al. 200760 (N=10) 
Loddenkemper et al. 200761 (N=14) 
Roth et al. 202162 (N=48) 

Pre/post NA 

Other resective surgery Reinholdson et al. 201551 (N=24) 
Kadish et al. 201952 (N=26) 

Pre/post NA 
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Treatment Study Design 
Treatment 
Comparison(s) 

Loddenkemper et al. 200761 (N=10) 
Steinbok et al. 200953 (N=58) 
Sugimoto et al. 199963 (N=10) 
Kalbhenn et al. 201964 (N=10) 
Maton et al. 200765 (N=13) 
Roth et al. 202162 (N=19) 

Brain tumor resection  Gaggero et al. 200966 (N=20) Pre/post NA 
RCT = Randomized controlled trial 
NA = Not applicable 

Description of Included Evidence for Dietary Interventions 
Eight studies assessed effectiveness of the ketogenic diet (KD) intervention (Table 5). Two 

RCTs compared KD to the modified Atkins diet (MAD). In addition, one of the RCTs also 
included a control group (no dietary intervention). The remaining six studies were pre/post 
studies (three retrospective, three prospective) assessing KD (one49 enrolled a group of normal 
infants without seizures, and since this group is not relevant to this report, we considered it a 
pre/post study for our purposes). No other dietary interventions met the inclusion criteria.  

Table 5. Summary of dietary interventions 
Study 
(Country) 

Treatments Description of Treatment Follow-Up 
Duration 

Reported 
Data on 
Seizure 
Freedom? 

Reported 
Data on 
Seizure 
Frequency? 

Suo et al. 
201244 
(China) 

Ketogenic Diet Johns Hopkins Protocol 12 months √ 
 

√ 
 

Wu et al. 
201545 
(China) 

Ketogenic Diet Johns Hopkins Protocol  6 months √ 
 

√ 
 

Kim et al. 
201946 
(US) 

Ketogenic Diet Range of 3:1, 3.5:1, and 4:1 lipid 
to non-lipid ratio.  

3 months - √ 
 

Dressler et al. 
201547 
(Austria) 

Ketogenic Diet Johns Hopkins Protocol 18 months √ 
 

√ 
 

Kang et al. 
200548 
(Korea) 

Ketogenic Diet Johns Hopkins Protocol  12 months √ 
 

√ 
 

Liu et al. 
202149 
(China) 

Ketogenic Diet Classic (unspecified) 12 months - √ 
 

El-Rashidy et 
al. 201342 
(Egypt) 

• Ketogenic Diet  
 

• Modified Atkins 
Diet 

 
• Control 

• Classic 4:1 lipid to nonlipid 
ratio with ASM polytherapy 

• 60% fat, 30% protein, and 
10% carbohydrates by weight 
with ASM polytherapy 

> 6 months - √ 
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Study 
(Country) 

Treatments Description of Treatment Follow-Up 
Duration 

Reported 
Data on 
Seizure 
Freedom? 

Reported 
Data on 
Seizure 
Frequency? 

• ASM polytherapy with no 
dietary changes 

Kim et al. 
201543 
(Korea) 

• Ketogenic Diet 
 

• Modified Atkins 
Diet 

• 4:1 lipid to nonlipid ratio and 
nonfasting initiation protocol 

• Johns Hopkins Protocol  

6 months √ 
 

√ 
 

ASM -Antiseizure medication(s) 

Key Points: Dietary Interventions 
• The ketogenic diet may cause seizure freedom in some infants, and may reduce average 

seizure frequency (SOE: Low). 
• The modified Atkins diet may reduce the frequency of seizures (SOE: Low), but evidence 

on seizure freedom was insufficient to permit conclusions (SOE: Insufficient). 
• The ketogenic diet may cause greater reductions in seizure frequency than the modified 

Atkins diet (SOE: Low), but data on seizure freedom are inconclusive (SOE: 
Insufficient). 

Summary of Findings: Dietary Interventions 

Ketogenic Diet  
Two RCTs assessed the effectiveness of KD and MAD. In the first RCT, El-Rashidy et al. 

(2013)42 conducted a three-arm RCT comparing KD and MAD to a control group (no-dietary-
change). All enrolled patients were under 36 months of age (n=40). The KD intervention was 
described as the classic 4:1 KD, administered via a liquid formula (Ketocal 4:1 milk from 
Danone, Nutricia). In addition to the dietary intervention, all maintained the same doses of ASM 
(valproic acid, carbamazepine and/or clonazepam) throughout the study period.  

In the second RCT, Kim et al. (2015)43 randomized patients to KD or MAD (see a discussion 
of the between-group comparison in the next section on KD vs MAD). Although the study 
enrolled patients ages 1 to 18 years, authors provided a subgroup of patients 1 to <2 years of age. 
The KD interventions followed the 4:1 lipid to nonlipid ratio with a nonfasting initiation 
protocol. While the MAD adhered to the Johns Hopkins protocol, the authors did not report if the 
KD used conformed to the protocol. 

In the first pre/post study, Suo et al. (2012)44 prospectively enrolled 317 consecutive patients 
with intractable epilepsy to receive KD, of whom 147 patients were 0-2 years old and met 
criteria for inclusion. Infants received the Johns Hopkins Hospital protocol, with a lipid-to-non-
lipid ratio of 4:1. However, there was variation in how the diet was initiated across the study. 
Depending on the date of KD initiation, the patient’s diet may have been self-prepared via the 
KD Meal Planner, KetoCal ketogenic formula, or a KD Meal Planner supplemented by various 
liquid milk, cookies, and set meals. Follow-ups were conducted either at an outpatient clinic or 
by phone call. 

Wu et al. (2015)45 conducted a prospective pre/post study of KD in 87 children diagnosed 
with drug-resistant epilepsy. The authors did not clarify whether enrollment was selective or 
consecutive. The intervention used the Johns Hopkins protocol, with the addition of 24 to 48 
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hours pre-diet fast in the hospital. Of the 87 children in the study, only 40 (46%) met our 
inclusion criteria of under 36 months of age. Of the 40 infants, six were between the ages of 0 to 
1 year, and 36 were between the ages of 1 to 3 years (36 months). 

Kim et al. (2019)46 presented a retrospective chart review of patients with medically 
intractable epilepsy who started the KD. The KD protocol was determined internally with a 
multidisciplinary team, and was not described as being based on specific established protocols. 
KD was initiated at a 1:1 fat to carbohydrate + protein ratio and steadily increased to 3:1, but not 
all patients maintained on the 3:1 ratio. Twenty patients maintained the 3:1 ratio, 13 progressed 
to 3.5:1, while 59 were on 4:1 ratios or higher. Roughly one-third of patients were on solid food, 
liquid food, or both solid and liquid foods each. All patients were under 3 years of age, and we 
only extracted data on the subgroup of patients without West syndrome. 

Dressler et al. (2015)47 evaluated the seizure relapse rate with a retrospective chart review of 
children treated with KD between March 1999 to April 2014. The intervention followed the 
Johns Hopkins protocol, without an initial fasting period. Of the 115 patients with complete 
clinical and follow-up data, 58 (50.4%) were under 1.5 years of age at the start of the KD. The 
outcomes the authors reported specifically for this subgroup were seizure freedom and 
“responders”, defined as a reduction in seizure frequency of ≥ 50%. Multiple durations of KD 
were also reported (3, 6, 12 months) and an additional 6 months after the KD ended. 

Kang et al. (2005)48 performed a retrospective review of young patients with uncontrolled 
epilepsy treated with KD. The protocol used was the Johns Hopkins protocol, but not all patients 
had initial fasting and fluid restriction. Of the 199 patients enrolled in the study, 49 (24.6%) were 
< 2 years old. Follow-up was conducted up to 12 months. 

Liu et al. (2021)49 enrolled 41 infants diagnosed with refractory epilepsy unresponsive to two 
or more anticonvulsants. Although the study’s primary goal was to examine biological and 
biochemical effects of the KD on infants, it did report seizure frequencies for infants treated with 
KD. Study authors did not specify what dietary protocol was used and some infants received 
different KD protocols. Infants in the KD group were further stratified into various age groups, 
but each individual subgroup contained too few patients to be analyzed independently according 
to protocol. All patients were followed for 12 months.  

Seizure Freedom 
Five studies (1 RCT, 4 pre/post studies) assessing KD reported the proportion of infants 

achieving seizure freedom. No studies reporting on seizure freedom compared KD to a control.  
One RCT (Kim et al. 2015),43 compared outcomes for infants receiving KD or MAD. For 

KD, at both 3 and 6 months, 53% (9/17) of infants were seizure-free. (It was unclear if the same 
nine patients were seizure free at both time points). More discussion about the direct comparison 
of KD and MAD is presented in a later section.  

Seizure freedom rates across the four pre/post studies ranged from 11.6% to 53%. Suo et al. 
(2012)44 reported seizure freedom rate of 11.6% (17/147). Notably, the study had high treatment 
attrition: only 33 of 147 children remained on the diet and reported on seizure freedom. Wu et al. 
(2015)45 reported seizure freedom rates of 25% (10/40) at 2 months, and 33% (13/40) at six 
months.  

Dressler et al. (2015)47 was not clear and consistent in its outcome reporting for this 
subgroup, with ambiguous information presented in the text of the article and some conflicting 
information between the text and the figures. The article reported 20 of 58 patients (34%) seizure 
free three months into the KD. At both six months and 12 months, 19 of 58 patients (33%) were 
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seizure free. The author also reported that 15 of 58 patients (26%) were seizure free six months 
after the cessation of the KD.  

Kang et al. (2005)48 reported 16 of 49 patients (32%) seizure free at three months, 18 of 49 
patients (36%) seizure free at six months, and 13 of 49 patients (26%) seizure free at 12 months. 
It is unclear at each timepoint how many patients were still on the KD, and the denominator of 
49 patients represents the total number of patients that had initiated the diet. At 12 months 
follow-up, only 13 of the original 49 patients (27%) in the < 2 years subgroup were still 
receiving the KD. 

Figure 4 shows the seizure freedom proportion experienced at various time points for the five 
studies included here. Kim et al. (2015)43 reported data for both KD and MAD, which are each 
displayed in the figure. Seizure freedom rates for KD ranged from 25%-53%. 

Figure 4. Seizure freedom rates after initiating dietary interventions 

 
 
KD – Ketogenic diet; MAD – Modified Atkins Diet. The vertical bars display 95% confidence intervals. When multiple studies 
reported the same follow-up times, we used horizontal offsets to improve visibility. For Dressler et al., the data shown at 18 
months represent seizure freedom rate for 6 months after the 12 months KD intervention. Only one study, Kim 2015, had seizure 
freedom data for MAD. All other studies shown were pre/post studies, so the precise cause of seizure freedom cannot be easily 
determined. Studies not appearing in this figure either did not report seizure freedom rates or did not report the length of follow-
up. 

Seizure Frequency 
All eight studies reported seizure frequency outcomes. 
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In the RCT with three arms (KD, MAD, and regular diet), El-Rashidy et al. (2013)42 reported 
that the KD group had 58% reduction in seizures at three months (compared to a 6% increase for 
the normal diet group) and had 71% reduction in seizures at six months (compared to an 8% 
reduction for the normal diet group). For seizure severity as measured by Chalfont scores, the 
KD group had 32% improvement at three months (compared to only 0.45% improvement for the 
normal diet group), and had 36% reduction in seizures at six months (compared to only 2% 
improvement for the normal diet group). All of these comparisons were statistically significant 
(favoring KD over regular diet).  

In Kim et al. (2015),43 the authors reported of the 17 patients on KD, nine experienced >90% 
reduction, and ten experienced >50% reduction at three months. The mean reduction in 
frequency was 19% of the baseline seizure frequency (i.e., a mean reduction of 79% from 
baseline). At six months, ten patients experienced >90% reduction, and ten patients experienced 
>50% reduction.  

Suo et al. (2012)44 reported reduction in seizure frequency after 12 months on the diet for 
children age 1 to <2 years. Of the 147 children in this age group, only 33 patients remained on 
the diet. Of these 33 patients, 17 were seizure free, 3 experienced 90% to 99% seizure frequency 
reduction, 7 experienced 50% to 90% reduction, and 6 had either less than 50% reduction or no 
reduction.  

Wu et al. (2015)45 reported both reduction of seizure frequency after 6 months on the KD and 
efficacy of KD after three months. Efficacy was defined as experiencing >90% seizure reduction. 
After three months on the KD, the authors reported the KD effective in 13 of 40(32.5%) children 
under 36 months. At six months, two of 40 patients experienced >90% reduction (not counting 
seizure free patients), with an additional six patients experiencing 50% to 90% seizure reduction. 
While the article mentioned measurement of baseline seizure frequencies, baselines were not 
reported.  

Kim et al. (2019)46 reported the response of KD, defined as experiencing a seizure reduction 
>50%. We only extracted data from those without West syndromes. The authors reported that 18 
of 49 patients (36%) responded to KD. 

Dressler et al. (2015)47 was not clear and consistent in its outcome reporting for this 
subgroup, with ambiguous information presented in the text of the article and some conflicting 
information between the text and the figures. The only outcome reported for the infants was a 
response to KD. Response to the diet is defined as “the absolute reduction in seizure frequency 
of ≥50% at follow-up, compared to baseline”. The article reported 37 (63.8%) responded to KD 
3 months into the diet. At 6 months into the KD, 32 (55.2%) responded to the diet. At 12 months, 
27 (84.3%) responded to KD. At 6 months after the diet ended, 21 (42.9%) were responders. The 
study was unclear regarding the how many patients were on the diet at those timepoints, and the 
percentages they reported were inconsistent.  

Kang et al. (2005)48 reported rates of >50% reduction of 56% at three months (28/49), 54% at 
six months (27/49), and 32% at 12 months (16/49). For each time point, the authors also 
recorded how many patients continued the diet, but it was not clear whether that was measuring 
how many patients were still on the KD at the time of outcome measurement or after measuring 
the outcome decided to continue the diet further. Nevertheless, by 12 months only 13 of the 
original 49 patients (27%) in the subgroup continued the diet. 

Liu et al. (2021)49 reported that >=50% seizure reduction occurred in 28 (68%), 32 (78%), 
and 34 (83%) of patients at 3, 6, and 12 months, respectively. They also reported that 7 (17%), 8 
(20%), and 9 (22%) experienced >=90% seizure reduction at 3, 6, and 12 months, respectively. 
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Modified Atkins Diet 
The Modified Atkins Diet (MAD) is a less restrictive dietary alternative to the ketogenic diet, 

with a focus on low carbohydrate intake but no restrictions on proteins, dairy, or fat. Two RCTs 
assessed the MAD. However, only one study, El-Rashidy et al. (2013)42 compared MAD to a 
control group (ASM polytherapy arm). The MAD demonstrated statistically significant reduction 
in seizure frequency compared to control at 6 months, but not at three months. Specifically, at six 
months, seizure reduction was 28% (MAD) compared to 8% (control), p<0.001. Compared to 
control, the MAD also demonstrated a statistically significant improvement in seizure severity 
(measured as Chalfont score) at both three and six months.  

Ketogenic Diet Versus Other Diets 
Two studies directly compared the KD with the MAD. El-Rashidy et al. (2013)42 reported 

that KD yielded significantly greater reduced seizure frequency at three and six months 
compared to the MAD. Specifically, at six months, seizure reduction was 71% (KD) vs. 28% 
(MAD), <0.001. However, there was no statistically difference in seizure severity (measured by 
Chalfont score).  

Kim et al. (2015)43 reported KD demonstrated a statistically significantly higher rates of 
seizure freedom compared to MAD, with 9 of 17 achieving seizure freedom for KD and 4 of 40 
for MAD at three months. This difference was not sustained; at six months the two groups 
demonstrated statistically non-significant difference. All other outcomes (i.e., >90% and >50% 
seizure reduction) also demonstrated no statistically significant difference between groups. The 
authors did find that at six months, the KD yielded lower mean and median percentage of 
baseline seizures than the MAD. 

Strength of Evidence: Dietary Interventions 
Table 6 provides SOE ratings dietary interventions. The evidence was sufficient to permit 

conclusions that the KD may cause seizure freedom in some infants (SOE: Low) and that seizure 
frequencies are generally lower after starting the KD (SOE: Low). For comparative 
effectiveness, two randomized trials support the conclusion that seizure frequencies are lower 
after the KD than the MAD. Due to the marked differences in protocol, design, and patient 
population between the studies, we deemed meta-analysis inappropriate. 
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Table 6. Strength of evidence for Key Question 2: Dietary interventions 
Treatment Outcome Findings Risk 

of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Ketogenic Diet Seizure 
freedom 

One RCT43 compared 
KD with MAD reported 
9 of 17 (53%) patients 
were seizure free at 
both time points.  
 
3 months:  
Three pre/post 
studies45,47,48 reported 
seizure freedom rates 
of 25% 34.5% and 
32.7%  
6 months:  
Three pre/post 
studies45,47,48 reported 
seizure freedom rates 
of 32.5%, 32.8%, and 
36.7%  
12 months:  
Three pre/post 
studies44,47,48  
reported seizure 
freedom rates of 
11.6%, 32.8%, and 
26.5%  
6 months After KD: 
One pre/post47 study 
reported 25.9%.  

High Direct Consistent 
Although 
seizure 
freedom rates 
were 
inconsistent, 
all studies 
report some 
seizure 
freedom 

Precise None 
suspected 

All studies 
are patients 
with 
intractable 
epilepsy 

Low Ketogenic 
diet may 
cause 
seizure 
freedom in 
some infants 

Ketogenic diet  Seizure 
frequency 

One RCT42 reported KD 
statistically significantly 
reduced seizure 
frequency by 
57.95±17.73 compared 
to control at 3 months 
and by 70.79±19.26 at 
6 months. 

High Direct Consistent Imprecise None 
suspected 

All patients 
have 
intractable 
epilepsy 

Low Ketogenic 
diet may 
reduce 
seizure 
frequency 
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Treatment Outcome Findings Risk 
of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

 
3 months: 
One RCT43 and five 
pre/post studies45-49 
Rates of ≥90% 
reduction (3 studies) 
were 53%, 17%, and 
8% 
Rates of ≥50% 
reduction (5 studies) 
were 68%, 64%, 59%, 
57%, and 37% 
 
6 months:  
One RCT43 and four 
pre/post studies45,47-49 
Rates of ≥90% 
reduction (3 studies) 
were 59%, 18%, and 
5% 
Rates of ≥50% 
reduction (4 studies) 
were 78%, 59%, 55%, 
and 55% 
 
12 months: 
Four pre/post44,47-49 
Rates of ≥90% 
reduction (2 studies) 
were 22% and 2% 
Rates of ≥50% 
reduction (3 studies) 
were 85%, 83%, and 
33% 
 
6 months after KD: 
One pre/post47 reported 
that 43%) experienced 
≥50% reduction 
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Treatment Outcome Findings Risk 
of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Modified 
Atkins Diet 

Seizure 
freedom 

One RCT43 reported 4 
of 20 patients seizure 
free at 3 months and 5 
of 20 patients seizure 
free at 6 months.  

High Direct Unknown  Precise None 
suspected 

None  Insufficient NA 

Modified 
Atkins Diet 

Seizure 
frequency 

One RCT42 found that 
compared to control 
(n=10), MAD (n=15) 
reduced seizure 
frequency (28% vs. 8%, 
MAD and control, 
respectively) at 6 
months.  
One RCT43 reported the 
MAD (n=20) reduces 
the seizure frequency 
by 46.18% at 3 months 
and 39.76% at 6 
months compared to 
baseline.  

High Direct Consistent Precise None 
suspected 

None Low MAD may 
reduce 
seizure 
frequency.  

Ketogenic diet 
vs. Modified 
Atkins diet 

Seizure 
freedom 

One RCT43 (n=37) 
found that compared to 
MAD, patients receiving 
KD had higher rates of 
seizure freedom at 3 
months: 53% vs. 20%, 
(odds ratio 4.05, 95% 
CI 1.05 to 20).  
However, this 
difference was not 
statistically significant at 
6 months (53% vs 25%, 
odds ratio 3.4, 95% CI 
0.84 to 13.5). 

High Direct Unknown  Precise None 
suspected 

None Insufficient NA 

Ketogenic diet 
vs. Modified 
Atkins diet 

Seizure 
frequency 

One RCT42 (n=40) 
found KD was more 
effective at reducing the 
seizure frequency than 

High Direct Consistent Precise None 
suspected 

None Low KD reduces 
seizure 
frequency 
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Treatment Outcome Findings Risk 
of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

MAD at both 3 and 6 
months.  
One RCT43 reported 
results in the same 
direction (favoring KD 
over MAD) but results 
were not statistically 
significant.  

more than 
MAD 

CI = Confidence interval; KD = Ketogenic diet; MAD = Modified Atkins Diet; NA = not applicable; RCT = randomized controlled trial 
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Description of Included Evidence for Surgery 
Sixteen studies (published in 17 articles) were included for effectiveness data on surgical 

interventions for infants with epilepsy undergoing surgery at 1 to <36 months. We included all 
studies describing outcomes for a procedure of interest for ≥ 10 infants. Table 7 provides an 
overview of included studies, number of infants, years operations were performed, and key 
outcomes. Surgical interventions may be resective (hemispherectomy/hemispherotomy, 
nonhemispheric procedures) or palliative (e.g., corpus callosotomy, multiple subpial 
transections) or involve neuromodulation. No included studies assessed palliative procedures or 
neuromodulation.   

We identified studies of infants receiving hemispherectomy/hemispherotomy (12 studies, 
reported in 13 articles), other non-hemispheric resections (8 studies), tumor resection only (1 
study). All included studies were retrospective pre/post studies which obtained data from chart 
reviews (16 studies) or registry data51 (1 study).  

Five studies were conducted in the U.S. The remaining 11 non-US studies were conducted in 
Germany52,56,64 (n=3), Japan50,55 (n=2), Canada53,63 (n=2), Italy60,66 (n=2), Sweden51 (n=1) or 
included data from multiple countries (n=1).62 All US studies were single center studies from 
University of California at Los Angeles,58,59 University of Colorado,54 Cleveland Clinic,61 
Boston Children’s hospital,57 and Miami Children’s hospital.65 One study (Roth et al.62) included 
data from 19 centers with surgical procedures performed from 1999 to 2020. Data from 6 
patients cared for at 2 of 19 centers (University of California at Los Angeles and Cleveland 
Clinic) may also have been included in other studies58,59,61 given overlap in time periods (Figure 
5 and author correspondence).  

As nearly all data represent either subgroups or individual patient data, patient characteristics 
such as age, seizure etiology, and length of follow-up were variably reported. No studies 
reported on race. The number of infants meeting inclusion criteria from each study ranged from 
10 to 58. Appendix C provides detailed information regarding inclusion criteria, patient 
characteristics, treatments, and outcomes. 

Risk of bias (ROB) ratings for all studies are also provided in Appendix C. As all studies 
assessing surgical interventions were pre/post studies lacking a control group and retrospective, 
the overall ROB for all studies was high.  

Table 7. Overview of surgical studies 

Treatment Study 

Years 
Procedures 
Performed Procedure(s) N 

Reported 
Data on 
Seizure 
Freedom?a 

Reported 
Data on 
Seizure 
Frequency? 

Hemispherectomy/
hemispherotomy 

Cook et al. 200458 
Jonas et al. 200459b 

1986 - 2002 Anatomical 
hemispherectomy (n=14) 
Functional 
hemispherectomy (n=15) 
Hemispherotomy (n=26) 

55 √ 
 

- 

Hemispherectomy/
hemispherotomy 

Iwasaki et al. 201555 2001 - 2012 Hemispherotomy 10 - √ 

Hemispherectomy/
hemispherotomy 

Kadish et al. 201952 2001-2014 Hemispherotomy 22  √ 

Hemispherectomy/
hemispherotomy 

Kumar et al. 201554 2002 - 2013 Hemispherotomy 16 - √ 
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Treatment Study 

Years 
Procedures 
Performed Procedure(s) N 

Reported 
Data on 
Seizure 
Freedom?a 

Reported 
Data on 
Seizure 
Frequency? 

Hemispherectomy/
hemispherotomy 

Lettori et al. 200760 1980 - 
December 
2003 

Functional 
Hemispherectomy/Hemis
pherotomy 

10  √ 

 
√ 

Hemispherectomy/
hemispherotomy 

Loddenkemper et al. 
200761 

1989 - 2001 Hemispherectomy 14 √  √ 

 
Hemispherectomy/
hemispherotomy 

Otsuki et al. 201350 December 
2000 to 
August 2011 

Hemispherotomy 18 √ √ 

Hemispherectomy/
hemispherotomy 

Pinto et al. 201457 1997 - 2011 Anatomic 
hemispherectomy, 
Functional 
hemispherectomy, and 
Peri-insular 
hemispherotomy 

15 √ √ 

Hemispherectomy/
hemispherotomy 

Reinholdson et al. 
201551 

1995 - 2010 Hemispherotomy 12 √ √ 

Hemispherectomy/
hemispherotomy 

Roth et al. 202162d 1999 – 2020 Periinsular, vertical 
functional 
hemispherotomies, 
anatomic 
hemispherectomye 

48  √ 

 
√ 

Hemispherectomy/
hemispherotomy 

Schramm et al. 
201256 

1990 through 
end of 2009 

Hemispherotomy 21 √ - 

Hemispherectomy/
hemispherotomy 

Steinbok et al. 
200953 

January 1987 
to September 
2005 

Anatomic 
hemispherectomy, 
hemidecortication, 
functional 
hemispherotomies, 
periinsular 
hemispherotomies 

48 - √ 

Other resective 
surgery 

Kadish et al. 201952 2001-2014 Intra or multilobar 
resection 

26  √c 

Other resective 
surgery 

Kalbhenn et al. 
201964 

2005 - 2017 Posterior disconnection 10  √ - 

Other resective 
surgery 

Loddenkemper et al. 
200761 

1989 - 2001 Focal cortical resection 10 √  √ 

 
Other resective 
surgery 

Maton et al. 200765 1979 - 2003 Temporal lobe resection 13 - √ 

Other resective 
surgery 

Reinholdson et al. 
201551 

1995 - 2010 Temporal or Frontal lobe 
resection 

24 √ √ 

Other resective 
surgery 

Roth et al. 202162 1999 - 2020 Focal resection, 
Lobectomy 

19  √ 

 
√ 

Other resective 
surgery 

Steinbok et al. 
200953 

January 1987 
to September 
2005 

Lesionectomy or Cortical 
Resection 

58 - √ 
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Treatment Study 

Years 
Procedures 
Performed Procedure(s) N 

Reported 
Data on 
Seizure 
Freedom?a 

Reported 
Data on 
Seizure 
Frequency? 

Other resective 
surgery 

Sugimoto et al. 
199963 

1991 to 1996 Focal cortical resection 10 √ √ 

Brain Tumor 
Resection 

Gaggero et al. 
200966 

“A 10 year 
period” 

Supratentoral tumor 
resection 

20  - √ 
a Study reported Engel Outcome IA or ILAE I; in cases, where studies did not report Engel or ILAE outcomes, but described 
seizure freedom, we included these outcomes as well.   
b Jonas et al. reports on a subset of 16 patients with hemimegalencephaly (HME) contained in Cook et al.  
cFor Kadish et al. seizure frequency for other resections represented outcomes for 17 intralobar resections which were the final 
surgery.  
d Roth et al. included data from 19 centers. Data from 6 patients cared for at 2 of 19 centers was also potentially reported in other 
studies58,59,61providing seizure outcome data with some overlap in time period of procedures. Thus, it is possible that Roth et al. 
included data from 6 patients already captured in other studies. 
eThe 48 hemispheric procedures described included 1 “unknown” type of hemispheric procedure. 
Gaggero et al. describes seizure freedom as Engel I; however, as we required studies to report Engel Ia for the outcome of seizure 
freedom, this data was not included here.  
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Studies included surgeries performed over a broad range of years (Figure 5). 

Figure 5. Years when surgical procedures were performed  

 
Note: Studies not appearing in this figure either were not included for effectiveness data, or did not report the years when surgery 
was performed. 

Key Points: Surgery 
• Hemispherectomy/hemispherotomy: Some infants with medically refractory epilepsy 

achieve seizure freedom after hemispherectomy/hemispherotomy (8 retrospective 
pre/post studies, SOE: Low).  

• Hemispherectomy/hemispherotomy: Over half of infants achieved a favorable outcome 
(Engel I or II, ILAE I to IV, or >50% seizure reduction) at follow-up of >1 year. 
However, evidence is insufficient to draw a conclusion due to study limitations (9 
retrospective pre/post studies, SOE: Insufficient).  

• Other resections: Some infants with medically refractory epilepsy achieve seizure 
freedom after intralobar, multilobar, focal cortical resection, or posterior disconnection 
surgery (5 retrospective pre/post studies, SOE Low). 

• Other resections: All studies reported that at least 50% of infants undergoing resection 
(intra/multilobar/focal cortical resection or posterior disconnection) achieved a favorable 
outcome (Engel I or II, ILAE I to IV, or >50% seizure reduction). However, due to study 
limitations, evidence is insufficient to draw a conclusion (6 retrospective pre/post studies, 
SOE: Insufficient).  
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• All surgical interventions: No studies described quality of life for children or caregivers, 
or treatment cost (SOE: Insufficient). 

• All surgical interventions: Only 4 studies with key limitations reported on 
developmental or functional outcomes (4 pre/post studies, SOE: Insufficient). 

Summary of Findings: Surgery 
Below we provide a summary of evidence in three categories of surgical intervention: 

hemispherectomy/hemispherotomy, other resections (intralobar, lobar, multilobar, focal cortical 
resection, posterior disconnection), and brain tumor resection. Appendix C provides detailed 
information regarding gender, race, seizure etiology, concomitant treatments (i.e., other ASM) 
and outcomes.  

Hemispherectomy/Hemispherotomy 
Twelve studies (reported in 13 articles) described children 1 to 36 months old undergoing 

hemispherectomy/hemispherotomy. Several studies described a single center’s experience with 
performing different surgical procedures of which a subgroup of infants met our inclusion 
criteria. For instance, one pre/post study by Cook et al.58 described surgical outcomes for 55 
infants with cortical dysplasia undergoing hemispherectomy/hemispherotomy over a 16 year 
period. Sixteen of these 55 infants had hemimegalencephaly (HME) and outcomes for this 
subgroup are reported in Jonas et al.59 (Authors also reported children undergoing surgery for 
infarction/ischemia, or Rasmussen Encephalitis; however, these groups did not meet inclusion 
criteria due to age). Infants underwent slightly different procedures based on year of operation: 
from 1986-1997 (14 anatomical hemispherectomies), from 1990-1997 (15 functional 
hemispherectomies), and from 1997-2002, 26 hemispherotomies).  

Seizure Freedom 
Eight retrospective pre/post studies50-52,56-59,61 (reported in 9 articles50,51,56-62) reported on 

seizure freedom over a follow up period of 6 months to mean 4.3 years after surgery. Rates are 
presented in Figure 6. Studies included a combined 188 infants. One study (Otsuki et al.)50 did 
not report follow up interval for subgroup of included patients. Three studies58,60,61 reported 
seizure freedom at 6 months. Cook et al. reported a subgroup of 55 infants with cortical dysplasia 
undergoing anatomical hemispherectomy or functional hemispherectomy/hemispherotomy 
depending on the year the surgery was performed. At 6 months, 80% were seizure free. (Jonas et 
al. described a subset of 16 infants with HME; at 6 months 15 of 16 (93%) of these infants were 
seizure free). Two additional studies reported 9 of 14 (64%) 61 and 7 of 10 (70%) 60 of infants 
were seizure free at 6 months.  

Overall, seizure free rates at 1 year or longer ranged from 7% to 76%. Six studies 51,56-58,60,62 
described outcomes at 1 year or longer: Cook et al. reported 75% of infants were seizure free; 
other small studies reported seizure free rates of 50% (n=10) 60 and 76%56 (n=21)56 at one year 
and 58% (n=12)51 at two years. A larger study, Roth et al.52,62 reported at follow up median 4.3 
years, 70% of patients (30 of 43) were seizure free. In contrast to these higher proportions, Pinto 
et al.57 reported only 7% (1 of 15) infants were seizure free at follow up of at least 1 year after 
surgery.  

We used stringent definition of seizure freedom which required studies using the Engel 
classification to report Engel Ia. However, if we had considered Engel I as seizure freedom, we 
note that seizure freedom from the Pinto et al. study would increase to 66% (10 of 15); also, 4 



40 

other studies52-55 reporting rates of 55% to 81% (consistent with the range of seizure freedom 
rates we already identified) would have been included.  

Although pre/post studies have significant limitations due to lack of control group, in these 
studies most infants underwent surgery for medically refractory epilepsy. Their pre-surgical 
status, therefore, suggests strongly that none of them would have experienced seizure freedom if 
they had not undergone surgery. Also, while accurately capturing seizure counts using 
retrospective data from charts (i.e., not captured in the context of the trial) was felt to be a key 
study limitation, we felt seizure freedom would be much less subject to recall bias or other types 
of bias. The precise rates of seizure freedom varied greatly among studies. Thus, we conclude 
that some infants with medically refractory epilepsy achieve seizure freedom after 
hemispherectomy, and we rated the strength of the evidence as Low.  

Figure 6. Seizure freedom rates after hemispherectomy or hemispherotomy   
 

  
The vertical bars display 95% confidence intervals. When multiple studies reported the same followup times, we used horizontal 
offsets to improve visibility. For studies only reporting a minimum follow up interval (e.g., follow up >1 year after surgery) data 
were plotted at that minimum timepoint. Of note, Otsuki et al. was not included as the study did not report the follow-up duration 
for this subgroup. 95% confidence intervals are shown for each data point. All studies were pre/post studies, so the precise cause 
of seizure freedom cannot be easily determined 

Seizure Frequency 
Nine retrospective pre/post studies including a combined 186 infants reported on seizure 

frequency. Study follow up times were variably reported with some studies including a minimum 
follow up time (e.g., <1 year) while for other studies, follow up was determined using individual 
patient data often with wide ranges. All studies reported that over half of infants achieved a 
favorable outcome, defined as Engel I or II, ILAE I to IV, or >50% seizure reduction. Overall, 
the proportion of infants achieving favorable outcome ranged from 67% to 100%, with most 
studies reporting follow up of at least 1 year. Specifically, studies reported the following 
proportion of infants had favorable outcomes at follow up: 67% (10/15),57 72% (13/18),50 73% 
(35/48),53 72% (31/43),62 80% (8/10),55 88% (14/16),54 92% (11/12),51 93% (13/14)61 and 100% 
(10/10).60 However, given the retrospective study design the outcome of seizure frequency was 
assessed as high risk of bias, and thus, evidence was insufficient to draw a conclusion.  
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Eight studies54,55,60,61,63-65 reported individual patient data for pathology or etiology, surgical 
intervention, and outcomes. Surgeries reported in these studies were performed over nearly four 
decades (from 1979 to 2017). Unfortunately, many factors precluded formal meta-analysis, 
including heterogeneity across patients and interventions, and inconsistent data reporting. 
However, as favorable outcome after epilepsy surgery could depend on a number of factors, 
including underlying seizure etiology, we summarize data from 65 infants undergoing 
hemispherectomy or hemispherotomy. Seizure etiology or pathology was reported as HME 
(58%), focal cortical dysplasia (FCD) or malformation of cortical development (MCD) without 
HME (20%) or other (22%) (pathology or etiologies in the “other” category include stroke, 
subpial gliosis, Sturge Weber syndrome, and polymicrogyria). Our analysis found the proportion 
of infants achieving favorable outcomes was similar across these three groups: specifically, 
favorable outcomes were 89% (34/38) for HME, 92% (12/13) for FCD/MCD without HME, and 
93% (13/14) for other pathology.  

Other Resective Surgical Procedures 
Eight retrospective pre/post studies reported outcomes for infants undergoing non-

hemispheric procedures. Five studies reported on seizure freedom, and 7 studies on seizure 
frequency.  

Seizure Freedom 
Five pre/post studies including a combined 70 infants reported on seizure freedom. 

Specifically, infants underwent focal cortical resections61-63 (n=3), frontal or temporal lobe 
resection51 (n=1), 52 and posterior disconnection64 (n=1). Rates of seizure freedom ranged from 
40% (Sugimoto et al.) to 70% (Loddenkemper et al.). Figure 7 presents seizure freedom rates and 
follow up durations. Specifically, after focal resection studies reported seizure freedom of 70% 
(7/10)61, 56% (9/16)62, and 40% (4/10)63, at median 6 months, 24 months, and mean 3.2 years, 
respectively. Kalbhenn et al.64 reported 50% (5/10) of patients were seizure free after posterior 
disconnection surgery at 2 years after surgery. Reinholdson et al. reported 50% (12/24)51 seizure 
freedom for infants undergoing 52 frontal or temporal lobe resection 515251 at 2 years after surgery.  
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Figure 7. Seizure freedom rates after other resection 

 
 
The vertical bars display 95% confidence intervals. When multiple studies reported the same followup times, we used horizontal 
offsets to improve visibility. For studies that only reported a minimum follow up interval (e.g., follow up >1 year after surgery) 
data were plotted at that minimum timepoint. 95% confidence intervals are shown for each data point. Procedures represented are 
Loddenkemper (focal cortical resection), Reinholdson (temporal/frontal resection), Kalbhenn (posterior disconnection), Sugimoto 
(focal cortical resection), Roth (focal resection). All studies were pre/post studies, so the precise cause of seizure freedom cannot 
be easily determined 

Seizure Frequency 
Seven retrospective pre/post studies including a combined 148 infants reported on seizure 

frequency. Six of seven studies (combined n=131) reported seizure frequency data that allowed 
for determination of favorable outcome.51,53,61-63,65 All studies found that ≥ 50% of infants 
achieved a favorable outcome, defined as Engel I or II, ILAE I to IV, or >50% seizure reduction. 
Specifically, the proportion of infants achieving favorable outcomes was 50% (5/10),63 62 83% 
(20/24),51 85% (11/13),65 and 90% (52/58),53 94% (15/16)62, 100% (10/10)61. Mean follow up 
was at least 1 year after surgery for all studies.  

A seventh study (Kadish et al.)52 reported that of 17 infants for whom the extent of final 
resection was intralobar, 76% (13/17) were Engel I, while 24% (4/17) were Engel II to IV.  

As previously noted, 8 studies included individual patient information regarding seizure 
etiology/pathology, surgical procedure, and outcomes; these studies included 43 infants 
undergoing multilobar, lobar, or focal resection. Seizure etiology or pathology was FCD/MCD 
without HME (56%) or other (44%), which included encephalitis, ganglioma, astrocytoma, 
tuberous sclerosis, and white matter gliosis. Our analysis found the proportion of infants with 
favorable outcome rates was 67% (16/24) for FCD / MCD without HME and 74% (14/19) for 
other pathologies.  

Tumor Resection 
We identified 1 study Gaggero et al. 200966 focused exclusively on infants with epilepsy due 

to brain tumors. Authors performed a retrospective chart review of infants < 3 years referred to a 
single center (G. Gaslini Children’s hospital, Genoa Italy) for primary supratentorial brain 
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tumors. Tumor location was cortical in 16, non-cortical in 4. Histologic tumor types included 
WHO Grade I (n=5) Grade II (n=4), Grade III (n=7), and Grade IV (n=5). Twenty children had 
epilepsy as a clinical manifestation with focal (n=12), generalized (n=8) and history of 
convulsive status epilepticus (n=5). Pre-surgery, ASM use was as follows: 1 ASM (n=9), 2 ASM 
(n=7), and 3 ASM (n=4). Eight had received chemotherapy, and 3 had received radiotherapy. 
Mean time from tumor diagnosis to surgery was 0.86 (standard deviation [SD] 0.63) months.  

Post-surgical follow-up ranged from 4 to 10 years (mean 7.6, SD (3.74). We report seizure 
freedom rates described in the study here; however, because study authors did not appear to 
define seizure freedom as Engel IA, data from this study were not included in analysis of seizure 
freedom rates).  

At 1 year after surgery, 9 of 20 patients (45%) were seizure free (of which 5 were off ASM). 
Seven had >90% improvement in seizure frequency (Engel II), two had >50% but <90% 
improvement (Engel III), and 2 had no change (Engel IV). At 4 years after surgery, 11 patients 
were seizure free (7 off ASM), 5 had only rare seizures (Engel II), 2 had worthwhile 
improvement (Engel III), and 2 had no change (Engel IV). Malignancy grade (but not 
histological diagnosis) was associated with seizure outcomes: specifically, children with low 
grade tumors were more likely to have a good outcome (Engel I or Engel II), p<.001, t=2.84). 
Three patients died from tumor recurrence within 4 to 4.5 years (2 choroid plexus carcinomas, 1 
glioblastoma multiforme). Of 17 patients with follow-up at 8 years post-operative, 9 were seizure 
free (Engel I), 4 (Engel II), 2 (Engel III), and 2 (Engel IV).  

Other Outcomes (All Procedures) 
Only 4 pre/post studies reported on developmental outcomes (developmental quotient [DQ], 

language or functional status). Two studies reported DQ after hemispherectomy. Loddenkemper 
et al.61 included 24 infants undergoing hemispherectomy or focal resection (median age at 
surgery was 14 months [3 to 34]). Infants were evaluated at median 12 months (3 to 34) 
preoperatively, and median 24 months (10 to 53) after surgery using the Bayley scale. Although 
the proportion of infants with developmental delay (defined as DQ <70) decreased after surgery, 
this change was not statistically significant (p=0.125). However, of note, authors excluded 26 of 
50 consecutive infants (due to incomplete data or use of other neuropsychological tests), limiting 
the generalizability of these findings. Another study (Jonas et al.)59 found that in 16 infants 
undergoing hemispherectomy for HME, the Vineland DQ increased by 9.1 (SD 16) at 24 months 
(compared to 6 months). The spoken language rank also increased from 0.33 (SD 0.5) to 1.4 (SD 
1.8) after surgery.  

One study (Lettori60) included 10 infants meeting inclusion criteria and undergoing 
hemispherectomy. Before surgery functional status of 2/10 infants was dependent (and status 
could not be assessed for 8/10). However, after surgery, functional status improved (6 dependent, 
3 semi-independent, 1 independent). Finally, 1 study (Sugimoto et al.63) reported some infants 
had improvement in developmental delay after undergoing focal cortical resection (8/10 with 
delay pre-operatively, 6 infants with improved or good status after surgery). However, the study 
did not report how delay was assessed. 

Strength of Evidence: Surgery 
SOE ratings for surgery appear in Table 8. 



        
     

 
    

 
 

 
 

 

 

 
  

 
 

 
 

 
 

 

 

 
 

 
 

 
 

 

 
 

 
 

 
 

 
 

 
 

 

         
 

 

 

 

Table 8. Strength of evidence for Key Question 2: Surgical interventions 
Treatment Outcome Study Findings Risk of 

Bias 
Directness Consistency Precision Reporting

Bias 
Other 
Factors 

Strength
of 
Evidence 

Conclusion 

Hemispherectom Seizure 8 retrospective High Direct Consistent Precise None None Low Some infants 
y/Hemispheroto Freedom pre/post studies50- with 
my 52,56-59,61 reported 

in 9 articles50,51,56-

62 (combined 
n=188) 
At 6 months to 
mean 4.3 years 

medically 
refractory 
epilepsy 
achieve 
seizure 
freedom. 

after surgery; NR 
for 1 study 
(Otsuki) 
Cook: 55 infants 
with cortical 
dysplasia: 80% 
seizure freedom 
at 6 months; 75% 
at 1 year; subset 
of 16 patients 
reported by Jonas 
(at 6 months: 15 
of 16 (93%) 
seizure free; at 1 
year 14 of 16) 
Loddenkemper: 
(9 of 14 (64%) 
seizure free at 
median 6 months 
after surgery) 
Otsuki: ILAE 1: 12 
of 18 66% cortical 
dysplasia, 
timepoint NR 
Schramm: 16 of 
21 (76%) seizure 
free, f/u at least 1 
year 

44 
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Treatment Outcome Study Findings Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Reinholdson: 7 of 
12 (58%) seizure 
free 2 years after 
surgery 
Lettori: 5 of 10 
(50%) seizure 
free at 1 year  
Roth: 30 of 43 
(70%) at median 
4.3 years 
Pinto: 1 of 15 
(7%) seizure free, 
f/u at least 1 year 

Hemispherectom
y/Hemispheroto
my 

Seizure 
Frequency 
(Favorable 
Outcome 
defined as 
Engel I/II, 
ILAE I to IV, 
or >50% 
reduction in 
seizures) 

9 pre/post 
studies50,51,53-

55,57,60-62 reported 
on this outcome 
(combined 
n=186)a 
Iwasaki: 80% 
(8/10), mean 4.2 
years 
Kumar: 88% 
(14/16), mean 4.6 
years 
Lettori: 100% 
(10/10), 1 year 
Loddenkemper: 
93% (13/14), 
median 6 months 
Otsuki: 72% 
(13/18), f/u NR 
Pinto: 67% 
(10/15), ≥ 1 year 
Reinholdson: 
92% (11/12), 2 
years 

High Direct Consistent Precise No No Insufficient N/A 
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Treatment Outcome Study Findings Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Roth: 72% 
(31/43), median 
51 months 
Steinbok: 73% 
(35/48), ≥ 1 year 

Other 
Resections 
(intralobar, 
multilobar, 
posterior 
disconnections 

Seizure 
Freedom 

5 pre/post studies 
51,61-64 combined 
(n=70)  
Loddenkemper 
(focal cortical 
resection) 70% 
(7/10), median 6 
months (4 to 42) 
Reinholdson 
(Frontal/temporal 
lobe resection, 
50% (12/24), 2 y  
Sugitomo (focal 
cortical resection, 
40% (4/10), mean 
3.2 years, range 
(0.25 to 6.7 y) 
Kalbhenn 
(posterior 
disconnection, 
50% (5/10), 2 y  
Roth (focal 
resection), 56% 
(9/16), median 24 
months 

High 
 
 

Direct 
 

Consistent Precise None 
 

None Low Some infants 
with 
medically 
refractory 
epilepsy 
achieve 
seizure 
freedom. 

Other 
Resections 
(intralobar, 
multilobar, 
posterior 
disconnections 

Seizure 
Frequency  
(Favorable 
outcome, 
defined as 
Engel I/II, 
ILAE I to IV, 

6 pre/post 
studies51,53,61-

63,65(n=131) 
Proportion of 
infants achieving 
favorable 
outcome ranged 

High Direct Consistent Precise None None Insufficient 
 

NA 
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Treatment Outcome Study Findings Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

or >50% 
reduction in 
seizures) 

from 50% to 
100%.  
Loddenkemper 
(focal resection), 
100% (10/10), 
median 6 months 
after surgery 
Maton (temporal 
lobe resection, 
85% (11/ 13), 
mean 6.3 y after 
surgery 
Reinholdson 
(temporal/frontal 
resection, 83% 
(20/24), 2 y after 
surgery 
Roth (focal 
resection/lobecto
my, 94% (15/16), 
median 24 
months after 
surgery) 
Steinbok 
(lesionectomy/cor
tical resection), 
90% (52//58), 1 y 
or more after 
surgery) 
Sugimoto (focal 
cortical resection, 
50% (5/10), 3.2 y, 
range 0.25 to 6.7 
after surgery) 

Resection of 
Supratentorial 
Brain tumor 
causing epilepsy 

Seizure 
Frequency  

One pre/post 
study66 (n=20)  
At 1 and 4 years 
after surgery 80% 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study Findings Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

(16 of 20) children 
were Engel I or II. 
8 years after 
surgery, 13 of 17 
children that 
remained alive 
were Engel I or II.  

NA = Not applicable; NR = Not reported; f/u = followup 
a Some included in Roth et al.62 may have been  previously reported in Loddenkemper et al.61  Thus, the total number of unique patients may be lower for outcomes drawing data 
from both of these studies. 
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Key Question 3. What are the harms or comparative harms of treatments 
for infantile epilepsies? 

Description of Included Evidence 
Table 9 lists the studies included for this Key Question.  

Table 9. Overview of included studies for Key Question 3 
Treatment Treatment Comparison Study Design 
Levetiracetam None Arzimanoglou et al. (2016)32 Pre/Post 
Levetiracetam None Arican et al. (2018)34 Pre/Post 
Levetiracetam Valproate vs Valproate + 

Levetiracetam 
Liu et al. (2020)33 RCT 

Topiramate Topiramate vs Carbamazepine Kim et al. (2009)36 Non-
randomized 
comparative 
study 

Topiramate None Kim et al. (2010)67 Pre/Post 
Topiramate 3 vs 5 vs 15 vs 25 mg/kg/day Manitpisitkul et al. (2013)68 RCT 
Topiramate Placebo vs 5 vs 15 vs 25 

mg/kg/day 
Novotny et al. (2010)69,70 RCT 

Lamotrigine Continued lamotrigine vs 
substituted placebo 

Piña-Garza et al. (2008)30,38 Withdrawal 
RCT 

Phenytoin None Sicca et al. (2000)39 Pre/Post 
Vigabatrin None Jackson et al. (2017)31 Pre/Post 
Rufinamide None Tanritanir et al. (2021)40 Pre/Post 
Stiripentol None Yamada et al. (2021)41 Pre/Post 
Ketogenic diet None Kim et al. 201946 Pre/Post 
Ketogenic diet None Dressler et al. (2015)47 Pre/Post 
Ketogenic diet None Liu et al. 202149 Pre/Post 
Ketogenic diet Ketogenic diet vs Modified Atkins 

Diet vs Normal diet 
El-Rashidy et al. 201342 RCT 

Hemispherectomy/ 
hemispherotomy 

None Otsuki et al. 201350 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Reinholdson et al. 201551 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Kadish et al. 201952 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Steinbok et al. 200953 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Dunkley et al. 201071 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Kumar et al. 201554 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Iwasaki et al. 201555 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Pinto et al. 201457 Pre/Post 
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Treatment Treatment Comparison Study Design 
Hemispherectomy/ 
Hemispherotomy 

None Cook et al. 200458 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Lettori et al. 200760 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Roth et al. 202162 Pre/Post 

Hemispherectomy/ 
Hemispherotomy 

None Iwasaki et al. 202172 Pre/Post 

Other resective 
surgery 

None Dunkley et al. 201071 Pre/Post 

Other resective 
surgery 

None Kalbhenn et al. 201964 Pre/Post 

Other resective 
surgery 

None Roth et al. 202162 Pre/Post 

Other resective 
surgery  

None Iwasaki et al. 202172 Pre/Post 

Combined data on 
multiple surgical 
procedures 

None Steinbok et al. 200953 Pre/Post 

RCT = Randomized controlled trial 

Key Points 
• Levetiracetam is rarely discontinued due to adverse effects (SOE: Low) 
• Topiramate is rarely discontinued due to adverse effects, and severe events are rare (SOE: 

Low). However, loss of appetite and upper respiratory tract infection are risks (SOE: 
Moderate) 

• Lamotrigine is rarely discontinued due to adverse effects, and severe events are rare 
(SOE: Low) 

• Only four of the eight studies of dietary interventions reported whether there were harms 
for those age 1-36 months, and the data were too sparse to permit conclusions (SOE: 
Insufficient) 

• Surgical mortality for functional hemispherectomy/hemispherotomy is rare (SOE: Low) 
• Evidence is insufficient to draw a conclusion regarding mortality after anatomical 

hemispherectomy (SOE: Insufficient)  
• Surgical mortality for multilobar, unilobar, or focal resection is rare (SOE: Low) 
• Hydrocephalus requiring shunt placement after multilobar, unilobar, or focal resection is 

rare (SOE: Low) 

Summary of Findings 

Harms of Levetiracetam  
One nonrandomized comparison study36 and two pre/post/studies32,34 reported adverse event 

data for levetiracetam. Please see Key Question 1 for summaries of their enrolled patients and 
treatment details.  

We first discuss the reported data on levetiracetam discontinuation due to adverse events 
including “serious” events, “severe” events, or events requiring dose modification. We then 
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summarize any adverse events that occurred in 10% or more of patients who received 
levetiracetam. Appendix C provides all adverse event data (including those with rates <10%). 

Arzimanoglou et al. (2016)32 administered levetiracetam at a mean daily dose of 46 
mg/kg/day. At least one treatment-emergent adverse event led to study discontinuation in 7% of 
patients (7/101). The specific events were respiratory disorder (2 patients), respiratory distress 
and infantile spasms (two patients), irritability (one patient), lower respiratory tract infection, 
psychomotor retardation (one patient), and respiratory failure (one patient). Also, 12% of 
patients (12/101) had a “severe” treatment-related adverse event, but authors stated that none 
were considered related to levetiracetam by the clinician. “Serious” events occurred in 32% 
(32/101), but only two of them (both convulsions) were considered levetiracetam-related 
(authors did not define the difference between “severe” and “serious”). Furthermore, 10% 
(10/101) had an adverse event that required dose modification. 

Arican et al. (2018)34 reported that among 92 patients taking levetiracetam 10-60 mg/kg/day 
(52% on 30-40 mg/kg/day), no patients discontinued due to adverse events. The study made no 
statements about serious or severe events or any events requiring dose modification. 

Liu et al. (2020)33 reported an RCT comparing valproate alone (40-50 mg/kg/day) to 
valproate + levetiracetam (20-30 mg/kg/day). The study did not explicitly report whether any 
infants discontinued levetiracetam due to adverse events, whether any events were 
severe/serious, or whether any dose modifications were necessary. Effectiveness data were 
reported for all enrolled patients at 12 weeks, so likely there were no <12-week discontinuations 
due to adverse events. 

Regarding non-severe events experienced by at least 10% of patients, the only pertinent 
events were bronchitis (10% as reported by Arzimanoglou et al. (2016)32) and convulsion (10% 
as reported by Arzimanoglou et al. (2016)32). 

Overall, the only small signal from these data involve possible respiratory harms of 
levetiracetam (as per the study discontinuations in Arzimanoglou et al. (2016)32). However, 
neither of the other two studies reported any respiratory events. 

Harms of Topiramate  
Four studies of topiramate reported data on harms: two RCTs,68,70 one nonrandomized 

comparative study,36 and one pre/post study.67 Both RCTs compared different doses of 
topiramate: Novotny et al. (2010)69,70 compared placebo to three different doses (5 or 15 or 25 
mg/kg/day; 37-38 infants per group), while Manitpisitkul et al. (2013)68 compared four different 
doses (3 or 5 or 15 or 25 mg/kg/day; 13-15 infants per group). Dose comparisons are particularly 
informative, because the medication-harm causal connection is stronger if there is a clear dose-
response association. Conversely, the absence of a no dose-response association reduces the 
likelihood that the medication causes the harm. We first discuss events causing medication 
discontinuation, then severe/serious events and dose modifications, and finally, events 
experienced by 10% or more of infants. 

Reported harms in three of the four studies are summarized in Table 10 (the fourth study only 
reported hypohydrosis, so we discuss its results separately). For discontinuation due to adverse 
events as well as serious/severe events, rates were low in all three studies, with no dose-response 
association. For less severe events (occurring in at least 10% of patients) the two RCTs found 
dose-response associations for loss of appetite and upper respiratory tract infection. For three 
other less severe events, one RCT found a dose-response association, but the other RCT did not. 
For seven other less severe events, neither RCT showed a dose-response association (coughing, 
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diarrhea, fever, viral infection, somnolence, otitis media, and rhinitis). Kim et al. (2009)36 also 
reported a rate of 17% (7/41) for psychomotor retardation 

The pre/post study by Kim et al. (2010)67 focused only on the risk of hypohydrosis with 
topiramate, and authors had performed a subgroup analysis of 81 infants age 1 year or less. The 
rate of hypohydrosis in these infants was 48% (39/81). The only other study to mention this type 
of event was Kim et al. (2009),36 which reported a rate of “anhidrosis” of 2% (1/41) (far lower 
than the 48% reported by Kim et al. 2010).67 

Overall, these adverse event data suggest topiramate is not difficult to tolerate. We did find 
consistent evidence for two non-severe adverse events with topiramate: loss of appetite (7%-20% 
with risk increasing with dose) and upper respiratory tract infection (8%-38% with risk 
increasing with dose). 

Table 10. Summary of harms of topiramate 

Type of Harm RCT, Novotny et al. (2010)69,70 
RCT, Manitpisitkul et al. 
(2013)68 

CT, Kim et al. 
(2009)36 

Discontinuation due to 
adverse events 

3-5% in all four groups 1/x in the 5 mg/kg/day group 
and 2 in the 15 mg/kg/day 
group 

12% (5/41) 

Serious/severe events 3 infants in each of the 4 groups 2 infants in each of 3 dose 
groups (3, 5 and 25 
mg/kg/day) 

No events occurred 

Consistent dose-response 
association: Loss of 
appetite 

5% rate with placebo 
11% rate with 5-15 mg/kg/day 
16% rate with 25 mg/kg/day 

7% rate with 3 mg/kg/day 
8% rate with 5-15 mg/kg/day 
20% rate with 25 mg/kg/day 

2% rate 

Consistent dose-response 
association: Upper 
respiratory tract infection 

14% rate with placebo 
21% rate with 5 mg/kg/day 
22% rate with 15-25 mg/kg/day 

0% rate with 3 mg/kg/day 
8% rate with 5 mg/kg/day 
15% rate with 15 mg/kg/day 
38% rate with 25 mg/kg/day 

NR 

Inconsistent dose-response 
association: Bronchitis 

0% rate with placebo 
8% rate with 5 mg/kg/day 
3% rate with 15 mg/kg/day 
8% rate with 25 mg/kg/day 

0% rate with 3-5 mg/kg/day 
8% rate with 15 mg/kg/day 
13% rate with 25 mg/kg/day 

NR 

Inconsistent dose-response 
association: Vomiting 

5% rate with placebo 
18% rate with 5 mg/kg/day 
8% rate with 15 mg/kg/day 
16% rate with 25 mg/kg/day 

7% with 3 mg/kg/day 
8% with 5 mg/kg/day 
15% with 15 mg/kg/day 
20% with 25 mg/kg/day 

2% rate 

Inconsistent dose-response 
association: Weight 
decrease 

3% rate with placebo 
0% rate with 5 mg/kg/day 
5% rate with 15 mg/kg/day 
14% rate with 25 mg/kg/day 

0% with 3/5/15 mg/kg/day 
13% with 25 mg/kg/day 

NR 

CT- Controlled trial 
NR – Not reported 
RCT- Randomized controlled trial 

Harms of Lamotrigine  
Piña-Garza et al. (2008)30,38 studied lamotrigine and reported three sets of data: the initial 

open label phase (N=177) for at least five 5 weeks, the RCT phase comparing continued 
lamotrigine to replacement of lamotrigine with placebo for eight weeks (N=19 per group), and 
the long-term open label phase (at least 24 weeks in 92% of infants; N=204). All harms data 
from these sets appear in Appendix C. In this section, we discuss only the RCT phase and the 
long-term open label phase (due to its larger N than the initial open label phase). 
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During the eight-week randomized phase, none of the 38 patients had lamotrigine 
discontinued due to adverse events; this may be because the only infants who entered this phase 
had demonstrated tolerance during the initial five-week open label phase. In the long-term open 
label phase, 9% of patients (18/204) had lamotrigine discontinued due to adverse events. The 
authors reported specifics for 15 of 18 discontinuations: pneumonia (n = 4), complex partial 
seizures (n = 3), status epilepticus (n = 3), rash (n = 3), and fever (n = 2). 

Regarding serious events, two events occurred in the randomized phase: one lamotrigine 
patient (5%, 1/19) had serious bronchitis, and one placebo patient (5%, 1/19) had status 
epilepticus. During the long-term open label phase with lamotrigine, 8% had pneumonia 
(16/204), 6% (12/204) had status epilepticus, 6% (12/204) had complex partial seizures, 4% 
(12/204) had fever, 3% (6/204) had convulsion, 3% (6/204) had dehydration, and 3% (12/204) 
had gastroenteritis. 

For non-serious events, the RCT phase had five events in which one of the two groups had 
rates of 10% of more (cough, nasal congestion, upper respiratory tract infection, fever, and 
teething).  The long-term open label phase had 15 events with rates of 10% of more: fever, upper 
respiratory tract infection, ear infection, cough, vomiting, otitis media, irritability, constipation, 
nasopharyngitis, teething, rash, bronchitis, pneumonia, status epilepticus, upper respiratory tract 
congestion. See Appendix C for the rates of these events. 

Overall, the most common adverse events reported with lamotrigine are fever (45%), upper 
respiratory tract infection (28%), and ear infection (22%). Left untreated, some of these events 
may later be associated with pneumonia, as 8% had lamotrigine discontinued for that reason.  

Harms of Phenytoin  
The pre/post study by Sicca et al. (2000)39 enrolled 55 infants who had received oral 

phenytoin for seizure prophylaxis. The study reported neither phenytoin discontinuation due to 
adverse events nor any “serious” or “severe” harms of phenytoin. Of less severe events, only 
four had rates of 10% or more: 

• Drowsiness: 22% (12/55) 
• Gingival hyperplasia: 15% (8/55) 
• Sleep troubles: 15% (8/55) 
• Hyperactivity: 11% (6/55) 
Although drowsiness is fairly common (22%), in general, these data are too sparse to draw 

clear conclusions regarding the adverse effects of oral phenytoin when administered to infants. 

Harms of Vigabatrin  
Jackson et al. (2017)31 was a pre/post study that administered vigabatrin to 103 infants. The 

authors reported a rate of vigabatrin discontinuation-due-to-adverse effects of 9% (9/103), with 
specific reasons being vision abnormality (n=5), fatigue (n=1), fatigue and anorexia (n=1), 
“possible vigabatrin toxicity” (n=1), and anemia (n=1). The study did not report rates of “severe” 
or “serious” adverse events. 

Authors reported rates of adverse events specifically for the 71 infants who discontinued 
vigabatrin for any reason (e.g., the reason was successful control of seizures in 31 infants, and 
unsatisfactory therapeutic effect in 23 infants). None of the reported events reached 10% or more 
(see all data in Appendix C). Authors also specifically conducted eye exams before vigabatrin 
(N=49), during vigabatrin (n=62), and after vigabatrin (n=49) to evaluate for vision 
abnormalities possibly caused by vigabatrin. The authors reported these three time periods 



54 

separately, but unfortunately did not report the number of infants whose vision status had 
changed between measurements (which would have more directly addressed the influence of 
vigabatrin). 

Prior to vigabatrin administration, 69% (34/49) had vision abnormalities, which authors 
attributed to tuberous sclerosis complex, refractive errors, and prior medication. The study did 
not report which baseline medications were likely responsible for the pre-vigabatrin abnormal 
eye exam results. During vigabatrin, 81% (50/62) had at least one abnormal exam. After 
vigabatrin, 63% (31/49) had vision abnormalities. 

Overall, some evidence suggests that vigabatrin may cause temporary vision abnormalities, 
but only a single pre/post study has addressed the issue. 

Harms of Rufinamide  
Tanritanir et al. (2021)40 was a pre/post study that administered rufinamide to 103 infants. 
Fifteen (15%) discontinued rufinamide due to adverse effects (three of these were solely due to 
adverse effects, and the other 12 were due to both adverse effects and lack of efficacy). Authors 
did not mention whether any events were serious or severe. Rates of 10% or higher were 
observed for somnolence (12% or 12/103) and irritability (10% or 10/103). 

Harms of Stiripentol  
Yamada et al. (2021)41 was a pre/post study that administered stiripentol to 95 infants age 0-2 
years. Authors did not report the specific types of adverse reactions in these patients, but did 
report that 61% (58/95) had at least one adverse drug reaction. Physicians in charge determined 
that all 58 had a causal relationship to stiripentol (either “clearly” or “probably” or possibly”). 
One patient died due to liver damage, which physicians deemed a “possible” relationship to 
stiripentol, but the patient was also taking both valproate and clobazam. 

Harms of Ketogenic Diet 
Of 8 included studies of ketogenic diet, 4 reported data pertaining to harms for infants age 1-

36 months.42,46,47,49 Three43,44,48 of the other four reported data on adverse events, but data were 
not specific to age 1-36 months, and the fourth study45 did not investigate whether adverse events 
occurred.   

Two of four studies reported the rate of withdrawal due to side effects or diet intolerance. 
Kim et al. 201946 found a rate of 2% (2/109; one behavioral food refusal and one persistent 
acidosis), and El-Rashidy et al. (2013)42 found a rate of 20% (2/10; both diet intolerance). 

For other reported adverse effects:  
• Kim et al. (2019)46 reported 33% of patients had decreased HC03 level (36/109), 32% 

constipation (35/109), , and 20% vomiting/reflux (22/109); three other events were 
experienced by <10% of patients. 

• Dressler et al. (2015)47 reported that 50% (29/58) of patients experienced “side effects”, 
but authors did not report specifics. Also, for 28% (16/58) there was “difficulty 
introducing solid foods”. 

• Liu et al. (2021)49 reported z scores of body mass index (BMI)-for-age at 3-12 months 
after KD initiation. For the 41 patients, the baseline mean was 0.49, which changed to 
0.06 at 3 months, 0.16 at 6 months, and 0.35 at 1 year; none of these changes were 
statistically significant. Authors also reported statistically non-significant changes over 
time in the percentage of patients who were underweight (defined as weight-for-age z 
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score <-2), stunting (defined as height-for-age z score <-2), and wasting (defined as BMI-
for-age z score <-2). However,  the percentage of patients who were overweight/obese 
decreased (statistically significantly) from 17% at baseline to 2% at one year after KD 
initiation. 

• El-Rashidy et al. (2013)42 reported low rates of vomiting, constipation, diarrhea, and 
dysphagia (0%, 20%, 10% and 10%, respectively). 

Harms of Modified Atkins Diet 
One study reported harms data for Modified Atkins diet. Specifically, El-Rashidy et al. 

(2013)42 reported that 13% (2/15) of patients dropped out due to diet intolerance and had 
experienced “significant” weight loss. Also, El-Rashidy et al. (2013)42 reported 27% vomiting 
(4/15), 13% constipation (2/15), 13% diarrhea (2/15), and 20% dysphagia (3/15). 

Harms of Hemispherectomy/Hemispherotomy 
Eleven pre/post studies50-55,57,58,60,62,71 reported harms after 

hemispherectomy/hemispherotomy including mortality, hydrocephalus, infection, and other 
adverse events. One study (Roth et al.62) included data from 19 centers with surgical procedures 
performed from 1999 to 2020. Seven patients cared for at 3 of 19 centers (University of 
California at Los Angeles, Cleveland Clinic, and Great Ormond Street Hospital) may have also 
been previously reported in other studies included in this report.58,61,71 (author correspondence). 
A second study, Iwasaki et al. (2021)72 described harms for 75 infants, of which 9 
hemispherectomy patients had previously been described in Otsuki et al. (2013)50 (author 
correspondence). Further details are provided in Appendix C. 

Mortality 
Nine pre/post studies reported on mortality after hemispherectomy/hemispherotomy (see 

Figure 8). Studies described mortality after anatomical hemispherectomy (n=3), functional 
hemispherectomy or hemispherotomy (n=8), or across multiple procedures (lesionectomy, 
cortical resection, and hemispherectomy/hemispherotomy, 1 study). Only 3 retrospective chart 
reviews reported data for infants specifically undergoing anatomical hemispherectomy: Cook et 
al.58 reported that of 14 infants (operated on from 1986 to 1997 at University of California Los 
Angeles) there was 1 intra-operative death, an 8 month old infant with HME. Dunkley et al.71 
reported no deaths for either of the 2 infants undergoing anatomical hemispherectomy over a 10 
year period (year not reported). Roth et al.62 reported no deaths for 10 infants undergoing 
anatomical hemispherectomy. Given the sparse data, we deemed the evidence insufficient to 
permit conclusions.  

Eight studies described surgical mortality for a combined 196 infants undergoing functional 
hemispherectomy/hemispherotomy. Seven of 8 studies (including 180 infants)50,52,55,58,62,71,72 
reported that there were no deaths; Kumar et al.54 reported a single death of 16 
hemispherotomies. The death occurred in an infant with epidermal nevus syndrome, right HME, 
and multiple other congenital abnormalities who developed refractory seizures after surgery and 
care was withdrawn.  

Finally, Steinbok et al.53 reported a single death across 116 infants undergoing 151 surgical 
procedures which were either a hemispherectomy/hemispherotomy, lesionectomy, or cortical 
resections. The intraoperative death occurred in a 3.9-month child with tuberous sclerosis 
undergoing attempted resection of intraventricular and extraventricular lesions.  
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Although limited, evidence from these studies suggests peri-operative mortality after 
functional hemispherectomy or hemispherotomy is uncommon. However, these studies were 
primarily single center retrospective chart reviews including heterogenous infants (with many 
different seizure etiologies), and studies often failed to specify what proportion of infants did not 
meet criteria for inclusion based on missing data. Furthermore, it is possible that centers with 
higher mortality rates might choose not to publish their data. However, despite these limitations 
of the evidence base, we concluded that surgical mortality after functional 
hemispherectomy/hemispherotomy is rare (SOE: Low). 

Figure 8. Surgical mortality for hemispherectomy/hemispherotomy  
 

 
*Nine infants undergoing hemispherectomy/hemispherotomy included in Iwasaki et al. 202172 (denoted Iwasaki[b]) were already 
described in Otsuki et al.50 
**Roth et al. included data from 19 centers; 7 patients from 3 of 19 centers may also have been described in prior studies.58,61,71 

Hydrocephalus and Other Adverse Events 
Twelve studies reported other adverse events (AEs) for infants undergoing hemispherectomy/ 

hemispherotomy (see Table 11).  
For anatomical hemispherectomy, studies reported that development of hydrocephalus/ 
ventriculoperitoneal shunt placement was common (see  

Figure 9). Three studies (combined n=19 surgeries) reported this AE: Dunkley et al. reported 
that both infants (2 of 2) required a VP shunt at 12 months after surgery. Similarly, 7 of 10 
infants undergoing anatomical hemispherectomy in another study (Pinto et al.57) required 
ventriculoperitoneal shunt placement. A third study (Lettori et al.60) reported 3 of 7 infants 
undergoing anatomical hemispherectomy or hemidecortication developed hydrocephalus 
(follow-up interval not reported).  

For functional hemispherectomy or hemispherotomy, 9 studies (combined n=196, plus 
infants from 1 additional study only reporting a percentage52 and 1 study with an unclear 
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denominator53) reported on this AE. Generally, studies reported lower rates of 
hydrocephalus/shunt placement compared to anatomical hemispherectomy. 1 of 9 studies 
reported no infants (0 of 10) developed hydrocephalus.55 Another study reported 4 infants 
undergoing functional hemispherectomy developed hydrocephalus (at least 22 infants underwent 
functional hemispherotomy, but the total number of infants undergoing this procedure was 
unclear).53 The remaining 7 studies reported rates of 8.3% (1 of 12),51 11% (3 of 27),71 16% 
(Kadish et al.52), 20% (1 of 5),57 22% (6 of 27),72 25% (4 of 16),54 and 33% (1 of 3).60  

Finally, Roth et al.62 reported hydrocephalus in 25% (11 of 44) infants undergoing either 
anatomical hemispherectomy or functional hemispherectomy/hemispherotomy. Notably, only 1 
study71 reported when hydrocephalus occurred. Another study reported a time range (months).53 
Four studies52,55,55,60 did not report when hydrocephalus occurred,  and remaining studies 
provided a timepoint at which other outcomes were measured (eg. >1 year after surgery), but no 
other information regarding timing of hydrocephalus.  

 
Other AEs reported for anatomical hemispherectomy include:  
• Central nervous system (CNS) infection (2/14)58 
• Deep infection (1/7)60 
• Superficial infection (1/7)60 
• Cranial nerve III palsy (1/14)58 
• Inappropriate antidiuretic hormone (1/14)58 
• Subdural fluid collection (1/7)60 
• Cerebrospinal fluid leakage (1/7)60 
• Transient fever (2/7)60 

Other AEs reported for functional hemispherectomy/hemispherotomy include: 
• CNS infection (2/41)58 
• Superficial infection (1/3)60 
• Dural adhesions requiring “late reoperation” (1/41)58 
• Acute post-surgical seizures (23%)52 
• Epidural hemorrhage requiring surgical revision (1/22)52 
• Excessive bleeding (1/16)54 
• Pituitary failure due to thalamic lesion(1/22)52 
• Inadvertent extubation (1/16)54 
• Intraoperative disseminated intravascular coagulation (1/37)62 
• Cyst formation requiring surgical intervention (2/27)72 
• Cerebral salt wasting syndrome (2/27)72 
• Diabetes insipidus (3/27)72 
• Sinus thrombosis (resulting from diabetes insipidus) (2/27)72 
• Asymptomatic hemorrhagic infarction (1/27)72  

Finally, two studies reported combined AEs for multiple procedure types. One study 
(Steinbok et al53) reported AEs for procedures including anatomical hemispherectomy, 
hemidecortication, functional hemispherectomies, and peri-insular hemispherotomies: 31 of 40 
infants required blood transfusion, and 13 infants developed perioperative aseptic meningitis 
which was successfully managed with steroids.  
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A second study (Roth et al.62) reported AEs for a total 69 procedures which included 
hemispheric and non-hemispheric surgeries. However, with the exception of one AE 
(disseminated intravascular coagulation), remaining AEs were not reported by procedure.  

Table 11. Surgical studies reporting harms 

Surgery Surgery Type Mortality  
Hydrocephalus and Other 
Adverse Events  

Hemispherectomy/ 
hemispherotomy 

Anatomical hemispherectomy Cook et al.58  
Dunkley et al.71 
Roth et al.62 

Cook et al.58 
Dunkley et al.71 
Lettori et al.60 
Pinto et al.57 

Hemispherectomy/ 
hemispherotomy 

Functional 
Hemispherectomy/Hemispherotomy 

Cook et al.58 
Dunkley et al.71 
Iwasaki et al.55 
Kadish et al.52 
Kumar et al.54 
Otsuki et al.50a 
Roth et al.62 b  
Iwasaki et al.72 a 
 

Cook et al.58 
Dunkley et al.71 
Iwasaki et al.55 
Kadish et al.52 
Kumar et al.54 
Lettori et al.60 
Pinto et al.57 
Reinholdson et al.51 
Roth et al.62 b  
Iwasaki et al.72 
Steinbok et al.53 c  

Other Resections Multilobar/lobar/focal resection or 
Posterior Disconnection 

Dunkley et al.71 
Iwasaki et al.72 
Roth et al.62 b  

Dunkley et al.71 
Kadish et al.52 
Kalbhenn et al.64 
Iwasaki et al.72 
Roth et al.62 b  

Steinbok et al.53 c  

Study reported 
combined outcome for 
multiple procedures 

Infants undergoing lesionectomy, 
cortical resection, or hemispheric 
surgery 

Steinbok et al.53 Steinbok et al.53 

aNine infants undergoing hemispherectomy/hemispherotomy included in Iwasaki et al. 202172 were already described in Otsuki 
et al.50 
bRoth et al. included data from 19 centers; 7 patients from 3 of 19 centers may also have been described in prior studies.58,61,71  
cSteinbok reported hydrocephalus for functional hemispherectomy and cortical resection, but other harms were only reported 
across all procedures. 
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Figure 9. Rates of hydrocephalus after hemispherectomy/hemispherotomy 

 

*Roth et al. included data from 19 centers; for hydrocephalus, 1 patient may have been previously described in Dunkley et al.71 
Data from Kadish et al, is not shown here as authors only reported the rate of hydrocephalus; Data from Steinbok are not shown 
as authors did not report the total number of hemispherectomies/hemispherotomies for this outcome. Note: Only 1 study 
(Dunkley et al.) provided information regarding when hydrocephalus occurred. Five studies (Iwasaki 2015, Iwasaki 2021, Kadish 
et al., Lettori et al., and Pinto et al.) provided no information about timing. Remaining studies only described a timepoint at 
which other outcomes in the study were measured. 

VP = ventriculoperitoneal 

Harms of Other Resective Surgical Procedures 

Mortality 
Four pre/post studies described surgical mortality for infants undergoing non-hemispheric 

procedures. Three studies62,71,72 described surgical mortality for a combined 82 infants 
undergoing multilobar, lobar, or focal resections. All 3 studies reported no deaths.  

Studies described a range of procedures. Dunkley et al.71 included 15 infants undergoing 
either multilobar, lobar, or focal resections. Iwasaki et al. 202172 included 48 infants undergoing 
multilobar or unilobar surgeries. Multilobar procedures included 13 posterior quadrantic 
disconnections, 5 multifocal cortical resections, 1 subtotal hemispherotomy; unilobar procedures 
included 16 focal cortical resections or lesionectomies, 8 anterior temporal lobectomies, 5 frontal 
lobectomies or disconnections.  A third study by Roth et al.62 included 19 infants undergoing 
focal resections. Finally, Steinbok et al.53 reported a single mortality across 116 infants 
undergoing 151 procedures which were either a hemispherectomy/hemispherotomy, 
lesionectomy, or cortical resections. (As previously noted, Roth et al. included 1 patient that may 
have been previously reported in Dunkley et al.71) 

This evidence base is small with important limitations. For instance, all studies were 
retrospective pre/post studies and 2 studies reported experience drawn from only single centers. 
However, results from Roth et al. (which included data from 19 centers) were consistent in also 
reporting no deaths. Another consideration is that reported mortality rates may be artificially low 
if centers with higher mortality rates choose not to publish their data. Nevertheless, despite these 
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limitations, we concluded that surgical mortality after multilobar, lobar, or focal resection is rare 
(SOE: Low). 

Hydrocephalus and Other Adverse Events 
Five studies reported on infants undergoing focal, intralobar, or multilobar resections. Four 

studies (Dunkley et al.,71 Kadish et al.,52 Roth et al.,62 Iwasaki et al.72) with a combined 108 
procedures) reported that no patients developed hydrocephalus (follow up duration not reported 
for 3 studies,52,71,72 and the 4th reported all study outcomes at a median 24 months.62 A fifth study 
(Steinbok et al.53) reported 3 infants undergoing cortical resection developed hydrocephalus 
within a few months after surgery, but the total number of infants undergoing non-hemispheric 
procedures was unclear.   

Two studies reported AEs other than hydrocephalus. A single German study (Kalbhenn et al. 
2019)64 included 10 infants undergoing posterior disconnection for refractory posterior 
quadrantic epilepsy. Authors reported a single patient developed transient hemiparesis. A second 
Japanese study (Iwasaki et al. 202172) reported the following complications requiring surgical or 
medical intervention in 48 infants undergoing multilobar, unilobar, or focal resections: subdural 
hygroma (n=3), cyst formation (n=2), asymptomatic cerebral infarction (n=1), bacterial 
meningitis (n=1), and psychiatric symptoms (n=1).  

Strength of Evidence 
Our strength of evidence (SOE) ratings for Key Question 3 appear in Table 12. The evidence 

permits the following conclusions about the harms of pharmacologic treatments: 
• Levetiracetam is rarely discontinued due to adverse effects (SOE: Low) 
• Topiramate is rarely discontinued due to adverse effects, and severe events are rare (SOE: 

Low). However, loss of appetite and upper respiratory tract infection are risks (SOE: 
Moderate) 

• Lamotrigine is rarely discontinued due to adverse effects, and severe events are rare 
(SOE: Low) 

Other adverse effects data for pharmacologic treatments were insufficient to permit 
conclusions, primarily due to risk of bias in pre/post studies, inconsistency, and imprecision.  

 
With regard to surgical interventions, we concluded the following: 
• Surgical mortality is rare after functional hemispherectomy/hemispherotomy (SOE: Low) 
• Surgical mortality is rare after multilobar, unilobar, or focal resections (SOE: Low).  
• Evidence is insufficient to permit conclusions regarding surgical mortality for anatomic 

hemispherectomy, primarily due to sparse data (SOE: Insufficient) 
• Hydrocephalus requiring shunt placement after multilobar, unilobar, or focal resections is 

uncommon (SOE: Low)  
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Table 12. Strength of evidence for Key Question 3 
Treatment Outcome Study 

Findings 
Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Levetiracetam Discontinuati
on due to 
AEs 

7/101 in one 
study32 
0/92 in another 
study34 
0/50 in another 
study33 

High Direct Consistent Precise None 
suspected 

None Low AEs rarely 
cause 
discontinuation 

Levetiracetam Serious or 
severe AE 

In one study,32 
12/101 had a 
“serious” event 
but none were 
LEV-related. 32 
had a “serious” 
event and 2/32 
were LEV-
related 

High Direct Unknown Precise None 
suspected 

None Insufficient NA 

Levetiracetam Non-severe 
bronchitis 

10% (10/101)32 High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Levetiracetam Non-severe 
convulsion 

10% (10/101)32 High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Topiramate Discontinuati
on due to 
AEs 

3%-5% with 
placebo and all 
three dose 
groups of one 
RCT69 
3 events total in 
58 patients 
receiving one of 
4 doses in the 
other RCT68  
12% (5/41) in a 
nonrandomized 
comparative 
study36 

Moderate Direct Consistent Precise None 
suspected 

No dose-
response 
association 

Moderate AEs rarely 
cause 
discontinuation 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Topiramate Serious or 
severe AE 

3%-5% with 
placebo and all 
three dose 
groups of one 
RCT69 
3 events total in 
58 patients 
receiving one of 
4 doses in an 
RCT68  
0% (9/41) in a 
nonrandomized 
comparative 
study36 

Moderate Direct Consistent Precise None 
suspected 

No dose-
response 
association 

Moderate Severe AEs 
are rare 

Topiramate Loss of 
appetite 

One RCT69 
found that risk 
increased with 
dose (5% 
placebo, 11% 
with 5-15 
mg/kg/day, and 
16% with 25 
mg/kg/day) 
One RCT68 
found that risk 
increased with 
dose (7% with 3 
mg/kg/day, 8% 
with 5-15 
mg/kg/day, and 
20% with 25 
mg/kg/day) 
2% (1/41) in a 
nonrandomized 
comparative 
study36 

Moderate Direct Consistent Precise None 
suspected 

Dose 
response 
association 

Moderate Loss of 
appetite is a 
risk 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Topiramate Upper 
respiratory 
tract infection 

One RCT69 
found that risk 
increased with 
dose (14% 
placebo, 21% 
with 5 
mg/kg/day, and 
22% with 15-25 
mg/kg/day) 
One RCT68 
found that risk 
increased with 
dose (0% with 3 
mg/kg/day, 8% 
with 5 
mg/kg/day, 15% 
with 15 
mg/kg/day, and 
38% with 25 
mg/kg/day) 

Moderate Direct Consistent Precise None 
suspected 

Dose 
response 
association 

Moderate Upper 
respiratory 
tract infection 
is a risk 

Topiramate Bronchitis One RCT68 
found that risk 
increased with 
dose (0% with 
3-5 mg/kg/day, 
8% with 15 
mg/kg/day, and 
13% with 25 
mg/kg/day) 
Another RCT69 
found no dose 
response 
association (0% 
placebo, 8% for 
5 mg/kg/day, 
3% for 15 
mg/kg/day, and 
8% for 25 
mg/kg/day) 

Moderate Direct Inconsistent 
on dose-
response 
association 

Precise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Topiramate Vomiting One RCT68 
found that risk 
increased with 
dose (7% with 3 
mg/kg/day, 8% 
with 5 
mg/kg/day, 15% 
with 15 
mg/kg/day, and 
20% with 25 
mg/kg/day) 
Another RCT69 
found no dose 
response 
association (5% 
placebo, 18% 
for 5 mg/kg/day, 
8% for 15 
mg/kg/day, and 
16% for 25 
mg/kg/day) 
One 
nonrandomized 
comparative 
study reported 
2% (1/41) 

Moderate Direct Inconsistent 
on dose-
response 
association 

Precise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Topiramate Weight 
decrease 

One RCT68 
found that risk 
increased with 
dose (0% with 
3-5-15 
mg/kg/day, and 
13% with 25 
mg/kg/day) 
Another RCT 
found no dose 
response 
association (3% 
placebo, 0% for 
5 mg/kg/day, 
5% for 15 
mg/kg/day, and 
14% for 25 
mg/kg/day) 

Moderate Direct Inconsistent 
on dose-
response 
association 

Precise None 
suspected 

None Insufficient NA 

Topiramate Hypohydrosis One pre/post 
study reported 
a rate of 48% 
(39/81) 
One 
nonrandomized 
comparative 
study reported 
a rate of 
anhidrosis of 
2% (1/41) 

High Direct Inconsistent Precise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Lamotrigine Discontinuati
on due to 
AEs 

A short-term 
RCT reported 
0% 
discontinuations 
due to AEs in 
both groups 
(N=19 per 
group). During 
the long-term 
open label 
phase the rate 
was 9% 
(18/204) 

Moderate Direct Unknown Precise None 
suspected 

None Low AEs rarely 
cause 
discontinuation 

Lamotrigine Serious or 
severe AE 

A short-term 
RCT reported 
1/19 serious 
bronchitis and 
1/19 status 
epilepticus. 
During the long-
term open label 
phase, 8% had 
pneumonia 
(16/204), 6% 
(12/204) had 
status 
epilepticus, 6% 
(12/204) had 
complex partial 
seizures, 4% 
(12/204) had 
fever, 3% 
(6/204) had 
convulsion, 3% 
(6/204) had 
dehydration, 
and 3% 
(12/204) had 
gastroenteritis  

Moderate Direct Unknown Precise None 
suspected 

None Low Severe AEs 
are rare 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Lamotrigine Non-serious 
events 

In the long-term 
open label 
phase, the most 
common events 
were fever 
(45%, 92/204), 
upper 
respiratory tract 
infection (28%, 
58/204), and 
ear infection 
(22%, 45/204) 

High Direct Unknown Precise None 
suspected 

None Insufficient NA 

Phenytoin Non-serious 
events 

One pre/post 
study39 reported 
that four events 
were 
experienced by 
at least 10% of 
infants: 
drowsiness 
22% (12/55), 
gingival 
hyperplasia 
15% (8/55), 
sleep troubles 
15% (8/55), and 
hyperactivity: 
11% (6/55) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Vigabatrin Withdrawal 
due to AEs 

One pre/post 
study31 reported 
that 9% (9/103) 
discontinued 
due to AEs 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Vigabatrin Vision 
abnormalities 

One pre/post 
study31 reported 
that prior to 
vigabatrin, 69% 
(34/49) had 
vision 
abnormalities. 
During 
vigabatrin, 81% 
(50/62) had at 
least one 
abnormal exam. 
After vigabatrin, 
63% (31/49) 
had vision 
abnormalities 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Rufinamide Withdrawal 
due to AEs 

One pre/post 
study40 reported 
that 15% 
(15/103) 
discontinued 
due to AEs 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Rufinamide Non-serious 
events 

One pre/post 
study39,40 
reported that 
two events 
were 
experienced by 
at least 10% of 
infants: 
somnolence 
12% (12/103), 
and irritability: 
10% (10/103) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Stiripentol Any adverse 
events 

One pre/post 
study41 reported 
that 61% 
(58/103) had at 
least one 
adverse drug 
reaction 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Ketogenic diet Withdrawal 
due to side 
effects or diet 
intolerance 

Two studies: 
one found a 
rate of 2% 
(2/109) and 
another found a 
rate of 20% 
(2/10) 

High Direct Inconsistent Imprecise None 
suspected 

None Insufficient NA 

Ketogenic diet Constipation Two studies: 
one found a 
rate of 32% 
(35/109)46 and 
another found a 
rate of 20% 
(2/10)42 

High Direct Consistent Imprecise None 
suspected 

None Insufficient NA 

Ketogenic diet Vomiting Two studies: 
one found a 
rate of 20% 
(22/109)46 and 
another found a 
rate of 0% 
(0/10)42 

High Direct Inconsistent Imprecise None 
suspected 

None Insufficient NA 

Ketogenic diet Other specific 
side effects 

Reported by 
single studies 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Modified 
Atkins Diet 

Withdrawal 
due to side 
effects or diet 
intolerance 

One study:42 
13% (2/15) 
patients 
dropped out 
due to diet 
intolerance and 
had 
experienced 
“significant” 
weight loss. 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Modified 
Atkins Diet 

Specific side 
effects 

One study:42 
27% vomiting 
(4/15), 13% 
constipation 
(2/15), 13% 
diarrhea (2/15), 
and 20% 
dysphagia 
(3/15) 

High Direct Unknown Imprecise None 
suspected 

None Insufficient NA 

Anatomic 
Hemispherect
omy 

Surgical 
mortality 

3 pre/post 
studies58,62,71 
(n=26) 
0 of 2 children 
died,71 1 in 14 
children died,58 
0 of 10 died62  

Low Direct Consistent Imprecise None 
suspected 

None Insufficient NA 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Functional 
hemispherecto
my/Hemispher
otomy 

Surgical 
Mortality 

8 pre/post 
studies50,52,54,55,

58,62,71,72 
(n=196)a 
7 of 8 studies 
reported no 
deaths; 1 study 
(Kumar et al.)54 
reported 1 
death (of 16 
procedures); 
post-operatively 
the infant had 
refractory 
seizures and 
care was 
withdrawn  

Low Direct Consistent Precise None 
suspected 

None Low With functional 
hemispherecto
my/hemispher
otomy, 
surgical 
mortality is 
rare. 

Multilobar/loba
r/focal 
resection 

Surgical 
Mortality 

3 pre/post 
studies62,71,72 
(n=82) 
No deaths were 
reported. 

Low Direct Consistent Precise None 
suspected 

None Low With 
multilobar/loba
r/focal 
resection, 
surgical 
mortality is 
rare. 
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Treatment Outcome Study 
Findings 

Risk of 
Bias 

Directness  Consistency Precision Reporting 
Bias 

Other 
Factors 

Strength 
of 
Evidence 

Conclusion 

Multilobar/loba
r/focal 
resection 

Hydrocephalu
s 

5 pre/post 
studies52,62,71,72  
4 
studies52,62,71,72 
(n=108)b 
reported no 
cases of post-
operative 
hydrocephalus.  
1 study53 
reported 3 
cases after 
cortical 
resection 
(denominator 
unclear).  

Low Directness Consistent Precise None 
suspected 

None Low After 
multilobar, 
lobar, or focal 
resection, 
hydrocephalus 
requiring shunt 
placement is 
uncommon.  

AE = Adverse effects; LEV = Levetiracetam; NA = not applicable; RCT = randomized controlled trial 
a Nine infants appearing in Iwasaki et al. 202172 were already reported in Otsuki et al. 201350 (author correspondence); 196 represents the sum of 
hemispherectomy/hemispherotomy patients reported in these studies included for this report; Also, Roth et al.62 included infants from 19 centers. For mortality, data for 7 patients 
cared for at 3 centers (University of California at Los Angeles, Cleveland Clinic, Great Ormond Street Hospital) may have been described in prior studies included in this 
report.58,61,71 Thus, the number of unique patients represented for this outcome is 180 to 187. 
bRoth et al.62 included infants from 19 centers. For hydrocephalus, data from 1 patient cared for at Great Ormond Street Hospital may have appeared in a prior study.71
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Discussion 
Findings in Relation to the Decisional Dilemma 

Overall, as anticipated, the evidence base for management of infantile epilepsies was sparse. 
We identified only six randomized controlled trials (RCTs), two non-randomized comparative 
studies, and 33 pre/post studies (mostly retrospective). In fact, for surgical interventions, despite 
only requiring studies to report outcome for 10 infants per procedure, we only identified 18 
studies, and all 18 were retrospective pre/post studies. Given the difficult treatment decisions and 
high stakes faced by clinicians, families, and caregivers of infants with epilepsy, this limited 
evidence base represents an important evidence gap.  

Effectiveness: Pharmacologic Interventions 
Most infants with epilepsy receive a trial of pharmacologic interventions before other 

interventions including dietary or surgical treatments. However, our review found limited 
evidence for pharmacologic interventions (Key Question [KQ] 1). Although we included studies 
assessing 10 drugs (levetiracetam, topiramate, lamotrigine, phenytoin, vigabatrin, valproate, 
phenobarbital, carbamazepine, rufinamide, stiripentol) evidence was only sufficient to 
demonstrate effectiveness for a single drug, levetiracetam (strength of evidence [SOE]: Low).  

For other medications, limitations of the evidence included a lack of control groups, 
concomitant medications, insufficient follow-up time, only a single study, and/or unreported 
critical outcomes. Regarding comparative effectiveness, freedom from monotherapy failure 
appears to be more likely with levetiracetam than phenobarbital (one study). Another study 
compared topiramate and carbamazepine, but its data were inconclusive. None of the studies 
measured the effectiveness of oxcarbazepine, even though it is one of the more commonly 
prescribed medications for age 0-36 months.6 

Effectiveness: Dietary Interventions 
Regarding dietary interventions, we found that for some infants, the ketogenic diet (KD) is 

effective for producing seizure freedom and reducing seizure frequency. The modified Atkins 
diet (MAD) also may reduces seizure frequency. Furthermore, the KD was more likely to reduce 
seizure frequency than the MAD (SOE: Low). Most studies of dietary interventions lacked 
control groups, were relatively small (e.g., pre/post studies ranged from 40 to 147 infants), and 
the two RCTs each enrolled less than 40 infants and had considerable inter-study variability in 
the specific foods and ratios indicated for a KD. Dietary therapy is often only considered for 
infants in whom multiple anti-seizure medications (ASM) have been unsuccessful. In two 
surveys, parents of children on the KD or about initiate the diet rated fewer seizures as their top 
priority (65-69%); however, need for fewer drugs and improved cognition were their next 
priorities.14,73 Unfortunately, included studies failed to report on either of these outcomes.  

Effectiveness: Surgical Interventions  
For hemispherectomy/hemispherotomy, seizure freedom rates ranged from 7% to 76% at one 

year after surgery, although all studies except 1 reported rates higher than 50%.   
In addition to the range of seizure rates, the heterogeneity of seizure etiologies, procedures 

and ancillary treatments, precluded conclusions regarding a quantitative estimate. Thus, we 
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concluded that surgery may cause seizure freedom in some infants (SOE: Low). These robust 
rates of seizure freedom reflect the fact that unlike ASMs, when successful, surgical 
interventions address the underlying cause of seizures. 

We encountered similar variability across estimates of seizure frequency reduction. Although 
all studies found reductions in seizure frequency after surgery, the proportion of infants 
achieving one widely used definition of a favorable outcome (Engel I or II, ILAE I to IV, or 
>50% seizure reduction) ranged from 67% to 100% with most studies reporting outcomes at least 
one year. Due to this variability, along with important study limitations, evidence was 
insufficient to draw a conclusion regarding seizure frequency.  

For infants undergoing other resections (frontal or temporal lobe resection, intralobar or 
multilobar resections, or posterior disconnection), rates of seizure freedom ranged from 40% to 
70% over with follow up intervals from median 6 months to average 5.2 years (5 pre/post 
studies). Given study limitations and range of estimates, we concluded that other resections may 
cause seizure freedom in some infants (SOE: Low). Seizure reduction rates for these procedures 
was also variable, with 50% to 90% of infants achieving a favorable outcomes across variable 
endpoints (5 pre/post studies). Thus, evidence was insufficient to draw a conclusion regarding 
seizure reduction.  

Parents may have particular concerns when considering surgical interventions. When asked 
about goals and priorities in considering epilepsy surgery for their child, parents of older children 
with epilepsy (age >36 months) rated seizure freedom as highest priority, followed by reduced 
medication, improved cognition, and greater independence.15 One small qualitative study found 
that parents choosing surgery saw this choice as last option, but the only real chance at a normal 
life.74 Although we only identified retrospective pre/post studies of surgical interventions, these 
studies do find that some infants achieve seizure freedom. 

Harms 
For the harms of treatment (KQ 3), detailed reporting only exists for studies of 

pharmacologic treatments. We concluded that for three medications (levetiracetam, topiramate, 
and lamotrigine), adverse effects are rarely severe enough to warrant discontinuation of the 
medication. Specifically for topiramate, we did find consistent evidence of dose-response effects 
for two non-severe adverse effects: loss of appetite and upper respiratory tract infection. 
Although parents worry about both short and long term adverse effects from drugs,13 included 
studies only reported short-term harms and rarely measured neurodevelopmental outcomes. For 
diets, adverse effects were generally not reported. 

Harms of dietary interventions were not well-reported, and evidence was insufficient to 
permit conclusions. Some parents may be concerned about dietary intolerance or the difficulty in 
maintaining special diets. We saw some suggestions of these problems in the evidence we 
reviewed, but not enough to draw clear conclusions.  

We note that the long-term potential harms of pharmacological and dietary treatments remain 
unclear, since few studies followed patients for longer than one year. As many parents are 
understandably anxious to know about these long-term harms, particularly regarding 
neurocognitive development, long-term studies are particularly important for future work. 

For surgical interventions, although studies reporting surgical mortality for functional 
hemispherectomy/hemispherotomy and multilobar, lobar, or focal resections reported rare rates 
(SOE: Low), adverse event reporting across studies was inconsistent, and evidence did not 
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permit estimates of the mortality risk. Inconsistent reporting across studies also precluded any 
quantitative estimates of rates of post-surgical adverse effects.  

Regarding post-operative hydrocephalus, data were too sparse and patients too heterogenous 
to draw conclusions regarding development of hydrocephalus after hemispherectomy or 
hemispherotomy. Limited available data was consistent with other work75 suggesting 
hydrocephalus may be more common after anatomic hemispherectomy (compared to functional 
hemispherectomy/hemispherotomy). Notably, nearly all studies reporting on hydrocephalus 
failed to report when it occurred. However, a study in older children found that post-operative 
hydrocephalus can occur up to 8.5 years after surgery.75 Thus, rates of hydrocephalus may 
depend heavily on length of follow-up.   

Evidence Gaps 
We note several important evidence gaps. First, few studies have assessed treatments for 

children with epilepsies age <36 months. Despite lenient inclusion criteria (allowing less 
rigorous study designs, and including surgical studies with only 10 infants per treatment arm), 
we only identified a small evidence base. For example, although many different drugs and 
combinations of drugs are currently used in this population,6 we only identified evidence for five 
drugs of which only levetiracetam had evidence sufficient to conclude effectiveness. 
Furthermore, many studies (particularly for surgical interventions) were only included because a 
subgroup analysis reported on infants meeting criteria. Such studies often did not report clinical 
information (i.e., baseline seizure frequency, concomitant treatments, seizure etiologies) for the 
subgroup of interest.  

Second, studies primarily reported on seizure frequency and seizure freedom, but largely 
failed to describe other important outcomes such as hospitalization, neurodevelopment, infant 
quality of life, sleep outcomes, functional performance, and caregiver quality of life. In fact, only 
three studies described developmental outcomes (for surgical interventions) and only one study 
reported on functional assessment. This focus on seizure outcomes may be related to external 
pressures (i.e., focus on outcomes needed for drug approval) or perhaps ease of measurement. 
However, these outcomes are important to parents, caregivers and clinicians and reflect an 
important evidence gap.  

Third, the most common study design in this literature was a single-arm study, and authors 
typically attributed outcomes (e.g., seizure freedom) to the study treatments alone, rather than 
other possible explanations (e.g., other treatments, spontaneous remission, short follow-up time). 
This attribution may be more reasonable for surgical studies (as compared to pharmacologic or 
dietary therapy studies) as these patients have typically failed pharmacologic and/or dietary 
treatments prior to undergoing surgery. However, in general, future clinical studies could benefit 
from greater awareness of alternative explanations of observed outcomes when considering trial 
designs. 

Finally, we note the lack of evidence addressing several treatments including commonly used 
medications such as oxcarbazepine, as well as newer modalities including cannabidiol, 
neuromodulation and gene therapy. Our searches did identify pediatric studies of cannabidiol,76-106 
vagus nerve stimulation,107-191 transcranial direct current stimulation,192,193 and responsive 
neurostimulation,194 but none met our inclusion criteria (typically these studies enrolled older 
children). Some studies of genetic testing or genome sequencing of children with epilepsy have 
been conducted,195-203 and future work may elucidate whether such testing improves outcomes 
through the optimal selection of treatment. Some gene therapy trials may be published soon; 



76 

TSHA-105, which is an investigational gene therapy for a rare form of epilepsy called SLC13A5 
deficiency, received European Union orphan drug status in August of 2021, and clinicaltrials.gov 
lists a trial begun in March of 2021 (https://clinicaltrials.gov/ct2/show/NCT04798235). 

Strengths and Limitations 
One strength of this review is the exhaustive search for any evidence for interventions in 

infants 1 month to <36 months. Given early concerns about potential for sparse or insufficient 
evidence, we considered several strategies and altered inclusion criteria to allow alternative study 
designs and smaller studies.204 In addition, we removed a requirement that pre/post studies 
measure seizure frequency in the context of a prospective trial (i.e., not a chart review). This 
criterion was meant to address concerns about potential inconsistency and bias in seizure counts 
assessed outside the context of a formal study. However, had we used this criterion, nearly all 
surgical studies of effectiveness would have been excluded.  

In addition, if abstracts only mentioned including children or pediatric populations, we 
screened the full text to ensure we captured any studies reporting data on age 1-36 months. We 
ultimately excluded over 1100 full articles that did not report any such data. However, these 
efforts identified 13 additional studies. Thus, almost a third of our evidence base (13 of 41 
studies) could only have been identified with this level of scrutiny.   

One limitation of this review is the exclusion of evidence published prior to 1999. Older 
studies may have assessed the efficacy in infants of some older ASM such as valproate, 
carbamazepine and phenytoin. Similarly, these criteria may have excluded older studies of 
procedures such as anatomic hemispherectomy or other procedures. However, including older 
studies would have raised potential challenges for applicability given changes in diagnosis and 
clinical care, and many of the newer ASM were not available earlier. Similarly, for surgical 
interventions, since some studies included patients extending back to the 1970’s, changes in 
surgical technique and clinical care may limit generalizability of findings. Importantly, we note 
that the lack of included evidence on older medications and procedures does not mean clinicians 
should necessarily exclude these treatments from consideration when tailoring treatments for 
individual patients. Our report is intended to provide a rigorous assessment of all available 
evidence published during this time frame.  

Our inclusion criteria for this review may be considered a strength or a limitation, depending 
on judgements about relevance. Any evidence review must strike a balance between including 
important/relevant studies and excluding misleading/irrelevant studies, but no objective threshold 
exists. Key inclusion criteria for this review involved patient age (at least 80% must have been 
age 1-36 months at the time of treatment) and study size (n ≥ 10 for RCTs of any treatment, n ≥ 
10 for non-randomized studies of surgery, and n ≥ 30 for non-randomized studies of medications 
or diets). Many have noted that this age group is clinically distinctive from both neonates and 
older children. Thus, some could argue our criteria were too lenient because we included studies 
that mixed this age group with others. Conversely, others might argue the criteria were too strict 
as some studies barely missed a numerical threshold (e.g., we excluded Arzimanoglou et al. 
(2019)205 as only 68% of patients were age 1-36 months). Notably, our pre-protocol criteria were 
stricter: ≥ 85% age 1-36 months, and n ≥ 30 for any study of medications or diet. During 
screening, we relaxed these criteria to include more studies we deemed sufficiently relevant, 
such as RCTs of medications or diets enrolling 11-29 infants. 

Regarding etiology and seizure types, the scarcity and quality of evidence did not permit an 
examination of how these factors may influence treatment effectiveness. Seizure prognosis 

https://clinicaltrials.gov/ct2/show/NCT04798235
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depends heavily on underlying seizure syndrome and etiology, along with comorbidities and 
concurrent therapies (such as number of ASMs). However, studies reported these data 
inconsistently. In addition, medical care and diagnosis has significantly evolved over the time 
periods captured in these studies. These factors precluded summarizing evidence on any 
particular etiology or seizure type as well as quantitative synthesis.  

In addition to the evidence gaps noted earlier, no studies reported data on the cost of 
treatments. From stakeholder interviews, we learned that the cost of the intervention was an 
important factor for parents of young patients. While the review may be helpful to guide 
clinicians on their decision making, it provides no information on this important factor.  

Applicability 
As we did not stratify seizure type or etiologies, there may be differences between the patient 

population within this review and the overall infantile epilepsy population. Certain etiologies 
(i.e., particular genetic causes) may not have been captured by this review as their specific 
conditions may not lead them to enroll in trials. Although the scope of our systematic review did 
not include infantile spasms, three studies31,50,61 reported infants as having “epileptic spasms” 
which could include infantile spasms but also other seizure types of interest. Recent changes to 
nomenclature used to describe infantile spasms may have played a role.9 One study by Jackson et 
al. (2017)31 enrolled many patients with "epileptic spasms" which may have potentially been 
infantile spasms. We included these studies/infants, however, results may be less applicable 
depending on what proportion of study participants had infantile spasms.  

We considered whether infants in included studies had similar baseline seizure frequency or 
seizure severity compared to infants with epilepsy in the general population. However, only 5 of 
41 studies reported baseline seizure frequency,38,40,54,61,206 and only 3 of 41 studies reported 
baseline seizure severity.54,61,65 Thus, the evidence does not permit an assessment of applicability 
for either measure of disease severity. 

A key issue with the applicability of the evidence on pharmacologic treatments concerns the 
use of concomitant medications. For pharmacotherapy, 11 of 15 studies enrolled infants who had 
already attempted other ASM, and they continued taking ASM even after the introduction of the 
medication under study. Studies reported many seizure types and syndromes, with few 
restrictions on enrollment, with one exception. The study by Grinspan et al. (2018)29 only 
enrolled patients with nonsyndromic epilepsy, and thus its result do not apply to infants with 
epilepsy syndromes. Thus, most of the evidence applies to the addition of another ASM to an 
existing regimen for the treatment of any form of epilepsy. We also note that the study by Piña-
Garza et al. (2008)30,38 required a 40% response to lamotrigine in order for an infant to enter the 
randomized portion of the trial, and so its harms results only apply to lamotrigine responders.  

Studies of dietary and surgical interventions are primarily relevant for infants with intractable 
epilepsy unresponsive to ASMs. As these interventions also require access to specialized 
expertise that is not widely available, not all infants and their families may have access. With 
regard to dietary studies, although studies often used the same Johns Hopkins protocol, 
differences in how the diet was implemented could affect applicability. For example, three 
studies42,43,47 did not use an initial fasting period, with one study48 switching from fasting to 
nonfasting in the middle of the study (perhaps because fasting is less feasible for this young 
population). In addition, studies aimed for different lipid to nonlipid ratios and had different diet 
schedules. Second, both KD and MAD require significant effort from parents, especially during 
the later stages when the patient transition from hospital to home. The considerable effort 
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required to maintain compliance with dietary protocol, may make them less feasible for certain 
families. Finally, among 8 studies, only one was conducted in the United States and one in 
Europe. The remaining five were conducted in Asia and Egypt. Different diets and ASM 
availability could influence infant diets and affect applicability of these dietary interventions.  

For surgical interventions, most studies were single center studies, each likely reflecting 
outcomes from a small number of surgeons. In addition to potential differences in surgical 
techniques across surgeons, studies reported a range of variations which, in some cases, reflected 
developments in the field. The most notable of these was a shift away from anatomical 
hemispherectomy to functional hemispherectomy or hemispherotomy over time. Our review 
included studies reporting procedures performed over four decades (from 1979 to 2020). Given 
changes in surgical technique and clinical care, findings may be less applicable to infants 
undergoing surgery today. Finally, we included a study assessing surgery for infants with 
epilepsy due to tumor; however, care for these infants and their outcomes will differ in important 
ways from other infants undergoing surgical resection.  

Implications for Clinical Practice, Education, Research, or 
Health Policy 

Clinical Practice 
This systematic review confirms the lack of high-quality evidence to support treatments of 

infantile epilepsies. For many interventions currently in use, particularly pharmacologic 
treatments, we identified no studies assessing efficacy in these age groups. Nevertheless, our 
findings do support the use of levetiracetam, KD, MAD, and surgical procedures such as 
hemispherectomy, hemispherotomy, and other resections as effective in some infants. For studies 
of dietary therapies and surgical treatments, nearly all infants enrolled had intractable epilepsies, 
reflecting the use of these treatments only after drug therapy has failed. 

Research and Health Policy 
The substantial evidence gaps we identified have important implications for future research. 

As noted above, for many medications in current use, no studies in this age group exist. 
Although medications in other clinical areas are often evaluated using placebo-controlled RCTs, 
we acknowledge some important challenges to performing such trials in this population. Given 
fears regarding the potential for brain injury with prolonged seizures, parents may be 
understandably reluctant to risk their child receiving placebo. Such considerations have led some 
clinicians to consider a placebo arm unethical. Creative approaches to trial design, such the 
withdrawal RCT included for KQ 1, may be necessary to address these issues. However, without 
randomization, inferring efficacy for drugs, dietary, and surgical therapies is likely to remain 
challenging given the number of concomitant therapies patients receive. 

A key challenge we faced was the lack of full data reported separately for this age group. 
Many studies that likely included infants in this age range failed to report data for this subgroup 
separately, instead reporting outcomes for “pediatric” patients encompassing newborns to 18-
year-olds. Interviews with key stakeholders suggested that neonates (age <1 month) also 
represent a clinically distinct group of patients. Thus, future studies should consider reporting 
data for these three subgroups (neonates, infants, older children) separately, to facilitate use of 
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these data. In addition, future studies should also report baseline seizure frequency, seizure 
severity, and prior treatments.  

Evidence for surgical interventions was particularly weak, with no studies assessing different 
approaches and inconsistent reporting of many clinical variables and key information such as 
follow up duration which are critical for assessing outcomes and adverse effects. Performing a 
controlled trial for surgical interventions presents obvious challenges, both ethical and 
pragmatic. Researchers could directly compare a surgical intervention to another treatment, such 
as a third ASM, although concerns regarding whether such a comparison would be ethical might 
persist. Perhaps a more feasible next step for future trials would be designing a prospective 
multicenter observational cohort study. Such data could be captured by a multicenter registry 
with standardized measures (including developmental outcomes and reporting for adverse 
effects). A registry spanning large geographical areas and reporting observational data would 
offer other important advantages: 1) given the relatively small number of infants undergoing 
surgical interventions, gathering data across multiple centers would offer important 
improvements to detect efficacy and harms; 2) such a registry could facilitate consensus about 
how to measure outcomes and 3) provide a framework for prospectively collecting data. Existing 
consortiums could play a role in facilitating development.  

Development of core outcomes specific to infants could also support these efforts. Important 
outcomes identified by key stakeholders during protocol development included seizure freedom, 
seizure frequency, seizure severity, Engel classification, all-cause mortality, hospitalization, 
neurodevelopmental outcomes, quality of life, sleep quality, caregiver quality of life, treatment 
cost, and other adverse events. Given the range of seizure etiologies and surgical interventions, 
future studies should not only report these outcomes, but report outcomes separately for different 
seizure etiologies (i.e., HME vs. focal cortical dysplasia) and surgeries (i.e.., focal cortical 
resection vs. frontal lobectomy). Without this level of detail, future systematic reviews are likely 
to encounter difficulty in drawing conclusions about specific etiologies or procedures.  

Finally, as many seizure etiologies are relatively rare, families often face a challenge in 
identifying and then accessing a provider with clinical expertise. Furthermore, many infants with 
epilepsy also require other medical interventions, therapies, or services which may be 
challenging for families to obtain depending on their geographical proximity to specialized care 
or healthcare coverage. These and other factors may contribute to economic hardship after 
diagnosis.207 However, using telehealth and expanding coverage could not only improve the 
number of families with access to specialized expertise, but facilitate larger clinical trials to 
assess efficacy and long term outcomes.  
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Appendix A. Methods 
Search Strategy 
The search strategy was designed and conducted by an experienced Medical Research Librarian 
with input from the investigators. Another Librarian peer reviewed the search strategies using the 
PRESS Checklist. We applied the following limits and filters to the database searches: 
 
• Dates. Our original EMBASE.com search (including Medline and EMBASE) covered 

January 1, 1999, to November 30, 2020. Our original PubMed search (for in-process and 
publisher supplied citations) covered August 1, 2020, to November 30, 2020. Periodic 
updates were run to capture new literature published since the date or the original searches, 
most recently on August 19, 2021. 

• Language. Publications were excluded if they were written in a language other than English.  
• Publication status. We searched for published studies and in-process and publisher-supplied 

citations. 
• Human or organism. The search was limited to human subjects. 
• Study design. No specific study design limits were applied. 
• Filters. An exclusion filter was used to remove case reports, editorials, and conference 

materials, among other publication types. 
• Other restrictions. Infants and children 3 years or younger. 
 
We searched the following databases:  
• Medline and EMBASE (via EMBASE.com) for published literature 

(January 1, 1999, to November 30, 2020) Original search: November 30, 2021; Updated 
August 19, 2021  

• Medline (via PubMed) for in-process and publisher supplied citations  
(August 1, 2020, to November 30, 2020). Original search: November 30, 2020; Updated 
August 19, 2021 

EMBASE.com Strategy: (Including Medline and EMBASE) 1/1/1999 – 11/30/2020  
(updated 7/6/2021)— 

1 'benign childhood epilepsy'/exp OR 'childhood absence epilepsy'/exp OR 'severe myoclonic 
epilepsy in infancy'/exp OR (dravet* NEXT/1 (disease OR syndrome)) 
2 ([infant]/lim OR [newborn]/lim OR 'newborn'/exp OR [preschool]/lim OR 'preschool child'/exp 
OR 'toddler'/exp OR babies:ab,ti,kw OR baby:ab,ti,kw OR child*:ti,ab,kw OR infan*:ab,ti,kw 
OR neonat*:ab,ti,kw OR newborn*:ab,ti,kw OR nicu:ab,ti,kw OR paediatric*:ab,ti,kw OR 
pediatric*:ab,ti,kw OR preschool*:ab,ti,kw OR toddler*:ab,ti,kw OR 'very young':ab,ti,kw OR 
(('younger than' OR under OR below) NEAR/3 (3 OR three)) OR ((3 OR three) NEAR/3 ('or 
below' OR 'or under' OR 'or younger'))) AND ('epilepsy'/exp OR 'epileptic patient'/exp OR 
epilep*:ti) 
3 'infantile spasm'/exp OR (((infan* OR neonat* OR newborn*) NEAR/2 (convuls* OR seizure* 
OR spasm*)):ab,ti,kw) 
4 ([infant]/lim OR [newborn]/lim OR 'newborn'/exp OR babies:ab,ti,kw OR baby:ab,ti,kw OR 
infan*:ab,ti,kw OR neonat*:ab,ti,kw OR newborn*:ab,ti,kw OR nicu:ab,ti,kw) AND ('febrile 
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convulsion'/exp OR 'seizure'/exp OR convuls*:ab,ti,kw OR spasm*:ab,ti,kw OR 
seizure*:ab,ti,kw) 
5 acetazolamide OR acth OR 'adrenocorticotropic hormone' OR benzodiazepine* OR 
brivaracetam OR bromide OR cannabidiol OR carbamazepine OR clobazam OR clonazepam OR 
clorazepate OR corticotropin OR divalproex OR eslicarbazepine OR ethosuximide OR 
everolimus OR felbamate OR fenfluramine OR folate OR 'folic acid' OR frisium OR gabapentin 
OR lacosamide OR lamotrigine OR levetiracetam OR liposteroid OR lorazepam OR mesuximide 
OR methsuximide OR onfi OR oxcarbazepine OR perampanel OR phenobarbital OR phenytoin 
OR prednisone OR pregabalin OR primidone OR pyridoxine OR 'pyridoxal 5 phosphate' OR 
rufinamide OR sabril OR stiripentol OR thiopental OR thiopentone OR tiagabine OR topiramate 
OR valproate OR 'valproate semisodium' OR 'valproic acid' OR vigabatrin OR zonisamide 
6 'ketogenic diet'/de OR keto*:ab,ti,kw OR ketogenic:ab,ti,kw OR 'low glycemic index':ab,ti,kw 
OR 'medium chain triglyceride':ab,ti,kw OR 'modified atkins':ab,ti,kw OR 'modified 
keto':ab,ti,kw OR 'modified ketogenic':ab,ti,kw 
7 'craniotomy'/de OR 'hemispherectomy'/de OR 'laser surgery'/de OR 'lobectomy'/de OR 'corpus 
callosotomy' OR craniotom* OR (disconnect* NEAR/3 (hemispher* OR surg* OR procedure*)) 
OR hemispherecotom* OR hemispherotom* OR lesionectom* OR lobectom* OR (laser* 
NEAR/3 (ablat* OR operat* OR procedure* OR surg*)) OR (multilobar NEAR/3 disconnect*) 
OR (palliat* NEAR/3 operat*) OR procedure* OR surg* OR resect* OR resection OR transect* 
OR transection* OR 'sublobar resection' OR 'subpial transection' 
8 'brain depth stimulation'/de OR 'brain responsive neurostimulator'/de OR 'deep brain 
stimulator'/de OR 'nerve stimulation'/de OR 'nerve stimulator'/de OR 'vagus nerve stimulation'/de 
OR 'brain stimulat*' OR 'deep brain stimulat*' OR 'electric brain stimulat*' OR 'external 
trigeminal nerve stimulat*' OR 'responsive brain stimulat*' OR 'responsive neurostimulat*' OR 
'vagus nerve stimulat*' OR stimulation OR stimulator* OR ((brain OR 'deep brain' OR electric* 
OR responsive OR 'vagus nerve') NEAR/2 (electrostim* OR stimulat*)) OR neurostim* 
9 'anhidrosis'/de OR 'adverse event'/de OR 'adverse drug reaction'/de OR 'behavior disorder'/de 
OR 'cognitive defect'/de OR 'developmental delay'/de OR 'developmental disorder'/de OR 
'dystonia'/de OR 'liver injury'/de OR 'loss of appetite'/de OR 'motor dysfunction'/de OR 'organ 
damage'/de OR 'patient harm'/de OR 'sleep disorder'/de OR 'sweating'/de OR advers*:ab,ti,kw 
OR harm*:ab,ti,kw OR 'side effect':ab,ti,kw OR anhidrosis OR (appetite NEAR/3 (lose OR 
losing OR loss)) OR ((cognitiv* OR behavior* OR develop* OR motor OR movement OR 
neurodevelop*) NEAR/3 (effect* OR disorder* OR problem* OR symptom*)) OR ((cognitiv* 
OR develop* OR neurodevelopment*) NEAR/3 (delay* OR disorder* OR regress*)) OR 
dystonia OR hypohidrosis OR hypohydrosis OR (liver NEAR/3 (damag* OR injur*)) OR (miss* 
NEAR/3 milestone*) OR ((eat* OR perspir* OR sweat* OR sleep*) NEAR/3 (disorder* OR 
inability OR unable)) 
10 'parent'/de OR parent*:ab,ti,kw OR mother*:ab,ti,kw OR father*:ab,ti,kw 
11 'treatment refusal'/de OR 'not treated':ab,ti,kw OR 'no treatment':ab,ti,kw OR 
untreat*:ab,ti,kw OR ((declin* OR forgo* OR 'not' OR no OR refus* OR withheld OR 
withhold*) NEXT/3 (treated OR treatment*)) 
12 [english]/lim AND [1999-2020]/py NOT ([animals]/lim NOT [humans]/lim OR abstract:nc 
OR annual:nc OR 'book'/de OR ((case NEXT/1 (report* OR stud*)):ti) OR 'case report'/de OR 
'case study'/de OR conference:nc OR 'conference abstract':it OR 'conference paper'/de OR 
'conference paper':it OR 'conference proceeding':pt OR 'conference review':it OR congress:nc 
OR diagnos*:ti OR 'diagnosis'/mj OR 'diagnostic accuracy'/mj OR 'diagnostic procedures'/mj OR 
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'diagnostic test'/mj OR 'diagnostic test accuracy study'/mj OR 'differential diagnosis'/mj OR 
'editorial'/de OR editorial:it OR 'erratum'/de OR guideline*:ti OR letter:it OR 'note'/de OR note:it 
OR meeting:nc OR 'practice guideline'/de OR 'review'/exp OR sessions:nc OR 'short survey'/de 
OR symposium:nc OR animal*:ti OR experimental:ti OR (vitro:ti NOT vivo:ti) OR canine:ti OR 
dog:ti OR dogs:ti OR mouse:ti OR mice:ti OR rabbit*:ti OR rat:ti OR rats:ti OR rodent*:ti OR 
sheep:ti OR swine:ti) 
13 #1 OR #2 OR #3 OR #4 
14 #13 AND #12 AND #5 
15 #13 AND #12 AND (#6 OR #7 OR #8) 
16 (#5 OR #6 OR #7 OR #8) AND #9 AND #12 AND #13 
17 (#5 OR #6 OR #7 OR #8 OR #9) AND #10 AND #12 AND #13 
18 #11 AND #12 AND #13 
19 #14 OR #15 OR #16 
20 #17 OR #18 
21 #19 OR #20 
 

PubMed Strategy: In-process and Publisher Supplied Citations 8/1/2020 – 11/30/2020 
(updated 7/6/2021) — 
 
1 "benign childhood epilepsy" OR "childhood absence epilepsy" OR "severe myoclonic epilepsy 
in infancy" OR dravet*[tiab] 
2 (babies[ti] OR baby[ti] OR child*[ti] OR infan*[ti] OR neonat*[ti] OR newborn*[ti] OR 
nicu[ti] OR paediatric*[ti] OR pediatric*[ti] OR preschool*[ti] OR toddler*[ti] OR "very 
young"[ti] OR "younger than three"[tiab] OR "younger than 3"[tiab] OR "under three"[tiab] OR 
"under 3"[tiab] OR "below three"[tiab] OR "below 3"[tiab] OR "3 or below"[tiab] OR "3 or 
younger"[tiab] OR "three or below"[tiab] OR "three or younger"[tiab]) AND epilep*[ti] 
3 "infantile spasm*" OR "neonatal seizure*" OR ((babies OR baby OR infan* OR neonat* OR 
newborn*) AND (convuls* OR seizure* OR spasm*)) 
4 acetazolamide OR acth OR "adrenocorticotropic hormone" OR benzodiazepine* OR 
brivaracetam OR bromide OR cannabidiol OR carbamazepine OR clobazam OR clonazepam OR 
clorazepate OR corticotropin OR divalproex OR eslicarbazepine OR ethosuximide OR 
everolimus OR felbamate OR fenfluramine OR folate OR "folic acid" OR frisium OR 
gabapentin OR lacosamide OR lamotrigine OR levetiracetam OR liposteroid OR lorazepam OR 
mesuximide OR methsuximide OR onfi OR oxcarbazepine OR perampanel OR phenobarbital 
OR phenytoin OR prednisone OR pregabalin OR primidone OR pyridoxine  OR "pyridoxal 5 
phosphate" OR rufinamide OR sabril OR stiripentol OR thiopental OR thiopentone OR tiagabine 
OR topiramate OR valproate OR "valproate semisodium" OR "valproic acid" OR vigabatrin OR 
zonisamide 
5 "ketogenic diet" OR ketogenic OR "low glycemic index" OR "medium chain triglyceride" OR 
"modified atkins" OR "modified keto" OR "modified ketogenic" 
6 "corpus callosotomy" OR craniotom* OR hemispherecotom* OR hemispherotom* OR 
laser*[ti] OR "laser surgery" OR lesionectom* OR lobectom* OR disconnect* OR resect* OR 
transect* 
7 "brain stimulat*" OR "deep brain stimulat*" OR "electric brain stimulat*" OR "external 
trigeminal nerve stimulat*" OR "responsive brain stimulat*" OR "responsive neurostimulat*" 
OR "vagus nerve stimulat*" OR neurostim* 
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8 anhidrosis OR "adverse event*" OR "adverse drug reaction" OR "behavior disorder*" OR 
"cognitive defect*" OR "developmental delay*" OR "developmental disorder*" OR dystonia 
OR harm* OR "liver injur*" OR "loss of appetite" OR "motor dysfunction" OR "organ 
damage" OR "sleep disorder*" OR sweating OR  "side effect*"   
9 parent* OR mother* OR father* 
10 "treatment refusal" OR "not treated" OR "no treatment" OR untreat* OR "decline 
treatment" OR "declined treatment" OR "forgo treatment" OR "refuse treatment" OR "refused 
treatment" OR "refusing treatment" OR "withheld treatment" OR "withhold treatment" OR 
"withholding treatment" 
11 2020/08/01:2020/11/30[edat] AND (inprocess[sb] OR publisher [sb]) NOT (animal* OR case 
OR "case reports" OR comment OR editorial OR guideline* OR letter OR news OR "practice 
guideline" OR canine OR dog OR dogs OR mouse OR mice OR rabbit* OR rat OR rats OR 
rodent* OR sheep OR swine) 
12 #1 OR #2 OR #3 
13 #4 AND #11 AND #12 
14 (#5 OR #6 OR #7) AND #11 AND #12 
15 ((#4 OR #5 OR #6 OR #7) AND #8) AND #11 AND #12 
16 ((#4 OR #5 OR #6 OR #7 OR #8) AND #9) AND #11 AND #12 
17 #10 AND #11 AND #12 
18 #13 OR #14 OR #15 
19 #16 OR #17 
20 #18 OR #19   
EMBASE Field Searching Codes— 
:ab = Abstract 
:ti = Title 
/de = EMTREE subject heading 
/exp = Exploded EMTREE subject heading 
:it = Publication type 
:kw = Keyword 
/lim = Limit by group 
/mj = Major EMTREE subject heading 
:nc = Conference name 
NEAR/x = Near proximity operator 
NEXT/x = Next proximity operator 
/py = Publication year 
* = Truncation/wildcard character 
 
PubMed Field Searching Codes— 
[ab] = Abstract 
[edat] = Entry date 
[sb] = Subset 
[ti] = Title 
* = Truncation/wildcard character 
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Inclusion Criteria 
As suggested in the Agency for Healthcare Research and Quality (AHRQ) Evidence-Based 

Practice Center (EPC) Methods Guide for Comparative Effectiveness Reviews, we list the 
inclusion criteria separately for several categories: publication type, study design, patient 
characteristics, intervention characteristics, setting, and outcome data.1 

Publication Criteria 
1. Full-length articles. The article must be published as a full-length, peer-reviewed study. 

We did not include abstracts or meeting presentations because they do not include 
sufficient details about experimental methods to permit an evaluation of study design and 
conduct; they may also contain only a subset of measured outcomes.2,3 Additionally, it is 
not uncommon for abstracts that are published as part of conference proceedings to have 
inconsistencies compared with the final study publication or to describe studies that are 
never published as full articles.4-7  

2. Publication date. We included studies published from 1999 to present. Earlier articles 
are unlikely to reflect current practice. 

3. Redundancy. To avoid double-counting patients, when several reports of overlapping 
patients are available, we included outcome data only from the report with the most 
patients. We included data from a smaller publication when it reports data on an included 
outcome that was not provided by the largest report or reports longer followup data for an 
outcome. 

4. English language. This review’s compressed timeframe did not permit translation of 
non-English-language articles. 

Study Design Criteria 
1. We included only empirical studies; thus, we excluded reviews, letters, guidelines, 

position statements, and commentaries. We used systematic reviews only to identify 
empirical studies, as a supplement to the full literature search described in the section 
below titled Literature Search Strategy.  

2. We excluded studies of diagnosis as well as studies of provider/organization 
interventions such as awareness campaigns. 

3. For single-treatment effectiveness in Key Questions 1 and 2, we employed a staged 
approach. Specifically, we first required that studies must have two or more separate 
groups of patients, one of which received inactive treatment such as placebo or sham (in 
order to measure effectiveness). We did not require that patients be randomly assigned to 
groups, nor did we require that studies plan their comparison(s) prospectively. If no such 
controlled studies exist for a given treatmentfor a given treatment, we examined pre-post 
studies of that treatment.  

4. For comparative effectiveness in Key Questions 1 and 2, we required that studies directly 
compare two or more management strategies. 

5. For Key Question 3 (harms), we included single-arm studies as well as controlled studies. 
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6. To be included for any Key Question, the study must report outcome data on at least 30 
patients in each group. We made exceptions for randomized trials and studies of surgical 
interventions, for which we required outcome data only on at least 10 patients per 
treatment. 

Patient Criteria 
1. At enrollment, infants (age 1 month to <36 months) must have a diagnosis of epilepsy. 

We did not require EEG confirmation of seizures for inclusion. 
2. At enrollment, patients must not have had febrile seizures or infantile spasms or West 

sydrome as their primary diagnosis. We excluded patients being treated primarily for the 
following conditions at enrollment: nonepileptic seizures, metabolic seizures, or other 
seizures not due to epilepsy. In addition, as this review is intended to focus primarily on 
nonacute management of epilepsy, we excluded patients treated for status epilepticus. At 
least 80% of patients must have been experiencing seizure types of interest (e.g., partial 
seizures) at the time of treatment. 

3. For the age of enrolled patients, we required either that 1) studies enroll a population for 
which at least 80% were age 1 month to <36 months) or 2) that studies report data 
specifically for this age group.  

Intervention Criteria 
1. Active interventions must have been one of specific treatments listed in the table below. 

We excluded studies that reported outcome data only for a heterogeneous set of 
treatments (e.g., different infants receiving different pharmacologic agents, infants 
undergoing different surgical procedures).  

2. For dietary interventions (e.g., ketogenic diet), we required studies to report either 
confirmation of dietary components by the study administrator, or that parents were 
educated in advance about what the diet involves. Thus, we excluded studies of dietary 
interventions if the use of the diet was based solely on parent report. 

3. For gene therapy, we included treatment for only the following conditions: Dravet 
syndrome, Angelman syndrome, and Rett syndrome. 

Table A-1. Included interventions 
Category Interventions 
Pharmacologic Brivaracetam  

Cannabidiol 
Carbamazepine 
Clobazam 
Clonazepam 
Diazepam  
Divalproex  
Eslicarbazepine  
Ethosuximide 
Everolimus 
Felbamate 
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Category Interventions 
Fenfluramine 
Gabapentin 
Lacosamide 
Lamotrigine 
Levetiracetam  
Oxcarbazepine 
Perampanel 
Phenobarbital 
Phenytoin 
Pregabalin 
Primidone 
Rufinamide 
Stiripentol  
Tiagabine 
Topiramate 
Valproate 
Vigabatrin 
Zonisamide 

Dietary therapy Ketogenic diet 
Modified Atkins 
Low glycemic index 
Modified ketogenic diet 
Medium-chain triglyceride diet 

Surgery Corpus callosotomy 
Laser ablation 
Hemispherectomy/ Hemispherotomy 
Multiple subpial transections 
Resective surgery  

Neuromodulation 
stimulation 

Vagus nerve stimulation 

Gene therapy Gene therapy only for Dravet syndrome, Angelman 
syndrome, or Rett syndrome 

 

Setting Criteria 
1. Any setting.  

Data Criteria 
1. The study must report data pertaining to one of the outcomes of interest (see outcome list 

below). The review team consulted the Core Outcomes Set for epilepsy when revising 
this outcome list.8 

 
2. For effectiveness/comparative effectiveness, we included only studies with followup 

duration of 12 or more weeks. However, for harms data, we extracted data from all 
reported time points. 
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Outcomes 
• All-cause mortality  
• SUDEP  
• Hospitalization  
• Seizure freedom 
• Seizure frequency 
• Seizure severity (including seizure duration, seizure burden, and status epilepticus) 
• Engel classification 
• Progression to other seizure types or syndromes (e.g., infantile spasms, Lennox-Gastaut 

syndrome) 
• Time to seizure remission 
• Neurodevelopment 
• Quality of life (including eating) 
• Sleep outcomes (e.g., total time spent asleep at night) 
• Behavioral function 
• Cognitive function 
• Functional performance (including school) 
• Social function 
• Caregiver anxiety 
• Caregiver quality of life 
• General health status 
• Cost of treatment 
• Adverse events (e.g., infection, new neurological deficits, surgical complications, 

irritability, somnolence, dizziness, drug toxicity) 

Risk of Bias Assessment  
We define risk of bias as the risk that a study’s point estimate of the effect size is inaccurate. For 
any outcomes that received strength-of-evidence (SOE) grades, we assessed the risk of bias 
(which is one of several inputs to the SOE). We assessed randomized trials for Key Question 1 
and 2 using the Cochrane Risk of Bias 2 (ROB2) tool. The domains of ROB2 are: 

• Randomization process 
• Deviations from intended interventions 
• Missing outcome data 
• Measurement of the outcome 
• Selection of the reported result  

For nonrandomized studies with control groups for Key Question 1 and 2, we used the Risk of 
Bias in Non-randomized Studies (ROBINS-I) tool. The domains of ROBINS-I are:  

• Confounding 
• Selection of participants into the study 
• Classification of interventions 
• Deviations from intended interventions 
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• Missing outcome data 
• Measurement of the outcome 
• Selection of the reported result  

For studies without control groups, we followed EPC guidance and use the following nine items: 

• Does the design or analysis control account for important confounding and modifying 
variables through matching, stratification, multivariable analysis, or other approaches? 

• Did researchers rule out any impact from a concurrent intervention or an unintended 
exposure that might bias results? 

• Did the study maintain fidelity to the intervention protocol? 
• If attrition (overall or differential nonresponse, dropout, loss to followup, or exclusion of 

participants) was a concern, were missing data handled appropriately (e.g., intention-to-
treat analysis and imputation)? 

• Were the outcome assessors blinded to the intervention or exposure status of participants? 
• Were interventions/exposures assessed/defined using valid and reliable measures, 

implemented consistently across all study participants? 
• Were outcomes assessed/defined using valid and reliable measures, implemented 

consistently across all study participants? 
• Were confounding variables assessed using valid and reliable measures, implemented 

consistently across all study participants? 
• Were the potential outcomes prespecified by the researchers? Are all prespecified 

outcomes reported? 
For outcomes receiving SOE grades, we used the items to categorize each outcome of each study 
as either Low, Moderate, or High risk of bias. This categorization was not be based on a 
numerical score, but rather was a subjective judgment based on the items assessed. Due to the 
subjectivity, two raters independently assessed each study’s risk of bias, with disagreements 
resolved by discussion.  
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Appendix B. Excluded Studies 
Table B-1. Studies excluded at full-text 

Study Reason for Exclusion 
Aaberg et al. (20120)9 Less than 80% were ≥1 month to <36 months 
Aalbers et al. (2012)10 Less than 80% were ≥1 month to <36 months 
Abbaskhanian et al. (2012)11 Less than 80% were ≥1 month to <36 months 
Abdel-Mannan et al. (2020)12 Data not specific to a treatment 
Abdelmesih et al. (2021)13 Less than 80% were ≥1 month to <36 months 
Abdelmoity et al. (2021)14 Less than 80% were ≥1 month to <36 months 
Abdelmoity et al. (2021)15 Unclear if at least 80% were age 1-36 months at time of treatment 
Abend et al. (2011)16 Neonates 
Abraham et al. (2019)17 Less than 80% were ≥1 month to <36 months 
Abuelem et al. (2013)18 Less than 80% were ≥1 month to <36 months 
Aburahma et al. (2015)19 Less than 80% were ≥1 month to <36 months 
Ackers et al. (2011)20 Less than 80% were ≥1 month to <36 months 
Ag Sgüder et al. (2016)21 Seizure type outside the scope 
Agostinelli et al. (2013)22 Less than 80% were ≥1 month to <36 months 
Agrawal et al. (2009)23 Seizure type outside the scope 
Aguirre-Velázquez et al. (2017)24 Parent, but not on their preferences 
Akhondian et al. (2020)25 Less than 80% were ≥1 month to <36 months 
Akiyama et al. (2011)26 Less than 80% were ≥1 ≥month to <36 months 
Al Ajlouni et al. (2005)27 Less than 80% were ≥1 month to <36 months 
Al-Baradie et al. (2021)28 Less than 80% were ≥1 month to <36 months 
Al Khayat et al. (2010)29 Less than 80% were ≥1 month to <36 months 
Albert et al. (2014)30 Less than 80% were ≥1 month to <36 months 
Albsoul-Younes et al. (2004)31 Less than 80% were ≥1 month to <36 months 
Aldenkamp et al. (2002)32 Less than 80% were ≥1 month to <36 months 
Aldenkamp et al. (2016)33 Narrative review 
AL-Eitan et al. (2019)34 No outcomes of interest 
Alem et al. (2021)35 Less than 80% were ≥1 month to <36 months 
Alexandre et al. (2006)36 Less than 80% were ≥1 month to <36 months 
Alexiou et al. (2009)37 N<10 Surgery 
Alexopoulos et al. (2005)38 Treatment to halt acute seizures (not prevention) 
Alexopoulos et al. (2006)39 Less than 80% were ≥1 month to <36 months 
Ali et al. (2012)40 No outcomes of interest 
Ali et al. (2014)41 Less than 80% were ≥1 month to <36 months 
Ali et al. (2017)42 Less than 80% were ≥1 month to <36 months 
Alireza et al. (2010)43 Less than 80% were ≥1 month to <36 months 
Aljabri et al. (2008)44 Not a treatment of interest 
Alkonyi et al. (2011)45 Not a treatment of interest 
Alkonyi et al. (2011)46 Less than 80% were ≥1 month to <36 months 
Almeida et al. (2008)47 Less than 80% were ≥1 month to <36 months 
Alomar et al. (2018)48 Less than 80% were ≥1 month to <36 months 
Alper et al. (2017)49 Comment/guideline/position statement/editorial 
Alqahtani et al. (2016)50 Parent, but not on their preferences 
Alshafai et al. (2014)51 Less than 80% were ≥1 month to <36 months 
Altunbasa¸et al. (2001)52 Less than 80% were ≥1 month to <36 months 
Al-Twaijri et al. (2002)53 Less than 80% were ≥1 month to <36 months 
Amari et al. (2015)54 Less than 80% were ≥1 month to <36 months 
Amirsalari et al. (2011)55 No outcomes of interest 
Anderson et al. (2015)56 Less than 80% were ≥1 month to <36 months 
Annegers et al. (2000)57 Age at treatment not reported 
Appavu et al. (2016)58 Treatment to halt acute seizures (not prevention) 
Appleton et al. (2003)59 Treatment to halt acute seizures (not prevention) 
Appleton et al. (2015)60 Comment/guideline/position statement/editorial 
Araki et al. (2006)61 Less than 80% were ≥1 month to <36 months 
Arévalo-Astrada et al. (2021)62 Less than 80% were ≥1 month to <36 months 
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Arhan et al. (2009)63 Less than 80% were ≥1 month to <36 months 
Arhan et al. (2010)64 Less than 80% were ≥1 month to <36 months 
Arhan et al. (2011)65 No outcomes of interest 
Arican et al. (2020)66 Neonates 
Arifin et al. (2020)67 Case report (N=3 or less) 
Armijo et al. (1999)68 Less than 80% were ≥1 month to <36 months 
Armutcu et al. (2004)69 Less than 80% were ≥1 month to <36 months 
Arslan et al. (2016)70 Less than 80% were ≥1 month to <36 months 
Arts et al. (2004)71 Doesn't report specific intervention 
Arts et al. (2019)72 Less than 80% were ≥1 month to <36 months 
Arya et al. (2014)73 Less than 80% were ≥1 month to <36 months 
Arya et al. (2015)74 Less than 80% were ≥1 month to <36 months 
Arya et al. (2018)75 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Arzimanoglou et al. (2000)76 N<10 Surgery 
Arzimanoglou et al. (2019)77 Less than 80% were ≥1 month to <36 months 
Asadi-Pooya et al. (2005)78 Less than 80% were ≥1 month to <36 months 
Asadi-Pooya et al. (2013)79 Less than 80% were ≥1 month to <36 months 
Asano et al. (2007)80 Case report (N=3 or less) 
Asano et al. (2009)81 Less than 80% were ≥1 month to <36 months 
Ashrafi et al. (2010)82 No outcomes of interest 
Ashrafi et al. (2010)83 No outcomes of interest 
Ashrafi et al. (2017)84 N of 4-29 non-surgery 
Ashrafi et al. (2018)85 Less than 80% were ≥1 month to <36 months 
Ates et al. (2006)86 Data not specific to a treatment 
Attilakos et al. (2006)87 Less than 80% were ≥1 month to <36 months 
Attilakos et al. (2007)88 Less than 80% were ≥1 month to <36 months 
Attilakos et al. (2007)89 Less than 80% were ≥1 month to <36 months 
Attilakos et al. (2009)90 Less than 80% were ≥1 month to <36 months 
Attilakos et al. (2018)91 Less than 80% were ≥1 month to <36 months 
Attilakos et al. (2019)92 Less than 80% were ≥1 month to <36 months 
Aungaroon et al. (2017)93 Less than 80% were ≥1 month to <36 months 
Auvichayapat et al. (2013)94 Less than 80% were ≥1 month to <36 months 
Auvichayapat et al. (2016)95 Not a treatment of interest 
Awaad et al. (2005)96 N of 4-29 nonsurgery 
Aycicek et al. (2007)97 Less than 80% were ≥1 month to <36 months 
Aydin et al. (2005)98 Less than 80% were ≥1 month to <36 months 
Azevedo et al. (2017)99 Less than 80% were ≥1 month to <36 months 
Babayigit et al. (2006)100 Less than 80% were ≥1 month to <36 months 
Baby et al. (2018)101 Less than 80% were ≥1 month to <36 months 
Baca et al. (2013)102 Less than 80% were ≥1 month to <36 months 
Bach et al. (2020)103 Less than 80% were ≥1 month to <36 months 
Bajer et al. (2020)104 Less than 80% were ≥1 month to <36 months 
Baker et al. (2005)105 Less than 80% were ≥1 month to <36 months 
Bakhshandeh Bali et al. (2013)106 Less than 80% were ≥1 month to <36 months 
Bakke et al. (2011)107 Less than 80% were ≥1 month to <36 months 
Bali et al. (2013)108 Less than 80% were ≥1 month to <36 months 
Bali et al. (2014)109 Less than 80% were ≥1 month to <36 months 
Bandyopadhyay et al. (2003)110 Less than 80% were ≥1 month to <36 months 
Banerjea et al. (2002)111 Less than 80% were ≥1 month to <36 months 
Bansal et al. (2013)112 Less than 80% were ≥1 month to <36 months 
Bansal et al. (2014)113 N of 4-29 non-surgery 
Bansal et al. (2017)114 Less than 80% were ≥1 month to <36 months 
Banu et al. (2007)115 Less than 80% were ≥1 month to <36 months 
Banu et al. (2012)116 No outcomes of interest 
Bao et al. (2011)117 Less than 80% were ≥1 month to <36 months 
Barba et al. (2021)118 Less than 80% were ≥1 month to <36 months 
Barcia-Salorio et al. (1999)119 Narrative review 
Barik et al. (2014)120 N of 4-29 non-surgery 
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Barone et al. (2003)121 Narrative review 
Barron et al. (2000)122 Less than 80% were ≥1 month to <36 months 
Barwick et al. (2017)123 Less than 80% were ≥1 month to <36 months 
Barzegar et al. (2010)124 Less than 80% were ≥1 month to <36 months 
Basheer et al. (2007)125 Less than 80% were ≥1 month to <36 months 
Battaglia et al. (1999)126 N<10 Surgery 
Battaglia et al. (2006)127 Patients overlapped with another included publication.128 
Battaglia et al. (2016)129 N of 4-29 non-surgery 
Battino et al. (2001)130 Less than 80% were ≥1 month to <36 months 
Baudou et al. (2019)131 Neonates 
Bauman et al. (2005)132 Case report (N=3 or less) 
Baumer et al. (2018)133 Narrative review 
Bawden et al. (1999)134 Less than 80% were ≥1 month to <36 months 
Beaton et al. (2012)135 Less than 80% were ≥1 month to <36 months 
Beghi et al. (2003)136 Less than 80% were ≥1 month to <36 months 
Belohlavkova et al. (2019)137 Less than 80% were ≥1 month to <36 months 
Beltrán-Sarmiento et al. (2018)138 Less than 80% were ≥1 month to <36 months 
Beniczky et al. (2010)139 Less than 80% were ≥1 month to <36 months 
Benifla et al. (2006)140 Less than 80% were ≥1 month to <36 months 
Benifla et al. (2006)141 Less than 80% were ≥1 month to <36 months 
Benifla et al. (2008)142 Less than 80% were ≥1 month to <36 months 
Benifla et al. (2009)143 Case report (N=3 or less) 
Benova et al. (2019)144 Less than 80% were ≥1 month to <36 months 
Ben-Zeev et al. (2003)145 Less than 80% were ≥1 month to <36 months 
Berg et al. (2003)146 Less than 80% were ≥1 month to <36 months 
Berg et al. (2006)147 Less than 80% were ≥1 month to <36 months 
Berg et al. (2009)148 Less than 80% were ≥1 month to <36 months 
Berg et al. (2009)149 Likely <80% in right age group; also specific intervention not provided 
Berg et al. (2014)150 Less than 80% were ≥1 month to <36 months 
Bergmann et al. (2020)151 Simulations 
Bergqvist et al. (2005)152 Less than 80% were ≥1 month to <36 months 
Bermeo-Ovalle et al. (2016)153 Comment/guideline/position statement/editorial 
Bernardino et al. (2016)154 Less than 80% were ≥1 month to <36 months 
Berry-Kravis et al. (2001)155 Less than 80% were ≥1 month to <36 months 
Bertsche et al. (2014)156 Less than 80% were ≥1 month to <36 months 
Beume et al. (2010)157 Less than 80% were ≥1 month to <36 months 
Bhatia et al. (2013)158 Case report (N=3 or less) 
Bien et al. (2009)159 Less than 80% were ≥1 month to <36 months 
Bird et al. (2011)160 Less than 80% were ≥1 month to <36 months 
Biró et al. (2015)161 Less than 80% were ≥1 month to <36 months 
Bittar et al. (2002)162 N<10 Surgery 
Bjellvi et al. (2015)163 Data not specific to a treatment 
Bjellvi et al. (2020)164 Data not specific to a treatment 
Bjørnæs et al. (2013)165 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Bjurulf et al. (2020)166 Less than 80% were ≥1 month to <36 months 
Blount et al. (2004)167 Less than 80% were ≥1 month to <36 months 
Blount et al. (2006)168 Case report (N=3 or less) 
Bodin et al. (2016)169 Less than 80% were ≥1 month to <36 months 
Boerwinkle et al. (2018)170 Less than 80% were ≥1 month to <36 months 
Bombardieri et al. (2010)171 N of 4-29 nonsurgery 
Boon et al. (1999)172 Less than 80% were ≥1 month to <36 months 
Borggraefe et al. (2013)173 Less than 80% were ≥1 month to <36 months 
Borlot et al. (2020)174 N of 4-29 non-surgery 
Boshuisen et al. (2009)175 Less than 80% were ≥1 month to <36 months 
Boshuisen et al. (2010)176 Less than 80% were ≥1 month to <36 months 
Boshuisen et al. (2012)177 Less than 80% were ≥1 month to <36 months 
Boshuisen et al. (2014)178 Age at treatment not reported 
Bosnyák et al. (2016)179 No intervention (just describes patients) 



B-4 
 

Study Reason for Exclusion 
Bosson et al. (2014)180 Didnt report how many had epilepsy when treated 
Bostancioglu et al. (2009)181 Less than 80% were ≥1 month to <36 months 
Bourgeois et al. (1999)182 Less than 80% were ≥1 month to <36 months 
Bourgeois et al. (2000)183 Comment/guideline/position statement/editorial 
Bourgeois et al. (2007)184 Less than 80% were ≥1 month to <36 months 
Bouthillier et al. (2020)185 Less than 80% were ≥1 month to <36 months 
Bower et al. (2015)186 Less than 80% were ≥1 month to <36 months 
Boylan et al. (2002)187 Neonates 
Boylan et al. (2004)188 Neonates 
Braams et al. (2015)189 Out of scope 
Braams et al. (2018)190 Less than 80% were ≥1 month to <36 months 
Braams et al. (2019)191 Less than 80% were ≥1 month to <36 months 
Brahimaj et al. (2014)192 Less than 80% were ≥1 month to <36 months 
Brandl et al. (2010)193 Less than 80% were ≥1 month to <36 months 
Brodbeck et al. (2006)194 Less than 80% were ≥1 month to <36 months 
Brorson et al. (2019)195 Out of scope 
Bujarski et al. (2013)196 Less than 80% were ≥1 month to <36 months 
Buoni et al. (1999)197 Less than 80% were ≥1 month to <36 months 
Burns et al. (2018)198 Less than 80% were ≥1 month to <36 months 
Çaksen et al. (2002)199 Less than 80% were ≥1 month to <36 months 
Çaksen et al. (2002)200 Less than 80% were ≥1 month to <36 months 
Callenbach et al. (2009)201 Less than 80% were ≥1 month to <36 months 
Camfield et al. (2001)202 Validation of QOL scale 
Camp et al. (2015)203 Less than 80% were ≥1 month to <36 months 
Camposano et al. (2008)204 Less than 80% were ≥1 month to <36 months 
Cansu et al. (2006)205 Less than 80% were ≥1 month to <36 months 
Cansu et al. (2008)206 Less than 80% were ≥1 month to <36 months 
Cansu et al. (2012)207 Less than 80% were ≥1 month to <36 months 
Capovilla et al. (1999)208 N of 4-29 non-surgery 
Caraballo et al. (2005)209 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2006)210 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2006)211 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2011)212 N<10 surgery 
Caraballo et al. (2011)213 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2011)214 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2013)215 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2014)216 Less than 80% were ≥1 month to <36 months 
Caraballo et al. (2014)217 Case report (N=3 or fewer) 
Caraballo et al. (2014)218 Data not specific to a treatment 
Caraballo et al. (2020)219 Less than 80% were ≥1 month to <36 months 
Carpay et al. (2002)220 Less than 80% were ≥1 month to <36 months 
Caruso et al. (2021)221 Less than 80% were ≥1 month to <36 months 
Carvalho et al. (2018)222 Out of scope 
Casas-Fernández et al. (2012)223 Less than 80% were ≥1 month to <36 months 
Castro-Gago et al. (2006)224 Less than 80% were ≥1 month to <36 months 
Catchpool et al. (2019)225 Less than 80% were ≥1 month to <36 months 
Cats et al. (2007)226 Less than 80% were ≥1 month to <36 months 
Cayir et al. (2014)227 No outcomes of interest 
Cazali et al. (2003)228 Age at treatment not reported 
Cengiz et al. (2000)229 Less than 80% were ≥1 month to <36 months 
Cepeda et al. (1999)230 No outcomes of interest 
Cepeda et al. (2020)231 Less than 80% were ≥1 month to <36 months 
Cersósimo et al. (2011)232 Less than 80% were ≥1 month to <36 months 
Cersósimo et al. (2011)233 Less than 80% were ≥1 month to <36 months 
Chan et al. (2002)234 Not a treatment of interest 
Chang et al. (2011)235 Less than 80% were ≥1 month to <36 months 
Chang et al. (2020)236 N of 4-29 nonsurgery 
Chapman et al. (2003)237 Not a full paper (abstract only) 
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Chapman et al. (2005)238 Less than 80% were ≥1 month to <36 months 
Chaudhuri et al. (2017)239 Less than 80% were ≥1 month to <36 months 
Chen et al. (1999)240 Less than 80% were ≥1 month to <36 months 
Chen et al. (2001)241 Less than 80% were ≥1 month to <36 months 
Chen et al. (2002)242 No intervention (just describes patients) 
Chen et al. (2006)243 Less than 80% were ≥1 month to <36 months 
Chen et al. (2007)244 Case report (N=3 or fewer) 
Chen et al. (2012)245 Less than 80% were ≥1 month to <36 months 
Chen et al. (2014)246 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Chen et al. (2014)247 Less than 80% were ≥1 month to <36 months 
Chen et al. (2015)248 Treatment to halt acute seizures (not prevention) 
Chen et al. (2016)249 Less than 80% were ≥1 month to <36 months 
Chen et al. (2018)250 Less than 80% were ≥1 month to <36 months 
Chen et al. (2019)251 Less than 80% were ≥1 month to <36 months 
Chhun et al. (2011)252 Less than 80% were ≥1 month to <36 months 
Chieffo et al. (2011)253 Less than 80% were ≥1 month to <36 months 
Chipaux et al. (2017)254 Less than 80% were ≥1 month to <36 months 
Chipaux et al. (2019)255 Less than 80% were ≥1 month to <36 months 
Chiron et al. (2000)256 Less than 80% were ≥1 month to <36 months 
Chiron et al. (2006)257 Less than 80% were ≥1 month to <36 months 
Choi et al. (2018)258 Less than 80% were ≥1 month to <36 months 
Choi et al. (2019)259 Less than 80% were ≥1 month to <36 months 
Chomtho et al. (2016)260 Less than 80% were ≥1 month to <36 months 
Chugani et al. (2014)261 Less than 80% were ≥1 month to <36 months 
Chugani et al. (2015)262 Less than 80% were ≥1 month to <36 months 
Chung et al. (2014)263 Narrative review 
Chu-Shore et al. (2010)264 No intervention (just describes patients) 
Cilio et al. (2001)265 Less than 80% were ≥1 month to <36 months 
Clusmann et al. (2004)266 Less than 80% were ≥1 month to <36 months 
Clusmann et al. (2004)267 Less than 80% were ≥1 month to <36 months 
Cnaan et al. (2017)268 Less than 80% were ≥1 month to <36 months 
Cohen et al. (2019)269 Less than 80% were ≥1 month to <36 months 
Cohen et al. (2020)270 Less than 80% were ≥1 month to <36 months 
Colicchio et al. (2010)271 Less than 80% were ≥1 month to <36 months 
Colicchio et al. (2012)272 Less than 80% were ≥1 month to <36 months 
Connolly et al. (2020)273 Less than 80% were ≥1 month to <36 months 
Conry et al. (2008)274 Less than 80% were ≥1 month to <36 months 
Consales et al. (2013)275 Unable to obtain 
Contin et al. (1999)276 Less than 80% were ≥1 month to <36 months 
Conway et al. (2018)277 Less than 80% were ≥1 month to <36 months 
Coppola et al. (2002)278 Less than 80% were ≥1 month to <36 months 
Coppola et al. (2010)279 N of 4-29 nonsurgery 
Cormack et al. (2007)280 Less than 80% were ≥1 month to <36 months 
Cossu et al. (2008)281 Less than 80% were ≥1 month to <36 months 
Cossu et al. (2013)282 Less than 80% were ≥1 month to <36 months 
Cramer et al. (2014)283 Less than 80% were ≥1 month to <36 months 
Crevier-Sorbo et al. (2020)284 Less than 80% were ≥1 month to <36 months 
Cross et al. (2002)285 Less than 80% were ≥1 month to <36 months 
Cross et al. (2014)286 Less than 80% were ≥1 month to <36 months 
Çubukçu et al. (2018)287 Less than 80% were ≥1 month to <36 months 
Cukiert et al. (2013)288 Less than 80% were ≥1 month to <36 months 
Cukiert et al. (2013)289 Less than 80% were ≥1 month to <36 months 
Curatolo et al. (2018)290 Less than 80% were ≥1 month to <36 months 
Curry et al. (2012)291 Less than 80% were ≥1 month to <36 months 
Curtiss et al. (2001)292 Cohort already reported on in 2 other papers;293,294 this study does NR any 

additional outcomes of interest (SLR only reported post-op) 
Cusmai et al. (2011)295 N of 4-29 nonsurgery 
Czornyj et al. (2018)296 Less than 80% were ≥1 month to <36 months 
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Da Silveira et al. (2006)297 N of 4-29 non-surgery 
Dahlin et al. (2000)298 N of 4-29 non-surgery 
Dahlin et al. (2004)299 Less than 80% were ≥1 month to <36 months 
Dahlin et al. (2007)300 N of 4-29 non-surgery 
Dahlin et al. (2012)301 N of 4-29 non-surgery 
Dahlin et al. (2012)302 Less than 80% were ≥1 month to <36 months 
Danguecan et al. (2017)303 No intervention (just describes patients) 
Danguecan et al. (2019)304 Less than 80% were ≥1 month to <36 months 
Danielsson et al. (2002)305 Less than 80% were ≥1 month to <36 months 
Danielsson et al. (2009)306 Less than 80% were ≥1 month to <36 months 
D'Argenzio et al. (2011)307 Less than 80% were ≥1 month to <36 months 
Daszkiewicz et al. (2018)308 Less than 80% were ≥1 month to <36 months 
Datta et al. (2000)309 No intervention (just describes patients) 
Datta et al. (2006)310 Less than 80% were ≥1 month to <36 months 
Datta et al. (2011)311 Less than 80% were ≥1 month to <36 months 
Datta et al. (2017)312 Less than 80% were ≥1 month to <36 months 
de Araujo et al. (2006)313 Less than 80% were ≥1 month to <36 months 
de Brito et al. (2017)314 Less than 80% were ≥1 month to <36 months 
de Kinderen et al. (2011)315 Protocol 
de Kinderen et al. (2016)316 Less than 80% were ≥1 month to <36 months 
de Knegt et al. (2020)317 Less than 80% were ≥1 month to <36 months 
de Lange et al. (2018)318 Less than 80% were ≥1 month to <36 months 
de Palma et al. (2020)319 Less than 80% were ≥1 month to <36 months 
Dekker et al. (2010)320 Less than 80% were ≥1 month to <36 months 
Delalande et al. (2003)321 Less than 80% were ≥1 month to <36 months 
Deonna et al. (2000)322 Less than 80% were ≥1 month to <36 months 
Desai et al. (2011)323 Less than 80% were ≥1 month to <36 months 
Devinsky et al. (2016)324 Less than 80% were ≥1 month to <36 months 
Devinsky et al. (2017)325 Less than 80% were ≥1 month to <36 months 
Devinsky et al. (2019)326 Less than 80% were ≥1 month to <36 months 
Devlin et al. (2003)327 Less than 80% were ≥1 month to <36 months 
Di Bonaventura et al. (2005)328 Less than 80% were ≥1 month to <36 months 
Di Gennaro et al. (2013)329 Less than 80% were ≥1 month to <36 months 
Di Rocco et al. (2000)330 N<10 surgery 
Diler Durgut et al. (2019)331 Less than 80% were ≥1 month to <36 months 
DiMario et al. (2002)332 Less than 80% were ≥1 month to <36 months 
Ding et al. (2011)333 Less than 80% were ≥1 month to <36 months 
Ding et al. (2016)334 Less than 80% were ≥1 month to <36 months 
Ding et al. (2018)335 Less than 80% were ≥1 month to <36 months 
Dinopoulos et al. (2014)336 Less than 80% were ≥1 month to <36 months 
Dlugos et al. (2001)337 Less than 80% were ≥1 month to <36 months 
Dlugos et al. (2004)338 Age at treatment not reported 
Dobre et al. (2015)339 Less than 80% were ≥1 month to <36 months 
Doege et al. (2013)340 Less than 80% were ≥1 month to <36 months 
Doeser et al. (2015)341 No outcomes of interest 
Doksöz et al. (2015)342 Less than 80% were ≥1 month to <36 months 
Domínguez-Carral et al. (2014)343 Not in English 
Dong et al. (2004)344 Less than 80% were ≥1 month to <36 months 
Donner et al. (2001)345 Case report (N=3 or fewer) 
Doo et al. (2018)346 Less than 80% were ≥1 month to <36 months 
Dooley et al. (1999)347 Less than 80% were ≥1 month to <36 months 
Dorfer et al. (2013)348 N<10 surgery 
D'Orio et al. (2019)349 Less than 80% were ≥1 month to <36 months 
Dressler et al. (2010)350 Less than 80% were ≥1 month to <36 months 
Dressler et al. (2015)351 Less than 80% were ≥1 month to <36 months 
Dressler et al. (2018)352 N of 4-29 nonsurgery 
Dressler et al. (2020)353 Less than 80% were ≥1 month to <36 months 
Dressler et al. (2020)354 Patients overlapped with another included publication355 
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Du et al. (2018)356 N<10, surgery 
Du et al. (2019)357 Less than 80% were ≥1 month to <36 months 
Duchowny et al. (1999)358 Less than 80% were ≥1 month to <36 months 
Duchowny et al. (2002)359 Less than 80% were ≥1 month to <36 months 
Dunlea et al. (2010)360 Less than 80% were ≥1 month to <36 months 
Dureau-Pournin et al. (2014)361 Less than 80% were ≥1 month to <36 months 
Dwivedi et al. (2017)362 Less than 80% were ≥1 month to <36 months 
Ecevit et al. (2004)363 Less than 80% were ≥1 month to <36 months 
Edelvik et al. (2013)364 Less than 80% were ≥1 month to <36 months 
Egunsola et al. (2018)365 Less than 80% were ≥1 month to <36 months 
Eid et al. (2020)366 Less than 80% were ≥1 month to <36 months 
Eirís et al. (2000)367 Less than 80% were ≥1 month to <36 months 
Eirís-Puñal et al. (1999)368 Less than 80% were ≥1 month to <36 months 
Ekici et al. (2012)369 Less than 80% were ≥1 month to <36 months 
El Mously et al. (2018)370 Less than 80% were ≥1 month to <36 months 
Eldeen et al. (2012)371 No outcomes of interest 
El-Ebiary et al. (2013)372 Less than 80% were ≥1 month to <36 months 
Elliott et al. (2008)373 Less than 80% were ≥1 month to <36 months 
Elliott et al. (2011)374 Less than 80% were ≥1 month to <36 months 
Elliott et al. (2012)375 Less than 80% were ≥1 month to <36 months 
Elliott et al. (2018)376 Age at treatment not reported 
El-Rashidy et al. (2015)377 Less than 80% were ≥1 month to <36 months 
Elsayed et al. (2016)378 Less than 80% were ≥1 month to <36 months 
Elterman et al. (1999)379 Less than 80% were ≥1 month to <36 months 
Endoh et al. (2012)380 Less than 80% were ≥1 month to <36 months 
Englot et al. (2014)381 Less than 80% were ≥1 month to <36 months 
Englot et al. (2017)382 Less than 80% were ≥1 month to <36 months 
Erdemir et al. (2009)383 Less than 80% were ≥1 month to <36 months 
Erdemir et al. (2021)384 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Eriksson et al. (1999)385 Less than 80% were ≥1 month to <36 months 
Erturk et al. (2015)386 Less than 80% were ≥1 month to <36 months 
Eschbach et al. (2017)387 No intervention (just describes patients) 
Espeche et al. (2010)388 No outcomes of interest 
Espinosa et al. (2008)389 Less than 80% were ≥1 month to <36 months 
Eun et al. (2011)390 Less than 80% were ≥1 month to <36 months 
Eun et al. (2012)391 Less than 80% were ≥1 month to <36 months 
Evangeliou et al. (2009)392 N of 4-29 nonsurgery 
Fallah et al. (2006)393 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2008)394 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2009)395 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2010)396 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2015)397 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2015)398 Less than 80% were ≥1 month to <36 months 
Fallah et al. (2016)399 Age at treatment not reported 
Falsaperla et al. (2017)400 Neonates 
Falsaperla et al. (2019)401 Neonates 
Fang et al. (2020)402 Less than 80% were ≥1 month to <36 months 
Farasat et al. (2006)403 Less than 80% were ≥1 month to <36 months 
Farhat et al. (2002)404 Less than 80% were ≥1 month to <36 months 
Farias-Moeller et al. (2017)405 Case report (N=3 or fewer) 
Farrace et al. (2013)406 Mean age 2 years and 4 months (range 8 months to 8 years); no further info 

provided 
Fatema et al. (2015)407 Less than 80% were ≥1 month to <36 months 
Fejerman et al. (2005)408 Narrative review 
Feng et al. (2018)409 Less than 80% were ≥1 month to <36 months 
Fernandes et al. (2021)410 Less than 80% were ≥1 month to <36 months 
Fernandez et al. (2015)411 N of 4-29 nonsurgery 
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Fernández-Concepción et al. 
(2021)412 

Less than 80% were ≥1 month to <36 months 

Ferrand-Sorbets et al. (2020)413 Less than 80% were ≥1 month to <36 months 
Ferrara et al. (2013)414 Less than 80% were ≥1 month to <36 months 
Ferrari et al. (2012)415 Not in English 
Ferreira et al. (2019)416 N of 4-29 nonsurgery 
Fisher et al. (2000)417 Less than 80% were ≥1 month to <36 months 
Fitzgerald et al. (2019)418 Less than 80% were ≥1 month to <36 months 
Fohlen et al. (2003)419 Less than 80% were ≥1 month to <36 months 
Fonseca et al. (2007)420 Less than 80% were ≥1 month to <36 months 
Fonseca Wald et al. (2019)421 Less than 80% were ≥1 month to <36 months 
Francione et al. (2003)422 N of 4-29 nonsurgery 
Frank-Briggs et al. (2011)423 Survey of parent knowledge of epilepsy 
Franz et al. (2001)424 Less than 80% were ≥1 month to <36 months 
Franzoni et al. (2006)425 Less than 80% were ≥1 month to <36 months 
Franzoni et al. (2007)426 Less than 80% were ≥1 month to <36 months 
Franzoni et al. (2009)427 Less than 80% were ≥1 month to <36 months 
Freeman et al. (1998)428 N of 4-29 nonsurgery 
Freeman et al. (1999)429 N of 4-29 nonsurgery 
Freeman et al. (1999)430 Less than 80% were ≥1 month to <36 months 
Freeman et al. (2009)431 Less than 80% were ≥1 month to <36 months 
Freeman et al. (2018)432 Less than 80% were ≥1 month to <36 months 
Freitas et al. (2007)433 Less than 80% were ≥1 month to <36 months 
Friedman et al. (2013)434 Less than 80% were ≥1 month to <36 months 
Frost et al. (2001)435 Less than 80% were ≥1 month to <36 months 
Fujimoto et al. (2020)436 Less than 80% were ≥1 month to <36 months 
Fujiwara et al. (2012)437 Less than 80% were ≥1 month to <36 months 
Fujiwara et al. (2019)438 Less than 80% were ≥1 month to <36 months 
Fukasawa et al. (2014)439 Data not specific to a treatment 
Fukui et al. (2014)440 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Fung et al. (2003)441 Less than 80% were ≥1 month to <36 months 
Fung et al. (2019)442 Treatment to halt acute seizures (not prevention) 
Gadgil et al. (2020)443 Not a treatment of interest 
Gallentine et al. (2009)444 Treatment to halt acute seizures (not prevention) 
Garoufi et al. (2014)445 Less than 80% were ≥1 month to <36 months 
Gashlan et al. (1999)446 Less than 80% were ≥1 month to <36 months 
Gasparini et al. (2016)447 Less than 80% were ≥1 month to <36 months 
Gates et al. (2002)448 Less than 80% were ≥1 month to <36 months 
Gavatha et al. (2011)449 Less than 80% were ≥1 month to <36 months 
Geda et al. (2002)450 Less than 80% were ≥1 month to <36 months 
Gedela et al. (2019)451 Less than 80% were ≥1 month to <36 months 
Geerts et al. (2010)452 Less than 80% were ≥1 month to <36 months 
Geffrey et al. (2015)453 Less than 80% were ≥1 month to <36 months 
Gelinas et al. (2011)454 Less than 80% were ≥1 month to <36 months 
Gerber et al. (2000)455 Less than 80% were ≥1 month to <36 months 
Gerges et al. (2019)456 Less than 80% were ≥1 month to <36 months 
Gericke et al. (1999)457 Less than 80% were ≥1 month to <36 months 
Gerstner et al. (2006)458 Less than 80% were ≥1 month to <36 months 
Gerstner et al. (2006)459 Less than 80% were ≥1 month to <36 months 
Ghaffar et al. (2020)460 Neonates 
Gharibnaseri et al. (2012)461 Less than 80% were ≥1 month to <36 months 
Ghatan et al. (2014)462 N<10 surgery 
Ghosh et al. (2019)463 Neonates 
Gilbert et al. (2000)464 Age at treatment not reported 
Gil-Nagel et al. (2021)465 Duplicate of 466 
Gil-Nagel et al. (2021)466 Less than 80% were ≥1 month to <36 months 
Giordano et al. (2013)467 Case report (N=3 or fewer) 
Girgis et al. (2010)468 Less than 80% were ≥1 month to <36 months 
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Giroux et al. (2009)469 Less than 80% were ≥1 month to <36 months 
Giulioni et al. (2013)470 Less than 80% were ≥1 month to <36 months 
Giva et al. (2020)471 Systematic literature review 
Glass et al. (2019)472 Neonates 
Glauser et al. (2007)473 Followup NR or followup < 12 weeks 
Glauser et al. (2010)474 Less than 80% were ≥1 month to <36 months 
Glauser et al. (2013)475 Less than 80% were ≥1 month to <36 months 
Glaze et al. (2010)476 No intervention (just describes patients) 
Gleissner et al. (2006)477 Less than 80% were ≥1 month to <36 months 
Gleissner et al. (2008)478 Less than 80% were ≥1 month to <36 months 
Goellner et al. (2013)479 Less than 80% were ≥1 month to <36 months 
Goldstein et al. (2018)480 Less than 80% were ≥1 month to <36 months 
Gong et al. (2020)481 Less than 80% were ≥1 month to <36 months 
González-Martínez et al. (2005)482 Patients overlapped with another included publication483 
Goradia et al. (2011)484 Case report (N=3 or fewer) 
Govil-Dalela et al. (2017)485 Less than 80% were ≥1 month to <36 months 
Gowda et al. (2010)486 Patients overlapped with another included publication483 
Gowda et al. (2019)487 Neonates 
Grayson et al. (2020)488 N<10 surgery 
Grayson et al. (2021)489 Less than 80% were ≥1 month to <36 months 
Greiner et al. (2014)490 Less than 80% were ≥1 month to <36 months 
Greiner et al. (2016)491 Less than 80% were ≥1 month to <36 months 
Griffiths et al. (2007)492 Less than 80% were ≥1 month to <36 months 
Groleau et al. (2014)493 Less than 80% were ≥1 month to <36 months 
Grønborg et al. (2014)494 Only enrolled those who died 
Gröppel et al. (2015)495 N<10 surgery 
Gröppel et al. (2018)496 No outcomes reported for hemispherotomy patients, the only procedure with 

n>10 
Gröppel et al. (2019)497 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2005)498 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2007)499 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2008)500 N of 4-29 nonsurgery 
Grosso et al. (2008)501 Case report (N=3 or fewer) 
Grosso et al. (2011)502 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2014)503 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2014)504 Less than 80% were ≥1 month to <36 months 
Grosso et al. (2014)505 Less than 80% were ≥1 month to <36 months 
Gross-Tsur et al. (2000)506 Less than 80% were ≥1 month to <36 months 
Guan et al. (2017)507 Less than 80% were ≥1 month to <36 months 
Guerrini et al. (2005)508 Less than 80% were ≥1 month to <36 months 
Guerrini et al. (2014)509 Less than 80% were ≥1 month to <36 months 
Guillet et al. (2007)510 Neonates 
Gulati et al. (2015)511 Less than 80% were ≥1 month to <36 months 
Günbey et al. (2020)512 Less than 80% were ≥1 month to <36 months 
Gupta et al. (2004)513 Less than 80% were ≥1 month to <36 months 
Gupta et al. (2004)514 Less than 80% were ≥1 month to <36 months 
Gupta et al. (2006)515 No outcomes of interest 
Gupta et al. (2007)516 Less than 80% were ≥1 month to <36 months 
Gupta et al. (2021)517 Less than 80% were ≥1 month to <36 months 
Gurbani et al. (2016)518 Less than 80% were ≥1 month to <36 months 
Gurbani et al. (2020)519 Less than 80% were ≥1 month to <36 months 
Guzel et al. (2019)520 Less than 80% were ≥1 month to <36 months 
Habib et al. (2006)521 Less than 80% were ≥1 month to <36 months 
Hadzagic-Catibusic et al. (2017)522 Less than 80% were ≥1 month to <36 months 
Haerian et al. (2012)523 Less than 80% were ≥1 month to <36 months 
Haig et al. (2001)524 Less than 80% were ≥1 month to <36 months 
Hallböök et al. (2005)525 Less than 80% were ≥1 month to <36 months 
Hallböök et al. (2005)526 Less than 80% were ≥1 month to <36 months 
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Hallböök et al. (2005)527 Less than 80% were ≥1 month to <36 months 
Hallböök et al. (2007)528 Case report (N=3 or fewer) 
Hallböök et al. (2007)529 Less than 80% were ≥1 month to <36 months 
Hallböök et al. (2013)530 Less than 80% were ≥1 month to <36 months 
Hallböök et al. (2015)531 Less than 80% were ≥1 month to <36 months 
Halley et al. (2010)532 Less than 80% were ≥1 month to <36 months 
Hallioglu et al. (2008)533 Less than 80% were ≥1 month to <36 months 
Hamad et al. (2013)534 Less than 80% were ≥1 month to <36 months 
Hamed et al. (2009)535 Less than 80% were ≥1 month to <36 months 
Hamed et al. (2012)536 Less than 80% were ≥1 month to <36 months 
Han et al. (2018)537 Less than 80% were ≥1 month to <36 months 
Han et al. (2018)538 Neonates 
Haney et al. (2019)539 Less than 80% were ≥1 month to <36 months 
Hannan et al. (2009)540 Case report (N=3 or fewer) 
Harris et al. (2020)541 Systematic review or meta-analysis 
Hartley et al. (2002)542 Less than 80% were ≥1 month to <36 months 
Hasan et al. (2010)543 Less than 80% were ≥1 month to <36 months 
Hasegawa et al. (2021)544 Less than 80% were ≥1 month to <36 months 
Hassan et al. (1999)545 Less than 80% were ≥1 month to <36 months 
Hassan et al. (2003)546 Less than 80% were ≥1 month to <36 months 
Hauptman et al. (2012)547 Less than 80% were ≥1 month to <36 months 
Hauptman et al. (2012)548 Less than 80% were ≥1 month to <36 months 
Hausman-Kedem et al. (2017)549 Narrative review 
Hausman-Kedem et al. (2018)550 Less than 80% were ≥1 month to <36 months 
Havali et al. (2015)551 Less than 80% were ≥1 month to <36 months 
Haznedar et al. (2019)552 Less than 80% were ≥1 month to <36 months 
He et al. (2013)553 Less than 80% were ≥1 month to <36 months 
He et al. (2015)554 Protocol only 
Healy et al. (2013)555 Less than 80% were ≥1 month to <36 months 
Hee et al. (2007)556 Less than 80% were ≥1 month to <36 months 
Helmers et al. (2012)557 Less than 80% were ≥1 month to <36 months 
Hemb et al. (2010)558 Less than 80% were ≥1 month to <36 months 
Henderson et al. (2006)559 Systematic review or meta-analysis 
Henkin et al. (2005)560 Less than 80% were ≥1 month to <36 months 
Heo et al. (2017)561 Less than 80% were ≥1 month to <36 months 
Herrero et al. (2020)562 Less than 80% were ≥1 month to <36 months 
Hess et al. (2016)563 Less than 80% were ≥1 month to <36 months 
Heyman et al. (2012)564 Less than 80% were ≥1 month to <36 months 
Heyman et al. (2014)565 Less than 80% were ≥1 month to <36 months 
Heyman et al. (2017)566 Less than 80% were ≥1 month to <36 months 
Hidalgo et al. (2018)567 No outcomes of interest 
Hiremath et al. (2005)568 Less than 80% were ≥1 month to <36 months 
Hirfanoglu et al. (2016)569 Less than 80% were ≥1 month to <36 months 
Hirfanoglu et al. (2018)570 Less than 80% were ≥1 month to <36 months 
Hmaimess et al. (2020)571 Less than 80% were ≥1 month to <36 months 
Hnaini et al. (2020)572 Neonates 
Hodaie et al. (2001)573 Less than 80% were ≥1 month to <36 months 
Holden et al. (1999)574 Less than 80% were ≥1 month to <36 months 
Holtmann et al. (2002)575 Less than 80% were ≥1 month to <36 months 
Honda et al. (2013)576 Patients overlapped with another included publication577 
Honda et al. (2021)578 Less than 80% were ≥1 month to <36 months 
Hoppe et al. (2019)579 Less than 80% were ≥1 month to <36 months 
Hoppen et al. (2001)580 Neonates 
Horacio Caraballo et al. (2011)581 N of 4-29 nonsurgery 
Hori et al. (1999)582 Less than 80% were ≥1 month to <36 months 
Hosain et al. (2005)583 N of 4-29 nonsurgery 
Hu et al. (2012)584 Less than 80% were ≥1 month to <36 months 
Hudgins et al. (2005)585 N<10 surgery 
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Huppke et al. (2007)586 Less than 80% were ≥1 month to <36 months 
Hur et al. (2018)587 Less than 80% were ≥1 month to <36 months 
Hussain et al. (2015)588 Less than 80% were ≥1 month to <36 months 
Hussain et al. (2016)589 Less than 80% were ≥1 month to <36 months 
Hussain et al. (2020)590 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Hwang et al. (2012)591 Less than 80% were ≥1 month to <36 months 
Hyslop et al. (2015)592 Less than 80% were ≥1 month to <36 months 
Iannelli et al. (2000)593 N<10 surgery 
Iannone et al. (2021)594 Less than 80% were ≥1 month to <36 months 
Ibrahim et al. (2012)595 Less than 80% were ≥1 month to <36 months 
Ibrahim et al. (2015)596 Less than 80% were ≥1 month to <36 months 
Ibrahim et al. (2017)597 No outcomes of interest 
Iimura et al. (2017)598 Less than 80% were ≥1 month to <36 months 
Iinuma et al. (2004)599 N of 4-29 nonsurgery 
IJff et al. (2016)600 Less than 80% were ≥1 month to <36 months 
Ikegaya et al. (2020)601 N<10 surgery 
Ikemoto et al. (2019)602 Less than 80% were ≥1 month to <36 months 
Ilic et al. (2016)603 No outcomes of interest 
Incecik et al. (2007)604 Less than 80% were ≥1 month to <36 months 
Incecik et al. (2012)605 Less than 80% were ≥1 month to <36 months 
Incecik et al. (2012)606 Less than 80% were ≥1 month to <36 months 
Inoue et al. (2009)607 Less than 80% were ≥1 month to <36 months 
Inoue et al. (2014)608 Less than 80% were ≥1 month to <36 months 
Inoue et al. (2015)609 Less than 80% were ≥1 month to <36 months 
Ipingbemi et al. (2015)610 Age at treatment not reported 
Irshaid et al. (2004)611 Out of scope 
Isgüder et al. (2014)612 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Ishikawa et al. (2019)613 Less than 80% were ≥1 month to <36 months 
Ishikawa et al. (2020)614 Less than 80% were ≥1 month to <36 months 
Ismayilova et al. (2018)615 N of 4-29 nonsurgery 
Itamura et al. (2019)616 Less than 80% were ≥1 month to <36 months 
Itoh et al. (2015)617 No intervention (just describes patients) 
Iwasaki et al. (2013)618 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Iwasaki et al. (2015)619 Less than 80% were ≥1 month to <36 months 
Iwasaki et al. (2016)620 Less than 80% were ≥1 month to <36 months 
Jacobs et al. (2018)621 N<10 surgery 
Jagadish et al. (2019)622 Less than 80% were ≥1 month to <36 months 
Jagtap et al. (2013)623 No intervention (just describes patients) 
Jain et al. (2011)624 Less than 80% were ≥1 month to <36 months 
Jain et al. (2020)625 Less than 80% were ≥1 month to <36 months 
Jakobsen et al. (2020)626 Less than 80% were ≥1 month to <36 months 
Jalloh et al. (2018)627 Less than 80% were ≥1 month to <36 months 
Jambaqué et al. (2000)628 N of 4-29 nonsurgery 
Jambaqué et al. (2007)629 Less than 80% were ≥1 month to <36 months 
Jan et al. (2000)630 Less than 80% were ≥1 month to <36 months 
Jansen et al. (2007)631 N<10 surgery 
Jayakar et al. (2008)632 Less than 80% were ≥1 month to <36 months 
Jayalakshmi et al. (2011)633 Less than 80% were ≥1 month to <36 months 
Jayalakshmi et al. (2019)634 Less than 80% were ≥1 month to <36 months 
Jayawant et al. (2003)635 Less than 80% were ≥1 month to <36 months 
Jedrzejczak et al. (2008)636 Less than 80% were ≥1 month to <36 months 
Jehi et al. (2012)637 Less than 80% were ≥1 month to <36 months 
Jennesson et al. (2013)638 Less than 80% were ≥1 month to <36 months 
Jennum et al. (2016)639 Less than 80% were ≥1 month to <36 months 
Jenny et al. (2016)640 Less than 80% were ≥1 month to <36 months 
Jha et al. (2014)641 Narrative review 
Ji et al. (2019)642 Less than 80% were ≥1 month to <36 months 
Jo et al. (2013)643 Less than 80% were ≥1 month to <36 months 
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Jonas et al. (2005)644 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Joseph et al. (2011)645 Less than 80% were ≥1 month to <36 months 
Juhasz et al. (2001)646 N of 4-29 nonsurgery 
Jun et al. (2019)647 Less than 80% were ≥1 month to <36 months 
Jung et al. (2008)648 Less than 80% were ≥1 month to <36 months 
Jung et al. (2011)649 Less than 80% were ≥1 month to <36 months 
Jung et al. (2012)650 Less than 80% were ≥1 month to <36 months 
Junna et al. (2013)651 Less than 80% were ≥1 month to <36 months 
Kabir et al. (2009)652 Less than 80% were ≥1 month to <36 months 
Kadish et al. (2020)653 Less than 80% were ≥1 month to <36 months 
Kafadar et al. (2014)654 Less than 80% were ≥1 month to <36 months 
Kagawa et al. (2005)655 Less than 80% were ≥1 month to <36 months 
Kalanithi et al. (2014)656 Less than 80% were ≥1 month to <36 months 
Kaleyias et al. (2006)657 N of 4-29 nonsurgery 
Kalra et al. (2010)658 Less than 80% were ≥1 month to <36 months 
Kan et al. (2008)659 Less than 80% were ≥1 month to <36 months 
Kanai et al. (2019)660 N of 4-29 nonsurgery 
Kanai et al. (2020)661 Less than 80% were ≥1 month to <36 months 
Kanemura et al. (2012)662 Less than 80% were ≥1 month to <36 months 
Kanemura et al. (2013)663 Less than 80% were ≥1 month to <36 months 
Kanemura et al. (2014)664 Less than 80% were ≥1 month to <36 months 
Kanemura et al. (2014)665 Less than 80% were ≥1 month to <36 months 
Kanemura et al. (2014)665 Duplicate 
Kanemura et al. (2018)666 Less than 80% were ≥1 month to <36 months 
Kang et al. (2006)667 Narrative review 
Kang et al. (2006)668 Case report (N=3 or fewer) 
Kang et al. (2007)669 Less than 80% were ≥1 month to <36 months 
Kang et al. (2007)670 N of 4-29 nonsurgery 
Kang et al. (2007)671 Less than 80% were ≥1 month to <36 months 
Kankirawatana et al. (2001)672 Less than 80% were ≥1 month to <36 months 
Kanmaz et al. (2020)673 Neonates 
Karabiber et al. (2003)674 Age at treatment not reported 
Karabiber et al. (2004)675 Less than 80% were ≥1 month to <36 months 
Karaoglu et al. (2009)676 Less than 80% were ≥1 month to <36 months 
Karaoglu et al. (2020)677 Neonates 
Karaoglu et al. (2021)678 Results not specific to a treatment 
Karatoprak et al. (2021)679 Less than 80% were ≥1 month to <36 months 
Karimzadeh et al. (2013)680 Less than 80% were ≥1 month to <36 months 
Karimzadeh et al. (2014)681 Less than 80% were ≥1 month to <36 months 
Karimzadeh et al. (2019)682 1 arm had outcome data on only 2 patients, and the other arm had N<30 
Kariuki et al. (2012)683 No intervention (just describes patients) 
Katyal et al. (2000)684 Less than 80% were ≥1 month to <36 months 
Kaushik et al. (2019)685 Less than 80% were ≥1 month to <36 months 
Kawada et al. (2011)686 Neonates 
Kayyali et al. (2020)687 Less than 80% were ≥1 month to <36 months 
Kessi et al. (2021)688 Less than 80% were ≥1 month to <36 months 
Kessler et al. (2011)689 Less than 80% were ≥1 month to <36 months 
Kessler et al. (2015)690 Less than 80% were ≥1 month to <36 months 
Kestle et al. (2000)691 Less than 80% were ≥1 month to <36 months 
Khajavi et al. (1999)692 Case report (N=3 or fewer) 
Khan et al. (2004)693 Less than 80% were ≥1 month to <36 months 
Khan et al. (2006)694 Less than 80% were ≥1 month to <36 months 
Khan et al. (2011)695 Neonates 
Khan et al. (2013)696 Neonates 
Khateeb et al. (2019)697 Less than 80% were ≥1 month to <36 months 
Khoo et al. (2016)698 Less than 80% were ≥1 month to <36 months 
Kikuchi et al. (2011)699 N of 4-29 nonsurgery 
Kikuchi et al. (2017)700 Treatment to halt acute seizures (not prevention) 



B-13 
 

Study Reason for Exclusion 
Kilaru et al. (2007)701 Less than 80% were ≥1 month to <36 months 
Kim et al. (2000)702 Less than 80% were ≥1 month to <36 months 
Kim et al. (2001)703 N<10 surgery 
Kim et al. (2005)704 Less than 80% were ≥1 month to <36 months 
Kim et al. (2008)705 Less than 80% were ≥1 month to <36 months 
Kim et al. (2009)706 Less than 80% were ≥1 month to <36 months 
Kim et al. (2012)707 Less than 80% were ≥1 month to <36 months 
Kim et al. (2012)708 Less than 80% were ≥1 month to <36 months 
Kim et al. (2013)709 Less than 80% were ≥1 month to <36 months 
Kim et al. (2014)710 Less than 80% were ≥1 month to <36 months 
Kim et al. (2014)711 Less than 80% were ≥1 month to <36 months 
Kim et al. (2018)712 Less than 80% were ≥1 month to <36 months 
Kim et al. (2020)713 Less than 80% were ≥1 month to <36 months 
Kim et al. (2021)714 No outcome data for any specific treatment 
Kimura et al. (2014)715 Less than 80% were ≥1 month to <36 months 
Kimura et al. (2019)716 Less than 80% were ≥1 month to <36 months 
Kirkham et al. (2020)717 Less than 80% were ≥1 month to <36 months 
Kishima et al. (2013)718 N<10 surgery 
Klinkenberg et al. (2014)719 Less than 80% were ≥1 month to <36 months 
Kloss et al. (2002)720 Less than 80% were ≥1 month to <36 months 
Kluger et al. (2009)721 Less than 80% were ≥1 month to <36 months 
Kluger et al. (2010)722 Less than 80% were ≥1 month to <36 months 
Knorr et al. (2020)723 N of 4-29 nonsurgery 
Knudsen et al. (2003)724 Case report (N=3 or fewer) 
Ko et al. (2019)725 Less than 80% were ≥1 month to <36 months 
Kodama et al. (2002)726 Less than 80% were ≥1 month to <36 months 
Koh et al. (2000)727 Less than 80% were ≥1 month to <36 months 
Koh et al. (2004)728 Less than 80% were ≥1 month to <36 months 
Koh et al. (2005)729 Treatment to halt acute seizures (not prevention) 
Kohrman et al. (2015)730 Less than 80% were ≥1 month to <36 months 
König et al. (2003)731 Less than 80% were ≥1 month to <36 months 
Korff et al. (2007)732 N of 4-29 nonsurgery 
Koristkova et al. (2019)733 Less than 80% were ≥1 month to <36 months 
Korneluk et al. (2003)734 Less than 80% were ≥1 month to <36 months 
Korn-Merker et al. (2000)735 Less than 80% were ≥1 month to <36 months 
KÖse et al. (2009)736 Less than 80% were ≥1 month to <36 months 
Kossoff et al. (2004)737 Less than 80% were ≥1 month to <36 months 
Kossoff et al. (2008)738 Less than 80% were ≥1 month to <36 months 
Kossoff et al. (2010)739 Less than 80% were ≥1 month to <36 months 
Kossoff et al. (2011)740 Less than 80% were ≥1 month to <36 months 
Kothare et al. (2017)741 Narrative review 
Kotulska et al. (2014)742 Data not specific to a treatment 
Koubeissi et al. (2009)743 Less than 80% were ≥1 month to <36 months 
Koubeissi et al. (2017)744 Narrative review 
Koul et al. (2001)745 Less than 80% were ≥1 month to <36 months 
Koutroumanidis et al. (2003)746 Less than 80% were ≥1 month to <36 months 
Krajnc et al. (2011)747 Less than 80% were ≥1 month to <36 months 
Kramer et al. (2000)748 N<10 surgery 
Kramer et al. (2002)749 Age at treatment not reported 
Kramer et al. (2006)750 Not a treatment of interest 
Kramer et al. (2009)751 Treatment to halt acute seizures (not prevention) 
Kravljanac et al. (2011)752 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Kremenchugskaya et al. (2013)753 Not in English 
Krief et al. (2008)754 N of 4-29 nonsurgery 
Kröll-Seger et al. (2006)755 Less than 80% were ≥1 month to <36 months 
Krsek et al. (2009)756 Less than 80% were ≥1 month to <36 months 
Krsek et al. (2013)757 Less than 80% were ≥1 month to <36 months 
Krueger et al. (2013)758 Less than 80% were ≥1 month to <36 months 
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Kuehn et al. (2002)759 Less than 80% were ≥1 month to <36 months 
Kumada et al. (2018)760 Less than 80% were ≥1 month to <36 months 
Kurth et al. (2010)761 Less than 80% were ≥1 month to <36 months 
Kurul et al. (2003)762 Less than 80% were ≥1 month to <36 months 
Kurul et al. (2007)763 Less than 80% were ≥1 month to <36 months 
Kurwale et al. (2020)764 Less than 80% were ≥1 month to <36 months 
Kwan et al. (2000)765 Less than 80% were ≥1 month to <36 months 
Kwan et al. (2006)766 Less than 80% were ≥1 month to <36 months 
Kwan et al. (2010)767 Less than 80% were ≥1 month to <36 months 
Kwon et al. (2016)768 Less than 80% were ≥1 month to <36 months 
Kwon et al. (2020)769 Less than 80% were ≥1 month to <36 months 
La Marca et al. (2013)770 N of 4-29 nonsurgery 
Labar et al. (2000)771 Narrative review 
Lachhwani et al. (2008)772 Less than 80% were ≥1 month to <36 months 
Laffond et al. (2012)773 Less than 80% were ≥1 month to <36 months 
Lagae et al. (2003)774 Case report (N=3 or fewer) 
Lagae et al. (2012)775 Not in English 
Lagae et al. (2015)776 Less than 80% were ≥1 month to <36 months 
Lagae et al. (2018)777 Data not specific to a treatment 
Lagae et al. (2019)778 Less than 80% were ≥1 month to <36 months 
Lagae et al. (2019)779 Age at treatment not reported 
Lagunju et al. (2011)780 Less than 80% were ≥1 month to <36 months 
Lah et al. (2015)781 Less than 80% were ≥1 month to <36 months 
Lakshminarayanan et al. (2021)782 Less than 80% were ≥1 month to <36 months 
Lamb et al. (2020)783 Comment/guideline/position statement/editorial 
Lamberink et al. (2015)784 Less than 80% were ≥1 month to <36 months 
Lambrechts et al. (2015)785 Less than 80% were ≥1 month to <36 months 
Lambrechts et al. (2017)786 Less than 80% were ≥1 month to <36 months 
Larson et al. (2012)787 Less than 80% were ≥1 month to <36 months 
Larsson et al. (2010)788 Less than 80% were ≥1 month to <36 months 
Larsson et al. (2012)789 Less than 80% were ≥1 month to <36 months 
Larysz et al. (2007)790 Less than 80% were ≥1 month to <36 months 
Laux et al. (2019)791 Less than 80% were ≥1 month to <36 months 
Law et al. (2015)792 Less than 80% were ≥1 month to <36 months 
Law et al. (2017)793 Less than 80% were ≥1 month to <36 months 
Lawden et al. (1999)794 Less than 80% were ≥1 month to <36 months 
Lazaridis et al. (2019)795 Narrative review 
Lazow et al. (2012)796 Less than 80% were ≥1 month to <36 months 
Leal et al. (2020)797 Less than 80% were ≥1 month to <36 months 
Lebowitz et al. (2016)798 Less than 80% were ≥1 month to <36 months 
Lee et al. (2005)799 Less than 80% were ≥1 month to <36 months 
Lee et al. (2008)800 Less than 80% were ≥1 month to <36 months 
Lee et al. (2010)801 N of 4-29 nonsurgery 
Lee et al. (2010)802 Less than 80% were ≥1 month to <36 months 
Lee et al. (2010)803 Less than 80% were ≥1 month to <36 months 
Lee et al. (2010)804 Less than 80% were ≥1 month to <36 months 
Lee et al. (2011)805 Less than 80% were ≥1 month to <36 months 
Lee et al. (2012)806 Less than 80% were ≥1 month to <36 months 
Lee et al. (2013)807 Less than 80% were ≥1 month to <36 months 
Lee et al. (2014)808 Less than 80% were ≥1 month to <36 months 
Lee et al. (2016)809 Less than 80% were ≥1 month to <36 months 
Lee et al. (2018)810 Less than 80% were ≥1 month to <36 months 
Leiphart et al. (2001)811 Less than 80% were ≥1 month to <36 months 
Lemmon et al. (2012)812 Less than 80% were ≥1 month to <36 months 
Lendt et al. (2000)813 Less than 80% were ≥1 month to <36 months 
Lendt et al. (2002)814 Less than 80% were ≥1 month to <36 months 
Leonard et al. (2010)815 Less than 80% were ≥1 month to <36 months 
Levy et al. (2010)816 Less than 80% were ≥1 month to <36 months 
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Lew et al. (2014)817 Less than 80% were ≥1 month to <36 months 
Lewena et al. (2006)818 Treatment to halt acute seizures (not prevention) 
Li et al. (2004)819 Less than 80% were ≥1 month to <36 months 
Li et al. (2009)820 Less than 80% were ≥1 month to <36 months 
Li et al. (2010)821 N of 4-29 nonsurgery 
Li et al. (2011)822 Less than 80% were ≥1 month to <36 months 
Li et al. (2013)823 Less than 80% were ≥1 month to <36 months 
Li et al. (2017)824 Less than 80% were ≥1 month to <36 months 
Li et al. (2020)825 Less than 80% were ≥1 month to <36 months 
Li et al. (2020)826 Less than 80% were ≥1 month to <36 months 
Li et al. (2020)827 Less than 80% were ≥1 month to <36 months 
Liang et al. (2018)828 No outcomes of interest 
Liao et al. (2020)829 Less than 80% were ≥1 month to <36 months 
Liasis et al. (2003)830 Case report (N=3 or fewer) 
Liava et al. (2014)831 Less than 80% were ≥1 month to <36 months 
Liava et al. (2016)832 Less than 80% were ≥1 month to <36 months 
Licheni et al. (2018)833 Less than 80% were ≥1 month to <36 months 
Liégeois et al. (2008)834 Less than 80% were ≥1 month to <36 months 
Liguori et al. (2020)835 Less than 80% were ≥1 month to <36 months 
Lim et al. (2017)836 Less than 80% were ≥1 month to <36 months 
Lim et al. (2018)837 Less than 80% were ≥1 month to <36 months 
Lim et al. (2021)838 Less than 80% were ≥1 month to <36 months 
Lima-Rogel et al. (2018)839 Neonates 
Limbrick et al. (2009)840 Less than 80% were ≥1 month to <36 months 
Limbrick et al. (2009)841 Case report (N=3 or fewer) 
Lin et al. (2002)842 Not in English 
Lin et al. (2007)843 Less than 80% were ≥1 month to <36 months 
Lin et al. (2012)844 Less than 80% were ≥1 month to <36 months 
Lin et al. (2015)845 Less than 80% were ≥1 month to <36 months 
Lin et al. (2018)846 Less than 80% were ≥1 month to <36 months 
Lippé et al. (2010)847 N<10 surgery 
Liu et al. (2002)848 Not in English 
Liu et al. (2003)849 Not in English 
Liu et al. (2003)850 Less than 80% were ≥1 month to <36 months 
Liu et al. (2007)851 Less than 80% were ≥1 month to <36 months 
Liu et al. (2012)852 Less than 80% were ≥1 month to <36 months 
Liu et al. (2015)853 Less than 80% were ≥1 month to <36 months 
Liu et al. (2016)854 Less than 80% were ≥1 month to <36 months 
Liu et al. (2018)855 Less than 80% were ≥1 month to <36 months 
Liu et al. (2019)856 N of 4-29 nonsurgery 
Liu et al. (2019)857 Less than 80% were ≥1 month to <36 months 
Liu et al. (2020)858 Less than 80% were ≥1 month to <36 months 
Liu et al. (2020)859 Less than 80% were ≥1 month to <36 months 
Liu et al. (2020)860 Neonates 
Liu et al. (2021)861 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Lloreda-García et al. (2017)862 Neonates 
Lockney et al. (2017)863 They didnt have seizures at enrollment 
Loddenkemper et al. (2012)864 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Logroscino et al. (2002)865 Treatment to halt acute seizures (not prevention) 
López et al. (2010)866 Less than 80% were ≥1 month to <36 months 
Loring et al. (2001)867 Narrative review 
Loring et al. (2020)868 Less than 80% were ≥1 month to <36 months 
Lortie et al. (2002)869 N<10 surgery 
Lou Smith et al. (2006)870 Less than 80% were ≥1 month to <36 months 
Love et al. (2016)871 No intervention (just describes patients) 
Low et al. (2016)872 Neonates 
Lu et al. (2007)873 Less than 80% were ≥1 month to <36 months 
Luat et al. (2018)874 No intervention (just describes patients) 
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Lukka et al. (2021)875 Less than 80% were ≥1 month to <36 months 
Luoni et al. (2015)876 Less than 80% were ≥1 month to <36 months 
Luz et al. (2019)877 Less than 80% were ≥1 month to <36 months 
Lyczkowski et al. (2005)878 Less than 80% were ≥1 month to <36 months 
Ma et al. (2009)879 Less than 80% were ≥1 month to <36 months 
Mackay et al. (2005)880 Less than 80% were ≥1 month to <36 months 
Madan Cohen et al. (2021)881 Less than 80% were ≥1 month to <36 months 
Madhavan et al. (2007)882 Less than 80% were ≥1 month to <36 months 
Mahmoudian et al. (2005)883 Less than 80% were ≥1 month to <36 months 
Maitre et al. (2013)884 Neonates 
Majkowska-Zwolinska et al. 
(2012)885 

Less than 80% were ≥1 month to <36 months 

Majoie et al. (2005)886 Less than 80% were ≥1 month to <36 months 
Makis et al. (2005)887 Less than 80% were ≥1 month to <36 months 
Maksoud et al. (2016)888 Less than 80% were ≥1 month to <36 months 
Malik et al. (2009)889 Unable to obtain 
Malik et al. (2013)890 Case report (N=3 or fewer) 
Malmgren et al. (2008)891 Less than 80% were ≥1 month to <36 months 
Maloletnev et al. (2016)892 Less than 80% were ≥1 month to <36 months 
Mandel et al. (2002)893 Less than 80% were ≥1 month to <36 months 
Mandelbaum et al. (2005)894 Less than 80% were ≥1 month to <36 months 
Mandelbaum et al. (2005)895 Less than 80% were ≥1 month to <36 months 
Mandell et al. (2015)896 Less than 80% were ≥1 month to <36 months 
Mani et al. (2006)897 Less than 80% were ≥1 month to <36 months 
Mann et al. (2014)898 N of 4-29 nonsurgery 
Mann et al. (2020)899 Less than 80% were ≥1 month to <36 months 
Marashly et al. (2020)900 Case report (N=3 or fewer) 
Marchiò et al. (2019)901 Less than 80% were ≥1 month to <36 months 
Marino et al. (2018)902 Less than 80% were ≥1 month to <36 months 
Marras et al. (2010)903 Less than 80% were ≥1 month to <36 months 
Marsh et al. (2006)904 Less than 80% were ≥1 month to <36 months 
Marson et al. (2007)905 Less than 80% were ≥1 month to <36 months 
Martin et al. (2016)906 Less than 80% were ≥1 month to <36 months 
Martinez et al. (2007)907 Less than 80% were ≥1 month to <36 months 
Martínez-Ferrández et al. (2019)908 Less than 80% were ≥1 month to <36 months 
Masino et al. (2021)909 Less than 80% were ≥1 month to <36 months 
Masuccio et al. (2010)910 Less than 80% were ≥1 month to <36 months 
Masur et al. (2013)911 Less than 80% were ≥1 month to <36 months 
Mathern et al. (1999)912 Less than 80% were ≥1 month to <36 months 
Mathew et al. (2012)913 Less than 80% were ≥1 month to <36 months 
Mathew et al. (2020)914 Neonates 
Mathiak et al. (2010)915 Less than 80% were ≥1 month to <36 months 
Mathieson et al. (2016)916 Neonates 
Maton et al. (2007)917 Case report (N=3 or fewer) 
Matsufuji et al. (2005)918 N of 4-29 non-surgery 
May et al. (2011)919 Less than 80% were ≥1 month to <36 months 
May et al. (2012)920 Less than 80% were ≥1 month to <36 months 
Maydell et al. (2001)921 N of 4-29 nonsurgery 
Mazaheri et al. (2011)922 Less than 80% were ≥1 month to <36 months 
Mazur et al. (2019)923 Less than 80% were ≥1 month to <36 months 
McBride et al. (2000)924 Neonates 
McCoy et al. (2011)925 Less than 80% were ≥1 month to <36 months 
McCoy et al. (2018)926 Less than 80% were ≥1 month to <36 months 
McDonald et al. (2005)927 Less than 80% were ≥1 month to <36 months 
McDonald et al. (2017)928 No intervention (just describes patients) 
McGinnis et al. (2016)929 Less than 80% were ≥1 month to <36 months 
McNamara et al. (2013)930 Age at treatment not reported 
McNamara et al. (2020)931 Less than 80% were ≥1 month to <36 months 
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McWilliams et al. (2016)932 No intervention (just describes patients) 
Medeiros et al. (2016)933 Appears to be only an abstract but describes full paper. Also does not seem 

to report outcomes of interest 
Meekes et al. (2013)934 Less than 80% were ≥1 month to <36 months 
Meekes et al. (2014)935 Less than 80% were ≥1 month to <36 months 
Meekes et al. (2015)936 Less than 80% were ≥1 month to <36 months 
Mehta et al. (2016)937 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Menascu et al. (2013)938 Less than 80% were ≥1 month to <36 months 
Meng et al. (2015)939 Less than 80% were ≥1 month to <36 months 
Mengesha et al. (2009)940 Less than 80% were ≥1 month to <36 months 
Meral et al. (2011)941 Less than 80% were ≥1 month to <36 months 
Metz-Lutz et al. (1999)942 Less than 80% were ≥1 month to <36 months 
Miao et al. (2019)943 Less than 80% were ≥1 month to <36 months 
Michaelides et al. (2008)944 Less than 80% were ≥1 month to <36 months 
Michoulas et al. (2006)945 Less than 80% were ≥1 month to <36 months 
Mikaeloff et al. (2003)946 Less than 80% were ≥1 month to <36 months 
Mikati et al. (2002)947 N of 4-29 nonsurgery 
Mikati et al. (2008)948 Less than 80% were ≥1 month to <36 months 
Mikati et al. (2010)949 Less than 80% were ≥1 month to <36 months 
Milano et al. (2021)950 Less than 80% were ≥1 month to <36 months 
Milh et al. (2009)951 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Miller et al. (2014)952 Comment/guideline/position statement/editorial 
Mills et al. (2011)953 Less than 80% were ≥1 month to <36 months 
Mills et al. (2012)954 Less than 80% were ≥1 month to <36 months 
Mir et al. (2020)955 Less than 80% were ≥1 month to <36 months 
Miranda et al. (2011)956 Less than 80% were ≥1 month to <36 months 
Miró et al. (2014)957 Less than 80% were ≥1 month to <36 months 
Miserocchi et al. (2013)958 Less than 80% were ≥1 month to <36 months 
Mishra et al. (2011)959 Case report (N=3 or fewer) 
Mishra et al. (2011)960 Less than 80% were ≥1 month to <36 months 
Miskin et al. (2015)961 Less than 80% were ≥1 month to <36 months 
Mittal et al. (2005)962 Less than 80% were ≥1 month to <36 months 
Miura et al. (2004)963 Less than 80% were ≥1 month to <36 months 
Miyamoto et al. (2000)964 Less than 80% were ≥1 month to <36 months 
Moavero et al. (2020)965 No outcomes of interest 
Modi et al. (2009)966 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Modi et al. (2011)967 Less than 80% were ≥1 month to <36 months 
Modi et al. (2014)968 Less than 80% were ≥1 month to <36 months 
Mohammadreza et al. (2010)969 Less than 80% were ≥1 month to <36 months 
Mohammed et al. (2006)970 Less than 80% were ≥1 month to <36 months 
Mohan et al. (2019)971 Age at treatment not reported 
Mollamohammadi et al. (2018)972 Neonates 
Momen et al. (2018)973 Less than 80% were ≥1 month to <36 months 
Moreland et al. (1999)974 Less than 80% were ≥1 month to <36 months 
Moritake et al. (2008)975 Less than 80% were ≥1 month to <36 months 
Morrison et al. (2009)976 Less than 80% were ≥1 month to <36 months 
Morrison-Levy et al. (2018)977 Less than 80% were ≥1 month to <36 months 
Morse et al. (2011)978 Narrative review 
Moseley et al. (2012)979 Less than 80% were ≥1 month to <36 months 
Moshel et al. (2010)980 N<10 surgery 
Mueller et al. (2011)981 Less than 80% were ≥1 month to <36 months 
Mühlebner et al. (2014)982 Less than 80% were ≥1 month to <36 months 
Mühlebner et al. (2016)983 Less than 80% were ≥1 month to <36 months 
Mujgan Sonmez et al. (2006)984 No outcomes of interest 
Munari et al. (2000)985 Less than 80% were ≥1 month to <36 months 
Muramatsu et al. (2017)986 Less than 80% were ≥1 month to <36 months 
Murphy et al. (2003)987 Less than 80% were ≥1 month to <36 months 
Musa-Veloso et al. (2006)988 Less than 80% were ≥1 month to <36 months 
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Muthiah et al. (2020)989 Less than 80% were ≥1 month to <36 months 
Muzykewicz et al. (2009)990 Less than 80% were ≥1 month to <36 months 
Na et al. (2020)991 N of 4-29 nonsurgery 
Nabangchang et al. (2005)992 Case report (N=3 or fewer) 
Nabbout et al. (2020)993 Less than 80% were ≥1 month to <36 months 
Nabbout et al. (2020)994 Less than 80% were ≥1 month to <36 months 
Nadler et al. (2008)995 Less than 80% were ≥1 month to <36 months 
Nagarajan et al. (2002)996 Less than 80% were ≥1 month to <36 months 
Nagarajan et al. (2015)997 Less than 80% were ≥1 month to <36 months 
Nakajima et al. (2011)998 Less than 80% were ≥1 month to <36 months 
Nangia et al. (2012)999 Narrative review 
Natarajan et al. (2018)1000 Neonates 
Nathan et al. (2009)1001 Less than 80% were ≥1 month to <36 months 
Nation et al. (2014)1002 No outcomes of interest 
Naves et al. (2015)1003 Less than 80% were ≥1 month to <36 months 
Nazziwa et al. (2014)1004 Less than 80% were ≥1 month to <36 months 
Neal et al. (2008)1005 Less than 80% were ≥1 month to <36 months 
Neal et al. (2009)1006 Less than 80% were ≥1 month to <36 months 
Neininger et al. (2015)1007 Neonates 
Nelles et al. (2015)1008 No outcomes of interest 
Neubauer et al. (2018)1009 Less than 80% were ≥1 month to <36 months 
Ng et al. (2002)1010 Not a treatment of interest 
Ng et al. (2010)1011 N of 4-29 nonsurgery 
Ng et al. (2011)1012 Less than 80% were ≥1 month to <36 months 
Ng et al. (2012)1013 Less than 80% were ≥1 month to <36 months 
Nguyen et al. (2020)1014 Age at treatment not reported 
Nickels et al. (2017)1015 Narrative review 
Nickels et al. (2020)1016 Narrative review 
Nickels et al. (2020)1017 Comment/guideline/position statement/editorial 
Nicolson et al. (2004)1018 Less than 80% were ≥1 month to <36 months 
Nieto-Barrera et al. (2000)1019 Less than 80% were ≥1 month to <36 months 
Nilsson et al. (2016)1020 Less than 80% were ≥1 month to <36 months 
Nimaga et al. (2002)1021 Less than 80% were ≥1 month to <36 months 
Nishikawa et al. (2020)1022 N of 4-29 non-surgery 
Nishio et al. (2001)1023 Case report (N=3 or fewer) 
No author et al. (2005)1024 Comment/guideline/position statement/editorial 
No author et al. (2021)1025 Comment/guideline/position statement/editorial 
Nolan et al. (2004)1026 Less than 80% were ≥1 month to <36 months 
Nolan et al. (2019)1027 Less than 80% were ≥1 month to <36 months 
Noli et al. (2013)1028 N<10 surgery 
Nonoda et al. (2014)1029 Less than 80% were ≥1 month to <36 months 
Nordli et al. (2001)1030 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Northam et al. (2005)1031 N of 4-29 nonsurgery 
Noureen et al. (2011)1032 Less than 80% were ≥1 month to <36 months 
Novak et al. (1999)1033 Less than 80% were ≥1 month to <36 months 
Novak et al. (2019)1034 Less than 80% were ≥1 month to <36 months 
Obeid et al. (2010)1035 Less than 80% were ≥1 month to <36 months 
Oesch et al. (2019)1036 Less than 80% were ≥1 month to <36 months 
Ogiwara et al. (2010)1037 N<10 surgery 
Oguni et al. (2002)1038 Less than 80% were ≥1 month to <36 months 
Ohtahara et al. (2004)1039 Less than 80% were ≥1 month to <36 months 
Oitment et al. (2013)1040 Less than 80% were ≥1 month to <36 months 
Okanari et al. (2015)1041 Less than 80% were ≥1 month to <36 months 
Okanishi et al. (2018)1042 Less than 80% were ≥1 month to <36 months 
Okumura et al. (2006)1043 N of 4-29 nonsurgery 
Okumura et al. (2016)1044 N of 4-29 nonsurgery 
Okumura et al. (2019)1045 Less than 80% were ≥1 month to <36 months 
Oldham et al. (2015)1046 Less than 80% were ≥1 month to <36 months 
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Ollivier et al. (2009)1047 Less than 80% were ≥1 month to <36 months 
Olson et al. (2011)1048 Less than 80% were ≥1 month to <36 months 
Olsson et al. (2013)1049 Less than 80% were ≥1 month to <36 months 
Oluigbo et al. (2015)1050 Less than 80% were ≥1 month to <36 months 
Öner et al. (2004)1051 Less than 80% were ≥1 month to <36 months 
Ono et al. (2011)1052 Less than 80% were ≥1 month to <36 months 
Operto et al. (2021)1053 Less than 80% were ≥1 month to <36 months 
Opp et al. (2005)1054 Less than 80% were ≥1 month to <36 months 
Orosz et al. (2014)1055 Less than 80% were ≥1 month to <36 months 
Ostrovsky et al. (2018)1056 Comment/guideline/position statement/editorial 
Otoul et al. (2007)1057 Less than 80% were ≥1 month to <36 months 
Otsuki et al. (2016)1058 Less than 80% were ≥1 month to <36 months 
Overwater et al. (2015)1059 Less than 80% were ≥1 month to <36 months 
Özalkaya et al. (2019)1060 Neonates 
Ozanne et al. (2018)1061 Parent, but not on their preferences 
Ozcelik et al. (2014)1062 Less than 80% were ≥1 month to <36 months 
Ozdemir et al. (2016)1063 Less than 80% were ≥1 month to <36 months 
Ozerol et al. (2003)1064 No outcomes of interest 
Ozerol et al. (2003)1065 Less than 80% were ≥1 month to <36 months 
Pablos-Sánchez et al. (2014)1066 Not in English 
Pacione et al. (2011)1067 Less than 80% were ≥1 month to <36 months 
Painter et al. (1999)1068 Neonates 
Pan et al. (2020)1069 Less than 80% were ≥1 month to <36 months 
Panigrahi et al. (2016)1070 Less than 80% were ≥1 month to <36 months 
Panomvana et al. (2006)1071 Less than 80% were ≥1 month to <36 months 
Panov et al. (2020)1072 Less than 80% were ≥1 month to <36 months 
Paolicchi et al. (2000)1073 Less than 80% were ≥1 month to <36 months 
Paolicchi et al. (2015)1074 Less than 80% were ≥1 month to <36 months 
Papazoglou et al. (2010)1075 Less than 80% were ≥1 month to <36 months 
Parain et al. (2001)1076 Less than 80% were ≥1 month to <36 months 
Park et al. (2003)1077 Less than 80% were ≥1 month to <36 months 
Park et al. (2006)1078 Less than 80% were ≥1 month to <36 months 
Park et al. (2007)1079 Less than 80% were ≥1 month to <36 months 
Park et al. (2012)1080 Less than 80% were ≥1 month to <36 months 
Park et al. (2020)1081 Less than 80% were ≥1 month to <36 months 
Parker et al. (1999)1082 Less than 80% were ≥1 month to <36 months 
Pasca et al. (2018)1083 Less than 80% were ≥1 month to <36 months 
Patel et al. (2010)1084 Less than 80% were ≥1 month to <36 months 
Patel et al. (2018)1085 Less than 80% were ≥1 month to <36 months 
Patel et al. (2021)1086 Less than 80% were ≥1 month to <36 months 
Pathak et al. (2013)1087 Neonates 
Pati et al. (2011)1088 N<10 surgery 
Pati et al. (2013)1089 Less than 80% were ≥1 month to <36 months 
Patwardhan et al. (2000)1090 Less than 80% were ≥1 month to <36 months 
Paul et al. (2010)1091 Less than 80% were ≥1 month to <36 months 
Pavlou et al. (2012)1092 Less than 80% were ≥1 month to <36 months 
Peake et al. (2007)1093 Less than 80% were ≥1 month to <36 months 
Pearl et al. (2009)1094 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Peker et al. (2009)1095 Less than 80% were ≥1 month to <36 months 
Pelliccia et al. (2017)1096 Less than 80% were ≥1 month to <36 months 
Pellock et al. (2011)1097 Less than 80% were ≥1 month to <36 months 
Peng et al. (2021)1098 Less than 80% were ≥1 month to <36 months 
Pereira et al. (2012)1099 Less than 80% were ≥1 month to <36 months 
Perez et al. (1999)1100 Data not specific to a treatment 
Perry et al. (2007)1101 Less than 80% were ≥1 month to <36 months 
Perry et al. (2008)1102 Less than 80% were ≥1 month to <36 months 
Perry et al. (2010)1103 Less than 80% were ≥1 month to <36 months 
Perry et al. (2013)1104 Less than 80% were ≥1 month to <36 months 
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Perry et al. (2017)1105 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Perry et al. (2019)1106 Comment/guideline/position statement/editorial 
Pestana Knight et al. (2011)1107 Less than 80% were ≥1 month to <36 months 
Phillips et al. (2020)1108 Less than 80% were ≥1 month to <36 months 
Phung et al. (2013)1109 Less than 80% were ≥1 month to <36 months 
Pickrell et al. (2017)1110 Narrative review 
Pietrafusa et al. (2019)1111 Less than 80% were ≥1 month to <36 months 
Piña-Garza et al. (2005)1112 Followup NR or Followup <12 weeks 
Piña-Garza et al. (2017)1113 Less than 80% were ≥1 month to <36 months 
Piñea-Garza et al. (2009)1114 The only outcome reported for our age gorup was efficacy, but followup <12 

weeks. The age 24-48 month was too large and included too many age ≥36 
months. 

Ping et al. (2009)1115 Less than 80% were ≥1 month to <36 months 
Pirzadeh et al. (2017)1116 Less than 80% were ≥1 month to <36 months 
Pisano et al. (2015)1117 Neonates 
Pittau et al. (2009)1118 Less than 80% were ≥1 month to <36 months 
Plosker et al. (2012)1119 Narrative review 
Pomata et al. (2000)1120 Less than 80% were ≥1 month to <36 months 
Pong et al. (2012)1121 Less than 80% were ≥1 month to <36 months 
Poorshiri et al. (2021)1122 Less than 80% were ≥1 month to <36 months 
Porat Rein et al. (2020)1123 No intervention (just describes patients) 
Porcari et al. (2018)1124 Less than 80% were ≥1 month to <36 months 
Porta et al. (2009)1125 N of 4-29 nonsurgery 
Porter et al. (2003)1126 Less than 80% were ≥1 month to <36 months 
Prablek et al. (2021)1127 Less than 80% were ≥1 month to <36 months 
Prasad et al. (2001)1128 Less than 80% were ≥1 month to <36 months 
Prayson et al. (1999)1129 No outcomes of interest 
Press et al. (2015)1130 Less than 80% were ≥1 month to <36 months 
Pressler et al. (2005)1131 Less than 80% were ≥1 month to <36 months 
Pressler et al. (2006)1132 Less than 80% were ≥1 month to <36 months 
Pressler et al. (2015)1133 Neonates 
Prins et al. (2014)1134 Treatment to halt acute seizures (not prevention) 
Procaccini et al. (2006)1135 N<10 surgery 
Prodam et al. (2010)1136 No outcomes of interest 
Pruvost et al. (2006)1137 Less than 80% were ≥1 month to <36 months 
Puertas-Martín et al. (2014)1138 Not in English 
Puka et al. (2015)1139 Less than 80% were ≥1 month to <36 months 
Puka et al. (2016)1140 Less than 80% were ≥1 month to <36 months 
Puka et al. (2016)1141 Less than 80% were ≥1 month to <36 months 
Puka et al. (2016)1142 Less than 80% were ≥1 month to <36 months 
Pulsifer et al. (2004)1143 Less than 80% were ≥1 month to <36 months 
Purusothaman et al. (2014)1144 Out of scope 
Putignano et al. (2017)1145 Less than 80% were ≥1 month to <36 months 
Qiang et al. (2017)1146 Less than 80% were ≥1 month to <36 months 
Qin et al. (2018)1147 Less than 80% were ≥1 month to <36 months 
Radhakrishnan et al. (2018)1148 Less than 80% were ≥1 month to <36 months 
Radhakrishnan et al. (2018)1149 Less than 80% were ≥1 month to <36 months 
Rahimi et al. (2007)1150 N<10, surgery 
Rahman et al. (2005)1151 Less than 80% were ≥1 month to <36 months 
Raj et al. (2017)1152 Less than 80% were ≥1 month to <36 months 
Rajalakshmi et al. (2014)1153 No intervention (just describes patients) 
Raju et al. (2011)1154 Less than 80% were ≥1 month to <36 months 
Rakshasbhuvankar et al. (2013)1155 Neonates 
Ramachandrannair et al. (2007)1156 Less than 80% were ≥1 month to <36 months 
Ramantani et al. (2011)1157 Neonates 
Ramantani et al. (2013)1158 N<10 surgery 
Ramantani et al. (2013)1159 Patients overlapped with another included publication1160 
Ramantani et al. (2013)1161 Patients overlapped with another included publication1160 
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Ramantani et al. (2014)1162 Less than 80% were ≥1 month to <36 months 
Ramantani et al. (2020)1163 Comment/guideline/position statement/editorial 
Ramos-Lizana et al. (2009)1164 Less than 80% were ≥1 month to <36 months 
Rao et al. (2018)1165 Neonates 
Rauchenzauner et al. (2008)1166 Less than 80% were ≥1 month to <36 months 
Raut et al. (2016)1167 Less than 80% were ≥1 month to <36 months 
Rawat et al. (2015)1168 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Reaven et al. (2018)1169 Less than 80% were ≥1 month to <36 months 
Régis et al. (2007)1170 Narrative review 
Rehman et al. (2017)1171 Less than 80% were ≥1 month to <36 months 
Reilly et al. (2017)1172 Less than 80% were ≥1 month to <36 months 
Reilly et al. (2020)1173 Less than 80% were ≥1 month to <36 months 
Reinholdson et al. (2020)1174 Less than 80% were ≥1 month to <36 months 
Reiter et al. (2004)1175 Less than 80% were ≥1 month to <36 months 
Reith et al. (2003)1176 N of 4-29 nonsurgery 
Reithmeier et al. (2018)1177 Protocol 
Remahl et al. (2008)1178 Case report (N=3 or fewer) 
Renfroe et al. (2019)1179 Less than 80% were ≥1 month to <36 months 
Rey et al. (2004)1180 Less than 80% were ≥1 month to <36 months 
Reyes-Pérez et al. (2006)1181 Less than 80% were ≥1 month to <36 months 
Rezaei et al. (2017)1182 Less than 80% were ≥1 month to <36 months 
Riantarini et al. (2019)1183 Data not specific to a treatment 
Ricci et al. (2021)1184 Case report (N=3 or fewer) 
Richards et al. (2010)1185 Narrative review 
Riechmann et al. (2015)1186 Less than 80% were ≥1 month to <36 months 
Robert-Boire et al. (2019)1187 Less than 80% were ≥1 month to <36 months 
Robertson et al. (2019)1188 Less than 80% were ≥1 month to <36 months 
Robinson et al. (2000)1189 Less than 80% were ≥1 month to <36 months 
Roland et al. (2019)1190 Less than 80% were ≥1 month to <36 months 
Rosati et al. (2019)1191 Less than 80% were ≥1 month to <36 months 
Rosenberg et al. (2017)1192 Less than 80% were ≥1 month to <36 months 
Ross et al. (2020)1193 Less than 80% were ≥1 month to <36 months 
Rossignol et al. (2009)1194 Age at treatment not reported 
Roth et al. (2011)1195 Less than 80% were ≥1 month to <36 months 
Roth et al. (2012)1196 Not a treatment of interest 
Roth et al. (2014)1197 Less than 80% were ≥1 month to <36 months 
Roulet-Perez et al. (2010)1198 N<10 surgery 
Rubenstein et al. (2005)1199 Seizure type outside the scope (E.g., West syndrome, infantile spasms) 
Rubinger et al. (2017)1200 Less than 80% were ≥1 month to <36 months 
Rudebeck et al. (2018)1201 Less than 80% were ≥1 month to <36 months 
Rufo-Campos et al. (2006)1202 Less than 80% were ≥1 month to <36 months 
Ruiz-García et al. (2002)1203 Less than 80% were ≥1 month to <36 months 
Ruiz Herrero et al. (2021)1204 Not in English 
Russell et al. (2018)1205 No outcomes of interest 
Russo et al. (2015)1206 Less than 80% were ≥1 month to <36 months 
Russo et al. (2021)1207 Less than 80% were ≥1 month to <36 months 
Russo et al. (2021)1208 N of 4-29 nonsurgery 
Rychlicki et al. (2006)1209 Less than 80% were ≥1 month to <36 months 
Rytter et al. (2009)1210 Less than 80% were ≥1 month to <36 months 
Ryvlin et al. (2018)1211 Less than 80% were ≥1 month to <36 months 
Saadeh et al. (2018)1212 Less than 80% were ≥1 month to <36 months 
Sabaz et al. (2006)1213 Less than 80% were ≥1 month to <36 months 
Sacino et al. (2017)1214 Less than 80% were ≥1 month to <36 months 
Sadleir et al. (2020)1215 Less than 80% were ≥1 month to <36 months 
Saffari et al. (2019)1216 N of 4-29 nonsurgery 
Sahin et al. (2001)1217 Treatment to halt acute seizures (not prevention) 
Sahin et al. (2003)1218 Treatment to halt acute seizures (not prevention) 
Salpekar et al. (2020)1219 Not a treatment of interest 
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Saltzman-Benaiah et al. (2003)1220 Less than 80% were ≥1 month to <36 months 
Sampath et al. (2007)1221 Less than 80% were ≥1 month to <36 months 
Samuel et al. (2019)1222 Less than 80% were ≥1 month to <36 months 
Sánchez Fernández et al. 
(2015)1223 

Seizure type outside the scope (e.g., West syndrome, infantile spasms) 

Sánchez Fernández et al. 
(2015)1224 

No outcomes of interest 

Sanchez et al. (2021)1225 N of 4-29 nonsurgery 
Sandberg et al. (2005)1226 Less than 80% were ≥1 month to <36 months 
Sands et al. (2016)1227 Neonates 
Sands et al. (2019)1228 Less than 80% were ≥1 month to <36 months 
Saneto et al. (2006)1229 Less than 80% were ≥1 month to <36 months 
Sang et al. (2019)1230 Less than 80% were ≥1 month to <36 months 
Sanmartí-Vilaplana et al. (2018)1231 Less than 80% were ≥1 month to <36 months 
Sariego-Jamardo et al. (2015)1232 Age at treatment not reported 
Sarkis et al. (2010)1233 Less than 80% were ≥1 month to <36 months 
Sassower et al. (2001)1234 Less than 80% were ≥1 month to <36 months 
Saxena et al. (2016)1235 Neonates 
Scheffer et al. (2021)1236 Less than 80% were ≥1 month to <36 months 
Scher et al. (2003)1237 Neonates 
Schmeiser et al. (2016)1238 Less than 80% were ≥1 month to <36 months 
Schmeiser et al. (2017)1239 Less than 80% were ≥1 month to <36 months 
Schmitt et al. (2007)1240 Less than 80% were ≥1 month to <36 months 
Schmitt et al. (2009)1241 Less than 80% were ≥1 month to <36 months 
Scholtes et al. (2005)1242 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Schulze-Bonhage et al. (2007)1243 Less than 80% were ≥1 month to <36 months 
Sedighi et al. (2016)1244 Neonates 
Seki et al. (2004)1245 Less than 80% were ≥1 month to <36 months 
Selter et al. (2014)1246 Age at treatment not reported 
Semprino et al. (2020)1247 No outcomes of interest 
Seo et al. (2006)1248 Less than 80% were ≥1 month to <36 months 
Seo et al. (2009)1249 Less than 80% were ≥1 month to <36 months 
Shaabat et al. (2001)1250 Unable to obtain 
Shah et al. (2019)1251 Less than 80% were ≥1 month to <36 months 
Shahar et al. (2007)1252 N of 4-29 nonsurgery 
Shahwan et al. (2009)1253 Less than 80% were ≥1 month to <36 months 
Shain et al. (2013)1254 Less than 80% were ≥1 month to <36 months 
Shakir et al. (2017)1255 No outcomes of interest 
Sharma et al. (2009)1256 Less than 80% were ≥1 month to <36 months 
Sharma et al. (2013)1257 Less than 80% were ≥1 month to <36 months 
Sharma et al. (2016)1258 Less than 80% were ≥1 month to <36 months 
Sharma et al. (2021)1259 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Sharpe et al. (2008)1260 Less than 80% were ≥1 month to <36 months 
Sharpe et al. (2020)1261 Neonates 
Shehata et al. (2017)1262 Treatment to halt acute seizures (not prevention) 
Sheinberg et al. (2015)1263 Less than 80% were ≥1 month to <36 months 
Shen et al. (2018)1264 Less than 80% were ≥1 month to <36 months 
Shepherd et al. (2017)1265 Less than 80% were ≥1 month to <36 months 
Sherman et al. (2003)1266 Less than 80% were ≥1 month to <36 months 
Sherman et al. (2008)1267 Less than 80% were ≥1 month to <36 months 
Sheth et al. (2007)1268 Less than 80% were ≥1 month to <36 months 
Shetty et al. (2016)1269 Less than 80% were ≥1 month to <36 months 
Shi et al. (2016)1270 Age at treatment not reported 
Shields et al. (2004)1271 Narrative review 
Shim et al. (2008)1272 Less than 80% were ≥1 month to <36 months 
Shim et al. (2008)1273 Case report (N=3 or fewer) 
Shin et al. (2017)1274 Neonates 
Shinnar et al. (2017)1275 Less than 80% were ≥1 month to <36 months 
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Shirzadi et al. (2021)1276 Less than 80% were ≥1 month to <36 months 
Shmuely et al. (2020)1277 Less than 80% were ≥1 month to <36 months 
Shull et al. (2014)1278 N of 4-29 nonsurgery 
Shurtleff et al. (2015)1279 Less than 80% were ≥1 month to <36 months 
Sibilia et al. (2017)1280 Less than 80% were ≥1 month to <36 months 
Siddiqui et al. (2021)1281 N<10 surgery 
Sidebotham et al. (2015)1282 No denominator reported for age 1-36 months 
Sierra-Marcos et al. (2017)1283 Less than 80% were ≥1 month to <36 months 
Sigler et al. (2001)1284 Not a treatment of interest 
Sillanp et al. (2009)1285 Less than 80% were ≥1 month to <36 months 
Silva et al. (2006)1286 Less than 80% were ≥1 month to <36 months 
Sinclair et al. (2003)1287 Less than 80% were ≥1 month to <36 months 
Sinclair et al. (2003)1288 Case report (N=3 or fewer) 
Sinclair et al. (2003)1289 Case report (N=3 or fewer) 
Singhi et al. (2004)1290 Less than 80% were ≥1 month to <36 months 
Sirén et al. (2007)1291 Less than 80% were ≥1 month to <36 months 
Sivkova et al. (2011)1292 Not in English 
Sivkova et al. (2013)1293 N of 4-29 nonsurgery 
Skirrow et al. (2011)1294 Less than 80% were ≥1 month to <36 months 
Skirrow et al. (2019)1295 Less than 80% were ≥1 month to <36 months 
Skornicki et al. (2014)1296 Less than 80% were ≥1 month to <36 months 
Slomski et al. (2017)1297 Comment/guideline/position statement/editorial 
Smith et al. (2004)1298 Less than 80% were ≥1 month to <36 months 
Smith et al. (2014)1299 Less than 80% were ≥1 month to <36 months 
Sofou et al. (2017)1300 Less than 80% were ≥1 month to <36 months 
Solanki et al. (2015)1301 Neonates 
Soleman et al. (2018)1302 Less than 80% were ≥1 month to <36 months 
Soleman et al. (2018)1303 Less than 80% were ≥1 month to <36 months 
Søndergaard Khinchi et al. 
(2008)1304 

Less than 80% were ≥1 month to <36 months 

Sondhi et al. (2020)1305 Less than 80% were ≥1 month to <36 months 
Song et al. (2018)1306 Less than 80% were ≥1 month to <36 months 
Sonmez et al. (2013)1307 Less than 80% were ≥1 month to <36 months 
Sotero de Menezes et al. 
(2001)1308 

Less than 80% were ≥1 month to <36 months 

Sottano et al. (2016)1309 Not in English 
Souza-Oliveira et al. (2012)1310 Not in English 
Spagnoli et al. (2016)1311 Neonates 
Spilioti et al. (2016)1312 Less than 80% were ≥1 month to <36 months 
Spuck et al. (2010)1313 Less than 80% were ≥1 month to <36 months 
Spulber et al. (2009)1314 Less than 80% were ≥1 month to <36 months 
Sreenivasan et al. (2011)1315 Less than 80% were ≥1 month to <36 months 
Sridharan et al. (2020)1316 N of 4-29 non-surgery 
Srikijvilaikul et al. (2018)1317 Less than 80% were ≥1 month to <36 months 
Stainman et al. (2007)1318 Less than 80% were ≥1 month to <36 months 
Steinborn et al. (2005)1319 Less than 80% were ≥1 month to <36 months 
Stewart et al. (2019)1320 Less than 80% were ≥1 month to <36 months 
Stigsdotter-Broman et al. 
(2014)1321 

Less than 80% were ≥1 month to <36 months 

Stromberg et al. (2021)1322 Less than 80% were ≥1 month to <36 months 
Striano et al. (2007)1323 Less than 80% were ≥1 month to <36 months 
Strzelczyk et al. (2019)1324 Less than 80% were ≥1 month to <36 months 
Su et al. (2007)1325 Less than 80% were ≥1 month to <36 months 
Sugano et al. (2014)1326 Less than 80% were ≥1 month to <36 months 
Sullivan et al. (2020)1327 Less than 80% were ≥1 month to <36 months 
Suman et al. (2017)1328 Less than 80% were ≥1 month to <36 months 
Sun et al. (2015)1329 Less than 80% were ≥1 month to <36 months 
Sunaga et al. (2009)1330 Less than 80% were ≥1 month to <36 months 
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Suo et al. (2021)1331 Less than 80% were ≥1 month to <36 months 
Suzuki et al. (2011)1332 Less than 80% were ≥1 month to <36 months 
Sylvén et al. (2020)1333 Less than 80% were ≥1 month to <36 months 
Szaflarski et al. (2018)1334 Less than 80% were ≥1 month to <36 months 
Tacke et al. (2016)1335 Less than 80% were ≥1 month to <36 months 
Tacke et al. (2018)1336 Less than 80% were ≥1 month to <36 months 
Taghdiri et al. (2013)1337 Less than 80% were ≥1 month to <36 months 
Taghdiri et al. (2015)1338 Less than 80% were ≥1 month to <36 months 
Takeoka et al. (2001)1339 N of 4-29 nonsurgery 
Takeoka et al. (2002)1340 N of 4-29 nonsurgery 
Takeuchi et al. (2016)1341 Less than 80% were ≥1 month to <36 months 
Tamilia et al. (2018)1342 Less than 80% were ≥1 month to <36 months 
Tan et al. (2004)1343 Less than 80% were ≥1 month to <36 months 
Tan et al. (2009)1344 Less than 80% were ≥1 month to <36 months 
Tan et al. (2010)1345 Less than 80% were ≥1 month to <36 months 
Tan et al. (2017)1346 Less than 80% were ≥1 month to <36 months 
Tandon et al. (2009)1347 Less than 80% were ≥1 month to <36 months 
Tang-Wai et al. (2017)1348 Less than 80% were ≥1 month to <36 months 
Taraschenko et al. (2018)1349 Case report (N=3 or fewer) 
Taub et al. (2014)1350 Less than 80% were ≥1 month to <36 months 
Taylor et al. (1999)1351 Mean Age NR; does not seem to report outcome of interest 
Tekgul et al. (2005)1352 Less than 80% were ≥1 month to <36 months 
Tekgül et al. (2016)1353 Less than 80% were ≥1 month to <36 months 
Tenney et al. (2014)1354 Case report (N=3 or fewer) 
Tenney et al. (2018)1355 Less than 80% were ≥1 month to <36 months 
Terra et al. (2010)1356 Less than 80% were ≥1 month to <36 months 
Terra-Bustamante et al. (2005)1357 Less than 80% were ≥1 month to <36 months 
Terra-Bustamante et al. (2005)1358 Less than 80% were ≥1 month to <36 months 
Terra-Bustamante et al. (2007)1359 N<10 surgery 
Terra-Bustamante et al. (2009)1360 Case report (N=3 or fewer) 
Tetto et al. (2002)1361 Less than 80% were ≥1 month to <36 months 
Teutonico et al. (2013)1362 Less than 80% were ≥1 month to <36 months 
Thambi et al. (2021)1363 Less than 80% were ≥1 month to <36 months 
Thammongkol et al. (2012)1364 Less than 80% were ≥1 month to <36 months 
Thampratankul et al. (2015)1365 Less than 80% were ≥1 month to <36 months 
Than et al. (2005)1366 Less than 80% were ≥1 month to <36 months 
Thibault et al. (2020)1367 Neonates 
Thiele et al. (2018)1368 Less than 80% were ≥1 month to <36 months 
Thiele et al. (2019)1369 Less than 80% were ≥1 month to <36 months 
Thiele et al. (2020)1370 Less than 80% were ≥1 month to <36 months 
Thomas et al. (2010)1371 Less than 80% were ≥1 month to <36 months 
Thomé-Souza et al. (2003)1372 Less than 80% were ≥1 month to <36 months 
Thome-Souza et al. (2014)1373 Less than 80% were ≥1 month to <36 months 
Thompson et al. (2012)1374 Less than 80% were ≥1 month to <36 months 
Thudium et al. (2014)1375 Less than 80% were ≥1 month to <36 months 
Tian et al. (2019)1376 N of 4-29 nonsurgery 
Titre-Johnson et al. (2017)1377 Protocol 
Titus et al. (2013)1378 Less than 80% were ≥1 month to <36 months 
Toki et al. (2019)1379 Less than 80% were ≥1 month to <36 months 
Tomlinson et al. (2017)1380 Less than 80% were ≥1 month to <36 months 
Tomoum et al. (2008)1381 Less than 80% were ≥1 month to <36 months 
Tomoum et al. (2009)1382 Less than 80% were ≥1 month to <36 months 
Tomycz et al. (2018)1383 Not a treatment of interest 
Tonekaboni et al. (2010)1384 Less than 80% were ≥1 month to <36 months 
Tonekaboni et al. (2010)1385 Less than 80% were ≥1 month to <36 months 
Topf et al. (2011)1386 Less than 80% were ≥1 month to <36 months 
Toublanc et al. (2008)1387 No outcomes of interest 
Trevathan et al. (2006)1388 Less than 80% were ≥1 month to <36 months 
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Trezza et al. (2017)1389 Less than 80% were ≥1 month to <36 months 
Tripathi et al. (2008)1390 Less than 80% were ≥1 month to <36 months 
Tromp et al. (2003)1391 Less than 80% were ≥1 month to <36 months 
Tsai et al. (1999)1392 Not a treatment of interest 
Tsai et al. (2016)1393 Less than 80% were ≥1 month to <36 months 
Tsai et al. (2020)1394 Less than 80% were ≥1 month to <36 months 
Tsai et al. (2020)1395 Less than 80% were ≥1 month to <36 months 
Tsuboyama et al. (2021)1396 No outcome data for any specific treatment 
Turani et al. (2006)1397 Case report (N=3 or fewer) 
Türkdogan et al. (2021)1398 Less than 80% were ≥1 month to <36 months 
Tutor-Crespo et al. (2007)1399 Less than 80% were ≥1 month to <36 months 
Tye et al. (2018)1400 Less than 80% were ≥1 month to <36 months 
Tzadok et al. (2016)1401 Less than 80% were ≥1 month to <36 months 
Ueda et al. (2021)1402 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Ueshima et al. (2011)1403 No outcomes of interest 
Ugras et al. (2006)1404 Less than 80% were ≥1 month to <36 months 
Uldall et al. (1999)1405 Less than 80% were ≥1 month to <36 months 
Uldall et al. (2000)1406 Less than 80% were ≥1 month to <36 months 
Uliel-Sibony et al. (2020)1407 Less than 80% were ≥1 month to <36 months 
Ünal et al. (2009)1408 Less than 80% were ≥1 month to <36 months 
Ünalp et al. (2008)1409 Not a full paper (abstract only) 
Ünalp et al. (2009)1410 Less than 80% were ≥1 month to <36 months 
Underbjerg et al. (2015)1411 Less than 80% were ≥1 month to <36 months 
Vachhrajani et al. (2012)1412 Less than 80% were ≥1 month to <36 months 
Vadera et al. (2012)1413 Less than 80% were ≥1 month to <36 months 
Vadera et al. (2012)1414 Less than 80% were ≥1 month to <36 months 
Vaiman et al. (2017)1415 Less than 80% were ≥1 month to <36 months 
Vaisleib et al. (2004)1416 Less than 80% were ≥1 month to <36 months 
Valencia et al. (2009)1417 Less than 80% were ≥1 month to <36 months 
Valova et al. (2020)1418 Less than 80% were ≥1 month to <36 months 
Valvi et al. (2008)1419 Age at treatment not reported 
van den Munckhof et al. (2018)1420 Treatment to halt acute seizures (not prevention) 
van der Heide et al. (2012)1421 Neonates 
van Der Louw et al. (2015)1422 N of 4-29 nonsurgery 
van der Louw et al. (2019)1423 Less than 80% were ≥1 month to <36 months 
van der Worp et al. (1999)1424 Narrative review 
van Eeghen et al. (2012)1425 Less than 80% were ≥1 month to <36 months 
van Empelen et al. (2004)1426 Case report (N=3 or fewer) 
van Empelen et al. (2005)1427 Less than 80% were ≥1 month to <36 months 
van Empelen et al. (2007)1428 Less than 80% were ≥1 month to <36 months 
van Oijen et al. (2006)1429 Less than 80% were ≥1 month to <36 months 
van Schooneveld et al. (2016)1430 Less than 80% were ≥1 month to <36 months 
Vannicola et al. (2021)1431 N<10 surgery 
Vargas et al. (2018)1432 Less than 80% were ≥1 month to <36 months 
Vasquez et al. (2020)1433 Treatment to halt acute seizures (not prevention) 
Vedantam et al. (2018)1434 Less than 80% were ≥1 month to <36 months 
Veersema et al. (2019)1435 Less than 80% were ≥1 month to <36 months 
Vega et al. (2015)1436 Less than 80% were ≥1 month to <36 months 
Vehmeijer et al. (2015)1437 Less than 80% were ≥1 month to <36 months 
Velaphi et al. (2013)1438 Neonates 
Vendrame et al. (2007)1439 Less than 80% were ≥1 month to <36 months 
Vendrame et al. (2010)1440 Less than 80% were ≥1 month to <36 months 
Venkatesan et al. (2017)1441 Neonates 
Verdian et al. (2010)1442 decision model 
Verducci et al. (2019)1443 Less than 80% were ≥1 month to <36 months 
Verhelst et al. (2005)1444 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2001)1445 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2002)1446 Less than 80% were ≥1 month to <36 months 
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Verrotti et al. (2007)1447 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2008)1448 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2011)1449 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2011)1450 Age at treatment not reported 
Verrotti et al. (2013)1451 Less than 80% were ≥1 month to <36 months 
Verrotti et al. (2013)1452 Age at treatment not reported 
Verrotti et al. (2015)1453 N of 4-29 nonsurgery 
Viggedal et al. (2012)1454 Less than 80% were ≥1 month to <36 months 
Viggedal et al. (2013)1455 Less than 80% were ≥1 month to <36 months 
Vigneswari et al. (2001)1456 Less than 80% were ≥1 month to <36 months 
Vilaseca et al. (2000)1457 No outcomes of interest 
Villaluz et al. (2018)1458 Less than 80% were ≥1 month to <36 months 
Villarejo-Ortega et al. (2013)1459 Case report (N=3 or fewer) 
Ville et al. (2002)1460 N of 4-29 nonsurgery 
Villeneuve et al. (2009)1461 N of 4-29 nonsurgery 
Virág et al. (2011)1462 Not in English 
Visa-Reñé et al. (2020)1463 Less than 80% were ≥1 month to <36 months 
Visudthibhan et al. (1999)1464 N<10 Surgery 
Visudtibhan et al. (2001)1465 Study only states children <15 years old; no other information provided. 
Volpon et al. (2020)1466 Less than 80% were ≥1 month to <36 months 
Von der Brelie et al. (2014)1467 Less than 80% were ≥1 month to <36 months 
Von Lehe et al. (2009)1468 Case report (N=3 or fewer) 
Voronkova et al. (2007)1469 Only 12 in "early childhood," age not reported  
Vossler et al. (2013)1470 Less than 80% were ≥1 month to <36 months 
Voudris et al. (2004)1471 Less than 80% were ≥1 month to <36 months 
Voudris et al. (2006)1472 Less than 80% were ≥1 month to <36 months 
Voudris et al. (2006)1473 Less than 80% were ≥1 month to <36 months 
Wagner et al. (2014)1474 Less than 80% were ≥1 month to <36 months 
Wallander et al. (2014)1475 Less than 80% were ≥1 month to <36 months 
Wang et al. (2014)1476 N<10 surgery 
Wang et al. (2016)1477 Less than 80% were ≥1 month to <36 months 
Wang et al. (2017)1478 Less than 80% were ≥1 month to <36 months 
Wang et al. (2018)1479 Less than 80% were ≥1 month to <36 months 
Wang et al. (2018)1480 Less than 80% were ≥1 month to <36 months 
Wang et al. (2019)1481 Less than 80% were ≥1 month to <36 months 
Wang et al. (2020)1482 Less than 80% were ≥1 month to <36 months 
Wang et al. (2021)1483 Data unavailable 
Weber et al. (2009)1484 Case report (N=3 or fewer) 
Wehner et al. (2011)1485 Case report (N=3 or fewer) 
Wei et al. (2014)1486 N of 4-29 nonsurgery 
Weijenberg et al. (2018)1487 Less than 80% were ≥1 month to <36 months 
Weil et al. (2015)1488 N<10 surgery 
Weil et al. (2016)1489 Less than 80% were ≥1 month to <36 months 
Weil et al. (2021)1490 Less than 80% were ≥1 month to <36 months 
Weiner et al. (2006)1491 N<10 surgery 
Weinstock et al. (2013)1492 N of 4-29 nonsurgery 
Welin et al. (2017)1493 Data not specific to a treatment 
Wellmer et al. (2012)1494 Less than 80% were ≥1 month to <36 months 
Werner et al. (2007)1495 Less than 80% were ≥1 month to <36 months 
Werth et al. (2006)1496 Less than 80% were ≥1 month to <36 months 
Westerveld et al. (2000)1497 Less than 80% were ≥1 month to <36 months 
Wheeler et al. (2021)1498 Less than 80% were ≥1 month to <36 months 
Wheless et al. (2002)1499 Less than 80% were ≥1 month to <36 months 
Wibisono et al. (2015)1500 Less than 80% were ≥1 month to <36 months 
Wiemer-Kruel et al. (2017)1501 Less than 80% were ≥1 month to <36 months 
Wijnen et al. (2017)1502 Less than 80% were ≥1 month to <36 months 
Wilfong et al. (2005)1503 Less than 80% were ≥1 month to <36 months 
Willems et al. (2021)1504 Less than 80% were ≥1 month to <36 months 
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Williams et al. (2002)1505 Unable to obtain 
Williams et al. (2002)1506 Less than 80% were ≥1 month to <36 months 
Wilmshurst et al. (2005)1507 Narrative review 
Wilmshurst et al. (2010)1508 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Wirrell et al. (2001)1509 Age at treatment not reported 
Wirrell et al. (2002)1510 Case report (N=3 or fewer) 
Wirrell et al. (2008)1511 Less than 80% were ≥1 month to <36 months 
Wirrell et al. (2013)1512 N<10 surgery 
Wirrell et al. (2014)1513 Less than 80% were ≥1 month to <36 months 
Wirrell et al. (2018)1514 N of 4-29 nonsurgery 
Wohlrab et al. (1999)1515 Less than 80% were ≥1 month to <36 months 
Worden et al. (2020)1516 Less than 80% were ≥1 month to <36 months 
Wozniak et al. (2020)1517 Less than 80% were ≥1 month to <36 months 
Wray et al. (2012)1518 Less than 80% were ≥1 month to <36 months 
Wu et al. (2018)1519 Less than 80% were ≥1 month to <36 months 
Wyllie et al. (2007)1520 Less than 80% were ≥1 month to <36 months 
Xiao et al. (2014)1521 Less than 80% were ≥1 month to <36 months 
Xie et al. (2017)1522 N of 4-29 nonsurgery 
Xing et al. (2020)1523 Comment/guideline/position statement/editorial 
Xu et al. (2002)1524 Not in English 
Xu et al. (2007)1525 Less than 80% were ≥1 month to <36 months 
Yamamoto et al. (2015)1526 Did not report outcomes of interest for the 1 age group in our scope 
Yamamoto et al. (2015)1527 Less than 80% were ≥1 month to <36 months 
Yamamoto et al. (2020)1528 Less than 80% were ≥1 month to <36 months 
Yan et al. (2018)1529 N of 4-29 nonsurgery 
Yang et al. (2002)1530 Not in English 
Yang et al. (2009)1531 Less than 80% were ≥1 month to <36 months 
Yang et al. (2010)1532 N of 4-29 nonsurgery 
Yang et al. (2014)1533 Less than 80% were ≥1 month to <36 months 
Yang et al. (2017)1534 Data not specific to a treatment 
Yang et al. (2020)1535 No intervention (just describes patients) 
Yeom et al. (2014)1536 Less than 80% were ≥1 month to <36 months 
Yeung et al. (2000)1537 Less than 80% were ≥1 month to <36 months 
Yildirim (2021)1538 Less than 80% were ≥1 month to <36 months 
Yilmaz et al. (2014)1539 Less than 80% were ≥1 month to <36 months 
Yilmaz et al. (2021)1540 Less than 80% were ≥1 month to <36 months 
Yilmaz et al. (2021)1541 Less than 80% were ≥1 month to <36 months 
Yis et al. (2009)1542 Less than 80% were ≥1 month to <36 months 
You et al. (2008)1543 Less than 80% were ≥1 month to <36 months 
You et al. (2008)1544 Less than 80% were ≥1 month to <36 months 
Youn et al. (2020)1545 Less than 80% were ≥1 month to <36 months 
Youness et al. (2020)1546 No intervention (only describes patients) 
Yu et al. (2014)1547 Less than 80% were ≥1 month to <36 months 
Yu et al. (2017)1548 Less than 80% were ≥1 month to <36 months 
Yue et al. (2021)1549 Comment/guideline/position statement/editorial 
Yukawa et al. (2000)1550 Less than 80% were ≥1 month to <36 months 
Yüksel et al. (2000)1551 Less than 80% were ≥1 month to <36 months 
Yum et al. (2013)1552 Seizure type outside the scope (e.g., West syndrome, infantile spasms) 
Yun et al. (2011)1553 Less than 80% were ≥1 month to <36 months 
Zaaimi et al. (2005)1554 Less than 80% were ≥1 month to <36 months 
Zaaimi et al. (2007)1555 Less than 80% were ≥1 month to <36 months 
Zaaimi et al. (2009)1556 Less than 80% were ≥1 month to <36 months 
Zamani et al. (2014)1557 Less than 80% were ≥1 month to <36 months 
Zamani et al. (2016)1558 Less than 80% were ≥1 month to <36 months 
Zamponi et al. (2002)1559 Less than 80% were ≥1 month to <36 months 
Zamponi et al. (2008)1560 N of 4-29 nonsurgery 
Zamponi et al. (2010)1561 Less than 80% were ≥1 month to <36 months 
Zamponi et al. (2011)1562 Less than 80% were ≥1 month to <36 months 
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Zelnik et al. (2008)1563 Less than 80% were ≥1 month to <36 months 
Zeng et al. (2012)1564 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2016)1565 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2018)1566 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2018)1567 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2019)1568 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2020)1569 Less than 80% were ≥1 month to <36 months 
Zhang et al. (2020)1570 Less than 80% were ≥1 month to <36 months 
Zhao et al. (2019)1571 Less than 80% were ≥1 month to <36 months 
Zhao et al. (2021)1572 Less than 80% were ≥1 month to <36 months 
Zhao et al. (2021)1573 Less than 80% were ≥1 month to <36 months 
Zhou et al. (2019)1574 Less than 80% were ≥1 month to <36 months 
Zhu et al. (2016)1575 Less than 80% were ≥1 month to <36 months 
Zhu et al. (2018)1576 Less than 80% were ≥1 month to <36 months 
Zilmer et al. (2021)1577 Less than 80% were ≥1 month to <36 months 
Zubcevic et al. (2008)1578 Less than 80% were ≥1 month to <36 months 
Zupanc et al. (2010)1579 Case report (N=3 or fewer) 
Zupanc et al. (2010)1580 Less than 80% were ≥1 month to <36 months 
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Appendix C. Evidence Tables 
Effectiveness (KQ1 and KQ2) 

Pharmacologic Interventions 
Table C-1. Effectiveness of pharmacologic interventions: Study characteristics 
Study Study 

Design 
Country Intervention(s) N Study Duration  Funding  Comments 

Arzimanoglou et al. 
(2016)1581 

Pre/Post 27 sites in 
Europe 

Levetiracetam 101 Mean 5 months UCB Pharma 
(manufacturer of 
the tested 
medication) 

27 sites in Europe 

Arican et al. (2018)1582 Pre/Post Turkey Levetiracetam 92 Median 12 
months 

No financial 
support received 
by authors 

Izmir Katip Celebi University, Turkey 

Grinspan et al. (2018)1583 Non-
randomized 
comparative 
study 

USA Levetiracetam vs 
Phenobarbital 

155 6 months Pediatric 
Epilepsy 
Research 
Foundation 

17 sites in the USA 

Liu et al. (2020)1584 RCT China Valproate vs. 
Valproate + 
Levetiracetam 

100 12 weeks No financial 
support received 
by authors 

Xiantao First People's Hospital 
Affiliated, China 

Grosso et al. (2005)1585 Pre/Post Italy Topiramate 36 Median 11 
months 

NR University of Siena, Italy 

Kholin et al. (2014)1586 Pre/Post Russia Topiramate 58 NR, but 61% 
were on 
treatment for 
one year or 
more 

NR Pirogov Russian National Medical 
University, Russia 

Kim et al. (2009)1587 Non-
randomized 
comparative 
study 

South 
Korea 

Topiramate vs 
Carbamazepine 

146 Mean 30.7 
months 

NR Kyungpook National University 
Hospital, Daegu, South Korea 
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Study Study 
Design 

Country Intervention(s) N Study Duration  Funding  Comments 

Piña-Garza et al. 
(2008)1588,1589 

Withdrawal 
RCT $ 

USA Lamotrigine 204 At least 5 
weeks initial 
open label 
phase; double 
blind phase 8 
weeks; long-
term open label 
92% received 
the medication 
for at least 24 
weeks 

GlaxoSmithKline 
(the manufacturer 
of the study 
medication) 

12 countries (USA, Australia, Estonia, 
France, Hungary, Italy, Latvia, 
Lithuania, The Netherlands, Portugal, 
Slovakia, Spain). While the study was 
designed as an RCT, the randomized 
portion of the study did not follow 
patients for at least 12 weeks, so for 
effectiveness data, we used the longer-
term data reported by a secondary 
publication of the trial,1589 which was a 
pre-post study. 

Sicca et al. (2000)1590 Pre/Post France Phenytoin 55 3 months NR Hospital St. Vincent Du Paul, France 

Jackson et al. (2017)1591 Pre/Post USA Vigabatrin 103 Average 12.1 
months follow-
up 

Lundbeck Inc. 
(manufacturer of 
the tested 
medication) 

Boston Children's Hospital, USA 

Tanritanir et al. (2021)1592 Pre/Post USA Rufinamide 103 Median 15 
months 

Investigator 
initiated grant by 
Eisai Inc 
(manufacturer of 
the tested 
medication) 

Boston Children’s Hospital 

Yamada et al. (2021)1593 Pre/Post Japan Stiripentol 95 2 years Meiji Seika 
Pharma Co., Ltd 

Throughout Japan 

RCT = randomized controlled trial; NR: not reported  

Table C-2. Effectiveness of pharmacologic interventions: Inclusion criteria 
Study Inclusion Criteria 
Arican et al. 
(2018)1582 

Diagnosed with epilepsy from January 2014 to January 2017, less than two years of age at the time levetiracetam was initiated as initial 
monotherapy and to be followed clinically for at least 6 months. Patients were excluded in the study if they had already received any other 
antiepileptic drug. Patients were also excluded when seizures had been caused by hypoglycemia and electrolyte disturbances such as 
hypocalcaemia or hypomagnesaemia. 

Arzimanoglou 
et al. (2016)1581 

Age 1-11 months diagnosed with epilepsy, received levetiracetam oral solution 

Grinspan et al. 
(2018)1583 

Diagnosed with nonsyndromic epilepsy at 1 of 17 U.S. pediatric epilepsy centers. Epilepsy was defined as 2 or more unprovoked seizures 
occurring on different days or a single seizure if the risk of recurrence was high enough to initiate treatment. Patients had to have 
nonsyndromic epilepsy and were aged 1 month to 1 year at the time of the first afebrile seizure. An infant was considered to have 
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Study Inclusion Criteria 
nonsyndromic epilepsy if the treating pediatric neurologist determined the history was not consistent with electroclinical features of an infantile 
epilepsy syndrome. Excluded children who were not treated with an ASM during the year after the initial diagnosis of epilepsy began ASM 
polytherapy on the first day of treatment, started an ASM while awaiting surgery for a brain tumor, were unavailable for followup or died before 
6 months, or had insufficient information in the database to determine whether a seizure had occurred in the period between 3 and 6 months 
after treatment initiation. 

Liu et al. 
(2020)1584 

Treated in Xiantao First People's Hospital Affiliated to Yangtze University (Xiantao, China) from December 2015 to 2018. Patients diagnosed 
with epilepsy based on the diagnosis criteria that conform to the epilepsy syndrome classification in 2014 National Standardized Diagnosis, 
Treatment and Scientific Research of Epilepsy, and they received no previous treatment and those without allergy history of medications used 
in this study. Exclusion criteria: Patients who recently took drugs that affect growth and development as well as glucose and lipid metabolisms, 
those who used glucocorticoids for a long time, those with severe electrolyte disorder, or those with severe dysfunctions of the liver or kidney 

Grosso et al. 
(2005)1585 

Affected by epilepsy and seen at the University of Siena from January 1999 to October 2003, aged less than 2 years, seizures refractory to at 
least 1 ASM. 

Kholin et al. 
(2014)1586 

Treated with topiramate for vital indications based on collective decisions of the team of physicians at the Pirogov Russian National Medical 
University, and at the Russian Pediatric Clinical Hospital, from 2002 to 2012. 

Kim et al. 
(2009)1587 

Under age 2 and initially prescribed either TPM or CBZ at the pediatric neurology clinic, Kyungpook National University Hospital, Daegu, South 
Korea from January 1, 2000, to December 31, 2003 

Piña-Garza et 
al. 
(2008)1588,1589 

Initial trial: Required at least a 40% reduction in seizures between the historical baseline phase and the last 4 weeks of the optimization period 
with lamotrigine to be randomly assigned to the double blind phase. Male or female infants aged 1 month (based on a 44-week conceptional 
age) to 24 months diagnosed with partial epilepsy uncontrolled by at least 1 ASM, had a history of at least 4 recurrent partial seizures (i.e., 
simple, complex, or evolving to secondarily generalized seizures) per month as extrapolated from a 1-week historic observation period 
immediately before initiation of study medication; had clinical laboratory values within normal limits at screening; had no underlying chronic 
metabolic abnormalities that could cause or confound the assessment of seizures; and, if they were on non-enzyme-inducing ASM at study 
entry, weighed at leas t6.7 kg. Exclusion criteria included diagnosis of severe, progressive myoclonus; presence of a progressive or unstable 
neurologic condition that had deteriorated during the month before study entry or seizures unrelated to epilepsy or resulting from drug 
withdrawal; use of felbamate, adrenocorticotropic hormone, previous use of lamotrigine, more than 2 ASMs as maintenance treatment, or 
valproate with at least 1 additional ASM at study entry; use of valproate for fewer than 6 months or, in the presence of hepatic dysfunction, for 
more than 6 months; having a functioning vagus nerve stimulator; or being on a ketogenic diet. Long-term followup: either had completed the 
open-label phase of the initial trial and parent/s guardians judged that continued use of lamotrigine might be beneficial, or were lamotrigine-
naive patients who had partial seizures uncontrolled by 1-2 ASM and met the criteria for the initial trial. 

Sicca et al. 
(2000)1590 

Had been treated at Hospital St. Vincent Du Paul in the first 2 years of life between 1990 and 1997 with PHT for situation-related seizures or 
seizures occurring in the course of chronic epilepsy, and for whom sufficient data were available regarding clinical history, physical and 
neurological examinations, drug treatment, laboratory tests (hematology, blood chemistry, ASM plasma levels including PHT) and 
investigations (EEG, brain computed tomography, magnetic resonance imaging). 

Jackson et al. 
(2017)1591 

Diagnosed with epilepsy, electronic medical record available, treated with vigabatrin at Boston Children's over a 2-year period. Excluded 
patients whose vigabatrin initiation date was unavailable, whose baseline seizure frequency was unavailable, or whose followup seizure 
frequency was unavailable, or whose data were incomplete. 

Tanritanir et al. 
(2021)1592 

Age 36 months or fewer, received rufinamide for refractory epilepsy (at least 2 prior medications) between June 2010 and June 2018, and had 
“adequate” clinical information regarding seizure types, frequency, rufinamide dosing, and adverse events. Authors did not define “adequate.” 
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Study Inclusion Criteria 
Yamada et al. 
(2021)1593 

Dravet syndrome, received stiripentol between November 2012 and July 2019, and visited the hospital at least once after stiripentol initiation. 
Authors reported a subgroup analyses of 95 infants age 0-2. To be included in analysis of responders, patients had to have at least 1 seizure 
during the 4-week baseline period and have sufficient data on seizure frequency during the assessments periods (did not define “sufficient”).  

NR = not reported 
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Table C-3. Effectiveness of pharmacologic interventions: Intervention and patient characteristics 
Study Intervention Treatment 

Details 
N Sex Race Age at 

Intervention 
Seizure Etiologies Prior and 

Concurrent 
Treatments 

Seizure Types 

Arican et al. 
(2018)1582 

Levetiracetam Initially 10 
mg/kg/day 
titrated up to 
60 
mg/kg/day. 
26% ended at 
<30 
mg/kg/day, 
52% took 30-
40 
mg/kg/day, 
and the other 
22% took >40 
mg/kg/day. 

92 52% 
female 

NR Median 6 
months (IQR 
1-10) 

Structural 21%, 
metabolic 11%, 
genetic 9%, 
infectious 3%, 
unknown 56% 

No other prior 
ASM. Those 
sufficiently 
controlled did not 
receive additional 
ASM. During the 
study, 31 patients 
were not 
sufficiently 
controlled and 
30/31 received at 
least 1 of 11 
additional ASM (% 
not reported). 

Focal 58%, 
generalized 42% 

Arzimanoglou et 
al. (2016)1581 

Levetiracetam Mean daily 
dose 46 
mg/kg/day 
(SD 16) 

101 51% 
female 

NR Mean 6 
months (SD 
3) 

Idiopathic focal 5%, 
temporal lobe 
epilepsy 12%, frontal 
lobe epilepsy 20%, 
occipital lobe 
epilepsy 5%, parietal 
lobe epilepsy 11%, 
Idiopathic 
generalized 7%, 
generalized benign 
neonatal familial 
convulsions 2%, 
generalized benign 
neonatal convulsions 
1%, other 
generalized idiopathic 
4%, West 19.8%, 
early infantile 
epileptic 
encephalopathy with 
suppression burst 
1%, generalized 
symptomatic 
nonspecific etiology 
1%, other 

Prior ASM 
leveltiracetam 
35%, phenobarbital 
31%, vigabatrin 
11%. Concomitant 
ASM during the 
study were 
vigabatrin 34%, 
phenobarbital 26%, 
valproate sodium 
23%, and 
diazepam 20%. 

25% focal 
simple, 43% 
focal complex, 
34% partial 
evolving to 
secondary 
generalized, 1% 
generalized 
atypical 
absence, 8% 
generalized 
myoclonic, 7% 
generalized 
clonic , 21% 
generalized 
tonic, 17% 
generalized tonic 
clonic, 1% 
generalized 
atonic, 15% 
unclassified 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

symptomatic 
generalized epilepsy 
3% 

Grinspan et al. 
(2018)1583 

Levetiracetam First ASM 
prescribed by 
a neurologist, 
as 
monotherapy. 
No details of 
titration 
schedules. 
Median target 
dose 25 
mg/kg/d 

117 52% 
female 

65% White, 
29% Other, 
6% Black 

NR All had nonsyndromic 
epilepsy. 60% 
unknown etiology, 
17% developmental 
structural 
abnormality, 9% 
acquired etiology, 7% 
genetic etiology, 3% 
neurocutaneous 
etiology, 4% other. 

No concomitant 
treatments were 
administered 

Focal 56%, 
generalized 
25%, mixed or 
unclear 19% 

Grinspan et al. 
(2018)1583 

Phenobarbital First ASM 
prescribed by 
a neurologist, 
as 
monotherapy. 
No details of 
titration 
schedules. 
Median target 
dose 5 
mg/kg/d 

38 53% 
female 

66% White, 
29% Other, 
5% Black 

NR All had nonsyndromic 
epilepsy. 42% 
unknown etiology, 
32% developmental 
structural 
abnormality, 13% 
acquired etiology, 8% 
genetic etiology, 3% 
neurocutaneous 
etiology, 3% other. 

No concomitant 
treatments were 
administered 

Focal 61%, 
generalized 
21%, mixed or 
unclear 18% 

Liu et al. 
(2020)1584 

Valproate Initally 40 
mg/kg/day 
and titrated to 
a maximum 
of 50 
mg/kg/day, 
with 3 
courses (30 
days per 
course) 

50 50% 
female 

NR 2 years (SD 
1.1) 

NR No prior treatments 
permitted. Did not 
report whether 
patients received 
concomitant 
treatments 

NR 

Liu et al. 
(2020)1584 

Valproate + 
Levetiracetam 

Valproate 
initally 40 
mg/kg/day 
and titrated to 

50 48% 
female 

NR 2 years (SD 
1.3) 

NR No prior treatments 
permitted. Did not 
report whether 
patients received 

NR 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

a maximum 
of 50 
mg/kg/day, 
with 3 
courses (30 
days per 
course). Also 
received 
levetiracetam 
initially 20 
mg/kg/day 
and 
increased 
once every 5-
7 days to a 
maximum of 
30 
mg/kg/day. 

concomitant 
treatments 

Grosso et al. 
(2005)1585 

Topiramate Mean dose 
5.2 
mg/kg/day 

37 For the 
full 
N=59 
enrolle
d: 47% 
female 

NR For the full 
N=59 
enrolled: 
mean 13 
months 

For all 59 enrolled 
patients: post-anoxia 
ischemia 27%, brain 
malformation 10%, 
chromosome 
anomalies 7%, post-
infectious 3%, 
progressive 
metabolic disorders 
3%, cryptogenic 46%, 
idiopathic 3% 

For all 59 enrolled 
patients: 37% were 
receiving 1 ASM 
before starting 
topiramate, 41% 2 
ASM before 
starting topiramate, 
and 22% 3 ASM 
before starting 
topiramate. The 
other ASMs were 
valproate (58%), 
carbamazepine 
(41%), vigabatrin 
(37%), 
phenobarbital 
(24%), clonazepam 
(22%), lamotrigine 
(7%), and 
chlormeth-
yldiazepam (5%) 

For all 59 
enrolled patients: 
Localization- 
related Iiiopathic 
early-onset 
occipital seizure 
2%, localization 
related idiopathic 
benign partial 
complex seizure 
2%, localization 
related 
cryptogenic 12%, 
localization 
related 
symptomatic 
20%, localization 
related Bathing 
epilepsy 2%, 
generalized 
cryptogenic 
infantile spasms 
10%, 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

generalized 
symptomatic 
infantile spasms 
22%, 
generalized 
symptomatic 
Ohtahara 
syndrome 2%, 
generalized 
symptomatic 
myoclonic 
epilepsy and 
MSNE 2%, 
generalized 
symptomatic 
others 3%, 
Dravet’s 
syndrome 10%, 
unclassifiable 
14% 

Kholin et al. 
(2014)1586 

Topiramate No treatment 
details 
reported 

58 48% 
female 
(based 
on the 
overall 
N=722
) 

NR All < 1 year 
(no other 
information 
reported) for 
the data we 
extracted 

Mixed (see list of 29 
etiologies for the 
overall N=722 in 
Table 2 of the article). 
The 2 most common 
were 
symptomatic/cryptog
enic frontal epilepsy 
(30%) and 
symptomatic/cryptog
enic temporal 
epilepsy (22%). 

For overall enrolled 
(N=722), 62% were 
using other ASM(s) 
in addition to 
topiramate (specific 
medications not 
reported) 

NR 

Kim et al. 
(2009)1587 

Carbamazepin
e 

Initial 5-10 
mg/kg/day 
and 
increased 
weekly in 
increments of 
5-
10/mg/kg/day 

105 46% 
female 

NR 8.4 months 
(SD 5.6) 

32% had presence of 
underlying pathology 

No prior treatments 
permitted. Did not 
report whether 
patients received 
concomitant 
treatments. 

44% partial, 47% 
generalized, 
10% unclassified 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

to a 
maximum of 
30. 

Kim et al. 
(2009)1587 

Topiramate Initial 0.5-1 
mg/kg/day 
and 
increased 
weekly in 
increments of 
1/mg/kg/day 
to a 
maximum of 
3-9. 

41 54% 
female 

NR 10 months 
(SD 6.4) 

46% had presence of 
underlying pathology 

No prior treatments 
permitted. Did not 
report whether 
patients received 
concomitant 
treatments. 

20% partial, 71% 
generalized, 
10% unclassified 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine Maximum 
maintenance 
dose 5.1 
mg/kg/day for 
those on 
either 
valproate or a 
non-enzyme-
inducing 
ASM, or 15.6 
mg/kg/day for 
those on 
enzyme-
inducing 
ASM. 

204 44% 
female 

84% White, 
4%, Black, 
7% 
American 
Hispanic, 
1% Asian, 
4% Other 

Mean 15.9 
months 

NR The concomitant 
ASM was enzyme-
inducing in 59%, 
not enzyme-
inducing in 30%, 
and was valproate 
in 11%. 

Simple partial 
27%, complex 
partial 62%, 
secondarily 
generalized 
45%, 
generalized 
25%, partial only 
75%, 
generalized only 
1%, both partial 
and generalized 
23% 

Piña-Garza et al. 
(2008)1588,1589 

Replacement 
of lamotrigine 
with placebo 

Withdrawal 
from 
Lamotrigine 
over an 8- 
week period 
whilebackgro
und ASM 
were 
maintained. 

19 53% 
female 

89% White, 
11% 
American 
Hispanic 

Mean 14.2 
months 

NR The concomitant 
ASM was enzyme-
inducing in 74%, 
not enzyme-
inducing in 26% 

Simple partial 
21%, complex 
partial 84%, 
secondarily 
generalized 
32%, 
generalized 32% 

Sicca et al. 
(2000)1590 

Phenytoin Oral 
treatment 

55 For the 
full 

NR For the full 
N=82 

For the full N=82 
enrolled: Hypoxic-

Prior treatments 
not reported. 

Generalized 
epilepsy 51%, 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

(N=33 had 
started on 
long-term oral 
administratio
n after 
intravenous 
PHT, and the 
other N=22 
had received 
only oral 
administratio
n). 

N=82 
enrolle
d: 51% 
female 

enrolled: 
mean 7.4 
months 

ischaemic 13%, 
cortical dysplasia 
10%, acute cerebral 
vasculopathy 9%, 
tuberous sclerosis 
5%, meningitis 4%, 
viral encephalopathy 
2%, multiple cerebral 
malformation 2%, 
peroxisomal disease 
2%, mitochondrial 
encephalopathy 2%, 
other 11%, Not 
identified 39% 

Concomitant 
treatments in 93%, 
most frequently 
vigabatrin, 
carbamazepine, 
clonazepam, 
clobazam, 
phenobarbital and 
valproate (did not 
report % of patients 
for each 
medication) 

partial epilepsy 
49% 

Jackson et al. 
(2017)1591 

Vigabatrin Median dose 
at first 
followup was 
100 mg/kg 
per day (IQR 
79.4–125) 
and at last 
followup was 
93.8 mg/kg 
per day (IQR 
54-128.6). 

103 53% 
female 

NR Mean 8 
months (IQR 
5-15) 

Structural/metabolic 
49.5%, TSC 24%, 
malformation of 
cortical development 
18%, other 8% 

Concomitant 
treatments were 
levetiracetam in 
35%, topiramate in 
31.1%, 
phenobarbital in 
25.2%, 
clonazepam in 
12.6%, clobazam 
in 10.7%, 
zonisamide in 
9.7%, 
oxcarbazepine in 
6.8%, valproic acid 
in 5.8%, phenytoin 
in 1.9%, rufinamide 
in 1.9%, 
lacosamide in 
1.9%, lorazepam in 
1.9%, lamotrigine 
in 0.97%, tiagabine 
in 0.97%, 
gabapentin in 
0.97%, pyridoxine 
in 12%, steroid in 

91% "epileptic 
spasm", 15% 
focal, 10% 
generalized 
tonic, 5% 
generalized 
myoclonic, 5% 
generalized 
tonic-clonic, 4% 
generalized 
atonic, and 1% 
generalized 
absence 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure Etiologies Prior and 
Concurrent 
Treatments 

Seizure Types 

11%, ketogenic 
diet in 2% 

Tanritanir et al. 
(2021)1592 

Rufinamide 50.5% started 
at 5 mg/kg/d, 
and the other 
49.5% started 
at 10 
mg/kg/d. 
Titration 
schedules 
varied. 
Median 
dosage at the 
last followup 
was 42 
mg/kg/d (IQR 
34-56). 

103 42% 
female 

NR Median 
20 months 
(IQR 13-28) 

Structural brain / 
metabolic 
abnormality with 
identified genetic 
cause in 17 (16%), 
structural brain or 
metabolic 
abnormality with 
unidentified genetic 
cause in 33 (32%), 
unknown etiology in 
35 (34%), and 
genetic cause in 19 
(18%) 

Levetiracetam 
69%, Topiramate 
39%, Clobazam 
33%, Vigabatrin 
32%, Clonazepam 
20%, 
Phenobarbital 
17%, ketogenic 
diet 16%, 
zonizamide 14%, 
valproic acid 10%, 
oxcarbazepine 7%, 
steroid 7%, 
lacosamide 5%, 
lamotrigine 5%, 
others 12% 

Focal onset 
(22%), 
generalized 
tonic-clonic 
(23%), absence 
(10%), tonic 
(75%), myoclonic 
(43%), clonic 
(5%), atonic 
seizures (14%), 
epileptic spasms 
(64%) (and all 
patients had 
epilepsy). 

Yamada et al. 
(2021)1593 

Stiripentol Not 
specifically 
reported for 
those age 0-
2, but for the 
N=376 new 
patients, 
mean starting 
dose was 
13.4 
mg/kg/day. 
After 1 year, 
the mean 
dose was 
32.5 
mg/kg/day. 

95 Not 
specifi
cally 
reporte
d for 
those 
age 0-
2 

100% 
Asian 

Age range 0-
2 years for 
the subgroup 
of interest 

Not specifically 
reported for those 
age 0-2 

Not specifically 
reported for those 
age 0-2, but for the 
N=376 new 
patients, 99% were 
taking sodium 
valproate, 93% 
were taking 
clobazam, 41% 
were taking 
bromide, and 41% 
were taking 
topiramate. 

Not specifically 
reported for 
those age 0-2 

IQR = interquartile range; NR = not reported 
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Table C-4. Effectiveness of pharmacologic interventions: Seizure outcomes 
Study Intervention  Specific Outcome 

Measurement 
Timepoint N Result Comments 

Arican et al. (2018)1582 Levetiracetam Seizure freedom Median 12 
months 

92 66% 
(61/92) 

 None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, marked 
improvement 

Mean 5 
months 

85 33% 
(28/85) 

Considers both seizure type and 
seizure frequency. 1-7 scale where 
1=marked worsening and 7=marked 
improvement 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, moderate 
improvement 

Mean 5 
months 

85 26% 
(22/85) 

 None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, slight 
improvement 

Mean 5 
months 

85 13% 
(11/85) 

 None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, no change Mean 5 
months 

85 19% 
(16/85) 

 None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, slight 
worsening 

Mean 5 
months 

85 2% (2/85)  None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, moderate 
worsening 

Mean 5 
months 

85 4% (3/85)  None 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy severity, marked 
worsening 

Mean 5 
months 

85 4% (3/85)  None 

Liu et al. (2020)1584 Valproate Seizure freedom 12 weeks 50 22% 
(11/50) 

Table II 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

Seizure freedom 12 weeks 50 32% 
(16/50) 

Table II 

Liu et al. (2020)1584 Valproate 75%+ reduction 12 weeks 50 50% 
(25/50) 

Table II 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

75%+ reduction 12 weeks 50 72% 
(36/50) 

Table II 

Liu et al. (2020)1584 Valproate 50%+ reduction 12 weeks 50 70% 
(35/50) 

Table II 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

50%+ reduction 12 weeks 50 96% 
(48/50) 

Table II 

Grosso et al. (2005)1585 Topiramate Seizure freedom 3 months 37 8% (3/37) From Table 2, including only the N=37 
patients without infantile spasm and 
providing data 
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Study Intervention  Specific Outcome 
Measurement 

Timepoint N Result Comments 

Grosso et al. (2005)1585 Topiramate 50%+ reduction 3 months 37 54% 
(20/37) 

From Table 2, including only the N=37 
patients without infantile spasm and 
providing data 

Kholin et al. (2014)1586 Topiramate Seizure freedom NR 58 19% 
(11/58) 

From Table 1 

Kholin et al. (2014)1586 Topiramate 50% or more decrease in 
seizure frequency 

NR 58 55% 
(32/58) 

From Table 1 

Kholin et al. (2014)1586 Topiramate <50% change in seizure 
frequency 

NR 58 34% 
(20/58) 

From Table 1 

Kholin et al. (2014)1586 Topiramate Either a doubling of seizure 
frequency OR the 
appearance of new types of 
seizures 

NR 58 10% (6/58) From Table 1 

Kim et al. (2009)1587 Carbamazepine Seizure freedom 6 months 105 55% 
(58/105) 

Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate Seizure freedom 6 months 41 59% 
(24/41) 

Estimated from Figure 3 

Kim et al. (2009)1587 Carbamazepine 50%+ reduction 6 months 105 63% 
(66/105) 

Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate 50%+ reduction 6 months 41 73% 
(30/41) 

Estimated from Figure 3 

Kim et al. (2009)1587 Carbamazepine 25%-50%+ reduction 6 months 105 4% (4/105) Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate 25%-50%+ reduction 6 months 41 5% (2/41) Estimated from Figure 3 

Kim et al. (2009)1587 Carbamazepine ≤25% reduction 6 months 105 2% (2/105) Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate ≤25% reduction 6 months 41 0% (0/41) Estimated from Figure 3 

Kim et al. (2009)1587 Carbamazepine No improvement 6 months 105 24% 
(25/105) 

Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate No improvement 6 months 41 15% (6/41) Estimated from Figure 3 

Kim et al. (2009)1587 Carbamazepine Worsening 6 months 105 8% (8/105) Estimated from Figure 3 

Kim et al. (2009)1587 Topiramate Worsening 6 months 41 7% (3/41) Estimated from Figure 3 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine Seizure freedom ≥24 weeks in 
92% 

204 13% 
(26/204) 

  None 
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Study Intervention  Specific Outcome 
Measurement 

Timepoint N Result Comments 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine 50%+ reduction ≥24 weeks in 
92% 

204 61% 
(124/204) 

  None 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine Increase in seizures by 26-
49% 

≥24 weeks in 
92% 

204 6% 
(12/204) 

  None 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine Increase in seizures by ≥50% ≥24 weeks in 
92% 

204 12% 
(24/204) 

  None 

Piña-Garza et al. 
(2008)1588,1589 

Lamotrigine % reduction in seizures from 
baseline 

≥24 weeks in 
92% 

204 Median 
74% (SD: 
NR) (from a 
baseline 
mean of 
21/week) 

  None 

Sicca et al. (2000)1590 Phenytoin Seizure freedom 3 months 55 4% (2/55)   None 

Sicca et al. (2000)1590 Phenytoin 50%+ reduction 3 months 55 9% (5/55)   None 

Jackson et al. (2017)1591 Vigabatrin Seizure freedom Median 12 
months 

88 38% 
(33/88) 

Data is for last followup (first followup 
was <12 weeks) 

Jackson et al. (2017)1591 Vigabatrin 50% or more decrease in 
seizure frequency 

Median 12 
months 

88 73% 
(64/88) 

Data is for last follow-up (first followup 
was <12 weeks) 

Jackson et al. (2017)1591 Vigabatrin % reduction in seizures from 
baseline 

Median 12 
months 

88 Mean 97% 
(IQR 43.3% 
to 100%) 
(baseline 
NR) 

  None 

Tanritanir et al. (2021)1592 Rufinamide Median seizure frequency 
per 30 days (baseline 450 
with an IQR or 150-900) 

Median 15 
months 

103 Median 
seizure 
frequency 
per 30 days 
was 90 
(IQR 5-540) 

Corresponds to a 54% reduction in 
seizures (SD reported as 1175), 
p<0.0001 for the pre-post comparison 

Tanritanir et al. (2021)1592 Rufinamide Seizure freedom Median 15 
months 

103 19% 
(20/103) 

 None 

Tanritanir et al. (2021)1592 Rufinamide 50% or more reduction in 
seizure frequency 

Median 15 
months 

103 50% 
(51/103) 

 None 
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Study Intervention  Specific Outcome 
Measurement 

Timepoint N Result Comments 

Tanritanir et al. (2021)1592 Rufinamide Discontinuation due to lack of 
efficacy 

Median 15 
months 

103 23% 
(24/103) 

12 of the 24 discontinuations were due 
solely to lack of efficacy, and the other 
12 were due to both adverse effects 
and lack of efficacy. 

NR = not reported 

Table C-5. Effectiveness of pharmacologic interventions: Other effectiveness outcomes 
Study Intervention  Specific Outcome 

Measurement 
Timepoint N Result Comments 

Grinspan et al. 
(2018)1583 

Levetiracetam Freedom from monotherapy 
failure (no seizures during 
months 4-6 months after 
treatment initiation, AND no 
second ASM other than 
pyridoxine was prescribed 
during the full 6 months) 

6 months 117 40% 
(47/117) 

Unadjusted OR 3.6 (95% CI 1.5 to 10). Authors 
performed several additional analyses of these 
data, and all yielded the same conclusion that 
LEV was superior to PB. 1. Unadjusted analysis 
using generalized estimating equations OR 3.6 
(95% CI 1.7 to 7.8). 2. Multivariable analysis 
with adjustment for age at onset, 
developmental delay, and time from seizure 
onset to first drug 3.1 (95% CI 1.3 to 7.4). 3. 
Propensity analysis, no adjustment for 
covariates, OR 4.2 (95% CI 1.1 to 16). 4. 
Propensity analysis, with adjustment for age at 
onset, developmental delay, and time from 
seizure onset to first drug, OR 4.2 (95% CI 1.3 
to 14). 5. A variant of #3 above that excluded 
early failures, OR 4.8, (95% CI 1.3 to 18), and 
6. a variant of #3 above that excluded those 
who failed monotherapy for reasons other than 
efficacy, OR=3.6 95% CI 1.2 to 11.  

Grinspan et al. 
(2018)1583 

Phenobarbital Freedom from monotherapy 
failure (no seizures during 
months 4-6 months after 
treatment initiation, AND no 
second ASM other than 
pyridoxine was prescribed 
during the full 6 months) 

6 months 38 16% (6/38)   None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
marked improvement 

Mean 5 
months 

85 19% (16/85) 1-7 scale where 1=marked worsening and 
7=marked improvement 
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Study Intervention  Specific Outcome 
Measurement 

Timepoint N Result Comments 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
moderate improvement 

Mean 5 
months 

85 13% (11/85)  None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
slight improvement 

Mean 5 
months 

85 21% (18/85)  None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, no 
change 

Mean 5 
months 

85 36% (31/85)  None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
slight worsening 

Mean 5 
months 

85 4% (3/85)  None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
moderate worsening 

Mean 5 
months 

85 4% (3/85)  None 

Arzimanoglou et al. 
(2016)1581 

Levetiracetam Psychomotor development, 
marked worsening 

Mean 5 
months 

85 4% (3/85)  None 

Liu et al. (2020)1584 Valproate Mini-Mental State Examination 
(MMSE) scale (range 0-100 
where higher scores are 
better) 

12 weeks 50 Mean 71.7 
(SD: 2.3) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 

Liu et al. (2020)1584 Valproate Wechsler Memory 
Scale-Revised in China 
(WMS-RC) (range 0-100 
where higher scores are 
better) 

12 weeks 50 Mean 78.4 
(SD: 2.4) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

MMSE scale (range 0-100 
where higher scores are 
better) 

12 weeks 50 Mean 89.5 
(SD: 2.1) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

WMS-RC (range 0-100 where 
higher scores are better) 

12 weeks 50 Mean 90.8 
(SD: 2.6) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 

Liu et al. (2020)1584 Valproate Montreal cognitive 
assessment (MoCA) scale 
(scale range 0-30 where 
higher numbers are better) 

12 weeks 50 Mean 21.5 
(SD: 1.9) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 



C-17 

Study Intervention  Specific Outcome 
Measurement 

Timepoint N Result Comments 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

MoCA scale (scale range 0-30 
where higher numbers are 
better) 

12 weeks 50 Mean 27.9 
(SD: 2) 
(baseline 
NR) 

Table IV. Reported as statistically significantly 
superior in the VAL+LEV group 

Liu et al. (2020)1584 Valproate Daily living abilities, Barthel 
Index (range 0-100 where 
higher scores are better) 

12 weeks 50 Mean 62 
(SD: 3) 
(baseline 
NR) 

Estimated from Figure 1. Reported as 
statistically significantly superior in the 
VAL+LEV group 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

Daily living abilities, Barthel 
Index (range 0-100 where 
higher scores are better) 

12 weeks 50 Mean 86 
(SD: 1) 
(baseline 
NR) 

Estimated from Figure 1. Reported as 
statistically significantly superior in the 
VAL+LEV group 

Liu et al. (2020)1584 Valproate QOL in epilepsy-31 inventory 
(QOLIE-31) scale revised for 
Chinese patients (range 0-100 
where higher scores are 
better) 

12 weeks 50 Mean 60 
(SD: 5) 
(baseline 
NR) 

Estimated from Figure 1. Reported as 
statistically significantly superior in the 
VAL+LEV group 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

QOL in epilepsy-31 inventory 
(QOLIE-31) scale revised for 
Chinese patients (range 0-100 
where higher scores are 
better) 

12 weeks 50 Mean 84 
(SD: 1) 
(baseline 
NR) 

Estimated from Figure 1. Reported as 
statistically significantly superior in the 
VAL+LEV group 

Yamada et al. 
(2021)1593 

Stiripentol “Marked” or “Moderate” 
improvement 

Two years 92 54%  
(50/92) 

Physicians rated improvement on a 1-5 scale 
where 1=marked, 2=moderate, 3=mild, 4=no 
change, 5=worsened. This was based on 
seizure frequency, duration, intensity, and the 
ability to undertake activities of daily living. 

NR = not reported 
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Table C-6. Pharmacologic intervention: Risk of bias of RCTs 
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Overall 
Risk of 
Bias 

Liu et al. (2020)1584 
Seizure freedom 

SC SC SC Low SC SC SC SC Low Low Low SC Low High 

Liu et al. (2020)1584 
Quality of life 

SC SC SC Low SC SC SC SC Low Low Low SC Low High 

Novotny et al. 
(2010)1594,1595 
Adverse events 

Low Low Low Low Low SC Low Low Low Low Low Low Low Low 

Manitpisitkul et al. 
(2013)1596 
Adverse events 

Low Low Low Low High Low Low Low Low Low Low High Low Moderate 

Liu et al. (2020)1584 
Adverse events 

SC SC SC Low SC SC SC SC Low Low Low SC SC High 

Piña-Garza et al. 
(2008)1588,1589 
Adverse events 

SC SC SC Low Low Low SC Low Low Low Low Low Low Moderate 

We only rated risk of bias for studies for which we rated the strength of evidence (SOE). Other studies are discussed in the text. 
SC = Some concerns 

Table C-7. Pharmacologic interventions: Risk of bias of controlled nonrandomized comparative studies 
Study and Outcomes 
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Kim et al. (2009)1587 
Seizure freedom, adverse 
events 

High SC Low SC SC Low Low Low SC Low High 
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We only rated risk of bias for studies for which we rated the strength of evidence (SOE). Other studies are discussed in the text.  

SC = Some concerns 

† Studies were required to report baseline seizure frequency and number of prior antiseizure medications (ASM) 

Table C-8. Pharmacologic interventions: Risk of bias of pre/post studies 
Study and Outcome Item 1† Item 2 Item 3 Item 4 Item 5 Item 6 Item 7 Item 8 Item 9 Overall 

Risk of 
Bias 

Arican et al. (2018)1582 
Seizure freedom 

SC Low Low Low High Low SC Low High High 

Arican et al. (2018)1582 
Adverse events 

High High Low Low High Low SC SC High High 

Arzimanoglou et al. (2016)1581 
Adverse events 

High High SC Low High Low Low Low SC High 

Grosso et al. (2005)1585 
Seizure freedom 

SC High SC Low High Low Low Low SC High 

Kholin et al. (2014)1586 
Seizure freedom 

High High Low Low High Low SC SC High High 

Kim et al. (2010)1597 
Adverse events 

Low High Low Low High Low SC SC High High 

Piña-Garza et al. (2008)1588,1589 
Seizure frequency 

SC High Low Low High Low Low SC SC High 

Piña-Garza et al. (2008)1588,1589 
Seizure freedom 

SC High Low Low High Low Low SC SC High 

Piña-Garza et al. (2008)1588,1589 
Adverse events 

High High Low Low High Low Low SC SC High 

Sicca et al. (2000)1590 
Seizure freedom 

High High Low Low High Low SC SC High High 

Sicca et al. (2000)1590 
Adverse events 

High High Low Low High Low SC SC High High 

Jackson et al. (2017)1591 
Seizure frequency 

SC High Low Low High Low SC Low High High 

Jackson et al. (2017)1591 
Seizure freedom 

SC High Low Low High Low SC Low High High 
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Study and Outcome Item 1† Item 2 Item 3 Item 4 Item 5 Item 6 Item 7 Item 8 Item 9 Overall 
Risk of 
Bias 

Jackson et al. (2017)1591 
Adverse events 

High High Low Low High Low SC Low High High 

Tanritanir et al. (2021)1592 
Seizure freedom 

SC High Low Low High Low Low Low High High 

Tanritanir et al. (2021)1592 
Seizure frequency 

SC High Low Low High Low Low Low High High 

Tanritanir et al. (2021)1592 
Adverse events 

High High Low Low High Low Low Low High High 

Yamada et al. (2021)1593 
Adverse events 

High High Low Low High Low SC High High High 

 
We rated risk of bias only for studies for which we rated the strength of evidence (SOE). Other studies are discussed in the text.  
Risk of bias items for Pre/Post studies 
1 Does the design or analysis control account for important confounding and modifying variables through matching, stratification, multivariable analysis, or other approaches? 
2 Did researchers rule out any impact from a concurrent intervention or an unintended exposure that might bias results? 
3 Did the study maintain fidelity to the intervention protocol? 
4 If attrition (overall or differential nonresponse, dropout, loss to followup, or exclusion of participants) was a concern, were missing data handled appropriately (e.g., intention-to-
treat analysis and imputation)? 
5 Were the outcome assessors blinded to the intervention or exposure status of participants? 
6 Were interventions/exposures assessed/defined using valid and reliable measures, implemented consistently across all study participants? 
7 Were outcomes assessed/defined using valid and reliable measures, implemented consistently across all study participants? 
8 Were confounding variables assessed using valid and reliable measures, implemented consistently across all study participants? 
9 Were the potential outcomes prespecified by the researchers? Are all prespecified outcomes reported? 
SC = Some concerns 

Dietary Interventions 
Table C-9. Dietary interventions: Study characteristics 
Study Study 

Design 
Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Suo et al. 
20121598 

Pre/Post China Ketogenic Diet 
(classic) 

147 NA NA 12 months NR Conducted at 
Shenzhen Children’s 
Hospital.  
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Study Study 
Design 

Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Wu et al. 
20151599 

Pre/Post China Ketogenic diet 
(classic) 

40 NA NA 6 months 6 Major 
Human 
Resources 
Project of 
Jiangsu 
Province 

Conducted at 
Children’s Hospital of 
Fudan University.  

Kim et al. 
20191600 

Pre/Post USA Ketogenic diet  49 NA NA 3 months None Conducted at Lurie 
Children’s Hospital. 
Patients with West 
Syndrome excluded 
per protocol.  

Dressler et al. 
2015355 

Pre/Post Austria Ketogenic diet 
(classic) 

58 NA NA 18 months None Conducted at Medical 
University Vienna. 

Kang et al. 
20051601 

Pre/Post Korea Ketogenic diet 
(classic) 

49 NA NA 12 months NR Conducted at 
Epilepsy Centers in 
Yonsei University and 
Inje University.  

Liu et al. 
20211602 

Pre/Post China Ketogenic diet 
(classic) 

41 NA NA 12 months NR Conducted at 
Children’s Hospital of 
Chongqing Medical 
University, 
Chongqing, China. 

El-Rashidy et 
al. 20131603 

RCT Egypt Ketogenic diet 
(classic) 

10 Modified Atkins 
diet 
ASM 
Polytherapy  

15 
15 

> 6 months Children‘s 
hospital, 
Faculty of 
Medicine, Ain 
Shams 
University 

Conducted at 
Children’s Hospital 
Ain Shams University 

Kim et al. 
20151604 

RCT Korea Ketogenic diet 
(classic) 

17 Modified Atkins 
diet 

20 6 months National 
Research 
Foundation of 
Korea (NRF) 
funded by the 
Ministry of 
Education, 
Science and 
Technology 

Conducted at 
Severance Hospital  

NA = not applicable; NR = not reported; ASM = antiseizure medication 
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Table C-10. Dietary interventions: Patient characteristics 
Study Inclusion and Exclusion Criteria Interventions  n Gender  Age at 

Intervention 
Seizure Etiology and 
Type  

Prior Treatments 

Suo et al. 
20121598 

Intractable epilepsy, previously on 3 
anticonvulsant but still had more than 4 
seizures a week.  
Known metabolic disorders or severe 
systemic illnesses excluded.  

Ketogenic diet 
(classic) 

147 NRFS 
Total 
population, 
including 
any age: 
206 males 
111 
females 

0 to 2 years old.  NRFS 
Total population, 
including any age: 
157 infantile spasms 

At least 3 
anticonvulsants 

Wu et al. 
20151599 

Prior exposure to the appropriate use 
of at least 2 anticonvulsants without 
any other antiepileptic treatments such 
as resective surgery or implantation of 
a neurostimulation device and seizure 
frequency of at least 1 per week. 
Inherited metabolic diseases, liver and 
urinary calculikidney dysfunction, 
hyperlipidemia, urinary calculi 
excluded.  

Ketogenic diet 
(classic) 

40 NRFS 
Total 
population, 
including 
any age: 
62 males 
25 females 

0 to 1 year: 6 
1 to 3 years: 34 

NRFS 
Total population, 
including any age: 
31 spasms, 2 tonic, 6 
tonic–clonic, 6 
myoclonic, 1 atonic, 4 
partial seizure, 20 
LGS, 5 Dravet, 6 
Doose, 2 LKS 

At least 2 
anticonvulsants 

Kim et al. 
20191600 

Under the age of 3 years with 
medically intractable epilepsy, defined 
as persistent seizures despite the use 
of two or more appropriate 
anticonvulsants at therapeutic doses. 

Ketogenic diet  49 NRFS 
Total 
population, 
including 
any age: 
50 males 
59 females 

Mean 1.4 ± 0.8 Non West syndrome Median 4 
anticonvulsants  

Dressler et al. 
2015355 

Included were all children with 
complete clinical data and observation 
periods of at least 3 months after 
initiation of the KD. 

Ketogenic diet 
(classic) 

58 NRFS 
Total 
population, 
including 
any age: 
56 males 
59 females 

0.68 ± 0.45 
years 

NRFS 
Total population, 
including any age: 
18 genetic, 54 
structural/metabolic, 
43 unknown 

2.47 ± 2 ASM  
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Study Inclusion and Exclusion Criteria Interventions  n Gender  Age at 
Intervention 

Seizure Etiology and 
Type  

Prior Treatments 

Kang et al. 
20051601 

Patients who had been experiencing 
more than four seizures per month and 
uncontrolled by the initial combination 
of three or more ASM. 

Ketogenic diet 
(classic) 

49 NRFS 
Total 
population, 
including 
any age: 
110 males 
89 females 

< 2 years NRFS 
Total population, 
including any age: 
39 infantile spasms, 
16 myoclonic, 28 
atonic, 16 generalized 
tonic-clonic, 14 
generalized tonic, 16 
SMEI, 4 LKS, 2 EIEE, 
9 nonspecific 
generalized seizure, 
54 nonspecific partial 
seizure 

3.14 ASM 

Liu et al. 
20211602 

Infants born full terms aged 6 to 36 
months with refractory epilepsy who 
took 2 or more anticonvulsants. 
Patients with organ failures, chronic 
infectious diseases, or thyroid 
disorders were excluded.  

Ketogenic diet 
(classic) 

 
 

• 41 
 
 
 

 23 males 
18 females 
 

 

• 20.51 ± 4.05 
months 
 

NR  2 or more 
anticonvulsants 

El-Rashidy et 
al. 20131603 

Patients diagnosed with symptomatic 
intractable epilepsy according to the 
definition of Beleza. 

• Ketogenic diet 
(classic)  

• Modified 
Atkins diet 

• Normal diet 

• 10 
 
• 15 
 
• 15 

• 5 males 
5 females 
• 8 males 
7 females 
• 8 males 
7 females 

• 26 ± 0.9 months 
• 27.13 ± 6.63 
months 
• 25.73 ± 6.35 
months 

• 11 post-anoxic, 3 
post-traumatic, 7 
post-hemorrhagic. 3 
focal, 4 general, 2 
infantile spasm, 1 
early infantile 
myoclonic 
encephalopathy. 
• 3 post-anoxic, 4 post-
hemorrhagic, 2 
Tuberous sclerosis, 1 
syndromic epilepsy. 4 
focal, 11 general. 

ASM polytherapy 
for all  
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Study Inclusion and Exclusion Criteria Interventions  n Gender  Age at 
Intervention 

Seizure Etiology and 
Type  

Prior Treatments 

Kim et al. 
20151604 

Patient age 1–18 years, seizure 
frequency >4 per month, and treatment 
failure of ≥2 prescribed ASM.  

• Ketogenic diet 
(classical) 

• Modified 
Atkins diet 

• 17 
• 20 

Total KD 
population, 
including 
any age: 
32 males  
19 females 
 
Total MAD 
population, 
including 
any age: 
26 males 
27 females 

• 1 to 2 years 
• 1 to 2 years 
 

NRFS 
Total Ketogenic diet 
population, including 
any age: 
8 tonic, 4 tonic-clonic, 
4 myoclonic. 2 atonic, 
12 epileptic spasms, 
21 focal, 10 LGS, 8 
West, 1 MAE, 2 
Dravet, 30 epilepsy 
unspecified 
Total MAD population, 
including any age: 
9 tonic, 2 tonic-clonic, 
3 myoclonic. 1 atonic, 
16 epileptic spasms, 
21 focal, 8 LGS, 12 
West, 1 MAE, 4 
Dravet 28 epilepsy 
unspecified 

≥2 prescribed 
antiepileptic drugs 

ASM = antiseizure medications; IQR = interquartile range; LGS = Lennox Gastaut Syndrome; MAE = Myoclonic astatic epilepsy; NA = not applicable; NR = not reported; NRFS 
= not reported for the subgroup;  

Table C-11. Dietary interventions: Treatment characteristics 
Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Suo et al. 
20121598 

Ketogenic diet 
(classic) 

147 Johns Hopkins Hospital protocol with 
an initial fasting stage of about 24 h, 
and a diet lipid-to-nonlipid ratio of 4:1.  

Parental report and seizure diaries None 

Wu et al. 
20151599 

Ketogenic diet 
(classic) 

40 4:1 ratio of fat:protein plus 
carbohydrates) using a KD vegetable 
protein beverage (Ketogenicsz) 

Parental daily seizure calendars None 
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Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Kim et al. 
20191600 

Ketogenic diet  49 KD was initiated at a ratio of 1:1 (fat 
grams: carbohydrate + protein grams) 
without a fast as an inpatient in the 
hospital. The keto ratio was increased 
daily, reaching up to 3:1 on day 3. On 
day 4, patients were discharged home 
at the ratio of 3:1 with full calories. 
Fluids were not restricted. 

Medical records, retrospective study.  None 

Dressler et al. 
2015355 

Ketogenic diet 
(classic) 

58 According to the Johns Hopkins 
protocol without fasting and fluid 
restriction. The ketogenic ratio in 
infants during the first year of life is 
usually 3:1 or 2.5:1. In older children 
the ketogenic ratio used is 4:1. 

Parental seizure diaries and EEG None 

Kang et al. 
20051601 

Ketogenic diet 
(classic) 

49 Johns Hopkins Protocol  Medical records and seizure diaries None 

Liu et al. 
20211602 

Ketogenic diet 
(classic) 

41 
 

Classic KD, unspecified.  NR None 

El-Rashidy et 
al. 20131603 

• Ketogenic diet 
(classic)  

• Modified Atkins 
diet 

• Normal diet 

• 10 
 
• 15 
 
• 15 

• The classic 4:1 KD was provided by as 
a formula. 
• Modified Atkins diet consisted of a 
nearly balanced diet (60% fat, 30% 
protein, and 10% carbohydrates by 
weight) without restrictions. 
• Normal accustomed diet with anti-
epileptic polytherapy. 

Seizure frequency and severity recorded 
during outpatient visits, details not 
specified.  

All groups concurrently on 
ASM: valproic acid and 
carbamazepine ± 
clonazepam 

Kim et al. 
20151604 

• Ketogenic diet 
(classic) 

• Modified Atkins 
diet 

• 17 
 
• 20 

• 4:1 lipid to nonlipid ratio and 
nonfasting initiation protocol. 
• Johns Hopkins Protocol.  

Seizure diaries. None 

ASM = Antiseizure medications; EEG = Electroencephalography; NR=Not reported 
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Table C-12. Dietary interventions: Seizure outcomes 
Study Intervention  Baseline Seizure Outcomes Hospitalization, 

Mortality, SUDEP 
Comments 

Suo et al. 
20121598 

Ketogenic diet 
(classic) 

NRFS Seizure free at 12 months: 17 of 147 (11.6%) 
Reduction 90-99%: 3 (2.0%) 
Reduction 50-90%: 7 (4.8%) 
Reduction <50%: 2 (1.4%) 
No change: 4 (2.7%) 
Drop out: 114 (77.6%) 

NR 147 started diet; 114 
dropped out; only 33 
remained on the diet at 
12 months.  
 
Data taken from Table 3. 

Wu et al. 
20151599 

Ketogenic diet 
(classic) 

NRFS 3 months:  
Seizure free: 10 (25%) 
>90% reduction: 3 (7.5%) 
50-90% reduction: 6 (15%) 
<50% reduction: 21 (52.5%) 
Effective: 13 (32.5%) 
Ineffective: 27 (67.5%) 
6 months:  
Seizure free: 13 (32.5%) 
>90% reduction: 2 (5%) 
50-90% reduction: 6 (15%) 
<50% reduction: 19 (47.5%) 

NR Subgroup of <1 year not 
extracted due to low 
patient count (n=6).  

Kim et al. 
20191600 

Ketogenic diet NRFS 3 months:  
Responder: >50% reduction: 18 
Nonresponder:<50% reduction: 31 

NR None 
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Study Intervention  Baseline Seizure Outcomes Hospitalization, 
Mortality, SUDEP 

Comments 

Dressler et al. 
2015355 

Ketogenic diet 
(classic) 

NR 3 months:  
Responders: 37 (63.8%) 
Seizure Free: 20 (34.5%) 
6 months:  
Responders: 32 (55.2%) 
Seizure Free: 19 (32.7%) 
12 months:  
Responders: 27 (84.3%)* 
Seizure Free: 19 (70.4%)* 
6 months after KD:  
Responders: 21 (42.9%) 
Seizure Free: 15 (30.6%) 

NR Article reports conflicting 
data.  

Kang et al. 
20051601 

Ketogenic diet 
(classic) 

NR 3 months: 
>50% reduction: 28/49 
Seizure free: 16/49 
6 months:  
>50% reduction: 27/49 
Seizure free: 18/49 
12 months:  
>50% reduction: 16/49 
Seizure free: 13/49 

NR >50% reduction includes 
seizure free patients.  

Liu et al. 
20211602 

Ketogenic diet 
(classical) 

NR Ketogenic Diet (classic):  
• 3 months:  

o 90% to 99% reduction: 7 
o 50% to 90% reduction: 21 
o <50% reduction: 13 

• 6 months:  
o 90% to 99% reduction: 8 
o 50% to 90% reduction: 24 
o <50% reduction: 9 

• 12 months:  
o 90% to 99% reduction: 9 
o 50% to 90% reduction: 25 
o <50% reduction: 7 

NR None 
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Study Intervention  Baseline Seizure Outcomes Hospitalization, 
Mortality, SUDEP 

Comments 

El-Rashidy et 
al. 20131603 

• Ketogenic diet 
(classic)  

• Modified 
Atkins diet 

• Normal diet 

NR Ketogenic Diet (classic) 
• 3 months:  

o Frequency change: -57.95±17.73 
o Chalfont score change: -31.95±18.71 

• 6 months:  
o Frequency change: -70.79±19.26 
o Chalfont score change: -35.89±19.40 

Modified Atkins Diet 
• 3 months:  

o Frequency change: -7.04±12.68 
o Chalfont score change: -16.03±7.06 

• 6 months:  
o Frequency change: -28.03±21.39 
o Chalfont score change: -37.63±4.75 

Normal Diet (polytherapy) 
• 3 months:  

o Frequency change: 6.22±34.41 
o Chalfont score change: -0.45±4.91 

• 6 months:  
o Frequency change: -8.31±46.81 
o Chalfont score change: -1.79±7.94 

NR None 
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Study Intervention  Baseline Seizure Outcomes Hospitalization, 
Mortality, SUDEP 

Comments 

Kim et al. 
20151604 

• Ketogenic diet 
(classic) 

• Modified 
Atkins diet 

NR Ketogenic Diet (classic) 
• 3 months:  

o Seizure frequency: mean 19.21% of baseline. 
o Seizure frequency:  

Seizure free: 9 of 17 (53%) 
>90% reduction: 9 
>50% reduction: 10 

• 6 months:  
o Seizure frequency: mean 0% of baseline. 
o Seizure frequency: 

Seizure free: 9 of 17 (53%) 
>90% reduction: 10 
>50% reduction: 10 

Modified Atkins Diet 
• 3 months:  

o Seizure frequency: mean 46.18% of baseline.  
o Seizure frequency:  

Seizure free: 4 of 20 (20%) 
>90% reduction: 5 
>50% reduction: 8 

• 6 months:  
o Seizure frequency: mean 39.76% of baseline. 
o Seizure frequency:  

Seizure free: 5 of 20 (25%) 
>90% reduction: 7 
>50% reduction: 9 

NR No baseline value 
reported.  
 
Data from Table 3 from 
children age 1 to <2 
years old.  

NA = not applicable; NR = not reported; NRFS = not reported for the subgroup; KD = ketogenic diet 
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Table C-13. Dietary interventions: Risk of bias of RCTs 
RCTs Outcome 
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Overall 
Risk of 
Bias 

El-Rashidy 
et al. 
20131603 

Seizure 
frequency 

SC High High Low High SC SC Low Low Low Low High Low High 

El-Rashidy 
et al. 
20131603 

Adverse 
events 

SC High High Low High SC SC Low Low Low Low High Low High 

Kim et al. 
20151604 

Seizure 
frequency 

Low High Low Low SC SC SC Low SC SC SC High Low High 

Kim et al. 
20151604 

Seizure 
freedom 

Low High Low Low SC SC SC Low SC SC Low High Low High 

Table C-14. Dietary interventions: Risk of bias of pre/post studies 
Pre/Post Outcome 
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Overall 
Risk 
Of 
Bias  

Suo et 
al. 2012 
1598 

Seizure 
frequency High High SC High High Low Low High SC High 

Suo et 
al. 2012 
1598 

Seizure 
freedom High High SC High High Low Low High SC High 
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Pre/Post Outcome 
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Overall 
Risk 
Of 
Bias  

Wu et al. 
20151599 

Seizure 
frequency High SC SC Low High Low Low Low Low High 

Wu et al. 
20151599 

Seizure 
freedom High SC SC Low High Low Low Low Low High 

Dressler 
et al. 
2015355 

Seizure 
frequency High High SC SC High Low High High SC High 

Dressler 
et al. 
2015355 

Seizure 
freedom High High SC SC High Low High High SC High 

Dressler 
et al. 
2015355 

Adverse 
events High High SC SC High Low High High SC High 

Kang et 
al. 
20051601 

Seizure 
frequency High High SC High High Low Low SC SC High 

Kang et 
al. 
20051601 

Seizure 
freedom High High SC High High Low Low SC SC High 

Kim et 
al. 
20191600 

Seizure 
frequency High High Low Low High Low High High High High 

Kim et 
al. 
20191600 

Adverse 
events High High Low Low High Low High High High High 

Liu et al. 
20211602 

Seizure 
frequency High High SC Low High Low Low SC SC High 
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Overall 
Risk 
Of 
Bias  

Liu et al. 
20211602 

Adverse 
events High High SC Low High Low Low SC SC High 

We rated risk of bias only for studies for which we rated the strength of evidence (SOE). Other studies are discussed in the text.  
Risk of bias items for Pre/Post studies 
† Studies were required to report baseline seizure frequency and number of prior antiseizure medications (ASMs) 
1 Does the design or analysis control account for important confounding and modifying variables through matching, stratification, multivariable analysis, or other approaches? 
2 Did researchers rule out any impact from a concurrent intervention or an unintended exposure that might bias results? 
3 Did the study maintain fidelity to the intervention protocol? 
4 If attrition (overall or differential nonresponse, dropout, loss to followup, or exclusion of participants) was a concern, were missing data handled appropriately (e.g., intention-to-
breat analysis and imputation)? 
5 Were the outcome assessors blinded to the intervention or exposure status of participants? 
6 Were interventions/exposures assessed/defined using valid and reliable measures, implemented consistently across all study participants? 
7 Were outcomes assessed/defined using valid and reliable measures, implemented consistently across all study participants? 
8 Were confounding variables assessed using valid and reliable measures, implemented consistently across all study participants? 
9 Were the potential outcomes prespecified by the researchers? Are all prespecified outcomes reported? 
SC: Some concern.  

Surgical Interventions 
Table C-15. Surgical interventions: Study characteristics 
Study Study 

Design 
Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Otsuki et al. 
2013577 

Pre/Post Japan Hemispherotomy 18 NA NA NR Health Labor Sciences 
Research Grant from the 
Ministry of Health Labor 
and Welfare of Japan 

None 
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Study Study 
Design 

Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Reinholdson et 
al. 20151605 

Pre/Post Sweden Temporal lobe 
resection (n=12) 
Frontal lobe 
resection (n=12) 
Hemispherotomy 
(n=12) 

36 NA NA 2 years Grants from the Swedish 
Research Council (grant 
521-2011-169) and the 
Sahlgrenska Academy at 
the University of 
Gothenburg through the 
LUA/ALF agreement 
(grant ALFGBG137431), 
the Margarethahem 
Foundation and the 
Gothenburg Foundation 
for Neurological Research 

None 

Kadish et al. 
20191160 

Pre/Post Germany Intralobar resection 
(n=18) 
Multilobar resection 
(n=8) 
Hemispherotomy 
(n=22) 
 
 

48 NA NA 1 to 14.3 yr 
(mean 5.2, SD 
3.6) for all  

NR None 

Steinbok et al. 
20091606 

Pre/Post Canada Hemispheric 
surgeries (n=48) 
(including anatomic 
hemispherectomy, 
hemidecortication, 
functional 
hemispherotomies, 
periinsular 
hemispherotomies) 
Lesionectomies ± 
cortical resections 
(n=32) 
Cortical resection 
(n=26) 

106 NA NA 1-year post-op or 
longer for all  

No external funding Seizure outcomes 
reported from 106 
final seizure 
surgeries (see 
Table 3) 

Loddenkemper 
et al. 2007483 

Pre/Post US Hemispherectomy 
(n=14) 
Focal resection 
(n=10) 

24 NA NA Median 6 months 
(range 4 to 42 
months) 

NR None 
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Study Study 
Design 

Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Sugimoto et al. 
19991607 

Pre/Post Canada Focal cortical 
resection 

10 NA NA Mean 38.9 
months (range 3 
to 86 months) 

NR None 

Dunkley et al. 
20101608 

Pre/Post United 
Kingdom  

Hemispherotomy 
(n=27) 
Multilobar/lobar/foc
al resection (n=15) 

42 NA NA Median 5 years, 
3 months post-op 
(range 27 to 158 
months) 

NR None 

Kumar et al. 
20151609 

Pre/Post US Hemispherotomy 16 NA NA Mean 56 months 
(range 3 to 133 
months) 

NR None 

Iwasaki et al. 
20151610 

Pre/Post Japan Hemispherotomy 10 NA NA Mean 4.2 years 
(1.5 to 11) 

Grant-in-Aid for 
Scientific Research (No. 
25462240) from the 
Japan Society for the 
Promotion of Science. 

None 

Kalbhenn et al. 
20191611 

Pre/Post Germany Posterior 
disconnection 
surgery  

10 NA NA 24 months NR None 

Schramm et 
al. 20121612 

Pre/Post Germany Hemispherotomy 21 NA NA >1 year post-op Patient followup: Grants 
from the Deutsche 
Forschungsgemeinschaft 
(DFG) partly within the 
transregional 
collaborative research 
consortium SFB400 
“Molecular basis of CNS 
disorders” and SFB TR3 
“Mesio-temporal lobe 
epilepsies.” 

None 

Gaggero et al. 
20091613 

Pre/Post Italy Resection 20 NA NA 1, 4, and 8 years NR None 

Pinto et al. 
20141614 

Pre/Post US Hemispherectomy 
/hemispherotomy 

15 NA NA >1 year NR None 

Maton et al. 
20071615 

Pre/Post US Resection (temporal 
lobe) 

13 NA NA 6.3 years (range 
1 to 23) 

NR None 
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Study Study 
Design 

Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Cook et al. 
2004293 

Pre/Post US Hemispherectomy/ 
hemispherotomy 

55 NA NA 6 months, 1 year, 
2 years 

NR None 

Jonas et al. 
2004294 

Pre/Post US Hemispherectomy 16 NA NA 6 months, 1 year, 
2 years, 5 years 

NIH grants R01 NS38992 
and P05 NS02808 to 
G.W.M., and R01 
NS39505 to R.F.A. 

None 

Lettori et al. 
2007128 

Pre/Post Italy Hemispherectomy 10 NA NA 6 months, 1 year NR None 

Roth et al. 
20211616 

Pre/Post Multinatio
nal  

Resective or 
disconnective 
surgery (focal 
resection, lobar / 
multilobar resection 
or disconnection, 
corpus callosotomy, 
or hemispheric 
surgery.  

64 NA NA Median followup 
41 months (19 to 
104 interquartile 
range) 

NR Operations 
performed 
between 1999 and 
2020; excluded 
infants with 
hypoxic ischemic 
encephalopathy; 
64 patients 
undergoing 67 
procedures 

NA = not applicable; NR = not reported; NIH = National Institute of Health 
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Table C-16. Surgical interventions: Patient characteristics 
Study Inclusion and 

Exclusion Criteria 
Interventions  n Gender  Age at 

Intervention 
Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Otsuki et al. 
2013577 

Consecutive 
children who had 
medically refractory 
epilepsy with cortical 
dysplasia and 
undewent epilepsy 
surgery at less than 
6 years of age at the 
National Center of 
Neurology and 
Psychiatry from 
December 2000 to 
August 2011. 
Patients with 
tuberous sclerosis, 
dysplastic tumors, 
and 
encephalomalacia 
were excluded from 
the study. 

Hemispherotomy 18 NR 15 patients (age 
0); 1 patients 
(age 2)  
2 patients (age 
3) 

All patients had 
drug-resistant 
multiple daily 
seizures, such as 
epileptic spasm, 
tonic seizures, or 
epilepsia partialis 
continua.  

 NR None 

Reinholdson et 
al. 20151605 

Swedish National 
Epilepsy Surgery 
Register data 
capturing population 
based, 
observational cohort 
of children under 4 
years of age 
undergoing 
resective epilepsy 
surgery in Sweden 
between 1995 and 
2010 

Temporal lobe 
resection (n=12) 
Frontal lobe 
resection (n=12) 
Hemispherotomy 
(n=12) 

36 NR for 
subgroup) 

NR for subgroup 
2 years 1 month 
(mean and 
median), range 2 
months to 4 
years for overall 
study 

 NR ASM currently 
used: 2.2 
(Mean), 2 
(Median), Range 
0 to 4) 
ASM previously 
tried: 1.8 (mean), 
1 (median), 
range (0 to 9) 

None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Kadish et al. 
20191160 

Consecutive 
patients, selected 
from an institutional 
database, that 1) 
underwent 
presurgical 
evaluation in the 
cooperating 
Epilepsy Surgery 
Centers Freiburg, 
Heidelberg, Kork 
and Kiel according 
to the same 
protocol, 2) had 
epilepsy surgery 
before the age of 3 
in 2001-2014 in the 
Epilepsy Center 
Freiburg, 3) were 
followed up >1 year 
after surgery  

Hemispherotomy 
(n=22) 
Intralobar resection 
(n=18) 
Multilobar resection 
(n=8) 

48 24 male 1.1 ± 0.7 year   NR At time of 
surgery: mean 2 
ASM  
9 (median 5) 
ASM before first 
surgery: 
27% additionally 
received steroids 
and 8% 
ketogenic diet 

Patient numbers 
reported here 
represent first 
surgeries 
reported by the 
study.  

Steinbok et al. 
20091606 

Patients age < 3 
undergoing epilepsy 
surgery at multiple 
centers across 
Canada from 
January 1987 to 
September 2005.  
Patients with 
surgery for a lesion, 
such as a tumor, 
who happened to 
present with 
seizures, but for 
whom the surgery 
was done for the 
lesion rather than 
the epilepsy were 
excluded. 

Hemispheric 
surgeries (n=48) 
(including anatomic 
hemispherectomy, 
hemidecortication, 
functional 
hemispherotomies, 
periinsular 
hemispherotomies) 
Lesionectomies ± 
cortical resections 
(n=32) 
Cortical resection 
(n=26) 

106 NR NR for subgroup 
of interest (final 
seizure surgery) 
 

NR for subgroup of 
interest (final 
seizure surgery) 

 NR The study 
presents data on 
116 patients 
undergoing 151 
surgical 
procedures; 
however, seizure 
outcomes are 
reported by 106 
final seizure 
surgeries only. 
Age at surgery 
for overall 
population 
(n=116) was 
mean 15.8 
months (range 
1–35 months) 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Loddenkemper 
et al. 2007483 

50 infants <3 years 
old among 251 
consecutive 
pediatric patients 
(<18 years old) 
undergoing epilepsy 
surgery at our 
center between 
1989 and 2001 were 
considered for 
inclusion 

Hemispherectomy 
(n=14) 
Focal resection 
(n=10) 

24 18 male Age of surgery: 
median 14 
months (range: 
3–34 months) 

Seizure etiology: 
Patient undergoing 
hemispherectomy 
(7 HME, 5 MCD, 2 
SWS) 
Patients 
undergoing focal 
resection ( 7 MCD, 
2 MCD and 
ganglioma, 1 TS) 
Patients presented 
with a median of 2 
different 
semiological 
seizure types 
(range: 1– 4). 
Seizure semiology 
included tonic 
seizures (15), 
clonic seizures 
(15), epileptic 
spasm (11), eye 
versive seizures 
(7), hypomotor 
seizures (5), and 
myoclonic seizures 
(3) 

At surgery, 
patients were 
taking a median 
of 3 ASM (range: 
0 –5) 

None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Sugimoto et al. 
19991607 

Children, aged 0-3 
years, who had 
epilepsy surgery at 
the Hospital for Sick 
Children, Toronto, 
Canada, from 1991 
to 1996 

Focal cortical 
resection 

10 4 male Age of surgery: 
mean 18.5 
months (range 8 
to 34) 

Seizure type at 
onset: Partial 
motor onset 
(unilateral) : 3 
Partial motor 
onset: bilateral: 1 
Partial motor 
onset, secondary 
generalization: 3 
Complex partial 
seizures: 1 
Partial motor 
seizures, changing 
to generalized 
tonic clonic 
seizures: 1 
Partial motor 
seizures, changing 
to complex partial 
seizures: 1 

 NR None 

Kumar et al. 
20151609 

All children under 
the age of 1 year 
undergoing surgical 
intervention to treat 
medically refractory 
epilepsy at 
Children's Hospital 
of Colorado 
between 2002 and 
2013  

Hemispherotomy 16 NR (by 
procedure) 

4.5 months 
(Rnage 0.25 to 
11.5) 

5 focal, 4 spasm, 4 
imxed, 2 tonic 
clonic, 1 no clinical 
correlate 

 NR None 

Iwasaki et al. 
20151610 

Consecutive 
patients underwent 
hemispherotomy for 
treatment of 
intractable epilepsy 
at Tohoku University 
between 2001 and 
2012 

Hemispherotomy 10 7 male, 4 
female 

Mean 9 months 
(range 3 to 24) 

NR   None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Kalbhenn et al. 
20191611 

29 consecutive 
patients undergoing 
posterior 
disconnection 
surgery between 
2005 and 2017 for 
the treatment of 
refractory posterior 
quadrantic epilepsy 
at a single center 

Posterior 
disconnection 
surgery  

10 NR Mean 1.65 years 
(range 0.6 to 2.6) 

6 Type B, 4 Type 
C  

 NR None 

Schramm et al. 
20121612 

All patients up to the 
age of 18 
undergoing 
hemispherotomy at 
the Bonn University 
Medical Center 
operated on 
between 1990 and 
the end of 2009 with 
a minimum followup 
of 1 year.  

Hemispherotomy 21 NR Age <3 NR  NR None 

Gaggero et al. 
20091613 

Patients age <3 with 
primary 
supratentorial 
hemispheric brain 
tumors receiving 
care at ‘‘G. Gaslini’’ 
Children’s Hospital, 
Genoa, Italy, during 
a 10-year period 

Resection 20 12 male, 8 
female 

< 36 months Focal: 12 
Generalized: 8 
Convulsive status 
epilepticus: 5 

One ASM: 9 
2 ASM: 7 
3 ASM: 4. The 
most commonly 
administered 
drugs were 
valproate in 14 
(70%), 
levetiracetam in 
8 (40%) 
carbamazepine 
in 6 (30%), 
phenytoin and 
phenobarbital in 
4 (20%) 

None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Pinto et al. 
20141614 

Children undergoing 
epilepsy surgery 
(anatomic 
hemispherectomy, 
functional 
hemispherectomy, 
and peri-insular 
hemispherotomy) at 
Children’s Hospital 
Boston from 1997 to 
2011 

Anatomic 
hemispherectomy 
(n=10) 
Functional 
hemispherectomy 
(n=4) 
Periinsular 
hemispherectomy 
(n=1) 

15 NR Mean 12.2 
months (range 5 
to 24) 

6 focal seizures 
(tonic, tonic clonic 
or complex partial), 
2 generalized tonic 
clonic and focal 
seizures, 6 infantile 
spasm and focal 
seizures, 1 infantile 
spasm and 
generalized tonic 
clonic seizures 

 NR None 

Maton et al. 
20071615 

Patients age <5 
undergoing temporal 
lobe resection at 
Miami Children’s 
Hospital between 
1979 and 2003. 

Resection 
(temporal lobe) 

13 10 male, 3 
female (6 
with 
developme
ntal delay) 

14.8 months (SD 
8.1), range 6 to 
33 

5 SpASM with or 
without partial 
seizure, 4 
psychomotor 
seizures followed 
by prominent 
motor changes, 2 
psychomotor 
seizures without 
motor changes, 2 
pure motor 
seizures 

 NR None 

Cook et al. 
2004293 

Children with 
intractable seizures 
undergoing 
hemispherectomy at 
UCLA's Pediatric 
Epilepsy Surgery 
Program between 
1986 and 2002 

Hemispherectomy/ 
hemispherotomy 

55 NR Mean 2.5 (SD 
0.4) 

53% of patients 
with cortical 
dysplasia had a 
history of infantile 
spasm; no other 
information 
provided 

 NR None 

Jonas et al. 
2004294 

Cerebral 
hemispherectomy 
patients operated at 
UCLA’s Pediatric 
Epilepsy Surgery 
Program from 1986 
to 2002 (subset of 
patients included 
in293) 

Hemispherectomy 16 9 male, 7 
female 

1.5 years (SD 
1.2)  

9 of 16 with 
infantile spasm 

2.5 +-0.9 ASM None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Lettori et al. 
2007128 

Patients treated with 
hemispherectomy 
within 5 years of age 
in the Child 
Neurosurgery Unit 
of Catholic 
University, Rome 
from 1980 to 
December 2003, we 
enrolled in the study 
only 19 thoroughly 
studied children, 
drug resistant with 
at least 3 drugs at 
maximal dosage 
with no seizure 
control  

Hemispherectomy 10 6 male, 4 
female 

Mean 11.3 
months (range 5 
to 20) 

2 partial seizures 
only; 3 partial with 
partial status 
epilepticus ± 
myclonic, and tonic 
spasm; 3 spasm, 
partial seizures 
with or without 
partial status 
epilepticus; 1 
spasm and partial, 
1 tonic, partial, 
myoclonias 

 NR None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Roth et al. 
20211616 

All children 
undergoing epilepsy 
surgery at <3 
months or 100 days 
beyond 40 weeks 
gestation. For 
inclusion, infants 
were required to 
have ≥ 6 months of 
followup, unless the 
patient died. 
Excluded infants 
with epilepsy due to 
hypoxic ischemic 
encephalopathy.  

64 children, 67 
surgeries 
 
Focal resections (7 
lobectomies, 12 
lesionectomy) 
 
Hemispheric 
surgeries: 48 (25 
peri-insular, 12 
vertical functional 
hemispherectomies
, 10 anatomic 
hemispherectomies
, 1 unknown) 
 

64 30 female, 
34 male 

Focal surgery: 
62 days 
(interquartile 
range 43 to 86) 
 
Hemispheric 
surgery: 78 
(interquartile 
range 68 to 94) 

Seizure type 
available for 63 
patients: 33 focal 
seizures, 6 
generalized, 24 
focal and 
generalized 
 
28 cortical 
dysplasia, 17 
hemimegalenceph
aly, 5 tubers, 4 
nonspecific 
findings, 1 
glioneuronal 
hamartoma, 1 
stroke, 1 Sturge 
Weber, 1 
hematoma 
6 unknown 

Median 4 
(Interquartile 
range 3 to 4), 
range 1 to 11 
ASMs prior to 
surgery. 
 
Continuous 
intravenous 
barbiturates or 
benzodiazepines 
(n=41) 
 
Intubated before 
surgery (n=22) 
 

Seizure age of 
onset 0 to 49 
days (6.6 ±11.8). 
 
4 had suspected 
seizures prior to 
birth.   
 
27 (42%) had 
experienced 
status epilepticus 
 
Hemispheric 
(including 
hemispherotomy, 
disconnection 
surgery)  
Hemi-
spherectomy 
(such as 
anatomic hemi-
spherectomy, 
regardless of 
surgical 
technique- 
including 
combined 
resective/disconn
ective surgery) or 
focal (including 
lobar or 
multilobar 
resections_  
 

NA: not applicable; NR: not reported; NRFS: not reported for the subgroup; IQR: interquartile range; ASM: antiseizure medications 
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Table C-17. Surgical interventions: Hemispherectomy/hemispherotomy seizure outcomes  
Study Intervention  n Baseline Number 

of Seizures 
Seizure Outcomes Comments 

Cook et al. 
2004293 
Jonas et al. 
2004294 

Anatomic 
hemispherectomy (n=14) 
Functional 
hemispherectomy (n=15) 
Hemispherotomy (n=26) 

55 infants 
with cortical 
dysplasia  
(Subgroup 
of 16 infants 
with HME 
reported in 
Jonas294) 

NR Seizure Freedom: 6 months after surgery 
• Overall: 44 of 55 (80%) seizure free 
• Anatomic hemispherectomy: 12 of 14 (86%) 
• Functional hemispherectomy/Hemispherotomy: 

32 of 41 (78%) 
Seizure Freedom: 1 year after surgery 

• Overall: 41 of 55 (75%) seizure free 
• Anatomic hemispherectomy: 12 of 14 (86%) 
• Functional hemispherectomy/Hemispherotomy: 

29 of 41 (71%) 
Seizure Freedom: 2 years after surgery 

• Overall: 42 (76%) seizure free 
• Anatomic hemispherectomy: 12 of 14 (86%) 
• Functional hemispherectomy/Hemispherotomy: 

30 of 41 (73%) 
Subgroup of 16 infants with HME: 

• Seizure free at 6 months: 15  
• Seizure free at 1 year: 14 
• Seizure free at 2 years: 13 
• Seizure free at 5 years: 6 

None 

Iwasaki et al. 
20151610 

Hemispherotomy 
(3 periinsular 
hemispherotomies, 7 
vertical 
hemispherotomies) 

10 NR Engel Outcome: (mean 4.2 years after surgery, (range 
1.5 to 11) 
Engel I: 8 
Engel II: 0 
Engel III: 3 
Engel IV: 0 
Favorable Outcome (Engel I or II): 8 of 10 (80%) 

None 



C-45 

Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Kadish et al. 
20191160 

Hemispherotomy (n=22) 
Intralobar resection 
(n=18) 
Multilobar resection (n=8) 

48 NR Engel I (after first surgery, timepoint not provided, 
from Figure 1):  

• Hemispherotomy: 12 of 22 (54.5%) 
• Intralobar resection: 13 of 18 (72.2%) 
• Multilobar resection: 3 of 8 (37.5%) 

Needed Second Surgery: 
• Hemispherotomy: 0 
• Intralobar resection: 2 
• Multilobar resection: 2 

Engel Score: mean 5.2 years, SD 3.6 after surgery, 
range 1 to 14.3 years (this outcome was reported by final 
surgery, Table 1) 

• Intralobar: Engel I: 13, Engel II-IV: 4 
• Hemispherotomy or Multilobar resection: Engel 

I: 19, Engel II-IV: 15 

Engel I outcomes 
were extracted 
from first surgeries 
reported by study 
authors, study 
Figure 1. 

Kumar et al. 
20151609 

Hemispherotomy 16 48 (3 to 200) per 
day 

Engel Outcome: (mean 56 months, range 3 to 133) 
• Engel I: 13 
• Engel II: 1 
• Engel III: 0 
• Engel IV: 2 

Favorable Outcome (Engel I or II): 14 of 16 (88%) 

None 
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Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Lettori et al. 
2007128 

Hemispherectomy  
(6 anatomic, 2 functional, 
1 functional + 
hemidecortication, 1 
hemidecortication) 

10 NR Engel Outcome: (6 months)  
• Engel Ia: 7 
• Engel Ib: 1 
• Engel IIb: 2 

Seizure Freedom: 70% (7 of 10) 
Favorable Outcome (Engel I or II): 10 of 10 (100%) 
 
Engel Outcome: (1 year) 

• Engel Ia: 5 
• Engel Ib: 3 
• Engel IIa: 1 
• Engel IIIa: 1 

Seizure Freedom: 50% (5 of 10) 
Favorable Outcome (Engel I or II): 9 of 10 (90%) 

None 

Loddenkemper 
et al. 2007483 

Hemispherectomy (n=14) 
Focal resections (n=10) 

24 Hemispherctomy: 26 
seizures/day 
Focal resection: 27 
seizures/day 

At median 6 months (4 to 42 months) after surgery: 
Seizure Freedom: 

• Hemispherectomy: 9 of 14 (64%) became 
seizure free 

• Focal resection: 7 of 10 (70%) became seizure 
free 

Seizure Frequency (seizures per day): 
• Hemispherectomy: 26.2 (before) to 1.6 (after 

surgery) 
• Focal resection: 27.4 (before) to 0.9 (after 

surgery)  
Favorable outcome (>50% reduction after surgery): 

• Hemispherectomy: 13 of 14  
• Focal resection: 10 of 10 

ASM use: 
• Hemispherectomy: 2.9 (before) to 1.6 (after) 
• Focal resection: 3 (before) to 1.3 (after) 

Infant undergoing 
hemispherectomy 
and not achieving 
50% reduction was 
Case 23, an infant 
with HME who 
underwent 
hemispherectomy.  
 
Surgeries (13 
right, 11 left) 
included 14 
hemispherectomie
s and 10 focal 
resections (3 
frontal, 3 
frontoparietal, 2 
parietal, 1 parieto-
occipital, and 1 
occipital). 
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Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Otsuki et al. 
2013577 

Hemispherotomy 18 infants 
with cortical 
dysplasia 

NR Followup interval for hemispherotomy NR; however, 
overall followup for all study patients was mean 4 years, 
4 months (1 to 11 years)  
ILAE Class: 

• ILAE class I (seizure free): 12 of 18 (66.6%) 
• ILAE class IV: 1 
• ILAE class V: 5 

Favorable outcome (ILAE I to IV): 13 of 18 (72%) 

Figure 2 confirms 
that subgroup of 
infants underoing 
hemispheric 
surgery met age 
criteria for 
inclusion. Data for 
efficacy are drawn 
from Figure 7 of 
the article. 

Pinto et al. 
20141614 

Anatomic 
hemispherectomy (n=10) 
Functional 
hemispherectomy (n=4) 
Periinsular 
hemispherectomy (n=1) 

15 NR by subgroup Engel Outcomes: (at least 1 year after surgery) 
Anatomic Hemispherectomy: (n=10) 

• Engel Ia: 1 
• Engel I: 7 
• Engel II: 0 
• Engel III or IIIa: 2 
• Engel IV: 0 

Seizure Freedom: 1 of 10  
Favorable outcome (Engel I or II): 8 of 10 (80%) 
Functional Hemispherectomy/Periinsular 
Hemispherotomy: (n=5) 

• Engel I: 2 
• Engel II: 0 
• Engel III: 2 
• Engel IV: 1 

Seizure Freedom: 0  
Favorable outcome (Engel I or II):2 of 5 (40%) 

Anatomic 
hemispherectomy 
patients: 6 HME, 1 
polymicrogyria, 2 
cortical dysplasia, 
1 stroke 
 
Functional 
hemispherectomy/
Periinsular 
hemispherotomy: 
2 HME, 2 cortical 
dysplasia, 1 stroke 
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Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Reinholdson et 
al. 20151605 

Hemispherotomy (n=12) 
Temporal lobe resection 
(n=12) 
Frontal lobe resection 
(n=12) 

36 NR At 2 years after surgery  
Seizure Freedom: 

• Hemispherotomy: 7 of 12  
• Temporal lobe resection: 9 of 12 
• Frontal lobe resection: 4 of 12 

Seizure Frequency: 
Hemispherotomy: 

• Seizure free: 7 
• ≥ 75% reduction: 2  
• 50 to 74% reduction: 2  
• 0 to 49% reduction: 1 

Favorable Outcome (>50% Reduction): 11 of 12 (92%) 
Temporal lobe resection: 

• Seizure free: 9 
• ≥ 75% reduction: 2 
• 50 to 74% reduction: 1 
• 0 to 49% reduction: 1 

Favorable Outcome (>50% Reduction): 12 of 12 
(100%) 
Frontal lobe resection:  

• Seizure free: 4 
• ≥ 75% reduction: 2 
• 50 to 74% reduction: 3 
• 0 to 49% reduction: 0 
• Increased frequency: 3 

Favorable Outcome (>50% Reduction): 9 of 12 (75%) 

None 
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Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Roth et al. 
20211616 

Hemispherectomy/Hemis
phereotomy (=48) 
 
25 periinsular 
12 vertical functional 
hemisphereotomy 
10 anatomic 
hemispherectomy 
1 unkown 
 
Focal resection (n=17) 

48 NR At median followup: 51 months (interquartile range 27 to 
126) 
ILAE Outcome: 
ILAE I: 30 (70%) 
ILAE II: 1 (2%) 
ILAE III: 3 (7%) 
ILAE IV: 3 (7%) 
ILAE V: 6 (14%) 
Favorable outcome (ILAE  I to IV): 37 of 43 (86%) 

Etiologies were 
NR separately for 
hemispheric 
surgery patients. 
As per author 
correspondence, 
Table 3 includes 
43 infants 
undergoing 
hemispheric 
surgery. 

Schramm et al. 
20121612 

Hemispherotomy 21  NR At ≥ 1 year after surgery: 
ILAE I: 16 of 21 (76%)  

None 
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Study Intervention  n Baseline Number 
of Seizures 

Seizure Outcomes Comments 

Steinbok et al. 
20091606 

 Hemispheric (n=48) 
Lesionectomy (n=32) 
Cortical resection (n=26) 

106 NR At 1 year after surgery or longer: 
Engel Outcome: 
Hemispheric:  

• Engel I: 28 
• Engel II: 7 
• Engel III: 8 
• Engel IV: 5 

Favorable Outcome (Engel I or II): 35 of 48 (73%) 
Lesionectomy:  

• Engel I: 29 
• Engel II: 1 
• Engel III:1 
• Engel IV:1 

Favorable Outcome (Engel I or II): 30 of 32 (94%) 
Cortical Resection: 

• Engel I: 15 
• Engel II: 7 
• Engel III: 3 
• Engel IV: 1 

Favorable Outcome (Engel I or II): 22 of 26 (85%) 

These represent 
the final seizure 
surgery for 116 
children.  
 
 

HME – Hemimegalencephaly; ILAE – International League Against Epilepsy; NR – Not reported 



C-51 

Table C-18. Surgical interventions: Other resection seizure outcomes  

Study Intervention  n 

Baseline 
Number of 
Seizures Seizure Outcomes Comments 

Kadish et al. 
20191160 

Hemispherotomy (n=22) 
Intralobar resection (n=18) 
Multilobar resection (n=8) 

48 NR Engel I (after first surgery, timepoint not 
provided, from Figure 1):  

• Hemispherotomy: 12 of 22 (54.5%) 
• Intralobar resection: 13 of 18 

(72.2%) 
• Multilobar resection: 3 of 8 (37.5%) 

Needed Second Surgery: 
• Hemispherotomy: 0 
• Intralobar resection: 2 
• Multilobar resection: 2 

Engel Score: mean 5.2 years, SD 3.6 after 
surgery, range 1 to 14.3 years (this outcome 
was reported by final surgery, Table 1) 

• Intralobar: Engel I: 13, Engel II-IV: 4 
• Hemispherotomy or Multilobar 

resection: Engel I: 19, Engel II-IV: 15 

Engel I outcomes 
were extracted 
from first surgeries 
reported by study 
authors, study 
Figure 1. 
 
 

Kalbhenn et al. 
20191611 

Posterior disconnection surgery  10 NR At followup 24 months after surgery 
Seizure freedom: 5 of 10 (50%) 

6 focal cortical 
dysplasia, 2 
ganglioma + FCD, 
1 polymicrogyria, 1 
meningeal 
angiomatosis 
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Study Intervention  n 

Baseline 
Number of 
Seizures Seizure Outcomes Comments 

Loddenkemper 
et al. 2007483 

Hemispherectomy (n=14) 
Focal resections (n=10) 

24 Hemispherctomy: 
26 seizures/day 
Focal resection: 
27 seizures/day 

At median 6 months (4 to 42 months) after 
surgery: 
Seizure Freedom: 

• Hemispherectomy: 9 of 14 (64%) 
became seizure free 

• Focal resection: 7 of 10 (70%) 
became seizure free 

Seizure Frequency (seizures per day): 
• Hemispherectomy: 26.2 (before) to 

1.6 (after surgery) 
• Focal resection: 27.4 (before) to 0.9 

(after surgery)  
Favorable outcome (>50% reduction after 
surgery): 

• Hemispherectomy: 13 of 14  
• Focal resection: 10 of 10 

ASM use: 
• Hemispherectomy: 2.9 (before) to 

1.6 (after) 
Focal resection: 3 (before) to 1.3 (after) 

Infant undergoing 
hemispherectomy 
and not achieving 
50% reduction was 
Case 23, an infant 
with HME who 
underwent 
hemispherectomy.  
 
Surgeries (13 right, 
11 left) included 14 
hemispherectomies 
and 10 focal 
resections (3 
frontal, 3 
frontoparietal, 2 
parietal, 1 parieto-
occipital, and 1 
occipital). 

Maton et al. 
20071615 

Temporal lobe resection 13 Daily seizures 
(n=11), Weekly 
seizures (n=2) 

Engel Outcome: At mean 6.3 years (range 1 
to 23) after surgery 
Engel I: 9 
Engel II: 2 
Engel: IV: 2 
Favorable outcome (Engel I or II): 11 of 13 
(85%) 

Cortical dysplasia: 
4 
Gliosis: 2 
Ganglioma: 2 
Astrocytoma: 2 
Glioma: 1 
HIE: 1 
Gliomatosis 
cerebrii: 1 
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Study Intervention  n 

Baseline 
Number of 
Seizures Seizure Outcomes Comments 

Reinholdson et 
al. 20151605 

Hemispherotomy (n=12) 
Temporal lobe resection (n=12) 
Frontal lobe resection (n=12) 

36 NR At 2 years after surgery  
Seizure Freedom: 

• Hemispherotomy: 7 of 12  
• Temporal lobe resection: 8 of 12 
• Frontal lobe resection: 4 of 12 

Seizure Frequency: 
Hemispherotomy: 

• Seizure Free: 7 
• ≥ 75% reduction: 2  
• 50 to 74% reduction: 2  
• 0 to 49% reduction: 1 

Favorable outcome (>50% reduction): 11 of 
12 
Temporal lobe resection: 

• Seizure Free: 8 
• ≥ 75% reduction: 2 
• 50 to 74% reduction: 1 
• 0 to 49% reduction: 1 

Favorable outcome (>50% reduction): 11 of 
12 
Frontal lobe resection:  

• Seizure free: 4 
• ≥ 75% reduction: 2 
• 50 to 74% reduction: 3 
• 0 to 49% reduction: 0 
• Increased frequency: 3 

Favorable outcome (>50% reduction): 9 of 
12 

None 
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Study Intervention  n 

Baseline 
Number of 
Seizures Seizure Outcomes Comments 

Roth et al. 
20211616 

Hemispherectomy/Hemispherotomy 
(n=48) 

 
Focal resection (n=19) 

19 NR At median followup: 24 months (interquartile 
range 5 to 55) 
ILAE Outcome: 
ILAE I: 9 (56%) 
ILAE II: 0 (0%) 
ILAE III: 2 (12%) 
ILAE IV: 4 (25%) 
ILAE V: 1 (6%) 
Favorable outcome (ILAE I to IV): 15 of 16 
(94%) 

Baseline number of 
seizures and 
seizure etiology NR 
separately for 
patients 
undergoing focal 
resection. 
  
As per author 
correspondence, 
Table 3 includes 
16 infants 
undergoing 
hemispheric 
surgery. 
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Study Intervention  n 

Baseline 
Number of 
Seizures Seizure Outcomes Comments 

Steinbok et al. 
20091606 

Hemispheric (n=48) 
Lesionectomy (n=32) 
Cortical resection (n=26) 

106 NR At 1 year after surgery or longer: 
Engel Outcome: 
Hemispheric:  
Engel I: 28 
Engel II: 7 
Engel III: 8 
Engel IV: 5 
Favorable outcome (Engel I or II): 35 of 48 
Lesionectomy:  
Engel I: 29 
Engel II: 1 
Engel III:1 
Engel IV:1 
Favorable outcome (Engel I or II): 30 of 32 
Cortical Resection: 
Engel I: 15 
Engel II: 7 
Engel III: 3 
Engel IV: 1 
Favorable outcome (Engel I or II): 22 of 26 

None 

Sugimoto et al. 
19991607 

Focal cortical resection 10 NR At followup mean 38.9 months (range 3 to 80) 
after surgery (3.2 y, range 0.25 to 6.7) 
Seizure Freedom (Engel Ia): 4 of 10 (40%) 
Engel Outcome: 
Engel I-A: 4 
Engel II-A: 1 
Engel III-A: 3 
Engel IV-A: 1 
Engel IV-B: 1 
Favorable Outcome (Engel I or II): 5 of 10 
(50%) 

None 
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FCD- Focal cortical dysplasia; HIE= Hypoxic ischemic encephalopathy; NA = not applicable; NR = not reported 

Table C-19. Surgical interventions: Supratentorial tumor resection seizure outcomes 
Study Intervention  n Baseline Seizure Outcomes Comments 
Gaggero et al. 
20091613 

Resection of 
supratentorial tumors 

20 NR 1 year: (n=20) 
• Engel I: 9 
• Engel II: 7 
• Engel III: 2 
• Engel IV: 2 

80% (16 of 20) Engel I or II 
4 years: (n=20) 

• Engel I: 11 
• Engel II: 5 
• Engel III: 2 
• Engel IV: 2 

80% (16 of 20) Engel I or II 
8 years: (n=17, 3 patients died from tumor recurrence) 

• Engel I: 9 
• Engel II: 4 
• Engel III: 2 
• Engel IV: 2 

76% (13 of 17) Engel I or II  

The extent of 
resection was total 
in 14 (70%) 
patients (7 with 
extratemporal 
lesions) and 
subtotal in all 6 
with extratemporal 
lesions. No 
intraoperative 
deaths occurred. A 
second or a third 
operation was 
required in 2 
subjects. 
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Table C-20. Surgical interventions: Other effectiveness outcomes 
Study Intervention  Age at Surgery Functional Outcomes Comments 
Loddenkemper 
et al. 2007483 

Hemispherectomy 
(n=14) 
Focal resection (n=10) 

Median 14 
months (3 to 34 
months) 

Preoperative Assessment 
(median 12 months, range 3 
to 34)  
• Median Developmental age: 

Bayley scale 3 months (mean 
5.83 months). 

• Developmental Quotient (DQ) 
(DQ): Median: 37 (range 0-
92) 

• Developmental delays: 22 
infants 

Postoperative Assessment 
(performed at median 24 
months) (10 to 53 months) or 
median 6 months (range 4 to 
42 months) after surgery 
• Median Developmental age: 

Bayley scale, 9 months 
(mean 11.94 months). 

• DQ: Median: 49 (range 2-92) 
• Developmental delays: 18 

infants (not significantly 
changed compared to pre-op, 
p=0.125 McNemar) 

• Improved DQ: Surgery at <1 
year 10 of 11, Surgery at >1 
year 6 of 13. 

Younger age at surgery was 
correlated with improvement in 
DQ (correlation coefficient 0.72, 
p<0.001) 

Study notes of 50 consecutive infants considered for inclusion 
26/50 (52%) were not included due to incomplete data or use 
of other neuropsychological tests. 
Median developmental age was assessed using the Bayley 
scale.  
DQ: ratio of Bayley mental age divided by subject’s biological 
age x 100).  
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Study Intervention  Age at Surgery Functional Outcomes Comments 
Jonas et al. 
2004294  

Hemispherectomy 1.5 years ± 1.2 Vineland DQ: 
Compared to before surgery, 
the Vineland Developmental 
Quotient 
• 6 to 24 months difference: 9.1 

(SD=16) 
Spoken language rank (SLR):  
The SLR increased from 
0.33±0.5 (preoperative) to 
1.4±1.8  
(after surgery) 

Mean age at postsurgery language sampling: 7.3 ± 4 years 
“For children who too young to be expected to speak no 
presurgery language data were collected. 
For children who did not yet speak or were speaking primarily 
in one- to two-word utterances language was assessed by 
means of the MacArthur Communicative Development 
Inventories (MCDI). 
For children who consistently produced two-word or longer 
utterances, language samples were collected by means of an 
interview with an examiner. These language samples were 
audio tape recorded, transcribed, and analyzed for grammatic 
and lexical content, and each language sample or MCDI 
assigned a Spoken Language Rank (SLR) as previously 
published using the following six-point scale: SLR 0, no 
language; SLR 1, fewer than 20 words; SLR 2, more than 20 
words but no word combinations; SLR 3, short telegraphic 
utterances typical of the root infinitive (RI) stage in normal 
language development; SLR 4, beyond the RI (root 
infinitive/telegraphic) stage with only occasional errors in the 
use of functional category elements but no complementizer 
phrase (CP) embeddings (e.g., relative clauses and other 
clausal embeddings); SLR 5, fluent speech plus CP 
embeddings (but not the full complement of error free 
structures in the mature grammar); and SLR 6, mature 
grammar.” 
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Study Intervention  Age at Surgery Functional Outcomes Comments 
Lettori et al. 
2007128 

Hemispherectomy Mean 11.3 
months (5 to 20)  

Preoperative:  
Functional status:  
• Unable to assess at baseline: 

8 
• Dependent: 2 
Postoperative: (7.7 years, 2.1 
to 11.2) 
Functional status:  
• Dependent: 6 
• Semi-independent: 3 
• Independent: 1 
Although DQ/IQ was measured, 
NR for subgroup of interest 

Cognitve Assessment: Different scales as appropriate for the 
child’s chronological age and level of functioning: 
Griffiths’ Mental Development Scales or Uzgiris- 
Hunt Scales in children below four years, Wechsler 
Preschool and Primary Scale of Intelligence (WIPPSI) 
between 4 and 6 years, and Wechsler Intelligence 
Scale for Children-Revised (WISC-R) above six years. 
We considered a Developmental Quotient (DQ) or 
Intellective Quotient (QI) higher than 85 as normal, 
borderline between 70 and 85, mildly impaired 
between 50 and 70, moderately between 35 and 
50, and severely when lower than 35. 
Functional Status: Determined by observation of patients and 
interviews with parents, and was defined in three categories: 
(a) dependent,when full assistance was required including 
living functions (eating, dressing, etc), (b) semi-independent, 
when almost-adequate daily living functions were present, 
even though there were needs of special education programs 
and cares, and (c) independent, when children fully coped 
physical disabilities. 

Sugimoto et al. 
19991607 

Focal cortical resection NR Delays: 
Pre-op:  
• 8 of 10 with delay 

Post-op:  
• Improved: 4 of 9 
• Good: 2 of 9 
• Severe delay: 1 of 9 

No details provided on how delay was measured.  

NA = not applicable; NR = not reported; NRFS = not reported for the subgroup 
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Table C-21. Risk of bias for pre/post studies: Hemispherectomy/hemispherotomy  
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Cook et al.293 Seizure 
freedom 

High Low Low Low Low Low Low SC  Low High 

Lettori et al.128 Seizure 
freedom 

Low Low Low Low High Low High Low High High 

Loddenkemper et 
al.483 

Seizure 
freedom 

Low Low Low High Low Low Low Low Low High 

Otsuki et al.577 Seizure 
freedom 

SC Low Low Low Low Low Low Low Low High 

Pinto et al.1614 Seizure 
freedom 

High Low Low Low Low Low Low SC Low High 

Reinholdson  
et al.1605 

Seizure 
freedom 

High  Low Low Low Low Low Low High Low High 

Schramm  
et al.1612 

Seizure 
freedom 

SC Low Low Low Low Low Low SC  Low High 

Roth et al.1616 Seizure 
freedom 

High Low Low Low High Low High High High High 

Iwasaki et al.1610 Seizure 
frequency 

High Low Low Low High Low High SC  High High 

Kadish et al.1160 Seizure 
frequency 

SC Low Low Low Low Low Low SC Low High 

Kumar et al.1609 Seizure 
frequency 

Low Low Low Low High Low High SC High High 

Lettori et al.128 Seizure 
frequency 

Low Low Low Low High Low High Low High High 

Loddenkempber 
et al.483 

Seizure 
frequency 

Low Low Low High High Low High Low High High 
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Otsuki et al.577 Seizure 
frequency 

SC Low Low Low High Low High SC  High High 

Pinto et al.1614 Seizure 
frequency 

High Low Low Low High Low High SC  High High 

Reinholdson  
et al.1605 

Seizure 
frequency 

High  Low Low Low Low Low High High High High 

Roth et al.1616 Seizure 
frequency 

High Low Low Low HIgh Low High High High High 

Steinbok et al.1606 Seizure 
frequency 

SC  Low Low SC
  

High Low High SC High High 

† Factors considered included whether studies reported seizure etiology, baseline seizure rate, or concurrent therapies such as number of antiseizure medications (ASMs) or 
specific ASM used.  
*As all studies used a retrospective pre/post design, no outcome assessors were blinded and no outcomes were prespecified. However, we judged seizure freedom (and mortality) 
to not be affected by lack of blinding or prespecification of outcomes, so these were rated low risk of bias. 
** All studies described the type of surgical procedure, so we rated this low risk of bias for all studies. 
*** This domain was rated low as we felt it was unlikely another intervention would be initiated at the same time as surgery. 
Overall risk of bias for all studies was rated High, as no studies had a control group.  
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Table C-22. Risk of bias for pre/post studies: Nonhemispheric procedures (tumor resection, other resections)  
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Kalbhenn et al. 
20191611 
(Posterior 
disconnection) 

Seizure 
freedom 

High Low Low Low Low Low Low Some concerns Low High 

Loddenkemper 
et al. 2007483 
(Focal cortical 
resection) 

Seizure 
freedom 

Low Low Low Low Low Low Low Low Low High 

Reinholdson et 
al. 20151605 
(Temporal/ 
frontallLobe 
resection) 

Seizure 
freedom 

High Low Low Low Low Low Low High Low High 

Sugimoto et al. 
19991607 
(Focal cortical 
resection) 

Seizure 
freedom 

Some 
concerns 

Low Low Low Low Low Low High Low High 

Roth et al.1616 Seizure 
freedom 

High Low Low Low High Low High High High High 

Kadish et al. 
20191160 
(Intralobar 
resection) 

Seizure 
frequen
cy 

Some 
concerns 

Low Low Low High Low High Some concerns High High 

Loddenkemper 
et al. 2007483 
(Focal cortical 
resection) 

Seizure 
frequen
cy 

Low Low Low Low Low Low Low Low Low High 



C-63 

Study Sp
ec

ifi
c 

O
ut

co
m

e 
m

ea
su

re
 

St
ud

y 
A

dd
re

ss
ed

 
O

ot
en

tia
l 

C
on

fo
un

di
ng

†
 

St
ud

y 
R

ul
ed

 O
ut

 
A

ny
 Im

pa
ct

 F
ro

m
 

C
on

cu
rr

en
t 

In
te

rv
en

tio
n 

or
 

ex
po

su
re

**
* 

Fi
de

lit
y 

To
 

In
te

rv
en

tio
n 

Pr
ot

oc
ol

  

B
ia

s 
D

ue
 T

o 
A

ttr
iti

on
 

O
ut

co
m

e 
A

ss
es

so
r 

B
lin

di
ng

* 

In
te

rv
en

tio
n 

O
r 

Ex
po

su
re

 D
ef

in
ed

 
U

si
ng

 
Va

lid
/re

lia
bl

e 
M

ea
su

re
s*

* 

O
ut

co
m

es
 

A
ss

es
se

d 
U

si
ng

 
C

al
id

/re
lia

bl
e 

M
ea

su
re

s 
A

nd
 

Im
pl

em
en

te
d 

C
on

si
st

en
tly

  

C
on

fo
un

di
ng

 
Va

ria
bl

es
 

A
ss

es
se

d 
U

si
ng

 
Va

lid
/re

lia
bl

e 
M

ea
su

re
s 

A
cr

os
s 

A
ll 

Pa
rt

ic
ip

an
ts

 

O
ut

co
m

es
 

Pr
es

pe
ci

fie
d 

A
nd

 
R

ep
or

te
d*

  

O
ve

ra
ll 

R
is

k 
O

f 
B

ia
s 

 

Maton et al. 
20071615 
(Temporal lobe 
resection) 

Seizure 
frequen
cy 

High Low Low Low High Low High High High High 

Reinholdson et 
al. 20151605 
(Temporal/ 
frontal Lobe 
resection) 

Seizure 
frequen
cy 

High Low Low Low High Low High High Low High 

Roth et al.1616 
(Non-
hemispheric) 

Seizure 
frequen
cy 

High Low Low Low HIgh Low High High High High 

Steinbok et al. 
20091606 
(Lesionectomy/
cortical 
resection) 

Seizure 
frequen
cy 

High Low Low Low High Low High Some concerns High High 

Sugimoto et al. 
19991607 
(Focal cortical 
resection)  

Seizure 
frequen
cy 

High Low Low Low High Low High High High High 

Gaggero  
et al.1613 
(Tumor 
resection) 

Seizure 
frequen
cy 

Some 
concerns 

Low Low Low High Low High Some concerns High High 

† Factors considered included whether studies reported seizure etiology, baseline seizure rate, or concurrent therapies such as number of antiseizure medications (ASM) or specific 
ASM used.  
*As all studies used a retrospective pre/post design, no outcome assessors were blinded and no outcomes were prespecified. However, we judged seizure freedom (and mortality) 
to not be affected by lack of blinding or prespecification of outcomes, so these were rated low risk of bias. 
** All studies described the type of surgical procedure, so we rated this low risk of bias for all studies. 
*** This domain was rated low as we felt it was unlikely another intervention would be initiated at the same time as surgery. 
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Overall risk of bias for all studies was rated High, as no studies had a control group.  
 

Harms (KQ3) 

Pharmacologic Interventions 
Table C-23. Harms of pharmacologic interventions: Study characteristics 
Study Study 

Design 
Country Intervention(s) N Study Duration  Funding  Comments 

Arzimanoglou et al. 
(2016)1581 

Pre/Post 27 sites in 
Europe 

Levetiracetam 101 Mean 5 months UCB Pharma 
(manufacturer of 
the tested 
medication) 

27 sites in Europe 

Arican et al. (2018)1582 Pre/Post Turkey Levetiracetam 92 Median 12 
months 

No financial 
support received 
by authors 

Izmir Katip Celebi University, Turkey 

Liu et al. (2020)1584 RCT China Valproate, 
Valproate + 
Levetiracetam 

100 12 weeks No financial 
support received 
by authors 

Xiantao First People's Hospital 
Affiliated, China 

Kim et al. (2009)1587 Non-
randomized 
comparative 
study 

South 
Korea 

Topiramate, 
Carbamazepine 

146 Mean 30.7 
months 

NR Kyungpook National University 
Hospital, Daegu, South Korea 

Kim et al. (2010)1597 Pre/Post South 
Korea 

Topiramate 81 Average 13.4 
months 

NR Chonbuk National University Hospital, 
South Korea 

Manitpisitkul et al. (2013)1596 RCT USA, 
Brazil, 
Russia, 
Ukraine, 
India 

Topiramate 
(compared 
doses) 

55 6 weeks Janssen 
Research & 
Development (the 
manufacturer of 
the medication 
being tested) 

USA, Brazil, Russia, Ukraine, India 

Novotny et al. (2010)1594,1595 RCT USA Topiramate, 
Placebo 

149 20 days Johnson & 
Johnson 
Pharmaceutical 
Research & 
Development 

Seattle Children's Hospital, USA 
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Study Study 
Design 

Country Intervention(s) N Study Duration  Funding  Comments 

Piña-Garza et al. 
(2008)1588,1589 

Withdrawal 
RCT 

USA Lamotrigine 204 At least 5 
weeks initial 
open-label 
phase; double- 
blind phase 8 
weeks; long-
term open-label 
92% received 
the medication 
for at least 24 
weeks 

GlaxoSmithKline 
(the manufacturer 
of the study 
medication) 

12 countries (USA, Australia, Estonia, 
France, Hungary, Italy, Latvia, 
Lithuania, The Netherlands, Portugal, 
Slovakia, Spain) 

Sicca et al. (2000)1590 Pre/Post France Phenytoin 55 3 months NR Hospital St. Vincent Du Paul, France 

Jackson et al. (2017)1591 Pre/Post USA Vigabatrin 103 Average 12.1- 
month followup 

Lundbeck, Inc. 
(manufacturer of 
the tested 
medication) 

Boston Children's Hospital, USA 

Tanritanir et al. (2021)1592 Pre/Post USA Rufinamide 103 Median 15 
months 

Investigator 
initiated grant by 
Eisai Inc 
(manufacturer of 
the tested 
medication) 

Boston Children’s Hospital 

Yamada et al. (2021)1593 Pre/Post Japan Stiripentol 95 2 years Meiji Seika 
Pharma Co., Ltd 

Throughout Japan 

RCT = randomized controlled trial; NR = not reported  

Table C-24. Harms of pharmacologic interventions: Inclusion criteria 
Study Inclusion Criteria 
Arican et al. 
(2018)1582 

Diagnosed with epilepsy from January 2014 to January 2017, fewer than 2 years of age at the time levetiracetam was initiated as initial 
monotherapy and to be followed clinically for at least 6 months. Patients were excluded in the study if they had already received any other 
antiepileptic drug. Patients were also excluded when seizures had been caused by hypoglycemia and electrolyte disturbances such as 
hypocalcaemia or hypomagnesaemia. 

Arzimanoglou et 
al. (2016)1581 

Age 1-11 months diagnosed with epilepsy, received levetiracetam oral solution. 
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Study Inclusion Criteria 
Liu et al. 
(2020)1584 

Treated in Xiantao First People's Hospital Affiliated to Yangtze University (Xiantao, China) from December 2015 to 2018. Patients diagnosed 
with epilepsy based on the diagnosis criteria that conform to the epilepsy syndrome classification in 2014 National Standardized 
Diagnosis,Treatment and Scientific Research of Epilepsy, and they received no treatment previously and those without allergy history of 
medications used in this study. Exclusion criteria: Patients who recently took drugs that affect growth and development as well as glucose 
and lipid metabolisms, those who used glucocorticoids for a long time, those with severe electrolyte disorder, or those with severe 
dysfunctions of the liver or kidney. 

Kim et al. 
(2009)1587 

Under age 2 and initially prescribed either TPM or CBZ at the pediatric neurology clinic, Kyungpook National University Hospital, Daegu, 
South Korea from January 1, 2000, to December 31, 2003. 

Kim et al. 
(2010)1597 

Pediatric patients treated at Chonbuk National University Hospital during from July 2004 to July 2006. Fifty-six patients were excluded 
because of inadequate data, lack of followup, or because they were taking other medications that could induce hypohidrosis. 

Manitpisitkul et al. 
(2013)1596 

“Infants of either sex, aged 1–24 months and weighing between 3.5–15.5 kg, length at least 49 cm, with at least 41 weeks of gestation, and 
receiving regular enteral feeding were enrolled. All infants had a diagnosis of partial seizures, based on clinical or electroencephalographic 
evidence of simple or complex POS, with or without secondary generalization (at least 1 month before screening for infants >6 months of 
age, or at least 2 weeks before screening for infants <=6 months of age) ; infants could have had other seizure types in addition to POS. 
Must have been able to tolerate at least 3 mg/kg/day. Infants with additional seizure types were included and all had been receiving at least 
one concurrent AED for at least 1 month (if >6 months of age), and for >2 weeks (if <=6 months of age) at study entry. A condition of study 
entry was that seizures were considered to be inadequately controlled.” 
“Infants were excluded if they were exclusively breastfed; could not take oral medications; had a surgically implanted and functioning vagus 
nerve stimulator; or had a history of febrile seizures or seizures due to an acute medical illness, infantile seizures due to correctable medical 
condition, or nonepileptic seizures, all within 2 weeks before screening. Infants with abnormal electrocardiography, progressive neurologic 
disorders, clinically significant uncontrolled medical illness (other than epilepsy), and having history of disturbances of autonomic function, 
inborn errors of metabolism, allergy or hypersensitivity to any excipients used in topiramate or placebo formulations were excluded. 
“Infants were not allowed to be on a ketogenic diet, or take furosemide, hydrochlorothiazide, injectable vitamin B6 therapy for pyridoxine-
dependent epilepsy, monoamine oxidase inhibitors, felbamate, zonisamide, or any potent carbonic anhydrase inhibitors at the study entry or 
during the study. Neither immunizations nor cytochrome P450 (CYP) enzyme inducers or inhibitors (except concomitant AEDs) were 
permitted from the beginning of screening to the end of the open-label core treatment phase.” 
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Study Inclusion Criteria 
Novotny et al. 
(2010)1594,1595 

"Infants of either sex, aged 1–24 months, inclusive, of at least 41 weeks of gestational age, weighing at least 3.5 kg but <15.5 kg, length at 
least 49 cm, and receiving regular enteral feeding were enrolled. At enrollment, infants needed to have a diagnosis of POS, based on clinical 
or EEG evidence, with or without secondary generalization (at least 1 month before for infants older than 6 months, and at least 2 weeks 
before for infants aged 6 months or younger), a CT or MRI scan to confirm the absence of a progressive lesion (lesions of tuberous sclerosis 
and Sturge-Weber syndrome were allowed), and an EKG with no “abnormal, clinically significant” interpretations as made by the central 
reader. Infants must have been receiving at least 1 concurrent marketed AED other than topiramate for 1 month or more for infants older 
than 6 months and for more than 2 weeks for infants aged 6 months or younger. The existing treatment was concluded by the investigator to 
be inadequate in controlling seizures if infants, at optimized doses of the AEDs, had at least 1 seizure in the 4 weeks before screening. In 
addition, the AED must have been unchanged for at least 5 half-lives before screening. Infants were excluded if they could not take oral 
medications; had a surgically implanted and functioning vagus nerve stimulator; had epilepsy surgery within 3 months before screening; or 
had febrile seizures, seizures due to an acute medical illness, or nonepileptic seizures within 2 weeks before the first day of screening. 
Infants with progressive neurologic disorders, uncontrolled medical illness, disturbances of autonomic function, inborn errors of metabolism, 
and known hypersensitivity to topiramate were also excluded. Infants with status epilepticus (defined as 30 minutes of continuous motor 
seizures) in the 2 weeks before, infants who had received more than 4 courses of rescue treatments (such as diazepam) in the month before 
the first day of screening, and infants using 3 or more concurrent AEDs were excluded from the double-blind phase. Infants who met all 
inclusion criteria and had in addition at least 4 seizures in the 2 weeks before the first day of screening were qualified for baseline 48-hour 
vEEG. Infants with evidence of at least 2 countable electroclinical POS seizures in the 48-hour vEEG were eligible for entry into the double-
blind phase." 

Piña-Garza et al. 
(2008)1588,1589 

Initial trial: Required at least a 40% reduction in seizures between the historical baseline phase and the last 4 weeks of the optimization 
period with lamotrigine to be randomly assigned to the double-blind phase. Male or female infants aged 1 month (based on a 44-week 
conceptional age) to 24 months diagnosed with partial epilepsy uncontrolled by at least 1 ASM, had a history of at least 4 recurrent partial 
seizures (i.e., simple, complex, or evolving to secondarily generalized seizures) per month as extrapolated from a 1-week historic 
observation period immediately before initiation of study medication; had clinical laboratory values within normal limits at screening; had no 
underlying chronic metabolic abnormalities that could cause or confound the assessment of seizures; and, if they were on non– enzyme-
inducing ASM at study entry, weighed at least 6.7 kg. Exclusion criteria included diagnosis of severe, progressive myoclonus; presence of a 
progressive or unstable neurologic condition that had deteriorated during the month before study entry or seizures unrelated to epilepsy or 
resulting from drug withdrawal; use of felbamate, adrenocorticotropic hormone, previous use of lamotrigine, more than 2 ASM as 
maintenance treatment, or valproate with at least1 additional ASM at study entry; use of valproate for less than 6 months or, in the presence 
of hepatic dysfunction,for more than6 months; having a functioning vagus nerve stimulator; or being on a ketogenic diet.  
Long-term followup: Either had completed the open-label phase of the initial trial and parent/s guardians judged that continued use of 
lamotrigine might be beneficial, or were lamotrigine-naive patients who had partial seizures uncontrolled by 1-2 ASM and met the criteria for 
the initial trial. 

Sicca et al. 
(2000)1590 

Had been treated at Hospital St. Vincent Du Paul in the first 2 years of life between 1990 and 1997 with PHT for situation-related seizures or 
seizures occurring in the course of chronic epilepsy, and for whom sufficient data were available regarding clinical history, physical and 
neurological examinations, drug treatment, laboratory tests (hematology, blood chemistry, AED plasma levels including PHT) and 
investigations (EEG, brain computed tomography, magnetic resonance imaging). 

Jackson et al. 
(2017)1591 

Diagnosed with epilepsy, electronic medical record available, treated with vigabatrin at Boston Children's over a 2-year period. Excluded 
patients whose vigabatrin initiation date was unavailable, whose baseline seizure frequency was unavailable, or whose followup seizure 
frequency was unavailable, or whose data were incomplete. 
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Study Inclusion Criteria 
Tanritanir et al. 
(2021)1592 

Age 36 months or fewer, received rufinamide for refractory epilepsy (at least 2 prior medications) between June 2010 and June 2018, and 
had “adequate” clinical information regarding seizure types, frequency, rufinamide dosing, and adverse events. Authors did not define 
“adequate.” 

Yamada et al. 
(2021)1593 

Dravet syndrome, received stiripentol between November 2012 and July 2019, and visited the hospital at least once after stiripentol initiation. 
Authors reported a subgroup analyses of 95 infants age 0-2. To be included in analysis of responders, patients had to have at least 1 seizure 
during the 4-week baseline period and have sufficient data on seizure frequency during the assessments periods (did not define “sufficient”).  

AED – Anti-epileptic drug; CBA – Carbamazepine; EEG -Electroencephalography; TPM – Topiramate; POS -  NR = not reported 

Table C-25. Harms of pharmacologic interventions: Intervention and patient characteristics 
Study Intervention Treatment 

Details 
N Sex Race Age at 

Intervention 
Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Arican et al. 
(2018)1582 

Levetiracetam Initially 10 
mg/kg/day 
titrated up to 60 
mg/kg/day. 26% 
ended at <30 
mg/kg/day, 52% 
took 30-40 
mg/kg/day, and 
the other 22% 
took >40 
mg/kg/day. 

92 52% female NR Median 6 
months (IQR 1-
10) 

Structural 
21%, 
metabolic 
11%, genetic 
9%, infectious 
3%, unknown 
56% 

No other prior 
ASMs. Those 
sufficiently 
controlled did 
not receive 
additional 
ASMs. During 
the study, 31 
patients were 
not sufficiently 
controlled and 
30/31 received 
at least 1 of 11 
additional 
ASMs (%'s not 
reported). 

Focal 58%, 
generalized 
42% 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Arzimanoglou 
et al. 
(2016)1581 

Levetiracetam Mean daily 
dose 46 
mg/kg/day (SD 
16) 

101 51% female NR Mean 6 
months (SD 3) 

Idiopathic 
focal 5%, 
temporal lobe 
epilepsy 12%, 
frontal lobe 
epilepsy 20%, 
occipital lobe 
epilepsy 5%, 
parietal lobe 
epilepsy 11%, 
Idiopathic 
generalized 
7%, 
generalized 
benign 
neonatal 
familial 
convulsions 
2%, 
generalized 
benign 
neonatal 
convulsions 
1%, other 
generalized 
idiopathic 4%, 
West 19.8%, 
early infantile 
epileptic 
encephalopath
y with 
suppression 
burst 1%, 
generalized 
symptomatic 
nonspecific 
etiology 1%, 
other 
symptomatic 
generalized 
epilepsy 3% 

Prior ASMs 
leveltiracetam 
35%, 
phenobarbital 
31%, 
vigabatrin 
11%. 
Concomitant 
ASMs during 
the study were 
vigabatrin 
34%, 
phenobarbital 
26%, valproate 
sodium 23%, 
and diazepam 
20%. 

25% focal 
simple, 43% 
focal 
complex, 34% 
partial 
evolving to 
secondary 
generalized, 
1% 
generalized 
atypical 
absence, 8% 
generalized 
myoclonic, 
7% 
generalized 
clonic , 21% 
generalized 
tonic, 17% 
generalized 
tonic clonic, 
1% 
generalized 
atonic, 15% 
unclassified 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Liu et al. 
(2020)1584 

Valproate Initally 40 
mg/kg/day and 
titrated to a 
maximum of 50 
mg/kg/day, with 
3 courses (30 
days per 
course) 

50 50% female NR 2 years (SD 
1.1) 

NR No prior 
treatments 
permitted. Did 
not report 
whether 
patients 
received 
concomitant 
treatments 

NR 

Liu et al. 
(2020)1584 

Valproate + 
Levetiracetam 

Valproate 
initally 40 
mg/kg/day and 
titrated to a 
maximum of 50 
mg/kg/day, with 
3 courses (30 
days per 
course). Also 
received 
levetiracetam 
initially 20 
mg/kg/day and 
increased once 
every 5-7 days 
to a maximum 
of 30 
mg/kg/day. 

50 48% female NR 2 years (SD 
1.3) 

NR No prior 
treatments 
permitted. Did 
not report 
whether 
patients 
received 
concomitant 
treatments 

NR 

Kim et al. 
(2009)1587 

Carbamazepin
e 

Initial 5-10 
mg/kg/day and 
increased 
weekly in 
increments of 5-
10/mg/kg/day to 
a maximum of 
30. 

105 46% female NR 8.4 months 
(SD 5.6) 

32% had 
presence of 
underlying 
pathology 

No prior 
treatments 
permitted. Did 
not report 
whether 
patients 
received 
concomitant 
treatments 

44% partial, 
47% 
generalized, 
10% 
unclassified 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Kim et al. 
(2009)1587 

Topiramate Initial 0.5-1 
mg/kg/day and 
increased 
weekly in 
increments of 
1/mg/kg/day to 
a maximum of 
3-9. 

41 54% female NR 10 months (SD 
6.4) 

46% had 
presence of 
underlying 
pathology 

No prior 
treatments 
permitted. Did 
not report 
whether 
patients 
received 
concomitant 
treatments 

20% partial, 
71% 
generalized, 
10% 
unclassified 

Kim et al. 
(2010)1597 

Topiramate Topiramate 
dosing started 
at 1 mg/kg/d for 
the first week, 
then titrated 
over two-week 
intervals to a 
maximum of 5 
mg/kg/d. Of the 
full patient 
group (N=151), 
52 were on 
topiramate 
monotherapy 
and 99 on 
polytherapy 

81 53% female 
(based on the 
overall 
N=151) 

NR All <=12 
months old (no 
other 
information 
reported) for 
the data we 
extracted 

NR For overall 
enrolled 
(N=151), 
additional 
ASMs were 
carbamazepin
e (36%), 
valproate 
(33%), 
clobazam 
(19%), 
lamotrigine 
(10%), rivotril 
(8%), 
vigabatrin 
(6%), 
oxcarbazepine 
(5%), 
phenytoin 
(3%), and 
ativan (3%) 

NR 

Manitpisitkul 
et al. 
(2013)1596 

Topiramate 3 
mg/kg/d 

Weekly dose 
escalation to 
the target dose. 
Oral or sprinkle 
formulation 

14 57% female 79% White, 
7% Black, 
14% Asian 

11 months (SD 
5.4) 

NR Concomitant 
ASMs: 
Enzyme 
inducer 29%, 
Enzyme 
inhibitor 46%, 
Enzyme 
inhibitor and 
inducer 15%, 
Neutral 13% 

71% partial, 
50% partial 
evolving into 
secondary 
generalized, 
7% tonic, 7% 
infantile 
spasm, 7% 
other 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Manitpisitkul 
et al. 
(2013)1596 

Topiramate 5 
mg/kg/d 

Weekly dose 
escalation to 
the target dose. 
Oral or sprinkle 
formulation 

13 23% female 85% White, 
8% Black, 
8% Asian 

12 months (SD 
5.5) 

NR Concomitant 
ASMs: 
Enzyme 
inducer 29%, 
Enzyme 
inhibitor 46%, 
Enzyme 
inhibitor and 
inducer 23%, 
Neutral 0% 

54% partial, 
38% partial 
evolving into 
secondary 
generalized, 
15% tonic, 
31% infantile 
spasm, 8% 
other 

Manitpisitkul 
et al. 
(2013)1596 

Topiramate 15 
mg/kg/d 

Weekly dose 
escalation to 
the target dose. 
Oral or sprinkle 
formulation 

13 53% female 77% White, 
8% Black, 
15% Asian 

12 months (SD 
6.7) 

NR Concomitant 
ASMs: 
Enzyme 
inducer 36%, 
Enzyme 
inhibitor 38%, 
Enzyme 
inhibitor and 
inducer 8%, 
Neutral 13% 

69% partial, 
62% partial 
evolving into 
secondary 
generalized, 
8% tonic, 
15% infantile 
spasm, 0% 
other 

Manitpisitkul 
et al. 
(2013)1596 

Topiramate 25 
mg/kg/d 

Weekly dose 
escalation to 
the target dose. 
Oral or sprinkle 
formulation 

15 33% female 73% White, 
7% Black, 
20% Asian 

11 months (SD 
6.1) 

NR Concomitant 
ASMs: 
Enzyme 
inducer 43%, 
Enzyme 
inhibitor 46%, 
Enzyme 
inhibitor and 
inducer 15%, 
Neutral 7% 

73% partial, 
13% partial 
evolving into 
secondary 
generalized, 
7% tonic, 
27% infantile 
spasm, 13% 
other 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Novotny et al. 
(2010)1594,1595 

Placebo Added to 
current 
medications 

37 38% female 70% white, 
3% Black, 
24% Asian, 
3% other 

Mean 13 
months (SD 
7.6) 

NR Required to 
already be on 
at least one 
concurrent 
marketed 
medication for 
seizures. 
Across groups, 
the most 
frequently 
used ASMs at 
baseline were 
valproic acid 
(56%), 
phenobarbital 
(29%), and 
carbamazepin
e (17%). 

100% Partial, 
and across 
groups 13% 
also were 
having 
generalized 
seizures 

Novotny et al. 
(2010)1594,1595 

Topiramate 5 
mg/kg/d 

Added to 
current 
medications. 
Started at 3 
mg/kg/day and 
titrated every 3 
days to a 
maximum of 5 
mg/kg/d or the 
maximum 
tolerated dose. 
Liquid or 
sprinkle 
formulation. 

38 42% female 66% white, 
3% Black, 
18% Asian, 
13% other 

Mean 13 
months (SD 
7.6) 

NR Required to 
already be on 
at least one 
concurrent 
marketed 
medication for 
seizures. 
Across groups, 
the most 
frequently 
used ASMs at 
baseline were 
valproic acid 
(56%), 
phenobarbital 
(29%), and 
carbamazepin
e (17%). 

100% Partial, 
and across 
groups 13% 
also were 
having 
generalized 
seizures 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Novotny et al. 
(2010)1594,1595 

Topiramate 15 
mg/kg/d 

Added to 
current 
medications. 
Started at 3 
mg/kg/day and 
titrated every 3 
days to a 
maximum of 15 
mg/kg/d or the 
maximum 
tolerated dose. 
Liquid or 
sprinkle 
formulation. 

37 49% female 51% white, 
3% Black, 
30% Asian, 
16% other 

Mean 12 
months (SD 
6.2) 

NR Required to 
already be on 
at least one 
concurrent 
marketed 
medication for 
seizures. 
Across groups, 
the most 
frequently 
used ASMs at 
baseline were 
valproic acid 
(56%), 
phenobarbital 
(29%), and 
carbamazepin
e (17%). 

100% Partial, 
and across 
groups 13% 
also were 
having 
generalized 
seizures 

Novotny et al. 
(2010)1594,1595 

Topiramate 25 
mg/kg/d 

Added to 
current 
medications. 
Started at 3 
mg/kg/day and 
titrated every 3 
days to a 
maximum of 25 
mg/kg/d or the 
maximum 
tolerated dose. 
Liquid or 
sprinkle 
formulation. 

37 38% female 57% white, 
5% Black, 
19% Asian, 
19% other 

Mean 10 
months (SD 
5.2) 

NR Required to 
already be on 
at least one 
concurrent 
marketed 
medication for 
seizures. 
Across groups, 
the most 
frequently 
used ASMs at 
baseline were 
valproic acid 
(56%), 
phenobarbital 
(29%), and 
carbamazepin
e (17%). 

100% Partial, 
and across 
groups 13% 
also were 
having 
generalized 
seizures 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Piña-Garza et 
al. 
(2008)1588,1589 
initial open 
label 

Lamotrigine 
open label 
phase 

Maximum 
maintenance 
dose 5.1 
mg/kg/day for 
those on either 
valproate or a 
non-enzyme-
inducing AS<, 
or 15.6 
mg/kg/day for 
those on 
enzyme-
inducing ASMs. 

177 48% female 84% White, 
7% Black, 
5% 
American 
Hispanic, 
1% Asian, 
2% Other 

Median 13.2 
months 

Symptomatic 
59%, 
Idiopathic 
40%, Missing 
1% 

All had 
previously 
attempted 1 
ASM. The 
concomitant 
ASM was 
enzyme 
inducing in 
71% and not 
enzyme 
inducing or 
was valproate 
in 29%. 

Simple partial 
24%, complex 
partial 67%, 
Secondarily 
generalized 
44%, 
generalized 
26% 

Piña-Garza et 
al. 
(2008)1588,1589 
withdrawal 
RCT 

Lamotrigine Maximum 
maintenance 
dose 5.1 
mg/kg/day for 
those on either 
valproate or a 
non-enzyme-
inducing ASM, 
or 15.6 
mg/kg/day for 
those on 
enzyme-
inducing ASMs. 

19 37% female 89% White, 
5% 
American 
Hispanic, 
5% Other 

Median 13.5 
months 

Symptomatic 
84%, 
Idiopathic 16% 

All had 
previously 
attempted 1 
ASM. The 
concomitant 
ASM was 
enzyme 
inducing in 
68% and not 
enzyme 
inducing or 
was valproate 
in 32%. 

Simple partial 
42%, complex 
partial 53%, 
Secondarily 
generalized 
37%, 
generalized 
26% 

Piña-Garza et 
al. 
(2008)1588,1589 
long term 
open label 

Lamotrigine Maximum 
maintenance 
dose 5.1 
mg/kg/day for 
those on either 
valproate or a 
non-enzyme-
inducing ASM, 
or 15.6 
mg/kg/day for 
those on 
enzyme-
inducing ASMs. 

204 44% female 84% White, 
4%, Black, 
7% 
American 
Hispanic, 
1% Asian, 
4% Other 

Mean 15.9 
months 

NR The 
concomitant 
ASM was 
enzyme-
inducing in 
59%, not 
enzyme-
inducing in 
30%, and was 
valproate in 
11%. 

Simple partial 
27%, complex 
partial 62%, 
secondarily 
generalized 
45%, 
generalized 
25%, partial 
only 75%, 
generalized 
only 1%, both 
partial and 
generalized 
23% 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Sicca et al. 
(2000)1590 

Phenytoin Oral treatment 
(N=33 had 
started on long-
term oral 
administration 
after 
intravenous 
PHT, and the 
other N=22 had 
only received 
oral 
administration). 

55 For the full 
N=82 
enrolled: 51% 
female 

NR For the full 
N=82 enrolled: 
mean 7.4 
months 

For the full 
N=82 enrolled: 
Hypoxic-
ischaemic 
13%, Cortical 
dysplasia 
10%, Acute 
cerebral 
vasculopathy 
9%, Tuberous 
sclerosis 5%, 
Meningitis 4%, 
Viral 
encephalopath
y 2%, Multiple 
cerebral 
malformation 
2%, 
Peroxisomal 
disease 2%, 
Mitochondrial 
encephalopath
y 2%, Other 
11%, Not 
identified 39% 

Prior 
treatments not 
reported. 
Concomitant 
treatments in 
93%, most 
frequently 
vigabatrin, 
carbamazepin
e (CBZ), 
clonazepam, 
clobazam, 
phenobarbital 
(PB) and 
valproate 
(VPA) (did not 
report % of 
patients for 
each 
medication) 

Generalized 
epilepsy 51%, 
partial 
epilepsy 49% 
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Study Intervention Treatment 
Details 

N Sex Race Age at 
Intervention 

Seizure 
Etiologies 

Prior 
Treatments 

Seizure 
Types 

Jackson et al. 
(2017)1591 

Vigabatrin The median 
dose at first 
follow-up was 
100 mg/kg per 
day (IQR 79.4–
125) and at last 
follow-up was 
93.8 mg/kg per 
day (IQR 54–
128.6). 

103 53% female NR Mean 8 
months (IQR 5-
15) 

Structural/met
abolic 49.5%, 
TSC 24%, 
Malformation 
of cortical 
development 
18%, other 8% 

Concomitant 
treatments 
were 
Levetiracetam 
in 35%, 
Topiramate in 
31.1%, 
Phenobarbital 
in 25.2%, 
Clonazepam in 
12.6%, 
Clobazam in 
10.7%, 
Zonisamide in 
9.7%, 
Oxcarbazepine 
in 6.8%, 
Valproic acid 
in 5.8%, 
Phenytoin in 
1.9%, 
Rufinamide in 
1.9%, 
Lacosamide in 
1.9%, 
Lorazepam in 
1.9%, 
Lamotrigine in 
0.97%, 
Tiagabine in 
0.97%, 
Gabapentin in 
0.97%, 
Pyridoxine in 
12%, Steroid 
in 11%, 
Ketogenic diet 
in 2% 

91% "epileptic 
spasm", 15% 
focal, 10% 
generalized 
tonic, 5% 
generalized 
myoclonic, 
5% 
generalized 
tonic-clonic, 
4% 
generalized 
atonic, and 
1% 
generalized 
absence 

ASM = Anti-seizure medication; IQR = interquartile range; NR = not reported; SD = standard deviation 



      
      

       

   
 

     

  
 

     

        

        

   
 

   

      

      

      

      

  

 

   

      

  
 

   

      

      

      

   
 

   

      

       

      

   
 

   

      

Table C-26. Harms of pharmacologic interventions: Data 
Study Intervention Harm Timepoint Rate (Events/N) Comments 
Arican et al. (2018)1582 Levetiracetam Behavioral side effects Median 12 months 0% (0/92) None 

Arican et al. (2018)1582 Levetiracetam Biochemical side 
effects 

Median 12 months 0% (0/92) None 

Arican et al. (2018)1582 Levetiracetam Hematological side 
effects 

Median 12 months 0% (0/92) None 

Arican et al. (2018)1582 Levetiracetam Irritability Median 12 months 5% (5/92) None 

Arican et al. (2018)1582 Levetiracetam Withdrawal due to AE Median 12 months 0% (0/92) None 

Arzimanoglou et al. (2016)1581 Levetiracetam Adverse event requiring 
dose change 

Mean 5 months 10% (10/101) Table 3 

Arzimanoglou et al. (2016)1581 Levetiracetam Bronchiolitis Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Bronchitis Mean 5 months 10% (10/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Constipation Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Convulsion Mean 5 months 10% (10/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Death unrelated to 
study drug according to 
investigators 

Mean 5 months 6% (6/101) Table 3 

Arzimanoglou et al. (2016)1581 Levetiracetam Diarrhea Mean 5 months 6% (6/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Drug-related adverse 
event 

Mean 5 months 5% (5/101) Table 3 

Arzimanoglou et al. (2016)1581 Levetiracetam Ear infection Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Epilepsy Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Gastroenteritis Mean 5 months 4% (4/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Gastro-oesophageal 
reflux disease 

Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Hypotonia Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Infantile spasm Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Irritability Mean 5 months 4% (4/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Lower respiratory tract 
infection 

Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Nasopharyngitis Mean 5 months 4% (4/101) Table 4 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Arzimanoglou et al. (2016)1581 Levetiracetam Fever Mean 5 months 8% (8/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Respiratory disorder Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Respiratory distress Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Serious adverse event 
(any) 

Mean 5 months 32% (32/101) Table 3 

Arzimanoglou et al. (2016)1581 Levetiracetam Severe treatment 
related adverse event 

Mean 5 months 12% (12/101) Table 3 

Arzimanoglou et al. (2016)1581 Levetiracetam Upper respiratory tract 
infection 

Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Urinary tract infection Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Viral infection Mean 5 months 2% (2/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Vomiting Mean 5 months 3% (3/101) Table 4 

Arzimanoglou et al. (2016)1581 Levetiracetam Withdrawal due to AE Mean 5 months 7% (7/101) Table 3. Specific events 
were respiratory disorder 
(2), respiratory distress 
and infantile spasm (2), 
irritability (1), lower 
respiratory tract infection 
(1), and psychomotor 
retardation and 
respiratory failure (1). 

Liu et al. (2020)1584 Valproate Gastrointestinal 
reaction 

12 weeks 8% (4/50) Table III 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

Gastrointestinal 
reaction 

12 weeks 4% (2/50) Table III 

Liu et al. (2020)1584 Valproate Nausea 12 weeks 10% (5/50) Table III 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

Nausea 12 weeks 2% (1/50) Table III 

Liu et al. (2020)1584 Valproate Rash 12 weeks 4% (2/50) Table III 

Liu et al. (2020)1584 Valproate + 
Levetiracetam 

Rash 12 weeks 2% (1/50) Table III 

Liu et al. (2020)1584 Valproate Sleepiness 12 weeks 6% (3/50) Table III 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Liu et al. (2020)1584 Valproate + 

Levetiracetam 
Sleepiness 12 weeks 2% (1/50) Table III 

Kim et al. (2009)1587 Carbamazepine Anhidrosis 6 months 0% (0/105) Figure 4 

Kim et al. (2009)1587 Topiramate Anhidrosis 6 months 2% (1/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Diarrhea 6 months 1% (1/105) Figure 4 

Kim et al. (2009)1587 Topiramate Diarrhea 6 months 0% (0/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Hair loss 6 months 1% (1/105) Figure 4 

Kim et al. (2009)1587 Topiramate Hair loss 6 months 0% (0/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Hyperactivity 6 months 0% (0/105) Figure 4 

Kim et al. (2009)1587 Topiramate Hyperactivity 6 months 2% (1/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Liver enzyme 6 months 2% (2/105) Figure 4 

Kim et al. (2009)1587 Topiramate Liver enzyme 6 months 0% (0/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Nausea/vomiting 6 months 1% (1/105) Figure 4 

Kim et al. (2009)1587 Topiramate Nausea/vomiting 6 months 2% (1/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Poor oral intake 6 months 1% (1/105) Figure 4 

Kim et al. (2009)1587 Topiramate Poor oral intake 6 months 2% (1/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Psychomotor 
retardation 

6 months 0% (0/105) Figure 4 

Kim et al. (2009)1587 Topiramate Psychomotor 
retardation 

6 months 17% (7/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Skin rash 6 months 4% (4/105) Figure 4 

Kim et al. (2009)1587 Topiramate Skin rash 6 months 0% (0/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Sleepiness 6 months 10% (11/105) Figure 4 

Kim et al. (2009)1587 Topiramate Sleepiness 6 months 2% (1/41) Figure 4 

Kim et al. (2009)1587 Carbamazepine Withdrawal due to AE 6 months 23% (24/105) Figure 5. Did not report 
the specific events 
leading to withdrawal. 

Kim et al. (2009)1587 Topiramate Withdrawal due to AE 6 months 12% (5/41) Figure 5. Did not report 
the specific events 
leading to withdrawal. 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Kim et al. (2010)1597 Topiramate Hypohydrosis Average 13.4 months 48% (39/81) From Table 2 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Treatment-emergent 
serious adverse event 

Average 13.4 months 14% (2/14) Infections or convulsions 
aggravated 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Treatment-emergent 
serious adverse event 

Average 13.4 months 0% (0/13) Infections or convulsions 
aggravated 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Treatment-emergent 
serious adverse event 

Average 13.4 months 15% (2/13) Infections or convulsions 
aggravated 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Treatment-emergent 
serious adverse event 

Average 13.4 months 13% (2/15) Infections or convulsions 
aggravated 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Anorexia Average 13.4 months 7% (1/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Anorexia Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Anorexia Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Anorexia Average 13.4 months 20% (3/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Bronchitis Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Bronchitis Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Bronchitis Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Bronchitis Average 13.4 months 13% (2/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Coughing Average 13.4 months 7% (1/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Coughing Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Coughing Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Coughing Average 13.4 months 13% (2/15) Table 4 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Manitpisitkul et al. (2013)1596 Topiramate 3 

mg/kg/d 
Diarrhea Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Diarrhea Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Diarrhea Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Diarrhea Average 13.4 months 27% (4/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Fever Average 13.4 months 7% (1/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Fever Average 13.4 months 15% (2/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Fever Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Fever Average 13.4 months 33% (5/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Nephrolithiasis Average 13.4 months 0% (0/14) None 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Nephrolithiasis Average 13.4 months 0% (0/13) None 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Nephrolithiasis Average 13.4 months 0% (0/13) None 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Nephrolithiasis Average 13.4 months 0% (0/15) None 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Otitis media Average 13.4 months 7% (1/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Otitis media Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Otitis media Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Otitis media Average 13.4 months 13% (2/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Rhinitis Average 13.4 months 0% (0/14) Table 4 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Manitpisitkul et al. (2013)1596 Topiramate 5 

mg/kg/d 
Rhinitis Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Rhinitis Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Rhinitis Average 13.4 months 20% (3/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Somnolence Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Somnolence Average 13.4 months 15% (2/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Somnolence Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Somnolence Average 13.4 months 20% (3/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Upper resp tract inf Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Upper resp tract inf Average 13.4 months 8% (1/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Upper resp tract inf Average 13.4 months 15% (2/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Upper resp tract inf Average 13.4 months 38% (5/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Viral infection Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Viral infection Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Viral infection Average 13.4 months 23% (3/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Viral infection Average 13.4 months 7% (1/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Vomiting Average 13.4 months 7% (1/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Vomiting Average 13.4 months 8% (1/13) Table 4 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Manitpisitkul et al. (2013)1596 Topiramate 15 

mg/kg/d 
Vomiting Average 13.4 months 15% (2/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Vomiting Average 13.4 months 20% (3/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Weight decrease Average 13.4 months 0% (0/14) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Weight decrease Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Weight decrease Average 13.4 months 0% (0/13) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Weight decrease Average 13.4 months 13% (2/15) Table 4 

Manitpisitkul et al. (2013)1596 Topiramate 3 
mg/kg/d 

Withdrawal due to AE Average 13.4 months 0% (0/14) Figure 1 

Manitpisitkul et al. (2013)1596 Topiramate 5 
mg/kg/d 

Withdrawal due to AE Average 13.4 months 8% (1/13) Figure 1. Did not report 
the specific event(s) 
leading to this 1 
withdrawal. 

Manitpisitkul et al. (2013)1596 Topiramate 15 
mg/kg/d 

Withdrawal due to AE Average 13.4 months 15% (2/13) Figure 1. Did not report 
the specific events 
leading to these 2 
withdrawals. 

Manitpisitkul et al. (2013)1596 Topiramate 25 
mg/kg/d 

Withdrawal due to AE Average 13.4 months 0% (0/15) Figure 1 

Novotny et al. (2010)1594,1595 Placebo Treatment-emergent 
serious adverse event 

20 days 8% (3/37) NR specifics 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Treatment-emergent 
serious adverse event 

20 days 8% (3/38) NR specifics 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Treatment-emergent 
serious adverse event 

20 days 8% (3/37) NR specifics 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Treatment-emergent 
serious adverse event 

20 days 8% (3/37) NR specifics 

Novotny et al. (2010)1594,1595 Placebo Acidosis 20 days 0% (0/37) Estimated from Figure 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Novotny et al. (2010)1594,1595 Topiramate 5 

mg/kg/d 
Acidosis 20 days 0% (0/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Acidosis 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Acidosis 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Anorexia 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Anorexia 20 days 11% (4/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Anorexia 20 days 11% (4/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Anorexia 20 days 16% (6/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Ataxia 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Ataxia 20 days 3% (1/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Ataxia 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Ataxia 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Bronchitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Bronchitis 20 days 8% (3/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Bronchitis 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Bronchitis 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Bronchospasm 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Bronchospasm 20 days 0% (0/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Bronchospasm 20 days 8% (3/37) Estimated from Figure 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Novotny et al. (2010)1594,1595 Topiramate 25 

mg/kg/d 
Bronchospasm 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Coughing 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Coughing 20 days 5% (2/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Coughing 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Coughing 20 days 11% (4/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Dermatitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Dermatitis 20 days 3% (1/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Dermatitis 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Dermatitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Diarrhea 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Diarrhea 20 days 3% (1/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Diarrhea 20 days 11% (4/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Diarrhea 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Fever 20 days 11% (4/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Fever 20 days 29% (11/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Fever 20 days 19% (7/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Fever 20 days 19% (7/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Infection viral 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Infection viral 20 days 13% (5/38) Estimated from Figure 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Novotny et al. (2010)1594,1595 Topiramate 15 

mg/kg/d 
Infection viral 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Infection viral 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Mouth dry 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Mouth dry 20 days 0% (0/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Mouth dry 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Mouth dry 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Nervousness 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Nervousness 20 days 8% (3/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Nervousness 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Nervousness 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Otitus media 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Otitus media 20 days 5% (2/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Otitus media 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Otitus media 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Pharyngitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Pharyngitis 20 days 5% (2/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Pharyngitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Pharyngitis 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Rhinitis 20 days 0% (0/37) Estimated from Figure 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Novotny et al. (2010)1594,1595 Topiramate 5 

mg/kg/d 
Rhinitis 20 days 5% (2/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Rhinitis 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Rhinitis 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Saliva increased 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Saliva increased 20 days 0% (0/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Saliva increased 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Saliva increased 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Skin dry 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Skin dry 20 days 5% (2/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Skin dry 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Skin dry 20 days 0% (0/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Somnolence 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Somnolence 20 days 8% (3/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Somnolence 20 days 22% (8/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Somnolence 20 days 16% (6/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Upper respiratory tract 
infection 

20 days 14% (5/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Upper respiratory tract 
infection 

20 days 21% (8/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Upper respiratory tract 
infection 

20 days 22% (8/37) Estimated from Figure 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Novotny et al. (2010)1594,1595 Topiramate 25 

mg/kg/d 
Upper respiratory tract 
infection 

20 days 22% (8/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Vomiting 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Vomiting 20 days 18% (7/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Vomiting 20 days 8% (3/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Vomiting 20 days 16% (6/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Weight decrease 20 days 3% (1/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Weight decrease 20 days 0% (0/38) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Weight decrease 20 days 5% (2/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Weight decrease 20 days 14% (5/37) Estimated from Figure 3 

Novotny et al. (2010)1594,1595 Placebo Withdrawal due to AE 20 days 5% (2/37) From Figure 1. Did not 
report the specific events 
leading to this 
withdrawal. 

Novotny et al. (2010)1594,1595 Topiramate 5 
mg/kg/d 

Withdrawal due to AE 20 days 3% (1/38) From Figure 1. Patient 
got staphylococcemia 
and died, and authors 
stated it was unrelated to 
topiramate. 

Novotny et al. (2010)1594,1595 Topiramate 15 
mg/kg/d 

Withdrawal due to AE 20 days 5% (2/37) From Figure 1. Did not 
report the specific events 
leading to this 
withdrawal. 

Novotny et al. (2010)1594,1595 Topiramate 25 
mg/kg/d 

Withdrawal due to AE 20 days 3% (1/37) From Figure 1. Did not 
report the specific 
event(s) leading to this 
withdrawal. 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Any rash At least 5 weeks 15% (26/177) Table 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Bronchitis At least 5 weeks 5% (8/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Complex partial seizure At least 5 weeks 7% (12/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Constipation At least 5 weeks 14% (24/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Cough At least 5 weeks 12% (21/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Dermatitis diaper At least 5 weeks 6% (11/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Diarrhea At least 5 weeks 11% (19/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Ear infection At least 5 weeks 10% (17/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Insomnia At least 5 weeks 5% (9/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Irritability At least 5 weeks 10% (17/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Nasal congestion At least 5 weeks 6% (10/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Nasopharyngitis At least 5 weeks 16% (29/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Otitis media At least 5 weeks 11% (20/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Pharyngitis At least 5 weeks 7% (12/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label phase 
Lamotrigine Pneumonia At least 5 weeks 5% (8/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open-label 
Lamotrigine Fever At least 5 weeks 41% (73/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: apnea At least 5 weeks 2% (4/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: complex 

partial seizures 
At least 5 weeks 3% (6/177) None 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: 

convulsions 
At least 5 weeks 2% (4/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: cyanosis At least 5 weeks 2% (3/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: partial 

seizures with secondary 
generalization 

At least 5 weeks 2% (3/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: 

pneumonia 
At least 5 weeks 2% (3/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Serious event: status 

epilepticus 
At least 5 weeks 2% (3/177) None 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Somnolence At least 5 weeks 5% (8/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Teething At least 5 weeks 12% (22/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Upper respiratory tract 

congestion 
At least 5 weeks 7% (12/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Upper respiratory tract 

infection 
At least 5 weeks 19% (33/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Vomiting At least 5 weeks 19% (33/177) Table 3 

Piña-Garza et al. (2008)1588,1589 

initial open label phase 
Lamotrigine Withdrawal due to AE At least 5 weeks 8% (14/177) Specific events were 

rash (n=8), myoclonic 
epilepsy (n=2), and 
complex partial seizures 
(n = 2). The other two 
were not reported. 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Bronchitis ≥24 weeks in 92% 11% (23/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Complex partial 

seizures 
≥24 weeks in 92% 7% (14/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Constipation ≥24 weeks in 92% 16% (33/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Convulsion ≥24 weeks in 92% 6% (13/204) Table 3 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Cough ≥24 weeks in 92% 19% (39/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Diarrhea ≥24 weeks in 92% 8% (16/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Ear infection ≥24 weeks in 92% 22% (45/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Gastroenteritis ≥24 weeks in 92% 6% (12/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Insomnia ≥24 weeks in 92% 6% (13/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Irritability ≥24 weeks in 92% 17% (35/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Nasopharyngitis ≥24 weeks in 92% 14% (29/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Otitis media ≥24 weeks in 92% 17% (35/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Pharyngitis ≥24 weeks in 92% 8% (16/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Pneumonia ≥24 weeks in 92% 11% (23/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Fever ≥24 weeks in 92% 45% (92/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Rash ≥24 weeks in 92% 13% (27/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Respiratory tract 

infection 
≥24 weeks in 92% 6% (13/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: Complex 

partial seizures 
≥24 weeks in 92% 6% (12/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: 

Convulsion 
≥24 weeks in 92% 3% (6/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: 

Dehydration 
≥24 weeks in 92% 3% (6/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: 

Gastroenteritis 
≥24 weeks in 92% 3% (6/204) None 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: 

Pneumonia 
≥24 weeks in 92% 8% (16/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: Fever ≥24 weeks in 92% 4% (8/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Serious event: Status 

epilepticus 
≥24 weeks in 92% 6% (12/204) None 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Status epilepticus ≥24 weeks in 92% 10% (21/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Teething ≥24 weeks in 92% 13% (27/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Upper respiratory tract 

congestion 
≥24 weeks in 92% 7% (14/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Upper respiratory tract 

infection 
≥24 weeks in 92% 28% (58/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Viral infection ≥24 weeks in 92% 7% (14/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Vomiting ≥24 weeks in 92% 18% (37/204) Table 3 

Piña-Garza et al. (2008)1588,1589 

long-term open label phase 
Lamotrigine Withdrawal due to AE ≥24 weeks in 92% 9% (18/204) Specific events were 

pneumonia (n = 4), 
complex partial seizures 
(n = 3), status epilepticus 
(n = 3), rash (n = 3), and 
fever (n = 2).. The other 
three were unreported. 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Cough 8 weeks 11% (2/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Cough 8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Nasal congestion 8 weeks 11% (2/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Nasal congestion 8 weeks 5% (1/19) None 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Fever 8 weeks 11% (2/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Fever 8 weeks 11% (2/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Rash (moderate 
intensity) 

8 weeks 5% (1/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Rash (moderate 
intensity) 

8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Serious event: 
bronchitis 

8 weeks 5% (1/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Serious event: 
bronchitis 

8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Serious event: status 
epilepticus 

8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Serious event: status 
epilepticus 

8 weeks 5% (1/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Teething 8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Teething 8 weeks 16% (3/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Upper respiratory tract 
infection 

8 weeks 11% (2/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Upper respiratory tract 
infection 

8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Lamotrigine Withdrawal due to AE 8 weeks 0% (0/19) None 

Piña-Garza et al. (2008)1588,1589 RCT 
portion 

Replacement of 
lamotrigine with 
placebo 

Withdrawal due to AE 8 weeks 0% (0/19) None 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Sicca et al. (2000)1590 Phenytoin Allergic reaction 3 months 2% (1/55) None 

Sicca et al. (2000)1590 Phenytoin Anorexia 3 months 4% (2/55) None 

Sicca et al. (2000)1590 Phenytoin Ataxia 3 months 9% (5/55) None 

Sicca et al. (2000)1590 Phenytoin Behavior disturbances 3 months 2% (1/55) None 

Sicca et al. (2000)1590 Phenytoin Cognitive disturbances 3 months 4% (2/55) None 

Sicca et al. (2000)1590 Phenytoin Drowsiness 3 months 22% (12/55) None 

Sicca et al. (2000)1590 Phenytoin Gingival hyperplasia 3 months 15% (8/55) None 

Sicca et al. (2000)1590 Phenytoin Hyperactivity 3 months 11% (6/55) None 

Sicca et al. (2000)1590 Phenytoin Loss of weight 3 months 7% (4/55) None 

Sicca et al. (2000)1590 Phenytoin Movement disorders 3 months 7% (4/55) None 

Sicca et al. (2000)1590 Phenytoin Sleep troubles 3 months 15% (8/55) None 

Sicca et al. (2000)1590 Phenytoin Vomiting 3 months 7% (4/55) None 

Jackson et al. (2017)1591 Vigabatrin Anemia Median 12 months 1% (1/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 

Jackson et al. (2017)1591 Vigabatrin Anorexia Median 12 months 1% (1/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 

Jackson et al. (2017)1591 Vigabatrin Fatigue Median 12 months 3% (2/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 

Jackson et al. (2017)1591 Vigabatrin Medication toxicity Median 12 months 1% (1/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 

Jackson et al. (2017)1591 Vigabatrin Vigabatrin related 
toxicity 

Median 12 months 1% (1/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 

Jackson et al. (2017)1591 Vigabatrin Vision abnormality Median 12 months 8% (6/71) The denominator only 
includes the N=71 who 
discontinued vigabatrin 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Jackson et al. (2017)1591 Vigabatrin Withdrawal due to AE Median 12 months 9% (9/103) Figure 3. Specific events 

were vision abnormality 
(n=5), fatigue (1), fatigue 
and anorexia (1), 
“possible VBG toxicity” 
(1), and anemia (1). 

Jackson et al. (2017)1591 Vigabatrin Vision abnormality on 
eye exam 

Before vigabatrin 69% (34/49) Authors attributed these 
abnormalities to 
tuberous sclerosis 
complex, refractive 
errors, and prior 
medication.. 

Jackson et al. (2017)1591 Vigabatrin Vision abnormality on 
eye exam 

During vigabatrin 81% (50/62) This comprises on the 62 
who had 
electroretinography 
during vigabatrin. Some 
had 2+ 
electroretinographies, 
and 50 had a vision 
abnormality on at least 
one test. 

Jackson et al. (2017)1591 Vigabatrin Vision abnormality on 
eye exam 

After vigabatrin 63% (31/49) None 

Tanritanir et al. (2021)1592 Rufinamide Discontinuation due to 
adverse effects 

Median 15 months 15% (15/103) 3 of the 15 
discontinuations were 
due solely to adverse 
effects, and the other 12 
were due to both 
adverse effects and lack 
of efficacy. 

Tanritanir et al. (2021)1592 Rufinamide Somnolence Median 15 months 12% (12/103) None 

Tanritanir et al. (2021)1592 Rufinamide Insomnia Median 15 months 5% (5/103) None 

Tanritanir et al. (2021)1592 Rufinamide Nausea Median 15 months 7% (7/103) None 

Tanritanir et al. (2021)1592 Rufinamide Vomiting Median 15 months 3% (3/103) None 

Tanritanir et al. (2021)1592 Rufinamide Mood-behavioral 
change 

Median 15 months 2% (2/103) None 

Tanritanir et al. (2021)1592 Rufinamide Irritability Median 15 months 10% (10/103) None 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Tanritanir et al. (2021)1592 Rufinamide Appetite change Median 15 months 4% (4/103) None 

Tanritanir et al. (2021)1592 Rufinamide Weight loss Median 15 months 1% (1/103) None 

Tanritanir et al. (2021)1592 Rufinamide Diplopua Median 15 months 1% (1/103) None 

Tanritanir et al. (2021)1592 Rufinamide Temporary blood lactic 
acid level elevation 

Median 15 months 1% (1/103) None 

Yamada et al. (2021)1593 Stiripentol Any adverse drug 
reaction 

Two years 61% (58/95) Physicians in charge 
determined that all 58 
had a causal relationship 
to stiripentol (either 
“clearly” or “probably” or 
possibly”). Authors did 
not report the specific 
adverse events 
experienced by those 
age 0-2. 

Yamada et al. (2021)1593 Stiripentol Death due to liver 
damage 

Two months 1% (1/95) Physicians in charge 
determined that the 
causal relationship to 
stiripentol was 
“possible”, and additional 
possible causes were  
valproate and clobazam 

NR: not reported 

Dietary Interventions 
Table C-27. Harms of dietary interventions: Study characteristics 
Study Study

Design 
Country Interventions n Comparator n Study Duration Funding Comments 

Kim et al. 
20191600 

Pre/Post USA Ketogenic Diet 49 NA NA 3 months None Conducted at Lurie 
Children’s Hospital. 
Patients with West 
Syndrome excluded 
per protocol. 

Dressler et al. 
2015355 

Pre/Post Austria Ketogenic Diet 
(classic) 

58 NA NA 18 months None. Conducted at Medical 
University Vienna. 
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Study Study 
Design 

Country Interventions n Comparator  n  Study Duration  Funding  Comments 

Liu et al. 
20211602 

Pre/Post China Ketogenic Diet 
(classic) 

41 NA NA 12 months NR. Conducted at 
Children’s Hospital of 
Chongqing Medical 
University, 
Chongqing, China. 

El-Rashidy et 
al. 20131603 

RCT Egypt Ketogenic Diet 
(classic) 

10 Modified Atkins 
Diet 
ASM 
Polytherapy  

15 
15 

> 6 months Children‘s 
hospital, 
Faculty of 
Medicine, Ain 
Shams 
University 

Conducted at 
Children’s Hospital 
Ain Shams University 

NA = not applicable 

Table C-28. Harms of dietary interventions: Patient characteristics 
Study Inclusion and 

Exclusion Criteria 
Interventions  n Gender  Age at 

Intervention 
Seizure 
Etiology 
and Type  

Prior Treatments Comments 

Kim et al. 
20191600 

Under the age of 3 
years with medically 
intractable epilepsy, 
defined as persistent 
seizures despite the 
use of two or more 
appropriate 
anticonvulsants at 
therapeutic doses. 

Ketogenic Diet  49 NRFS Mean 1.4 ± 0.8 Non West 
Syndrome 

Median 4 
anticonvulsants.  

 None 

Dressler et al. 
2015355 

Included were all 
children with complete 
clinical data and 
observation periods of 
at least 3 months after 
initiation of the KD. 

Ketogenic Diet 
(classic) 

58 NRFS 0.68 ± 0.45 
years 

NRFS 2.47 ± 2 ASMs   None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure 
Etiology 
and Type  

Prior Treatments Comments 

Liu et al. 
20211602 

Infants born full terms 
aged 6 to 36 months 
with refractory 
epilepsy who took two 
or more 
anticonvulsants. 
Patients with organ 
failures, chronic 
infectious diseases,  
or thyroid disorders 
were excluded.  

• Ketogenic Diet 
(classic) 
 

 

• 41 
 
 
 

•  23 males 
18 females 
 
 

• 20.51 ± 4.05 
months 
 

NR  2 or more 
anticonvulsants 

 None 

El-Rashidy et 
al. 20131603 

Patients diagnosed 
with symptomatic 
intractable epilepsy 
according to the 
definition of Beleza. 

• Ketogenic Diet 
(classic)  

• Modified 
Atkins Diet 

Normal Diet 

• 10 
 
• 15 
 
15 

• 5 males 
5 females 
• 8 males 
7 females 
• 8 males 
7 females 

• 26 ± 0.9 months 
• 27.13 ± 6.63 
months 
25.73 ± 6.35 
months 

• 11 post-
anoxic, 3 
post-
traumatic, 
7 post-
hemorrhag
ic. 3 focal, 
4 general, 
2 infantile 
spasm, 1 
early 
infantile 
myoclonic 
encephalo
pathy. 
3 post-
anoxic, 4 
post-
hemorrhagi
c, 2 
Tuberous 
sclerosis, 1 
syndromic 
epilepsy. 4 
focal, 11 
general. 

ASM polytherapy for 
all  

 None 

KD = ketogenic diet; NRFS = not reported for the subgroup; ASM = antiseizure drugs 
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Table C-29. Harms of dietary interventions: Treatment characteristics 
Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Kim et al. 
20191600 

Ketogenic Diet  49 KD was initiated at a ratio of 1:1 (fat 
grams: carbohydrate + protein grams) 
without a fast as an inpatient in the 
hospital. The keto ratio was increased 
daily, reaching up to 3:1 on day 3. On 
day 4, patients were discharged home 
at the ratio of 3:1 with full calories. 
Fluids were not restricted. 

Medical records, retrospective study.   None 

Dressler et al. 
2015355 

Ketogenic Diet 
(classic) 

58 According to the Johns Hopkins 
protocol without fasting and fluid 
restriction. The ketogenic ratio in infants 
during the first year of life is usually 3:1 
or 2.5:1. In older children the ketogenic 
ratio used is 4:1. 

Parental seizure diaries and EEG  None 

Liu et al. 
20211602 

Ketogenic Diet 
(classic) 

• 41 
 

Classic KD, unspecified.  NR  None 

El-Rashidy et 
al. 20131603 

• Ketogenic Diet 
(classic)  

• Modified Atkins 
Diet 

•  
•  
• Normal Diet 

• 10 
 
• 15 
 
 
15 

• The classic 4:1 KD was provided as a 
formula. 
• Modified Atkins diet consisted of a 
nearly balanced diet (60% fat, 30% 
protein, and 10% carbohydrates by 
weight) without restrictions. 
Normal accustomed diet with anti-
epileptic polytherapy. 

Seizure frequency and severity recorded 
during outpatient visits, details not 
specified.  

All groups concurrently on 
ASM: valproic acid and 
carbamazepine ± 
clonazepam 

EEG = electroencephalography 
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Table C-30. Harms of dietary interventions: Harms outcomes 
Study Intervention  Adverse Events 
Kim et al. 
20191600 

Ketogenic Diet  2/109 withdrew due to AE (1 behavioral food refusal, and 1 persistent acidosis).  
Constipation 32% (35/109) 
Decreased HC03 level 33% (36/109) 
Vomiting or reflux 20% (22/109) 
Low free carnitine level 8% (9/109) 
Feeding difficulty 6% (6/109) 
Kidney stone 3% (3/109) 
Transient hypoglycemia 2% (2/109) 
Other 6% (7/109) 

Dressler et al. 
2015355 

Ketogenic Diet 
(classic) 

Side effects (unspecified): 29 
Difficulties introducing solid food: 16 

Liu et al. 
20211602 

Ketogenic Diet 
(classic) 

The 41 patients were in three age groups: Group A (age 6-12) N=9, Group B (age 12-18 months), and Group C (age 18-24 
months).  
BMI-for-age z score (age groups combined by the EPC):  

• Baseline mean 0.49 (SD 2.36) 
• 1 month mean 0.14 (SD 1.98) 
• 3 month mean 0.06 (SD 1.83) 
• 6 month mean 0.16 (SD 1.71) 
• 12 month mean 0.35 (SD 1.4).  

Assuming a prepost correlation of 0.5, the reduction in BMI-for-age z score was not statistically significantly different from 
baseline at any follow-up timepoint (statistical tests performed by the EPC).  
Authors also reported  that at baseline 17% of patients (7/41) were underweight (defined as weight-for-age z score <-2), 22% 
of patients (9/41) were stunted (defined as height-for-age z score <-2), 20% of patients (8/41) were wasting (defined as BMI-
for-age z score <-2), and 17% of patients (7/41) were overweight or obese (defined as weight-for-age z score >2). Authors 
stated that "Over the course of 12 months of KDT, the overall prevalence of underweight, stunting, wasting, and 
overweight/obesity in children in groups A and B decreased. The prevalence of underweight and stunting in group C 
increased by 5.6% and 11.1%, respectively. However, those changes were not statistically significant (p>0.05). In addition, 
the prevalence of overweight/ obesity in the three groups of children decreased significantly, and the prevalence of 
overweight/obesity among the three groups of children decreased to 0%, 0% and 5.6%, respectively."Therefore the rate of 
overweight/obese reduced from 17% (7/41) to 2% (1/41).  The EPC performed McNemar's test on these percentages 
(assuming that the one child who was overweight/obese at followup had also been overweight/obese at baseline), and this 
comparison was statistically significant (McNemar chisquare=6, p=0.0313). For underweight/stunting/wasting, data were not 
reported in a way for the EPC to combine the three age groups to determine whether any of the percentages statistically 
significantly changed for the full group while on the KD. 
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Study Intervention  Adverse Events 
El-Rashidy et 
al. 20131603 

• Ketogenic 
Diet (classic)  

• Modified 
Atkins Diet 

Normal Diet 

Withdrawals due to diet intolerance: KD 20% (2/10) and MAD 13% (2/15). The two MAD dropouts suffered “significant” 
weight loss. 
Vomiting: KD: 0% (0/10), MAD: 27% (4/15) 
Constipation: KD: 20% (2/10), MAD: 13% (2/15) 
Diarrhea: KD: 10% (1/10), MAD: 13% (2/15) 
Dysphagia: KD: 12.5% (1/10), MAD: 20% (3/15) 
Authors stated that “all these medical complications responded to simple dietary advices and minor medications as anti-
emetics and H2 blockers” 

EEG = electroencephalography 

Surgical Interventions  
Table C-31. Harms of surgical interventions: Patient characteristics 
Study Inclusion and 

Exclusion Criteria 
Interventions  n Gender  Age at 

Intervention 
Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Otsuki et al. 
2013577 

Consecutive children 
who had medically 
refractory epilepsy 
with cortical dysplasia 
and undewent 
epilepsy surgery at 
less than 6 years of 
age at the National 
Center of Neurology 
and Psychiatry from 
December 2000 to 
August 2011. Patients 
with tuberous 
sclerosis, dysplastic 
tumors, and 
encephalomalacia 
were excluded from 
the study 

Hemispherotomy 18 NR 15 patients (age 
0); 1 patients 
(age 2) 
2 patients (age 
3) 

All patients had drug-
resistant multiple 
daily seizures, such 
as epileptic spasm, 
tonic seizures, or 
epilepsia partialis 
continua  
 
Cortical dysplasia 

NR 9 infants 
included in this 
study are also 
reported in 
Iwasaki et al. 
20211617 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Reinholdson et 
al. 20151605 

Swedish National 
Epilepsy Surgery 
Register data 
capturing population 
based, observational 
cohort of children 
under four 
years of age 
undergoing resective 
epilepsy surgery in 
Sweden between 1995 
and 2010 

• Temporal lobe 
resection 
• Frontal lobe 
resection 
• Hemispherotomy 

• 12 
 
• 12 
 
• 12 

23 male, 24 
female 
(overall, NR 
for 
subgroup) 

2 years 1 month 
(mean and 
median), range 2 
months to 4 
years (overall, 
NR for subgroup) 

Hemispherotomy (7 
HME, 2 
polymicrogyria, 1 
focal cortical 
dysplasia I, 1 focal 
cortical dysplasia 
unspecified, 1 
gliosis/non-specific)   
 
Temporal lobe 
resection: 2 focal 
cortical dysplasia II, 3 
focal cortical 
dysplasia 
unspecified, 2 
gliosis/nonspecific, 4 
low grade tumor, 1 
tuberous sclerosis 
 
Frontal lobe 
resection: 2 focal 
cortical resection II, 5 
focal cortical 
dysplasia 
unspecified, 2 gliosis 
or non-specific, 2 
tuberous sclerosis, 1 
vascular 
malformation  

ASMs currently 
used: 2.2 
(Mean), 2 
(Median), 
Range 0 to 4) 
ASMs 
previously tried: 
1.8 (mean), 1 
(median), range 
(0 to 9) 

None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Kadish et al. 
20191160 

Consecutive patients, 
selected from an 
institutional database, 
that 1) underwent 
presurgical evaluation 
in the cooperating 
Epilepsy Surgery 
Centers Freiburg, 
Heidelberg, Kork and 
Kiel according to the 
same protocol, 2) had 
epilepsy surgery 
before the age of 3 in 
2001-2014 in the 
Epilepsy Center 
Freiburg, 3) were 
followed-up >1 year 
after surgery  

• Intralobar resection 
• Multilobar 
resection 
• Hemispherotomy 
• Intralobar resection 
• Combined: 
hemispheric, 
multilobar 
resection 

• 18 
 
• 8 
 
• 22 

 
• 17 

 
• 34 

24 male 1.1 ± 0.7 year   NR At time of 
surgery: mean 
2 ASMs  
9 (median 5) 
ASMs before 
first surgery: 
27% 
additionally 
received 
steroids and 8% 
ketogenic diet 

None 

Steinbok et al. 
20091606 

Patients younger than 
age 3 years who 
underwent epilepsy 
surgery at multiple 
centers across 
Canada from January 
1987 to September 
2005.  
Patients with surgery 
for a lesion, such as a 
tumor, who happened 
to present with 
seizures, but for whom 
the surgery was done 
for the lesion rather 
than the epilepsy were 
excluded. 

• Lesionectomy 
• Cortical resection 
• Hemispheric 

surgery 
• Combined: 

lesionectomy, 
cortical resection, 
hemispheric 

• 32 
• 26 
 

• 48 
 

• 151 

NR Mean 15.8 
months (range 
1–35 months)  

Detailed information 
on types of seizures 
was available for 112 
children, of whom 76 
presented with partial 
seizures, 17 with 
partial seizures and 
infantile spasm and 
9 with infantile spasm 
only. In 41 patients 
there was secondary 
generalization of 
seizures. 
 
Seizure etiology only 
reported for all 
combined 
procedures.  

NR N for each 
type of surgery 
extrapolated 
from study 
Table 3, which 
represents 
counts for 
“Final seizure 
surgery.” 
 
However, the 
study reported 
on 116 infants 
undergoing 
152 
procedures; 
for harms data 
the 
denominator 
for surgery 
type was 
unclear.   
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Loddenkemper 
et al. 2007483 

50 infants <3 years old 
among 251 
consecutive pediatric 
patients (<18 years 
old) undergoing 
epilepsy surgery at the 
Cleveland Clinic 
between 1989 and 
2001 were considered 
for inclusion 

Combined: 
hemispherectomy, 
focal resection 

24 18 male Age of surgery: 
median 14 
months (range: 
3–34 months) 

Patients presented 
with a median of 2 
different semiological 
seizure types (range: 
1– 4). Seizure 
semiology included 
tonic seizures (15), 
clonic seizures (15), 
epileptic spasm (11), 
eye versive seizures 
(7), hypomotor 
seizures (5), and 
myoclonic seizures 
(3) 

At surgery, 
patients were 
taking a median 
of 3 ASMs 
(range: 0 –5) 

None 

Sugimoto et al. 
19991607 

Children, aged 0-3 
years, who had 
epilepsy surgery at 
The Hospital for Sick 
Children, Toronto, 
Canada, from 1991 to 
1996 

Focal cortical 
resection 

10 4 male Age of surgery: 
mean 18.5 
months (range 8 
to 34) 

Seizure type at onset: 
Partial motor onset 
(unilateral) : 3 
Partial motor onset: 
bilateral: 1 
Partial motor onset, 
secondary 
generalization: 3 
Complex partial 
seizures: 1 
Partial motor 
seizures, changing to 
generalized tonic 
clonic seizures: 1 
Partial motor 
seizures, changing to 
complex partial 
seizures: 1 

NR None 

Dunkley et al. 
20101608 

All children undergoing 
resection for epilepsy 
at <36 months of age 
and followed up for at 
least 2 years 

• Hemispherotomy 
• Multilobar/lobar/foc
al resection 

• 27 
• 15 

24 male, 18 
female 

Median 20 
months (range 3 
to 36) 

 NR Median 3 ASMs 
(range 2 to 13) 

None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Kumar et al. 
20151609 

All children under the 
age of 1 year 
undergoing surgical 
intervention to treat 
medically refractory 
epilepsy at Children's 
Hospital of Colorado 
between 2002 and 
2013  

Hemispherotomy 16 NR (by 
procedure) 

4.5 months 
(Range 0.25 to 
11.5) 

5 focal, 4 spasm, 4 
mixed, 2 tonic clonic, 
1 no clinical correlate 

NR None 

Iwasaki et al. 
20151610 

Consecutive patients 
underwent 
hemispherotomy for 
treatment of 
intractable epilepsy at 
Tohoku University 
Graduate School of 
Medicine  between 
2001 and 2012 

Hemispherotomy 10 7 male, 4 
female 

Mean 9 months 
(range 3 to 24) 

NR  None None 

Kalbhenn et al. 
20191611 

29 consecutive 
patients undergoing 
posterior 
disconnection surgery 
between 2005 and 
2017 for the treatment 
of refractory posterior 
quadrantic epilepsy at 
a single center 

Posterior 
disconnection 
surgery  

10 NR Mean 1.65 years 
(range 0.6 to 2.6) 

6 Type B, 4 Type C  
 
6 FCD, 2 ganglioma 
+ FCD, 1 
polymicrogyria, 1 
meningeal 
angiomatosis 

NR None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Pinto et al. 
20141614 

Children undergoing 
epilepsy surgery 
(anatomic 
hemispherectomy, 
functional 
hemispherectomy, and 
peri-insular 
hemispherotomy) at 
Children’s Hospital 
Boston from 1997 to 
2011. Excluded 
patients with 
progressive disease 
including Rasmussen 
encephalitis and 
Sturge-Weber 
syndrome 

Hemispherectomy 
/hemispherotomy 
(10 Anatomic 
hemispherectomy, 
4 Functional 
hemispherectomy, 
1 Peri-insular 
hemispherectomy) 

15 NR Mean 12.2 
months (range 5 
to 24) 

6 focal seizures 
(tonic, tonic clonic or 
complex partial), 2 
generalized tonic 
clonic and focal 
seizures, 6 infantile 
spasm and focal 
seizures, 1 infantile 
spasm and 
generalized tonic 
clonic seizures 
 
8 HME, 4 Cortical 
dysplasia, 2 Stroke, 1 
polymicrogyria 

NR None 

Cook et al. 
2004293 

Children with 
intractable seizures 
undergoing 
hemispherectomy at 
UCLA's Pediatric 
Epilepsy Surgery 
Program between 
1986 and 2002 

Hemispherectomy/ 
hemispherotomy 

55 NR Mean 2.5 (SD 
0.4) 

53% of cortical 
dysplasia patients 
had a history of 
infantile spasm; no 
other information 
provided 

NR None 

Jonas et al. 
2004294 

Cerebral 
hemispherectomy 
patients operated at 
UCLA’s Pediatric 
Epilepsy Surgery 
Program from 1986 to 
2002 (subset of 
patients included in293) 

Hemispherectomy 16 9 male, 7 
female 

1.5 years (SD 
1.2)  

9 of 16 with infantile 
spasm 

2.5 +-0.9 ASMs None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Lettori et al. 
2007128 

Patients treated with 
hemispherectomy 
within 5 years of age 
in the Child 
Neurosurgery Unit of 
Catholic University, 
Rome from 1980 to 
December 2003, we 
enrolled in the study 
only 19 thoroughly 
studied children, drug 
resistant with at least 3 
drugs at maximal 
dosage with no 
seizure control  

Hemispherectomy 10 6 male, 4 
female 

Mean 11.3 
months (range 5 
to 20) 

2 partial seizures 
only; 3 partial with 
partial status 
epilepticus ± 
myclonic, and tonic 
spasm; 3 spasm, 
partial seizures with 
or without partial 
status epilepticus; 1 
spasm and partial, 1 
tonic, partial, 
myoclonias 

NR None 
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Roth et al. 
20211616 

All children undergoing 
epilepsy surgery at <3 
months or 100 days 
beyond 40 weeks 
gestation. For 
inclusion, infants were 
required to have ≥ 6 
months of follow up, 
unless the patient 
died. Excluded infants 
with epilepsy due to 
hypoxic ischemic 
encephalopathy.  

Hemispheric 
surgeries: 48 (25 
peri-insular, 12 
vertical functional 
hemispherectomies
, 10 anatomical 
hemispherectomies
, 1 unknown) 
 
Focal resections (7 
lobectomies, 12 
lesionectomy) 
 
 

64 30 female, 
34 male 

Focal surgery: 
62 days 
(interquartile 
range 43 to 86) 
 
Hemispheric 
surgery: 78 
(interquartile 
range 68 to 94) 

Seizure type 
available for 63 
patients: 33 focal 
seizures, 6 
generalized, 24 focal 
and generalized 
 
28 cortical dysplasia, 
17 
hemimegalencephaly
, 5 tubers, 4 
nonspecific findings, 
1 glioneuronal 
hamartoma, 1 stroke, 
1 Sturge Weber, 1 
hematoma 
6 unknown 

Median 4 
(Interquartile 
range 3 to 4), 
range 1 to 11 
ASMs prior to 
surgery. 
 
Continuous 
intravenous 
barbiturates or 
benzodiazepine
s (n=41) 
 
Intubated prior 
to surgery 
(n=22) 
 

Seizure age of 
onset 0 to 49 
days (6.6 
±11.8). 
 
4 had 
suspected 
seizures prior 
to birth.   
 
27 (42%) had 
experienced 
status 
epilepticus 
 
Hemispheric 
(including 
hemispheroto
my, 
disconnection 
surgery)  
Hemispherect
omy (such as 
anatomic 
hemispherecto
my, regardless 
of surgcail 
technique- 
including 
combined 
resective/disco
nnective 
surgery) or 
focal (including 
lobar or 
multilobar 
resections_  
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Study Inclusion and 
Exclusion Criteria 

Interventions  n Gender  Age at 
Intervention 

Seizure Etiology 
and Type  

Prior 
Treatments 

Comments 

Iwasaki et al. 
20211617 

Infants undergoing 
“first curative epilepsy 
surgery” at <3 
between August 2006 
and February 2019 at 
the National Center of 
Neurology and 
Psychiatry, Tokyo, 
Japan 
 
For inclusion, patients 
were required to have 
≥ 1 year follow up post 
operative, and post-
operative 
developmental 
assessment at 1 year 
or the last follow up 
after 2 years or longer. 
 
Excluded patients who 
had undergoing 
palliative procedures 
(corpus callosomty 
and vagus nerve 
stimulation 
implantation).  

Hemispherotomy 
(22 vertical 
parasaggital 
hemispherotomies, 
5 periinsular 
hemispherotomies) 
 
19 multilobar 
surgeries (1 
subtotal 
hemispherotomy, 
13 posterior 
quadrantic 
disconnections, 5 
multilobar cortical 
resections) 
29 unilobar 
surgieres (8 
anterior temporal 
lobectomies, 5 
frontal lobectomies 
or disconnections, 
16 focal cortical 
resections or 
lesionectomies) 

75 39 female, 
36 male 

For all surgeries 
mean age 11.9 ± 
10.8 months, 
median 6 
months, range 
58 days to 35 
months) 
 
NR separately by 
procedure type 

Etiology was 
hemimegalencephaly 
(HME) 22, other 
malformations of 
cortical development 
33, low-grade 
developmental 
tumors 10, tuberous 
sclerosis complex 6, 
Surge-Weber 
syndrome 3, perinatal 
ischemia 1.  
 
Type of seizures NR 
 
 

ASMs at 
surgery mean 
2.21 (range 1-6) 

Authors report 
81 infants 
underwent 
surgery at <3; 
only 6 patients 
were excluded 
for <1 year of 
follow up or no 
postoperative 
developmental 
assessments 
available 
 
Note: 15 of 75 
infants were 
diagnosed with 
West 
syndrome 
 
Presurgical 
seizure 
frequency:68 
infants had 
daily seizures,  
6 had weekly 
seizures; “one 
patients with 
Sturge-Weber 
syndrome 
presented with 
rare clinical 
seizures 
before 
surgery” 
 

NA = not applicable; NR = not reported; NRFS = not reported for the subgroup; IQR = interquartile range; ASM = antiseizure medication 
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Table C-32. Harms of surgical interventions: Treatment characteristics 
Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Otsuki et al. 2013577 Hemispherotomy 18 NR 

 
ILAE classification 9 infants included in 

this study are also 
reported in Iwasaki et 
al. 20211617 

Reinholdson et al. 
20151605 

• Temporal lobe resection 
• Frontal lobe resection 
• Hemispherotomy 

• 12 
• 12 
• 12 

NR Seizure frequency None 

Kadish et al. 20191160 • Intralobar resection 
• Multilobar resection 
• Hemispherotomy 
• Intralobar resection 
• Combined: hemispheric, 
multilobar resection 

• 18 
• 8 
• 22 
• 17 
• 34 

NR Seizure freedom 
Engel classification  

None 

Steinbok et al. 
20091606 

• Lesionectomy 
• Cortical resection 
• Hemispheric  
• Combined: lesionectomy, 

cortical resection, 
hemispheric 

• 32 
• 26 
• 48 
• 151 

NR Engel classification None 

Loddenkemper et al. 
2007483 

Combined: 
hemispherectomy, focal 
resection 

24 Surgeries (13 right, 11 
left) included 14 
hemispherectomies and 
10 focal resections (3 
frontal, 3 frontoparietal, 2 
parietal, 1 parieto-
occipital, and 1 occipital). 

Seizure frequency 
Seizure freedom  

None 

Sugimoto et al. 
19991607 

Focal cortical resection 10 NR Engel classification None 

Dunkley et al. 
20101608 

• Hemispherotomy 
• Multilobar/lobar/focal 
resection 

• 27 
• 15 

NR NR None 

Kumar et al. 20151609 Hemispherotomy 16 NR Engel classification None 
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Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Iwasaki et al. 
20151610 

Hemispherotomy 10 3 periinsular 
hemispherotomies, 7 
vertical hemispherotomies 

Engel classification None 

Kalbhenn et al. 
20191611 

Posterior disconnection 
surgery  

10 NR Seizure freedom None 

Pinto et al. 20141614 Hemispherectomy 
/hemispherotomy 

15 10 Anatomic 
hemispherectomy, 4 
Functional 
hemispherectomy, 1 Peri-
insular hemispherectomy 

Engel classification None 

Cook et al. 2004293 Hemispherectomy/ 
hemispherotomy 

55 Of 55 patients, 14 
anatomic 
hemipherectomies, 15 
functional 
hemispherectomies, and 
26 hemispherotomy 

Seizure freedom None 

Jonas et al. 2004294 Hemispherectomy 16 NR Seizure freedom None 

Lettori et al. 2007128 Hemispherectomy 10 6 Anatomical; 2 
Functional; 1 functional + 
hemidecortication; 1 
hemidecortication 

Engel classification  None 

Roth et al. 20211616 • Hemispherectomy/Hemi
spherotomy 

 
• Focal resection 

• 48 
 
 
• 19 

25 periinsular, 12 vertical 
functional 
hemispherotomies, 10 
anatomic 
hemispherectomy 
 
12 focal resections, 7 
lobectomies 

Engel classification None 
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Study Intervention  n Treatment Details Seizure Measurement Methods Comments 
Iwasaki et al. 
20211617 

• Hemispherotomies 
• Multilobar surgeries 
• Unilobar surgeries 

• 27 
• 19 
• 29 

22 vertical parasagittal 
hemispherotomy, 5 
periinsular 
hemispherotomy 
 
1 subtotal 
hemispherotomy, 13 
posterior quadrantic 
disconnection, 5 
multilobar cortical 
resections 
 
8 anterior temporal 
lobectomies, 5 frontal 
lobectomies or 
disconnections, 16 focal 
cortical resection or 
lesionectomies 

ILAE classification (but NR by 
procedure type)  

Note: 9 infants 
included in this study 
were already 
included in another 
study (Otsuki et al. 
2013577) included in 
this systemtic review.  
 
Also, 15 of 75 (20%) 
of included infants 
were diagnosed with 
West syndrome 

NA = not applicable; NR = not reported; NRFS = not reported for the subgroup 

Table C-33. Harms: Mortality for all surgical procedures 
Study Intervention Harm Timepoint Rate (Events/N) Comments 
Cook et al. 2004293 Anatomical 

hemispherectomy 
Mortality NR 1/14 Study reports “one death occurred 

intraoperatively in an 8 month old child 
with hemimegalencephaly” under 
“Surgical Related Compllications” and 
in Table 6.  

Dunkley et al. 
20101608 

Anatomic 
Hemispherectomy 

Mortality NR 0/2 Table 4 describes “Surgical 
complications, reoperations rates and 
mortality” and reports no deaths. 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Roth et al. 20211616 Anatomic 

Hemispherectomy 
Mortality “Perioperative” 0/10 Section 3.4 reports, “There were no 

peri-operative deaths.” Authors 
reported that for 1 patient, the type of 
hemispheric surgery was unknown. As 
we categorized mortality by anatomic 
vs. functional 
hemispherectomyohemispherotomy, 
we did not include this patient. Thus, for 
mortality, the total number of 
hemispheric procedures included in the 
report totals to 47 of 48 included in the 
study.  

Cook et al. 2004293 Functional 
hemispherectomy/Hemis
pherotomy  

Mortality NR 0/41 None 

Dunkley et al. 
20101608 

Functional 
Hemispherectomy 

Mortality NR 0/25 Table 4 describes “Surgical 
complications, reoperations rates and 
mortality” and reports no deaths. 

Iwasaki et al. 
20151610 

Hemispherotomy Mortality NR 0/10 No specific timepoint for this outcome 
was reported. “No morbidity or mortality 
was related to the surgical procedures 
in the present case series…” 

Kadish et al. 20191160 Hemispherotomy Mortality NR 0/22 No specific timepoint reported: “there 
were not perioperative mortalities”  

Kumar et al. 20151609 Hemispherotomy Mortality “Perioperative”  1/16 Infant with epidermal nevus syndrome, 
right hemimegalencephaly, and multiple 
other congential abnormalities. Pre-
operative EEG showed majority of 
seizures originating from hemimegalic 
side; post-operatively, he developed 
refractory seizures from contralateral 
hemisphere and care was withdrawn. 

Otsuki et al. 2013577 Hemispherotomy Mortality NR  0% (0/18) Study describes “Surgical mortality” 
and states “No mortality or severe 
morbidity occurred” 
 
9 infants included in this study are also 
reported in Iwasaki et al. 20211617 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Roth et al. 20211616 Peri-insular and vertical 

functional 
hemispherotomies 

Mortality “Perioperative” 0/37 Section 3.4 reports, “There were no 
peri-operative deaths.” Authors 
reported that for 1 patient, the type of 
hemispheric surgery was unknown. As 
we categorized mortality by anatomic 
vs. functional 
hemispherectomyohemispherotomy, 
we did not include this patient. Thus, for 
mortality, the total number of 
hemispheric procedures included in the 
report totals to 47 of 48 included in the 
study. 
 
For mortality, 7 patients from 3 of 19 
centers may also have been described 
in prior studies.293,483,1608 

Iwasaki et al. 
20211617 

Hemispherotomy 
(periinsular 
hemispherotomy, vertical 
parasaggital 
hemispherotomy)  

Mortality ≥ 1 year after surgery (or 
longer) 

0/27 Study included 20% infants with West 
syndrome; also 9 of 75 infants were 
also included in a prior study (Otsuki et 
al. 2013577) that was also included in 
this report. 

Iwasaki et al. 
20211617 

Multilobar surgery, 
Unilobar surgery  

Mortality ≥ 1 year after surgery (or 
longer) 

0/48 0/19 Multilobar surgery, 0/29 unilobar 
surgery 
 
Study included 20% infants with West 
syndrome; also 9 of 75 infants were 
also included in a prior study (Otsuki et 
al. 2013577) that was also included in 
this report. 

Dunkley et al. 
20101608 

Multilobar/Lobar/Focal 
Resection 

Mortality NR 0/15 Table 4 describes “Surgical 
complications, reoperations rates and 
mortality” and reports no deaths.  

Roth et al. 20211616 Focal resections, 
lobectomies 

Mortality “Perioperative” 0/19 procedures  0/12 focal resections, 0/7 lobectomies 
For mortality, 7 patients from 3 of 19 
centers may also have been described 
in prior studies.293,483,1608 
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Study Intervention Harm Timepoint Rate (Events/N) Comments 
Steinbok et al. 
20091606 

Lesionectomy, cortical 
resection, and 
hemispheric surgery 
 
 

Mortality ≥ 1 year after surgery (or 
longer) 

1 death (in 116 
patients undergoing 
151 procedures) 

1 intraoperative death (3.9 month child 
with tuberous sclerosis who underwent 
attempted resection of intraventricular 
and extraventricular lesions); unclear 
what type of surgical procedure 

Table C-34. Adverse events (hemispherectomy/hemispherotomy)  
Study Intervention Harm Timepoint Rate 

(Events/N) 
Comments 

Cook et al. 
2004293 

Anatomical hemispherectomy 
(n=14) 

CNS infection NR 2/14 None 

Cook et al. 
2004293 

Anatomical hemispherectomy 
(n=14) 

Blood clot requiring 
reoperation 

NR 1/14 None 

Cook et al. 
2004293 

Anatomical hemispherectomy 
(n=14) 

Cranial nerve III palsy NR 1/14 None 

Cook et al. 
2004293 

Anatomical hemispherectomy 
(n=14) 

Inappropriate antidiuretic 
hormone 

NR 1/14 None 

Dunkley et al. 
20101608 

Anatomic Hemispherectomy Ventriculoperitoneal (VP) 
shunt 

Shunts placed 
12 months after 
surgery 

2/2 None 

Lettori et al. 
2007128 

Anatomical hemispherectomy 
(n=6), Hemidecortication (n=1) 

Hydrocephalus NR 3/7 None 

Lettori et al. 
2007128 

Anatomical hemispherectomy 
(n=6), Hemidecortication (n=1) 

Infection (1 Superficial, 1 
Deep) 

NR 2/7 None 

Lettori et al. 
2007128 

Anatomical hemispherectomy 
(n=6), Hemidecortication (n=1) 

Subdural fluid collection NR 1/7 None 

Lettori et al. 
2007128 

Anatomical hemispherectomy 
(n=6), Hemidecortication (n=1) 

Cerebrospinal Fluid 
Leakage 

NR 1/7 None 

Lettori et al. 
2007128 

Anatomical hemispherectomy 
(n=6), Hemidecortication (n=1) 

Transient fever NR 2/7 None 

Pinto et al. 
20141614 

Anatomic hemispherectomy (n=10) VP shunt NR 7/10 None 
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Study Intervention Harm Timepoint Rate 
(Events/N) 

Comments 

Cook et al. 
2004293 

Functional 
hemispherectomy/Hemispherotomy 
(n=41) 

CNS infection NR 2/41 None 

Cook et al. 
2004293 

Functional 
hemispherectomy/Hemispherotomy 
(n=41) 

Dural adhesions 
requiring “late 
reoperation” 

NR 1/41 None 

Dunkley et al. 
20101608 

Functional Hemispherectomy Ventriculoperitoneal (VP) 
shunt (n=2)/ 
Lumboperitoneal (VP) 
shunt (n=1) 

6 weeks, 6 
months, 4 years 
respectively 

3/27 None 

Iwasaki et al. 
20151610 

Hemispherotomy VP shunt placement NR 0/10 “ No morbidity or mortality was 
related to the surgical procedures 
in the present case series…” 
“No patients required cerebrospinal 
fluid shunt operation for 
hydrocephalus” 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Hydrocephalus requiring 
surgical intervention  

NR  6/27 Of 6 cases, 5 underwent vertical 
parasaggital hemispherotomy and 
1 underwent periinsular 
hemispherotomy) (see Table 1) 
 
However, authors report performing 
CSF diversion on for other 
conditions as well: “Cystic 
enlargement of the postoperative 
cavity or hydrocephalus with or 
without subdural fluid collection 
occurred in 13 patients (17.3%). All 
of these patients were treated with 
CSF diversion surgery, including 
ventriculoperitoneal shunt 
placement in 6 patients, cyst-
peritoneal shunt insertion in 3, 
subdural-peritoneal shunt 
placement in 2, and cyst 
fenestration in 2. The symptom was 
often subacute, and the median 
interval between epilepsy surgery 
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Study Intervention Harm Timepoint Rate 
(Events/N) 

Comments 

and CSF diversion was 4 months 
(range 26 days–30 months).” 
 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Cyst formation requiring 
surgical intervention 

NR 2/27 2 infants undergoing vertical 
parasaggital hemispherotomy (see 
Table 1) 
Study outcomes were reported at 
minimum 12 months after surgery 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Cerebral salt wasting 
syndrome  

NR 2/27 2 infants undergoing vertical 
parasaggital hemispherotomy (see 
Table 1) 
Study outcomes were reported at 
minimum 12 months after surgery 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Diabetes insipidus NR 3/27 3 infants undergoing vertical 
parasaggital hemispherotomy (see 
Table 1) 
Study outcomes were reported at 
minimum 12 months after surgery 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Sinus thrombosis 
(attributed to diabetes 
insipidus by study 
authors) 

NR 2/27 2 infants undergoing vertical 
parasaggital hemispherotomy (see 
Table 1) 
Study outcomes were reported at 
minimum 12 months after surgery 

Iwasaki et al. 
20211617 

Hemispherotomy (periinsular 
hemispherotomy, vertical 
parasaggital hemispherotomy) 

Asymptomatic 
hemorrhagic infarction 

NR 1/27 1 infants undergoing vertical 
parasaggital hemispherotomy (see 
Table 1) 
Study outcomes were reported at 
minimum 12 months after surgery 

Kadish et al. 
20191160 

Hemispherotomy VP shunt placement NR 16% “16% of hemispherotomy patients 
developed hydrocephalus that 
required VP shunt placement.” 
  

Kadish et al. 
20191160 

Hemispherotomy Acute post surgical 
seizures 

NR 23% None 
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Study Intervention Harm Timepoint Rate 
(Events/N) 

Comments 

Kadish et al. 
20191160 

Hemispherotomy Epidural hemorrhage 
requiring surgical 
revision 

“Early post 
surgical course” 

1/22 ”Epidural hemorrhage requiring 
surgical revision occurred in the 
early postsurgical course of a 
hemimegalencephaly patient with a 
coagulation disorder who 
underwent hemispherotomy at 8 
mo of age.” 

Kadish et al. 
20191160 

Hemispherotomy Pituitary failure (due to 
thalamic lesion” 

NR 1/22 Unclear if denominator is all 
hemispherotomies; 22 is number of 
initial hemispherotomies 

Kumar et al. 
20151609 

Hemispherotomy Hydrocephalus NR specifically 
for 
hydrocephalus; 
however, study 
follow up was a 
mean 56 months 
(range 3 to 133) 

4/16 Surgical complications were 
recorded in the acute post-
operative setting as well as during 
subsequent clinic visits. 

Kumar et al. 
20151609 

Hemispherotomy Inadvertent extubation NR specifically 
for 
hydrocephalus; 
Mean 56 months 
(range 3 to 133) 
however, study 
follow up was a 
mean 56 months 
(range 3 to 133) 

1/16 Surgical complications were 
recorded in the acute post-
operative setting as well as during 
subsequent clinic visits 

Kumar et al. 
20151609 

Hemispherotomy Excessive bleeding NR specifically 
for 
hydrocephalus; 
however, study 
follow up was a 
mean 56 months 
(range 3 to 133) 

1/16 Surgical complications were 
recorded in the acute post-
operative setting as well as during 
subsequent clinic visits 

Lettori et al. 
2007128 

2 Functional hemispherectomy; 1 
functional + hemidecortication 

Hydrocephalus NR 1/3 None 

Lettori et al. 
2007128 

2 Functional hemispherectomy; 1 
functional + hemidecortication 

Infection (Superficial) NR 1/3 None 
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Study Intervention Harm Timepoint Rate 
(Events/N) 

Comments 

Pinto et al. 
20141614 

4 Functional hemispherectomy, 1 
Peri-insular hemispherectomy 

VP shunt NR 1/5 Study reports seizure outcomes 
measured at minimum of 12 
months after surgery; however, 
timepoint for shunt placement not 
explicitly reported 

Reinholdson et al. 
20151605 

Hemispherectomy VP shunt Within 2 years 1/12 1 child required ventriculoperitoneal 
shunt within 2 years after 
hemispherotomy 

Roth et al. 
20211616 

25 periinsular, 12 vertical functional 
hemispherotomies, 10 anatomic 
hemispherectomies 

Hydrocephalus NR specifically 
for 
hydrocephalus; 
however, follow 
up for 
hemispheric 
surgeries was 
median 51 
months (IQR 27 
to 126) 
 

11/44 “Type of surgery was significantly 
correlated with postoperative 
hydrocephalus (25% of 
hemispheric surgery vs. 0% of focal 
surgeries, p=0.025)” 
 
Outcome reported for 44 patients 
(author correspondence). 
 
For hydrocephalus, 1 patients may 
also have been described in a prior 
study. 1608 

Steinbok et al. 
20091606 

Hemispherectomy/Hemispherotomy 
40 (1 anatomical, 6 
hemidecortication, 22 functional 
hemispherectomies, 12 peri-insular 
hemispherotomies) 

Blood transfusion During operation 31/40  Other harms were reported, but not 
by specific procedure except for 
blood transfusion for which only 
counts from first procedure were 
reported. For instance adverse 
events combined across multiple 
procedures (including 
hemispherectomies, but also focal 
cortical resections, lesionectomies, 
and lobectomies) included cerebral 
infarct, epidural hematoma, deep 
venous thrombosis, septicemia, 
pneumonia, wound infection, and 
pseudomeningocele (see Table 2) 

Steinbok et al. 
20091606 

Hemispherectomy/Hemispherotomy Aseptic meningitis Peri-operative 13 (unclear 
denominator) 

Study does not specify which 
hemispheric procedures were 
involved.  
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Study Intervention Harm Timepoint Rate 
(Events/N) 

Comments 

“Thirteen surgeries, all hemispheric 
procedures, were complicated by 
aseptic meningitis, which was 
managed successfully with 
steroids.” 

Steinbok et al. 
20091606 

Hemispherectomy/Hemispherotomy Hydrocephalus Within a “few 
months” after 
surgery 

4 (unclear 
denominator) 

Study does not specify a 
denominator.  
“Seven children.. four with 
functional hemispherectomy and 
three with cortical resections, 
developed hydrocephalus after 
surgery—one child immediately 
postsurgery due to hemorrhage, 
one after the third operation, and 
the remainder within a few months 
after surgery.” 

Table C-35. Adverse events (non-hemispheric procedures)  
Study Intervention  Harms Timepoint Rate (Events/N) Comments 
Dunkley et al. 20101608 Multilobar/Lobar/Focal Resection VP shunt placement NR 0/15 None 

Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 
surgery 

Hydrocephalus 
requiring surgical 
intervention  

NR 0/48 Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 

Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 
surgery 

Asymptomatic cerebral 
infarction (requiring 
medical treatment) 

NR 1/48 Occurred in 1/13 
infants undergoing 
posterior quadrantic 
disconnection (see 
Table 1) 
Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 
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Study Intervention  Harms Timepoint Rate (Events/N) Comments 
Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 

surgery 
Cyst formation requiring 
surgical intervention 

NR 2/48 Occurred in infants 
undergoing posterior 
quadrantic 
disconnection (n=1), 
multilobar cortical 
resection (n=1) (see 
Table 1) 
Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 

Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 
surgery 

Subdural hygroma 
requiring surgical 
intervention 

NR 3/48 Occurred in infants 
undergoing multibloar 
cortical resection 
(n=1), frontal 
lobectomy or 
disconnection (n=1), 
and forcal cortical 
resection or 
lesionectomy (n=1) 
(see Table 1) 
Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 

Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 
surgery 

Infection (bacterial 
meningitis) 

NR 1/48 Occurred in 1 infant 
underoing frontal 
lobectomy or 
disconnection (see 
Table 1) 
Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 
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Study Intervention  Harms Timepoint Rate (Events/N) Comments 
Iwasaki et al. 20211617 Multilobar Surgery, Unilobar 

surgery 
Psychiatric symptom  NR 1/48 Occurred in 1 infant 

underoing anterior 
temporal lobectomy 
(see Table 1) 
Timepoint for this 
outcome NR, but study 
outcomes were 
reported at minimum 
12 months after 
surgery 

Kadish et al. 20191160 Intralobar/Multilobar resection VP shunt placement NR 0/26  None 

Kalbhenn et al. 
20191611 

Posterior Disconnection Transient hemiparesis 24 months after surgery 1/10 None 

Roth et al. 20211616 Focal resections, Lobectomies Hydrocephalus NR specifically for 
hydrocephalus; 
however, follow up for 
focal surgeries was 
median 24 months (IQR 
5 to 55)  

0/19 12 focal resections, 7 
lobectomies 
 
Author 
correspondence 
confirmed this 
outcome reported for 
19 infants.  
 
For hydrocephalus, 1 
patients may also have 
been described in a 
prior study.1608 



C-124 

Study Intervention  Harms Timepoint Rate (Events/N) Comments 
Steinbok et al. 
20091606 

Cortical Resections Hydrocephalus Within a “few months” 
after surgery 

3 (unclear 
denominator) 

Study does not specify 
a denominator.  
“Seven children.. four 
with functional 
hemispherectomy and 
three with cortical 
resections, developed 
hydrocephalus after 
surgery—one child 
immediately 
postsurgery due to 
hemorrhage, one after 
the third operation, 
and the remainder 
within a few months 
after surgery.” 

NR = not reported 

Table C-36. Harms of surgical interventions: Harms outcomes 
Study Intervention  Adverse Event Hospitalization, 

Mortality, SUDEP 
Comments 

Otsuki et al. 
2013577 

Hemispherotomy Perioperative complication:  
No patient had a history of perinatal or postnatal systemic complications 
suggesting brain injury. 

No mortality or severe 
morbidity  

9 infants included 
in this study are 
also reported in 
Iwasaki et al. 
20211617 

Reinholdson et 
al. 20151605 

• Temporal lobe 
resection 
• Frontal lobe 
resection 
• Hemispherotomy 

Post-operative complication:  
4 children with hemispherotomy went on to have completion of 
hemispherotomy 
1 child required ventriculoperitoneal shunt within 2 years after 
hemispherotomy 

NR None 
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Study Intervention  Adverse Event Hospitalization, 
Mortality, SUDEP 

Comments 

Kadish et al. 
20191160 

• Intralobar resection 
• Multilobar resection 
• Hemispherotomy 
• Intralobar resection 
• Combined: 
hemispheric, 
multilobar resection 

Epidural hemorrhage requiring surgical revision occurred in the early 
postsurgical course of a hemimegalencephaly patient with a coagulation 
disorder who underwent hemispherotomy at 8 months of age. 16% of 
hemispherotomy patients developed hydrocephalus that required 
ventriculoperitoneal shunt placement; 1 child had pituitary failure due to 
a thalamic lesion. There were no perioperative mortalities. Acute 
postsurgical seizures occurred in 23% of cases. 

NR None 

Steinbok et al. 
20091606 

• Lesionectomy 
• Cortical resection 
• Hemispheric 
• Combined: 

lesionectomy, cortical 
resection, 
hemispheric 

Hemispheric:  
4 hydrocephalus; 13 aseptic meningitis (managed successfully with 
steroids) 
Cortical Resection: 3 hydrocephalus 
Combined:  
Infection: 17 
Aseptic meningitis: 13 
Hydrocephalus: 7 
Cerebral infarct: 4 
Transient mutism: 2 
Pseudomeningocele: 2 
Syndrome of inappropriate ADH secretion: 4 
Subdural hematoma: 2 
Epidural hematoma: 1 
Deep venous thrombosis: 1 
Severe intravenous infiltration in the arm: 1 

1 intraoperative death 
(3.9 month child with 
tuberous sclerosis 
who underwent 
attempted resection of 
intraventricular and 
extraventricular 
lesions); unclear what 
type of surgical 
procedure. 

Authors report: 
“Seven children 
…four with 
functional 
hemispherectomy 
and three with 
cortical resections, 
developed 
hydrocephalus 
after surgery—one 
child immediately 
postsurgery due to 
hemorrhage, one 
after the third 
operation, and the 
remainder within a 
few months after 
surgery.” 

Loddenkemper 
et al. 2007483 

Combined: 
hemispherectomy, 
focal resection 

NR NR None 

Sugimoto et al. 
19991607 

Focal cortical 
resection 

NR NR No details provided 
on how delay is 
measured.  
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Study Intervention  Adverse Event Hospitalization, 
Mortality, SUDEP 

Comments 

Dunkley et al. 
20101608 

• Hemispherotomy 
• Multilobar/lobar/focal 
resection 

Hemispherotomy:  
Complications:  
• 4 ventriculoperitoneal (VP) shunts 
• 1 lumboperitoneal shunt 

Reoperation:  
• 2 further disconnections 
• 1 extension to anatomical hemipherectomy 
Multilobar/lobar/focal resection:  
Complication: 0 
Reoperation: 1 (1 lobar (extended to multilobar); 3 focal (extended to 
lobar or multilobar) 

• Mortality: 0 
• Mortality: 0 

None 

Kumar et al. 
20151609 

Hemispherotomy Complications:  
Hydrocephalus: 4 
Excessive bleeding: 1 
Inadvervent extubation: 1 

Mortality: 1 
Infant with epidermal 
nevus syndrome, right 
hemimegalencephaly, 
and multiple other 
congential 
abnormalities. Pre-
operative EEG 
showed majority of 
seizures originating 
from hemimegalic 
side; post-operatively, 
he developed 
refractory seizures 
from contralateral 
hemisphere and care 
was withdrawn. 

None 

Iwasaki et al. 
20151610 

Hemispherotomy No complication recorded Mortality: 0 None 

Kalbhenn et al. 
20191611 

Posterior 
disconnection 
surgery  

Transient hemiparesis: 1 NR None 
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Study Intervention  Adverse Event Hospitalization, 
Mortality, SUDEP 

Comments 

Pinto et al. 
20141614 

Anatomic 
hemispherectomy, 
Functional 
hemispherectomy,  
Peri-insular 
hemispherectomy 

VP Shunt: 8 NR None 

Cook et al. 
2004293 

Hemispherectomy/ 
hemispherotomy 

Central nervous system infection: 4 
• Anatomical: 2 
• Functional: 1 
• Hemispherotomy: 1  

Reoperation for recurrent seizures: 10 
• Functional Hemispherectomy: 6 
• Hemispherotomy: 4 

Inappropriate Antidiuretic hormone: 1 (Anatomical hemispherectomy) 
Cranial nerve III palsy: 1 (Anatomical Hemispherectomy) 
Reoperation blood clot: 1 (Anatomical hemispherotomy) 
Late reoperation for dural adhesions: 1 (Functional hemispherectomy) 

1 mortality (anatomical 
hemispherectomy) 
 

None 

Lettori et al. 
2007128 

Hemispherectomy Hydrocephalus: 3 
Infection: 3 
Transient fever: 2 
Subdural fluid collection: 1 
CSF leakage: 1 

NR None 



C-128 

Study Intervention  Adverse Event Hospitalization, 
Mortality, SUDEP 

Comments 

Roth et al. 
20211616 

Hemispherectomy/He
mispherotomy 
 
Focal 
resection/lobectomy 

Hydrocephalus: Hemispherectomy/hemispherotomy 12 of 48; Focal 
resection 0 of 12 
 
Disseminated intravascular coagulation: 1 (hemispherotomy), resulting in 
procedure being aborted 
 
Combined incidence for intraoperative complications for 
hemispherectomy/hemispherotomies/focal resections: 
Hypotension: 7 
Hypothermia: 4 
“respiratory related complications”: 5 
Transfusion related reaction: 1 
Injury to superior sagittal sinus: 1 
Vocal cord injury: 1  
Difficult intubation: 1 
Retained cottonoid: 1 
 
Post-operative complications (combined) 
Additional blood products needed: 16 
Respiratory complications: 7 
Infections (meningitis/abscess): 4 
Wound complications: 7 
 

Mortality: 0 “Preoperative EEG 
activity was 
correlated with 
more intraoperative 
systemic 
complications, 
more need for 
intra- and 
postoperative 
blood products, 
and more post 
operative 
hydrocephalus.”  
 
This correlation 
was not explained 
by type of surgery 
(hemispheric vs. 
focal) except for 
hydrocephalus.  
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Study Intervention  Adverse Event Hospitalization, 
Mortality, SUDEP 

Comments 

Iwasaki et al. 
20211617 

Hemispherotomies 
Multilobar surgeries 
Unilobar surgeries 

Post-operative complications requiring surgical intervention 
Hydrocephalus: 6 hemispherotomies 
Cyst formation: 2 hemispherotomies, 1 multilobar resection 
Subdural hygroma: 1 multilobar surgery, 2 unilobar surgeries 
 
Post-operative complications requiring medical treatment 
Cerebal salt wasting syndrome: 2 hemispherotomies 
Diabetes insipidus: 2 hemispherotomies 
Sinus thrombosis (after diabetes insipidus): 2 hemispherotomies 
Asymptomatic hemorrhagic infarction:1 hemispherotomy 
Asymptomatic cerebral infarction: 1 multilobar surgery (posterior 
quadrantic disconnection) 
Psychiatric symptom: 1 unilobar surgery (anterior temporal lobectomy) 
Bacterial meningitis: 1 unilobar surgery (frontal lobectomy or 
disconnection) 
 
 

Mortality: 0   Harms data 
appears in study 
Table 1. 
 
Note: 9 infants 
included in this 
study were already 
included in another 
study (Otsuki et al. 
2013577) included 
in this systemtic 
review.  
 
Also, 15 of 75 
(20%) of included 
infants were 
diagnosed with 
West syndrome 

NA = not applicable; NR = not reported; NRFS = not reported for the subgroup 

Table C-37. Risk of bias: Surgical mortality for surgical procedures 
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Cook et al. 
2004293 

Anatomic 
Hemispherectomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Dunkley et al. 
20101608 

Anatomic 
Hemispherectomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Roth et al. 
20211616 

Anatomic 
Hemispherectomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 
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Cook et al. 
2004293 

Functional 
hemispherectomy 
or 
Hemispherotomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Dunkley et al. 
20101608 

Functional 
hemispherectomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Iwasaki et al. 
20151610 

Interhemispheric 
vertical 
hemispherorotomy 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Kadish et al. 
20191160 

Hemispherectomy Some 
concerns 

Low Low Low Low Low Low Low Low 

Kumar et al. 
20151609 

Hemispherotomy Low Low Low Low Low Low Low Low Low 

Otsuki et al. 
2013577 

Hemispherotomy  Some 
concerns 

Low Low Low Low Low Low Low Low 

Iwasaki et al. 
20211617 

Hemispherotomy/
Multilobar/Unilobar 
resection 

Low Low Low Low Low Low Low Low Low 

Roth et al. 
20211616 

Hemispherectomy/
Hemispherotomy 
or Focal Resection 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Dunkley et al. 
20101608 

Mutilobar or Lobar 
resection 

Some 
concerns 

Low Low Low Low Low Low Low Low 

† Factors considered included whether studies reported seizure etiology, baseline seizure rate, or concurrent therapies such as number of antiseizure medications (ASM) or specific 
ASM used.  
*As all studies used a retrospective pre/post design, no outcome assessors were blinded and no outcomes were prespecified except for Reinholdson, which utilized prospectively 
collected registry data. However, we judged seizure freedom (and mortality) to not be affected by lack of blinding or prespecification of outcomes, so these were rated low risk of 
bias. 
** All studies described the type of surgical procedure, so we rated this low risk of bias for all studies. 
Overall risk of bias for all studies was rated High, as no studies had a control group.  
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Table C-38. Risk  of bias: Hydrocephalus after multilobar, unilobar, or focal resection 

Study Surgery St
ud

y 
A

dd
re

ss
ed

 
O

ot
en

tia
l 

C
on

fo
un

di
ng

†
 

Fi
de

lit
y 

To
 

In
te

rv
en

tio
n 

Pr
ot

oc
ol

  

B
ia

s 
D

ue
 T

o 
A

ttr
iti

on
 

O
ut

co
m

e 
A

ss
es

so
r 

B
lin

di
ng

* 

In
te

rv
en

tio
n 

O
r 

Ex
po

su
re

 D
ef

in
ed

 
U

si
ng

 
Va

lid
/re

lia
bl

e 
M

ea
su

re
s*

* 

O
ut

co
m

es
 

A
ss

es
se

d 
U

si
ng

 
C

al
id

/re
lia

bl
e 

M
ea

su
re

s 
A

nd
 

Im
pl

em
en

te
d 

C
on

si
st

en
tly

  

C
on

fo
un

di
ng

 
Va

ria
bl

es
 

A
ss

es
se

d 
U

si
ng

 
Va

lid
/re

lia
bl

e 
M

ea
su

re
s 

A
cr

os
s 

A
ll 

Pa
rt

ic
ip

an
ts

 

O
ut

co
m

es
 

Pr
es

pe
ci

fie
d 

A
nd

 
R

ep
or

te
d*

  

O
ve

ra
ll 

R
is

k 
O

f 
B

ia
s 

 

Dunkley et al. 
20101608 

Multilobar or Lobar 
Resection 

Some 
concerns 

Low Low Low Low Low Low Low Low 

Iwasaki et al. 
20211617 

Multilobar or 
Unilobar Resection 

Low Low Low Low Low Low Low Low Low 

Kadish et al. 
20191160 

Multilobar/Intraloba
r Resection 

Low Low Low Low Low Low Low Low Low 

Roth et al. 
20211616 

Focal Resections 
lesionectomies and 
lobectomies) 

Low Low Low Low Low Low Low Low Low 

Steinbok et 
al. 20091606 

Cortical 
Resections 

Some 
concerns 

Low Low Low Low Low Low Low Low 

† Factors considered included whether studies reported seizure etiology, baseline seizure rate, or concurrent therapies such as number of antiseizure medications (ASM) or specific 
ASM used.  
*As all of these studies used a retrospective pre/post design, no outcome assessors were blinded and no outcomes were prespecified. However, we judged hydrocephalus (reported 
as requiring surgical intervention in 4 of 5 studies to not be affected by lack of blinding or prespecification of outcomes, so these were rated low risk of bias). 
** All studies described the type of surgical procedure, so we rated this low risk of bias for all studies. 
 



D-1 

Appendix D. Appendix References   
1.  Owens D, Lohr K, Atkins D, et al. Grading 

the strength of a body of evidence when 
comparing medical interventions. In: 
Agency for Healthcare Research and Quality 
(AHRQ). Methods guide for comparative 
effectiveness reviews. Rockville (MD): 
Agency for Healthcare Research and Quality 
(AHRQ); 2009 Jul. 
https://effectivehealthcare.ahrq.gov/products
/methods-guidance-grading-
strength/methods  

2.  Chalmers I, Adams M, Dickersin K, et al. A 
cohort study of summary reports of 
controlled trials. JAMA. 1990 Mar 
9;263(10):1401-5. PMID: 2304219 

3.  Neinstein LS. A review of Society for 
Adolescent Medicine abstracts and Journal 
of Adolescent Health Care articles. J 
Adolesc Health Care. 1987 Mar;8(2):198-
203. PMID: 3818406 

4.  Dundar Y, Dodd S, Williamson P, et al. 
Case study of the comparison of data from 
conference abstracts and full-text articles in 
health technology assessment of rapidly 
evolving technologies: does it make a 
difference? Int J Technol Assess Health 
Care. 2006 Jul;22(3):288-94. 
doi.org/10.1017/s0266462306051166. 
PMID: 16984055 

5.  De Bellefeuille C, Morrison CA, Tannock 
IF. The fate of abstracts submitted to a 
cancer meeting: factors which influence 
presentation and subsequent publication. 
Ann Oncol. 1992 Mar;3(3):187-91. 
doi.org/10.1093/oxfordjournals.annonc.a058
147. PMID: 1586615 

6.  Scherer RW, Meerpohl JJ, Pfeifer N, et al. 
Full publication of results initially presented 
in abstracts. In: Cochrane Library [Cochrane 
methodology review]. Issue 11. John Wiley 
& Sons, Inc.; 2018 Nov 20 [accessed 2020 
Aug 14]. 
doi.org/10.1002/14651858.MR000005.pub4. 
PMID: 30480762 

7.  Yentis SM, Campbell FA, Lerman J. 
Publication of abstracts presented at 
anaesthesia meetings. Can J Anaesth. 1993 
Jul;40(7):632-4. 
doi.org/10.1007/bf03009700. PMID: 
8403137 

8.  Crudgington H, Rogers M, Bray L, et al. 
Core health outcomes in childhood epilepsy 
(CHOICE): development of a core outcome 
set using systematic review methods and a 
Delphi survey consensus. Epilepsia. 2019 
May;60(5):857-71. 
doi.org/10.1111/epi.14735. PMID: 
31021436 

9.  Aaberg KM, Eriksson AS, Ramm-Pettersen 
J, et al. Long-term outcome of resective 
epilepsy surgery in Norwegian children. 
Acta Paediatr. 2012 Dec;101(12):e557-e560. 
doi.org/10.1111/j.1651-2227.2012.02834.x. 
PMID: 22924953 

10.  Aalbers MW, Klinkenberg S, Rijkers K, et 
al. The effects of vagus nerve stimulation on 
pro- and anti-inflammatory cytokines in 
children with refractory epilepsy: an 
exploratory study. 
Neuroimmunomodulation. 2012 
Oct;19(6):352-8. 
doi.org/10.1159/000341402. PMID: 
23038102 

11.  Abbaskhanian A, Ehteshami S, Vahidshahi 
K, et al. Effect of carbamazepin, valproic 
acid and primidone on thyroid function in 
epileptic children. HealthMED. 
2012;6(12):4024-9  

12.  Abdel-Mannan O, Sutcliffe AG. A national 
surveillance study of childhood epilepsy 
mortality in the UK and Ireland. Eur J 
Neurol. 2020 Feb;27(2):327-33. 
doi.org/10.1111/ene.14081. PMID: 
31502743 

13.  Abdelmesih SK, Elkhateeb N, Zakaria M, et 
al. Initial levetiracetam versus valproate 
monotherapy in antiseizure medicine 
(ASM)-naïve pediatric patients with 
idiopathic generalized epilepsy with tonic-
clonic seizures. Seizure. 2021 Oct 1;263-70. 
doi.org/10.1016/j.seizure.2021.06.033. 
PMID: 34246881 

14.  Abdelmoity AT, Le Pichon JB, Abdelmoity 
SA, et al. Combined use of the ketogenic 
diet and vagus nerve stimulation in pediatric 
drug-resistant epilepsy. Epilepsia Open. 
2021 Jan 15;6(1):112-9. 
doi.org/10.1002/epi4.12453. PMID: 
33681654 

https://effectivehealthcare.ahrq.gov/products/methods-guidance-grading-strength/methods
https://effectivehealthcare.ahrq.gov/products/methods-guidance-grading-strength/methods
https://effectivehealthcare.ahrq.gov/products/methods-guidance-grading-strength/methods


D-2 

15.  Abdelmoity SA, Abdelmoity AA, Riordan 
SM, et al. The efficacy and tolerability of 
auto-stimulation-VNS in children with 
Lennox-Gastaut syndrome. Seizure. 2021 
Mar;86:168-74. 
doi.org/10.1016/j.seizure.2021.02.015. 
PMID: 33626436 

16.  Abend NS, Gutierrez-Colina AM, Monk 
HM, et al. Levetiracetam for treatment of 
neonatal seizures. J Child Neurol. 2011 
Apr;26(4):465-70. 
doi.org/10.1177/0883073810384263. PMID: 
21233461 

17.  Abraham AP, Thomas MM, Mathew V, et 
al. EEG lateralization and seizure outcome 
following peri-insular hemispherotomy for 
pediatric hemispheric epilepsy. Childs Nerv 
Syst. 2019 Jul;35(7):1189-95. 
doi.org/10.1007/s00381-019-04067-6. 
PMID: 30701299 

18.  Abuelem T, Friedman DE, Agadi S, et al. 
Interhemispheric subdural electrodes: 
technique, utility, and safety. Neurosurgery. 
2013 Dec;73(2 Suppl Operative):ons253-60; 
discussion ons260. 
doi.org/10.1227/01.neu.0000430287.08552.
83. PMID: 23615084 

19.  Aburahma SK, Alzoubi FQ, Hammouri HM, 
et al. Vagus nerve stimulation therapy in a 
developing country: a long term follow up 
study and cost utility analysis. Seizure. 2015 
Feb;25:167-72. 
doi.org/10.1016/j.seizure.2014.10.014. 
PMID: 25468513 

20.  Ackers R, Besag FMC, Hughes E, et al. 
Mortality rates and causes of death in 
children with epilepsy prescribed 
antiepileptic drugs: a retrospective cohort 
study using the uk general practice research 
database. Drug Saf. 2011;34(5):403-13. 
doi.org/10.2165/11588480-000000000-
00000. PMID: 21513363 

21.  Isgüder R, Güzel O, Ceylan G, et al. A 
comparison of intravenous levetiracetam and 
valproate for the treatment of refractory 
status epilepticus in children. J Child 
Neurol. 2016 Aug;31(9):1120-6. 
doi.org/10.1177/0883073816641187. PMID: 
27080042 

22.  Agostinelli S, Traverso M, Accorsi P, et al. 
Early-onset absence epilepsy: SLC2A1 gene 
analysis and treatment evolution. Eur J 
Neurol. 2013 May;20(5):856-9. 
doi.org/10.1111/j.1468-1331.2012.03871.x. 
PMID: 23020086 

23.  Agrawal S, Mayer DL, Hansen RM, et al. 
Visual fields in young children treated with 
vigabatrin. Optom Vis Sci. 2009 
Jun;86(6):767-73. 
doi.org/10.1097/OPX.0b013e3181a7b3fc. 
PMID: 19417698 

24.  Aguirre-Velá¡zquez CG. Report from a 
survey of parents regarding the use of 
cannabidiol (medicinal cannabis) in 
Mexican children with refractory epilepsy. 
Neurol Res Int. 2017;2017:2985729. 
doi.org/10.1155/2017/2985729. PMID: 
28392943 

25.  Akhondian J, Ashrafzadeh F, Eslamiyeh H. 
Levetiracetam (levebel) versus 
carbamazepine monotherapy for focal 
epilepsy in children: randomized clinical 
trial. Iran J Child Neurol. 2020;14(2):69-77. 
doi.org/10.22037/ijcn.v14i2.13685. PMID: 
32256625 

26.  Akiyama T, McCoy B, Go CY, et al. Focal 
resection of fast ripples on extraoperative 
intracranial EEG improves seizure outcome 
in pediatric epilepsy. Epilepsia. 2011 
Oct;52(10):1802-11. 
doi.org/10.1111/j.1528-1167.2011.03199.x. 
PMID: 21801168 

27.  Al Ajlouni S, Shorman A, Daoud AS. The 
efficacy and side effects of topiramate on 
refractory epilepsy in infants and young 
children: a multi-center clinical trial. 
Seizure. 2005 Oct;14(7):459-63. 
doi.org/10.1016/j.seizure.2005.07.009. 
PMID: 16087357 

28.  Al-Baradie RS, Alshammari A, Alajmi M, et 
al. The role of ketogenic diet in controlling 
epileptic seizures. Neurosciences (Riyadh). 
2021;26(1):103-6. 
doi.org/10.17712/nsj.2021.1.20200101. 
PMID: 33530052 

29.  Al Khayat HA, Awadalla MM, Al Wakad A, 
et al. Polyunsaturated fatty acids in children 
with idiopathic intractable epilepsy: serum 
levels and therapeutic response. J Pediatr 
Neurol. 2010;8(2):175-85. 
doi.org/10.3233/JPN-2010-0398  



D-3 

30.  Albert GW, Ibrahim GM, Otsubo H, et al. 
Magnetoencephalography-guided resection 
of epileptogenic foci in children. J 
Neurosurg Pediatr. 2014 Nov;14(5):532-7. 
doi.org/10.3171/2014.8.PEDS13640. PMID: 
25238627 

31.  Albsoul-Younes AM, Salem HA, Ajlouni 
SF, et al. Topiramate slow dose titration: 
improved efficacy and tolerability. Pediatr 
Neurol. 2004 Nov;31(5):349-52. 
doi.org/10.1016/j.pediatrneurol.2004.04.012
. PMID: 15519117 

32.  Aldenkamp AP, Majoie HJM, Berfelo MW, 
et al. Long-term effects of 24-month 
treatment with vagus nerve stimulation on 
behaviour in children with Lennox-Gastaut 
syndrome. Epilepsy Behav. 2002 
Oct;3(5):475-9. doi.org/10.1016/S1525-
5050(02)00517-6  

33.  Aldenkamp A, Besag F, Gobbi G, et al. 
Psychiatric and behavioural disorders in 
children with epilepsy (ILAE Task Force 
Report): adverse cognitive and behavioural 
effects of antiepileptic drugs in children. 
Epileptic Disord. 2016 May;18(Suppl 
1):S55-S67. PMID: 27184878 

34.  AL-Eitan LN, Al-Dalalah IM, Aljamal HA. 
Effects of GRM4, SCN2A and SCN3B 
polymorphisms on antiepileptic drugs 
responsiveness and epilepsy susceptibility. 
Saudi Pharm J. 2019 Jul;27(5):731-7. 
doi.org/10.1016/j.jsps.2019.04.009. PMID: 
31297029 

35.  Alem D, Jager L, Turner Z, et al. Does the 
size of a ketogenic diet admission group 
influence outcomes? Epilepsy Behav. 2021 
Aug;121(Pt A):108059. 
doi.org/10.1016/j.yebeh.2021.108059. 
PMID: 34058489 

36.  Alexandre Jr V, Walz R, Bianchin MM, et 
al. Seizure outcome after surgery for 
epilepsy due to focal cortical dysplastic 
lesions. Seizure. 2006 Sep;15(6):420-7. 
doi.org/10.1016/j.seizure.2006.05.005. 
PMID: 16787751 

37.  Alexiou GA, Varela M, Sfakianos G, et al. 
Benign lesions accompanied by intractable 
epilepsy in children. J Child Neurol. 
2009;24(6):697-700. 
doi.org/10.1177/0883073808331079. PMID: 
19289694 

38.  Alexopoulos A, Lachhwani DK, Gupta A, et 
al. Resective surgery to treat refractory 
status epilepticus in children with focal 
epileptogenesis. Neurology. 2005 Feb 
8;64(3):567-70. 
doi.org/10.1212/01.WNL.0000150580.4001
9.63. PMID: 15699401 

39.  Alexopoulos AV, Kotagal P, Loddenkemper 
T, et al. Long-term results with vagus nerve 
stimulation in children with 
pharmacoresistant epilepsy. Seizure. 2006 
Oct;15(7):491-503. 
doi.org/10.1016/j.seizure.2006.06.002. 
PMID: 16859931 

40.  Ali A, Sadegh RM, Koorosh V, et al. 
Changes of serum lipid patterns during 
anticonvulsive treatment in epileptic 
children. HealthMED. 2012;6(11):3621-5  

41.  Ali MAS, Elliott RA, Tata LJ. The direct 
medical costs of epilepsy in children and 
young people: a population-based study of 
health resource utilisation. Epilepsy Res. 
2014 Mar;108(3):576-86. 
doi.org/10.1016/j.eplepsyres.2013.12.014. 
PMID: 24447611 

42.  Ali R, Elsayed M, Kaur M, et al. Use of 
social media to assess the effectiveness of 
vagal nerve stimulation in Dravet syndrome: 
a caregiver's perspective. J Neurol Sci. 2017 
Apr 15;375 :146-9. 
doi.org/10.1016/j.jns.2017.01.057. PMID: 
28320117 

43.  Alireza MS, Hassan TS, Mohammadreza G, 
et al. Efficacy of the ketogenic diet as a 
therapy for intractable epilepsy in children. 
Iran J Child Neurol. 2010 Sep;4(2):27-36  

44.  Aljabri MF, Jordan B, Brown JK, et al. 
Benzodiazepines sensitivity testing: a 
pragmatic clinical approach to identify 
potentially useful GABAergic antiepileptic 
medications. Neurosciences (Riyadh). 2008 
Oct;13(4):380-6. PMID: 21063366 

45.  Alkonyi B, Chugani HT, Juhász C. 
Transient focal cortical increase of interictal 
glucose metabolism in Sturge-Weber 
syndrome: implications for epileptogenesis. 
Epilepsia. 2011 Jul;52(7):1265-72. 
doi.org/10.1111/j.1528-1167.2011.03066.x. 
PMID: 21480889 



D-4 

46.  Alkonyi B, Chugani HT, Karia S, et al. 
Clinical outcomes in bilateral Sturge-Weber 
syndrome. Pediatr Neurol. 2011 
Jun;44(6):443-9. 
doi.org/10.1016/j.pediatrneurol.2011.01.005
. PMID: 21555056 

47.  Almeida L, Minciu I, Nunes T, et al. 
Pharmacokinetics, efficacy, and tolerability 
of eslicarbazepine acetate in children and 
adolescents with epilepsy. J Clin Pharmacol. 
2008 Aug;48(8):966-77. 
doi.org/10.1177/0091270008319706. PMID: 
18508949 

48.  Alomar S, Mullin JP, Smithason S, et al. 
Indications, technique, and safety profile of 
insular stereoelectroencephalography 
electrode implantation in medically 
intractable epilepsy. J Neurophysiol. 2018 
Apr;128(4):1147-57. 
doi.org/10.3171/2017.1.JNS161070. PMID: 
28621621 

49.  Alper BS, Manheimer EW, Ehrlich A. 
Point-of-care application: 'trial of 
cannabidiol for drug-resistant seizures in the 
Dravet syndrome'. Eur J Integr Med. 2017 
Sep;14:20-1. 
doi.org/10.1016/j.eujim.2017.08.002  

50.  Alqahtani MMJ, Mahmoud AAH. Parental 
beliefs and experiences about their children's 
epilepsy after starting the ketogenic diet in 
Riyadh, Saudi Arabia. J Pediatr Neurol. 
2016 Mar;14(1):1-11. doi.org/10.1055/s-
0036-1583849  

51.  Alshafai L, Ochi A, Go C, et al. Clinical, 
EEG, MRI, MEG, and surgical outcomes of 
pediatric epilepsy with astrocytic inclusions 
versus focal cortical dysplasia. Epilepsia. 
2014 Oct;55(10):1568-75. 
doi.org/10.1111/epi.12756. PMID: 
25169867 

52.  Altunbasak S, Yildizas D, Anarat A, et al. 
Renal tubular dysfunction in epileptic 
children on valproic acid therapy. Pediatr 
Nephrol. 2001;16(3):256-9. 
doi.org/10.1007/s004670000535. PMID: 
11322374 

53.  Al-Twaijri WA, Shevell MI. Atypical 
benign epilepsy of childhood with rolandic 
spikes: features of a subset requiring more 
than one medication for seizure control. J 
Child Neurol. 2002 Dec;17(12):901-4. 
PMID: 12593463 

54.  Amari A, Turner Z, Rubenstein JE, et al. 
Exploring the relationship between 
preferences for high fat foods and efficacy 
of the ketogenic and modified Atkins diets 
among children with seizure disorders. 
Seizure. 2015 Feb;25:173-7. 
doi.org/10.1016/j.seizure.2014.11.001. 
PMID: 25466825 

55.  Amirsalari S, Kayhanidost ZT, 
Kavehmanesh Z, et al. Thyroid function in 
epileptic children who receive 
carbamazepine, primidone, phenobarbital 
and valproic acid. Iran J Child Neurol. 
2011;5(2):17-22  

56.  Anderson M, Egunsola O, Cherrill J, et al. A 
prospective study of adverse drug reactions 
to antiepileptic drugs in children. BMJ 
Open. 2015 Jun;5(6):e008298. 
doi.org/10.1136/bmjopen-2015-008298. 
PMID: 26033949 

57.  Annegers JF, Coan SP, Hauser WA, et al. 
Epilepsy, vagal nerve stimulation by the 
NCP system, all-cause mortality, and 
sudden, unexpected, unexplained death. 
Epilepsia. 2000 May;41(5):549-53. 
doi.org/10.1111/j.1528-
1157.2000.tb00208.x. PMID: 10802760 

58.  Appavu B, Vanatta L, Condie J, et al. 
Ketogenic diet treatment for pediatric super-
refractory status epilepticus. Seizure. 2016 
Oct;41:62-5. 
doi.org/10.1016/j.seizure.2016.07.006. 
PMID: 27475280 

59.  Appleton RE, Gill A. Adverse events 
associated with intravenous phenytoin in 
children: a prospective study. Seizure. 2003 
Sep;12(6):369-72. doi.org/10.1016/S1059-
1311(02)00338-2. PMID: 12915082 

60.  Appleton R. Antiepileptic drug treatment in 
children. Pharm J. 2015 Dec;295(7884):460-
3. https://www.pharmaceutical-
journal.com/cpd-and-learning/learning-
article/antiepileptic-drug-treatment-in-
children/20200124.article  

61.  Araki T, Otsubo H, Makino Y, et al. 
Efficacy of dexamathasone on cerebral 
swelling and seizures during subdural grid 
EEG recording in children. Epilepsia. 2006 
Jan;47(1):176-80. doi.org/10.1111/j.1528-
1167.2006.00384.x. PMID: 16417546 

https://www.pharmaceutical-journal.com/cpd-and-learning/learning-article/antiepileptic-drug-treatment-in-children/20200124.article
https://www.pharmaceutical-journal.com/cpd-and-learning/learning-article/antiepileptic-drug-treatment-in-children/20200124.article
https://www.pharmaceutical-journal.com/cpd-and-learning/learning-article/antiepileptic-drug-treatment-in-children/20200124.article
https://www.pharmaceutical-journal.com/cpd-and-learning/learning-article/antiepileptic-drug-treatment-in-children/20200124.article


D-5 

62.  Arévalo-Astrada MA, McLachlan RS, 
Suller-Marti A, et al. Epilepsy surgery in 
stroke-related epilepsy? Seizure. 2021 
May;88:116-24. 
doi.org/10.1016/j.seizure.2021.04.002. 
PMID: 33848790 

63.  Arhan E, Ayçiçek S, Akalin N, et al. Cardiac 
effects of carbamazepine treatment in 
childhood epilepsy. Neurologist. 2009 
Sep;15(5):268-73. 
doi.org/10.1097/NRL.0b013e31818600a4. 
PMID: 19741433 

64.  Arhan E, Serdaroglu A, Kurt G, et al. The 
efficacy of vagal nerve stimulation in 
children with pharmacoresistant epilepsy: 
practical experience at a Turkish tertiary 
referral center. Eur J Paediatr Neurol. 2010 
Jul;14(4):334-9. 
doi.org/10.1016/j.ejpn.2009.09.010. PMID: 
19850501 

65.  Arhan E, Serdaroglu A, Ozturk B, et al. 
Effects of epilepsy and antiepileptic drugs 
on nitric oxide, lipid peroxidation and 
xanthine oxidase system in children with 
idiopathic epilepsy. Seizure. 2011 
Mar;20(2):138-42. 
doi.org/10.1016/j.seizure.2010.11.003. 
PMID: 21112224 

66.  Arican P, Olgac Dundar N, Mete Atasever 
N, et al. Comparison of the neurocognitive 
outcomes in term infants treated with 
levetiracetam and phenobarbital 
monotherapy for neonatal clinical seizures. 
Seizure. 2020 Aug;80:71-4. 
doi.org/10.1016/j.seizure.2020.06.006. 
PMID: 32540641 

67.  Arifin MT, Muttaqin Z, Bakhtiar Y, et al. 
Seizure outcomes in patients with complete 
versus anterior corpus callosotomy: analysis 
of outcome. Int J Gen Med. 2020 Mar 
31;13:105-10. 
doi.org/10.2147/IJGM.S247438. PMID: 
32280261 

68.  Armijo JA, Bravo J, Cuadrado A, et al. 
Lamotrigine serum concentration-to-dose 
ratio: influence of age and concomitant 
antiepileptic drugs and dosage implications. 
Ther Drug Monit. 1999 Apr;21(2):182-90. 
doi.org/10.1097/00007691-199904000-
00008. PMID: 10217338 

69.  Armutcu F, Ozerol E, Gurel A, et al. Effect 
of long-term therapy with sodium valproate 
on nail and serum trace element status in 
epileptic children. Biol Trace Elem Res. 
2004;102(1):1-10. PMID: 15621922 

70.  Arslan N, Guzel O, Kose E, et al. Is 
ketogenic diet treatment hepatotoxic for 
children with intractable epilepsy? Seizure. 
2016 Dec;43:32-8. 
doi.org/10.1016/j.seizure.2016.10.024. 
PMID: 27866088 

71.  Arts WFM, Brouwer OF, Peters ACB, et al. 
Course and prognosis of childhood epilepsy: 
5-year follow-up of the Dutch study of 
epilepsy in childhood. Brain. 2004 
Aug;127(8):1774-84. 
doi.org/10.1093/brain/awh200. PMID: 
15201192 

72.  Arts WF, Geerts AT, Brouwer OF, et al. 
Childhood epilepsy with a small number of 
seizures may be left untreated: an 
international prospective study. Epileptic 
Disord. 2019 Apr;21(2):141-53. 
doi.org/10.1684/epd.2019.1040. PMID: 
31017575 

73.  Arya R, Greiner HM, Lewis A, et al. 
Predictors of response to vagus nerve 
stimulation in childhood-onset medically 
refractory epilepsy. J Child Neurol. 
2014;29(12):1652-9. 
doi.org/10.1177/0883073813510970. PMID: 
24309242 

74.  Arya R, Tenney JR, Horn PS, et al. Long-
term outcomes of resective epilepsy surgery 
after invasive presurgical evaluation in 
children with tuberous sclerosis complex 
and bilateral multiple lesions. J Neurosurg 
Pediatr. 2015 Jan;15(1):26-33. 
doi.org/10.3171/2014.10.PEDS14107. 
PMID: 25360852 

75.  Arya R, Peariso K, Gaínza-Lein M, et al. 
Efficacy and safety of ketogenic diet for 
treatment of pediatric convulsive refractory 
status epilepticus. Epilepsy Res. 2018 
Aug;144:1-6. 
doi.org/10.1016/j.eplepsyres.2018.04.012. 
PMID: 29727818 



D-6 

76.  Arzimanoglou AA, Andermann F, Aicardi J, 
et al. Sturge-Weber syndrome: indications 
and results of surgery in 20 patients. 
Neurology. 2000 Nov 28;55(10):1472-9. 
doi.org/10.1212/WNL.55.10.1472. PMID: 
11094100 

77.  Arzimanoglou A, Ferreira J, Satlin A, et al. 
Evaluation of long-term safety, tolerability, 
and behavioral outcomes with adjunctive 
rufinamide in pediatric patients (=1 to <4 
years old) with Lennox-Gastaut syndrome: 
final results from randomized study 303. Eur 
J Paediatr Neurol. 2019 Jan;23(1):126-35. 
doi.org/10.1016/j.ejpn.2018.09.010. PMID: 
30309816 

78.  Asadi-Pooya AA. Risk factors for 
carbamazepine-induced leukopenia in 
children and adolescents. J Pediatr Neurol. 
2005;3(4):233-5. doi.org/10.1055/s-0035-
1557278  

79.  Asadi-Pooya AA, Malekmohamadi Z, 
Kamgarpour A, et al. Corpus callosotomy is 
a valuable therapeutic option for patients 
with Lennox-Gastaut syndrome and 
medically refractory seizures. Epilepsy 
Behav. 2013 Nov;29(2):285-8. 
doi.org/10.1016/j.yebeh.2013.08.011. 
PMID: 24012506 

80.  Asano E, Mihaylova T, Juhász C, et al. 
Effect of sleep on interictal spikes and 
distribution of sleep spindles on 
electrocorticography in children with focal 
epilepsy. Clin Neurophysiol. 2007 
Jun;118(6):1360-8. 
doi.org/10.1016/j.clinph.2007.02.021. 
PMID: 17398152 

81.  Asano E, Juhsz C, Shah A, et al. Role of 
subdural electrocorticography in prediction 
of long-term seizure outcome in epilepsy 
surgery. Brain. 2009 Apr;132(4):1038-47. 
doi.org/10.1093/brain/awp025. PMID: 
19286694 

82.  Ashrafi M, Hosseini SA, Abolmaali S, et al. 
Effect of anti-epileptic drugs on serum 
immunoglobulin levels in children. Acta 
Neurol Belg. 2010 Mar;110(1):65-70. 
PMID: 20514928 

83.  Ashrafi MR, Hosseini SA, Biglari M, et al. 
Effect of anti-epileptic drugs on serum level 
of IgG subclasses. Iran J Pediatr. 2010 
Sep;20(3):269-76. PMID: 23056716 

84.  Ashrafi MR, Hosseini SA, Zamani GR, et al. 
The efficacy of the ketogenic diet in infants 
and young children with refractory 
epilepsies using a formula-based powder. 
Acta Neurol Belg. 2017 Mar;117(1):175-82. 
doi.org/10.1007/s13760-016-0732-0. PMID: 
27928725 

85.  Ashrafi MR, Azizi Malamiri R, Shams S, et 
al. Serum total antioxidant capacity of 
epileptic children before and after 
monotherapy with sodium valproate, 
carbamazepine, and phenobarbital. Iran J 
Child Neurol. 2018 Jun;12(3):24-31. 
doi.org/10.22037/ijcn.v12i3.16534. PMID: 
30026766 

86.  Ates O, Ondül S, Cagatay O, et al. Post-
traumatic early epilepsy in pediatric age 
group with emphasis on influential factors. 
Childs Nerv Syst. 2006 Mar;22(3):279-84. 
doi.org/10.1007/s00381-005-1177-6. PMID: 
15889309 

87.  Attilakos A, Papakonstantinou E, Schulpis 
K, et al. Early effect of sodium valproate 
and carbamazepine monotherapy on 
homocysteine metabolism in children with 
epilepsy. Epilepsy Res. 2006 Oct;71(2):229-
32. 
doi.org/10.1016/j.eplepsyres.2006.06.015. 
PMID: 16889940 

88.  Attilakos A, Garoufi A, Voudris K, et al. 
Thyroid dysfunction associated with 
increased low-density lipoprotein 
cholesterol in epileptic children treated with 
carbamazepine monotherapy: a causal 
relationship? Eur J Paediatr Neurol. 2007 
Nov;11(6):358-61. 
doi.org/10.1016/j.ejpn.2007.03.002. PMID: 
17428707 

89.  Attilakos A, Voudris KA, Katsarou E, et al. 
Transient decrease in serum albumin 
concentrations in epileptic children treated 
with sodium valproate monotherapy. Clin 
Neuropharmacol. 2007 May-Jun;30(3):145-
9. doi.org/10.1097/wnf.0b013e3180318a99. 
PMID: 17545749 

90.  Attilakos A, Katsarou E, Prassouli A, et al. 
Thyroid function in children with epilepsy 
treated with sodium valproate monotherapy: 
a prospective study. Clin Neuropharmacol. 
2009 Jan-Feb;32(1):32-4. 
doi.org/10.1097/WNF.0b013e318166cbcd. 
PMID: 18978499 



D-7 

91.  Attilakos A, Dinopoulos A, Paschalidou M, 
et al. Long-term effect of levetiracetam 
monotherapy on haematological parameters 
in children with epilepsy: a prospective 
study. Epilepsy Res. 2018 Sep;145:160-2. 
doi.org/10.1016/j.eplepsyres.2018.07.001. 
PMID: 30007241 

92.  Attilakos A, Paschalidou M, Garoufi A, et 
al. Short-term and long-term effects of 
levetiracetam monotherapy on homocysteine 
metabolism in children with epilepsy: a 
prospective study. J Clin Neurol. 2019 
Apr;15(2):149-51. 
doi.org/10.3988/jcn.2019.15.2.149. PMID: 
30938107 

93.  Aungaroon G, Holland KD, Horn PS, et al. 
Drug-resistant epilepsy in children with 
partial onset epilepsy treated with 
carbamazepine. Int J Neurosci. 2017 Oct 
3;127(10):849-53. 
doi.org/10.1080/00207454.2016.1269089. 
PMID: 27915489 

94.  Auvichayapat N, Rotenberg A, Gersner R, et 
al. Transcranial direct current stimulation for 
treatment of refractory childhood focal 
epilepsy. Brain Stim. 2013 Jul;6(4):696-700. 
doi.org/10.1016/j.brs.2013.01.009. PMID: 
23415937 

95.  Auvichayapat N, Sinsupan K, 
Tunkamnerdthai O, et al. Transcranial direct 
current stimulation for treatment of 
childhood pharmacoresistant Lennox-
Gastaut syndrome: a pilot study. Front 
Neurol. 2016 May 4;7:66. 
doi.org/10.3389/fneur.2016.00066. PMID: 
27199889 

96.  Awaad YM, Michon AM, Minarik S. Use of 
zonisamide in twelve patients with 
intractable seizures refractory to common 
anti-epileptic regimens. J Pediatr Neurol. 
2005;3(1):25-9. doi.10.1055/s-0035-
1557233  

97.  Aycicek A, Iscan A. The effects of 
carbamazepine, valproic acid and 
phenobarbital on the oxidative and 
antioxidative balance in epileptic children. 
Eur Neurol. 2007 Feb;57(2):65-9. 
doi.org/10.1159/000098053. PMID: 
17179706 

98.  Aydin K, Serdaroglu A, Okuyaz C, et al. 
Serum insulin, leptin, and neuropeptide Y 
levels in epileptic children treated with 
valproate. J Child Neurol. 2005 
Oct;20(10):848-51. 
doi.org/10.1177/08830738050200101501. 
PMID: 16417885 

99.  Azevedo de Lima P, Baldini Prudêncio M, 
Murakami DK, et al. Effect of classic 
ketogenic diet treatment on lipoprotein 
subfractions in children and adolescents 
with refractory epilepsy. Nutrition. 2017 
Jan;33:271-7. 
doi.org/10.1016/j.nut.2016.06.016. PMID: 
27712963 

100.  Babayigit A, Dirik E, Bober E, et al. 
Adverse effects of antiepileptic drugs on 
bone mineral density. Pediatr Neurol. 2006 
Sep;35(3):177-81. 
doi.org/10.1016/j.pediatrneurol.2006.03.004
. PMID: 16939856 

101.  Baby N, Vinayan KP, Pavithran N, et al. A 
pragmatic study on efficacy, tolerability and 
long term acceptance of ketogenic diet 
therapy in 74 South Indian children with 
pharmacoresistant epilepsy. Seizure. 2018 
May;58:41-6. 
doi.org/10.1016/j.seizure.2018.03.020. 
PMID: 29653328 

102.  Baca CB, Vickrey BG, Vassar S, et al. Time 
to pediatric epilepsy surgery is related to 
disease severity and nonclinical factors. 
Neurology. 2013 Mar 26;80(13):1231-9. 
doi.org/10.1212/WNL.0b013e3182897082. 
PMID: 23468549 

103.  Bach Q, Thomale UW, Müller S. Parents' 
and children's decision-making and 
experiences in pediatric epilepsy surgery. 
Epilepsy Behav. 2020 Jun;107:107078. 
doi.org/10.1016/j.yebeh.2020.107078. 
PMID: 32320930 

104.  Bajer C, Hofer W, Pieper T, et al. Correlates 
of intellectual development before and after 
hemispherotomy: an analysis of 75 children 
and adolescents. Epileptic Disord. 2020 
Oct;22(5):571-81. 
doi.org/10.1684/epd.2020.1193. PMID: 
32985986 



D-8 

105.  Baker GA, Jacoby A, Gorry J, et al. Quality 
of life of people with epilepsy in Iran, the 
Gulf, and Near East. Epilepsia. 2005 
Jan;46(1):132-40. doi.org/10.1111/j.0013-
9580.2005.20704.x. PMID: 15660779 

106.  Bakhshandeh Bali MK, Taheri Otaghsara 
SM, Soltansanjari M, et al. 
Electroretinographic responses in epileptic 
children treated with vigabatrin. J Child 
Neurol. 2013;29(6):765-8. 
doi.org/10.1177/0883073813490073. PMID: 
23748200 

107.  Bakke KA, Larsson PG, Eriksson AS, et al. 
Levetiracetam reduces the frequency of 
interictal epileptiform discharges during 
NREM sleep in children with ADHD. Eur J 
Paediatr Neurol. 2011 Nov;15(6):532-8. 
doi.org/10.1016/j.ejpn.2011.04.014. PMID: 
21683631 

108.  Bali MKB, Ashrafi MR, Otaghsara SMT, et 
al. Clinical trial of pregabalin as an add-on 
therapy in children with refractory epilepsy. 
J Pediatr Epilepsy. 2013;2(2):125-9. 
doi.org/10.3233/PEP-13051  

109.  Bali MB, Otaghsara SMT, Soltansanjari M, 
et al. Electroretinographic responses in 
epileptic children treated with vigabatrin. J 
Child Neurol. 2014 Jun;29(6):765-8. 
doi.org/10.1177/0883073813490073. PMID: 
23748200 

110.  Bandyopadhyay D, Roy T, Hazra A, et al. 
Efficacy of lamotrigine as add-on therapy in 
difficult-to-treat cases of secondarily 
generalized tonic-clonic epilepsy. Indian J 
Pharmacol. 2003 Jun;35(3):157-62  

111.  Banerjea MC, Dlener W, Kutschke G, et al. 
Pro- and anticoagulatory factors under 
sodium valproate-therapy in children. 
Neuropediatrics. 2002 Aug;33(4):215-20. 
doi.org/10.1055/s-2002-34499. PMID: 
12368993 

112.  Bansal D, Azad C, Kaur M, et al. Adverse 
effects of antiepileptic drugs in north Indian 
pediatric outpatients. Clin Neuropharmacol. 
2013;36(4):107-13. 
doi.org/10.1097/WNF.0b013e31829a498d. 
PMID: 23860344 

113.  Bansal S, Blalock D, Kebede T, et al. 
Levetiracetam versus (fos)phenytoin for 
seizure prophylaxis in pediatric patients with 
intracranial hemorrhage: clinical article. J 
Neurosurg Pediatr. 2014 Feb;13(2):209-15. 
doi.org/10.3171/2013.10.PEDS13256. 
PMID: 24286154 

114.  Bansal S, Kim AJ, Berg AT, et al. Seizure 
outcomes in children following 
electrocorticography-guided single-stage 
surgical resection. Pediatr Neurol. 2017 
Jun;71:35-42. 
doi.org/10.1016/j.pediatrneurol.2017.01.024
. PMID: 28483395 

115.  Banu SH, Jahan M, Koli UK, et al. Side 
effects of phenobarbital and carbamazepine 
in childhood epilepsy: randomised 
controlled trial. BMJ. 2007 Jun 
9;334(7605):1207-10. 
doi.org/10.1136/bmj.39022.436389.BE. 
PMID: 17145735 

116.  Banu SH, Khan NZ, Hossain M, et al. 
Prediction of seizure outcome in childhood 
epilepsies in countries with limited 
resources: a prospective study. Dev Med 
Child Neurol. 2012 Oct;54(10):918-24. 
doi.org/10.1111/j.1469-8749.2012.04325.x. 
PMID: 22680993 

117.  Bao M, Zhou J, Luan GM. Treatment of 
drug-resistant epilepsy with vagus nerve 
stimulation - review of 45 cases. Chin Med J 
(Engl). 2011 Dec;124(24):4184-8. 
doi.org/10.3760/cma.j.issn.0366-
6999.2011.24.012. PMID: 22340384 

118.  Barba C, Cossu M, Guerrini R, et al. 
Temporal lobe epilepsy surgery in children 
and adults: a multicenter study. Epilepsia. 
2021 Jan;62(1):128-42. 
doi.org/10.1111/epi.16772. PMID: 
33258120 

119.  Barcia-Salorio JL. Radiosurgery in epilepsy 
and neuronal plasticity. Adv Neurol. 
1999;81:299-305. PMID: 10609026 

120.  Barik KL, Paul UK, Bhattacharyya AK, et 
al. New onset paediatric epilepsy in 1-5 
years age group children--approach to 
management in a tertiary care centre with 
newer anti-epileptic levetiracetam. J Indian 
Med Assoc. 2014 Feb;112(2):100-2. PMID: 
25935964 



D-9 

121.  Barone D, Schwartz TH. Surgical treatment 
of epilepsy in adults and children. JAAPA. 
2003 Feb;16(2):29-30, 33-5. PMID: 
12666337 

122.  Barron TF, Hunt SL, Hoban TF, et al. 
Lamotrigine monotherapy in children. 
Pediatr Neurol. 2000 Aug;23(2):160-3. 
doi.org/10.1016/S0887-8994(00)00162-4. 
PMID: 11020642 

123.  Barwick K, Parker T, Murphy N, et al. 
Development and pilot testing of a parent-
reported health-related quality of life 
measure for children on the ketogenic diet: 
the KetoQoL. Nutr Diet. 2017 
Nov;74(5):521-8. doi.org/10.1111/1747-
0080.12348. PMID: 29130289 

124.  Barzegar M, Irandoust P, Mameghani ME. 
A modified Atkins diet for intractable 
childhood epilepsy. Iran J Child Neurol. 
2010 Nov;4(3):15-20  

125.  Basheer SN, Connolly MB, Lautzenhiser A, 
et al. Hemispheric surgery in children with 
refractory epilepsy: seizure outcome, 
complications, and adaptive function. 
Epilepsia. 2007 Jan;48(1):133-40. 
doi.org/10.1111/j.1528-1167.2006.00909.x. 
PMID: 17241220 

126.  Battaglia D, Di Rocco C, Iuvone L, et al. 
Neuro-cognitive development and epilepsy 
outcome in children with surgically treated 
hemimegalencephaly. Neuropediatrics. 1999 
Dec;30(6):307-13. doi.org/10.1055/s-2007-
973510. PMID: 10706025 

127.  Battaglia D, Chieffo D, Lettori D, et al. 
Cognitive assessment in epilepsy surgery of 
children. Childs Nerv Syst. 2006 
Aug;22(8):744-59. doi.org/10.1007/s00381-
006-0151-2. PMID: 16835686 

128.  Lettori D, Battaglia D, Sacco A, et al. Early 
hemispherectomy in catastrophic epilepsy. 
A neuro-cognitive and epileptic long-term 
follow-up. Seizure. 2008 Jan;17(1):49-63. 
doi.org/10.1016/j.seizure.2007.06.006. 
PMID: 17689988 

129.  Battaglia A, Bernardini L, Torrente I, et al. 
Spectrum of epilepsy and 
electroencephalogram patterns in idic (15) 
syndrome. Am J Med Genet A. 2016 
Oct;170(10):2531-9. 
doi.org/10.1002/ajmg.a.37844. PMID: 
27513709 

130.  Battino D, Croci D, Granata T, et al. Single-
dose pharmacokinetics of lamotrigine in 
children: influence of age and antiepileptic 
comedication. Ther Drug Monit. 2001 
Jun;23(3):217-22. 
doi.org/10.1097/00007691-200106000-
00006. PMID: 11360028 

131.  Baudou E, Benevent J, Montastruc JL, et al. 
Adverse effects of treatment with valproic 
acid during the neonatal period. 
Neuropediatrics. 2019;50(1):31-40. 
doi.org/10.1055/s-0038-1676035. PMID: 
30453358 

132.  Bauman JA, Feoli E, Romanelli P, et al. 
Multistage epilepsy surgery: safety, efficacy, 
and utility of a novel approach in pediatric 
extratemporal epilepsy. Neurosurgery. 2005 
Feb;56(2):318-32. 
doi.org/10.1227/01.NEU.0000148908.71296
.FA. PMID: 15670380 

133.  Baumer FM, Cardon AL, Porter BE. 
Language dysfunction in pediatric epilepsy. 
J Pediatr. 2018 Mar;194:13-21. 
doi.org/10.1016/j.jpeds.2017.10.031. PMID: 
29241678 

134.  Bawden HN, Camfield CS, Camfield PR, et 
al. The cognitive and behavioural effects of 
clobazam and standard monotherapy are 
comparable. Canadian Study Group for 
Childhood Epilepsy. Epilepsy Res. 1999 
Feb;33(2-3):133-43. doi.org/10.1016/s0920-
1211(98)00088-6. PMID: 10094425 

135.  Beaton AE, Durnford A, Heffer-Rahn PE, et 
al. Transsylvian selective 
amygdalohippocampectomy in children with 
hippocampal sclerosis: seizure, intellectual 
and memory outcome. Seizure. 2012 
Nov;21(9):699-705. 
doi.org/10.1016/j.seizure.2012.07.012. 
PMID: 22898674 

136.  Beghi E, Gatti G, Tonini C, et al. Adjunctive 
therapy versus alternative monotherapy in 
patients with partial epilepsy failing on a 
single drug: a multicentre, randomised, 
pragmatic controlled trial. Epilepsy Res. 
2003 Nov;57(1):1-13. 
doi.org/10.1016/j.eplepsyres.2003.09.007. 
PMID: 14706729 



D-10 

137.  Belohlavkova A, Jezdik P, Jahodova A, et 
al. Evolution of pediatric epilepsy surgery 
program over 2000-2017: improvement of 
care? Eur J Paediatr Neurol. 2019 
May;23(3):456-65. 
doi.org/10.1016/j.ejpn.2019.04.002. PMID: 
31023627 

138.  Beltrán-Sarmiento E, Arregoitia-Sarabia 
CK, Floriano-Sánchez E, et al. Effects of 
valproate monotherapy on the oxidant-
antioxidant status in Mexican epileptic 
children: a longitudinal study. Oxid Med 
Cell Longev. 2018 Dec 4;2018:7954371. 
doi.org/10.1155/2018/7954371. PMID: 
30622673 

139.  Beniczky S, Jose Miranda M, Alving J, et al. 
Effectiveness of the ketogenic diet in a 
broad range of seizure types and EEG 
features for severe childhood epilepsies. 
Acta Neurol Scand. 2010 Jan;121(1):58-62. 
doi.org/10.1111/j.1600-0404.2009.01303.x. 
PMID: 19951269 

140.  Benifla M, Otsubo H, Ochi A, et al. 
Temporal lobe surgery for intractable 
epilepsy in children: an analysis of outcomes 
in 126 children. Neurosurgery. 2006 
Dec;59(6):1203-13. 
doi.org/10.1227/01.NEU.0000245615.32226
.83. PMID: 17277683 

141.  Benifla M, Rutka JT, Logan W, et al. Vagal 
nerve stimulation for refractory epilepsy in 
children: Indications and experience at The 
Hospital for Sick Children. Childs Nerv 
Syst. 2006 Aug;22(8):1018-26. 
doi.org/10.1007/s00381-006-0123-6. PMID: 
16816981 

142.  Benifla M, Rutka JT, Otsubo H, et al. Long-
term seizure and social outcomes following 
temporal lobe surgery for intractable 
epilepsy during childhood. Epilepsy Res. 
2008 Dec;82(2):133-8. 
doi.org/10.1016/j.eplepsyres.2008.07.012. 
PMID: 18786810 

143.  Benifla M, Sala F, Jane J Jr, et al. 
Neurosurgical management of intractable 
rolandic epilepsy in children: role of 
resection in eloquent cortex - clinical article. 
J Neurosurg Pediatr. 2009 Sep;4(3):199-216. 
doi.org/10.3171/2009.3.PEDS08459. PMID: 
19772403 

144.  Benova B, Belohlavkova A, Jezdik P, et al. 
Cognitive performance in distinct groups of 
children undergoing epilepsy surgery - a 
single-centre experience. PeerJ. 2019 Oct 
8;7:e7790. doi.org/10.7717/peerj.7790. 
PMID: 31608172 

145.  Ben-Zeev B, Watemberg N, Augarten A, et 
al. Oligohydrosis and hyperthermia: pilot 
study of a novel topiramate adverse effect. J 
Child Neurol. 2003 Apr;18(4):254-7. 
doi.org/10.1177/08830738030180041001. 
PMID: 12760427 

146.  Berg AT, Langfitt J, Shinnar S, et al. How 
long does it take for partial epilepsy to 
become intractable? Neurology. 2003 Jan 
28;60(2):186-90. 
doi.org/10.1212/01.WNL.0000031792.8999
2.EC. PMID: 12552028 

147.  Berg AT, Vickrey BG, Testa FM, et al. How 
long does it take for epilepsy to become 
intractable? A prospective investigation. 
Ann Neurol. 2006 Jul;60(1):73-9. 
doi.org/10.1002/ana.20852. PMID: 
16685695 

148.  Berg AT, Mathern GW, Bronen RA, et al. 
Frequency, prognosis and surgical treatment 
of structural abnormalities seen with 
magnetic resonance imaging in childhood 
epilepsy. Brain. 2009 Oct;132(10):2785-97. 
doi.org/10.1093/brain/awp187. PMID: 
19638447 

149.  Berg AT, Levy SR, Testa FM, et al. 
Remission of epilepsy after two drug 
failures in children: a prospective study. 
Ann Neurol. 2009 May;65(5):510-9. 
doi.org/10.1002/ana.21642. PMID: 
19475671 

150.  Berg AT, Levy SR, Testa FM, et al. Long-
term seizure remission in childhood absence 
epilepsy: might initial treatment matter? 
Epilepsia. 2014 Apr;55(4):551-7. 
doi.org/10.1111/epi.12551. PMID: 
24512528 

151.  Bergmann KR, Broekhuizen K, Groeneveld 
GJ. Clinical trial simulations of the 
interaction between cannabidiol and 
clobazam and effect on drop-seizure 
frequency. Br J Clin Pharmacol. 2020 
Feb;86(2):380-5. 
doi.org/10.1111/bcp.14158. PMID: 
31657863 



D-11 

152.  Bergqvist AGC, Schall JI, Gallagher PR, et 
al. Fasting versus gradual initiation of the 
ketogenic diet: a prospective, randomized 
clinical trial of efficacy. Epilepsia. 2005 
Nov;46(11):1810-9. doi.org/10.1111/j.1528-
1167.2005.00282.x. PMID: 16302862 

153.  Bermeo-Ovalle A. Dietary treatments for 
epilepsy: why is this so hard for us to 
swallow? Epilepsy Curr. 2016;16(5):312-3. 
doi.org/10.5698/1535-7511-16.5.312. 
PMID: 27799858 

154.  Bernardino MRA, Funayama C, Hamad 
APA, et al. Refractory epilepsy in children 
with brain tumors. The urgency of 
neurosurgery. Arq Neuropsiquiatr. 2016 
Dec;74(12):1008-13. doi.org/10.1590/0004-
282x20160157. PMID: 27992000 

155.  Berry-Kravis E, Booth G, Taylor A, et al. 
Bruising and the ketogenic diet: evidence for 
diet-induced changes in platelet function. 
Ann Neurol. 2001 Jan;49(1):98-103. 
doi.org/10.1002/1531-
8249(200101)49:1%3C98::aid-
ana13%3E3.0.co;2-2. PMID: 11198302 

156.  Bertsche A, Neininger MP, Dahse AJ, et al. 
Initial anticonvulsant monotherapy in 
routine care of children and adolescents: 
levetiracetam fails more frequently than 
valproate and oxcarbazepine due to a lack of 
effectiveness. Eur J Pediatr. 2014 
Jan;173(1):87-92. doi.org/10.1007/s00431-
013-2125-1. PMID: 23933673 

157.  Beume LA, Steinhoff BJ. Long-term 
outcome of difficult-to-treat epilepsy in 
childhood. Neuropediatrics. 2010;41(3):135-
9. doi.org/10.1055/s-0030-1263155. PMID: 
20859833 

158.  Bhatia S, Ahmad F, Miller I, et al. Surgical 
treatment of refractory status epilepticus in 
children. J Neurosurg Pediatr. 2013 
Oct;12(4):360-6. 
doi.org/10.3171/2013.7.PEDS1388. PMID: 
23971636 

159.  Bien CG, Szinay M, Wagner J, et al. 
Characteristics and surgical outcomes of 
patients with refractory magnetic resonance 
imaging-negative epilepsies. Arch Neurol. 
2009 Dec;66(12):1491-9. 
doi.org/10.1001/archneurol.2009.283. 
PMID: 20008653 

160.  Bird LM, Tan WH, Bacino CA, et al. A 
therapeutic trial of pro-methylation dietary 
supplements in Angelman syndrome. Am J 
Med Genet A. 2011 Dec;155(12):2956-63. 
doi.org/10.1002/ajmg.a.34297. PMID: 
22002941 

161.  Biró A, Stephani U, Tarallo T, et al. 
Effectiveness and tolerability of perampanel 
in children and adolescents with refractory 
epilepsies: first experiences. 
Neuropediatrics. 2015 Jan;46(2):110-6. 
doi.org/10.1055/s-0035-1546276. PMID: 
25730374 

162.  Bittar RG, Rosenfeld JV, Klug GL, et al. 
Resective surgery in infants and young 
children with intractable epilepsy. J Clin 
Neurosci. 2002;9(2):142-6. 
doi.org/10.1054/jocn.2001.0928. PMID: 
11922701 

163.  Bjellvi J, Flink R, Rydenhag B, et al. 
Complications of epilepsy surgery in 
Sweden 1996-2010: a prospective, 
population-based study. J Neurosurg. 2015 
Mar;122(3):519-25. 
doi.org/10.3171/2014.9.JNS132679. PMID: 
25361484 

164.  Bjellvi J, Edelvik Tranberg A, Rydenhag B, 
et al. Risk factors for seizure worsening after 
epilepsy surgery in children and adults: a 
population-based register study. 
Neurosurgery. 2020 Sep 15;87(4):704-11. 
doi.org/10.1093/neuros/nyz488. PMID: 
31792497 

165.  Bjørnæs H, Bakke KA, Larsson PG, et al. 
Subclinical epileptiform activity in children 
with electrical status epilepticus during 
sleep: effects on cognition and behavior 
before and after treatment with 
levetiracetam. Epilepsy Behav. 2013 
Apr;27(1):40-8. 
doi.org/10.1016/j.yebeh.2012.12.007. 
PMID: 23376335 

166.  Bjurulf B, Magnus P, Hallböök T, et al. 
Potassium citrate and metabolic acidosis in 
children with epilepsy on the ketogenic diet: 
a prospective controlled study. Dev Med 
Child Neurol. 2020 Jan;62(1):57-61. 
doi.org/10.1111/dmcn.14393. PMID: 
31745987 



D-12 

167.  Blount JP, Langburt W, Otsubo H, et al. 
Multiple subpial transections in the 
treatment of pediatric epilepsy. J Neurosurg. 
2004 Feb;100(2 Suppl Pediatrics):118-24. 
doi.org/10.3171/ped.2004.100.2.0118. 
PMID: 14758939 

168.  Blount JP, Tubbs RS, Kankirawatana P, et 
al. Vagus nerve stimulation in children less 
than 5 years old. Childs Nerv Syst. 2006 
Sep;22(9):1167-9. doi.org/10.1007/s00381-
006-0104-9. PMID: 16718501 

169.  Bodin E, Le Moing AG, Bourel-Ponchel E, 
et al. Vagus nerve stimulation in the 
treatment of drug-resistant epilepsy in 29 
children. Eur J Paediatr Neurol. 2016 
May;20(3):346-51. 
doi.org/10.1016/j.ejpn.2016.01.011. PMID: 
26922364 

170.  Boerwinkle VL, Foldes ST, Torrisi SJ, et al. 
Subcentimeter epilepsy surgery targets by 
resting state functional magnetic resonance 
imaging can improve outcomes in 
hypothalamic hamartoma. Epilepsia. 2018 
Dec;59(12):2284-95. 
doi.org/10.1111/epi.14583. PMID: 
30374947 

171.  Bombardieri R, Pinci M, Moavero R, et al. 
Early control of seizures improves long-term 
outcome in children with tuberous sclerosis 
complex. Eur J Paediatr Neurol. 2010 
Mar;14(2):146-9. 
doi.org/10.1016/j.ejpn.2009.03.003. PMID: 
19369101 

172.  Boon P, Vandekerckhove T, Achten E, et al. 
Epilepsy surgery in Belgium, the experience 
in Gent. Acta Neurol Belg. 1999 
Dec;99(4):256-65. PMID: 10674143 

173.  Borggraefe I, Bonfert M, Bast T, et al. 
Levetiracetam vs. sulthiame in benign 
epilepsy with centrotemporal spikes in 
childhood: a double-blinded, randomized, 
controlled trial (German HEAD Study). Eur 
J Paediatr Neurol. 2013 Sep;17(5):507-14. 
doi.org/10.1016/j.ejpn.2013.03.014. PMID: 
23642492 

174.  Borlot F, Abushama A, Morrison-Levy N, et 
al. KCNT1-related epilepsy: an international 
multicenter cohort of 27 pediatric cases. 
Epilepsia. 2020 Apr;61(4):679-92. 
doi.org/10.1111/epi.16480. PMID: 
32167590 

175.  Boshuisen K, Braams O, Jennekens-
Schinkel A, et al. Medication policy after 
epilepsy surgery. Pediatr Neurol. 2009 
Nov;41(5):332-8. 
doi.org/10.1016/j.pediatrneurol.2009.04.025
. PMID: 19818934 

176.  Boshuisen K, Van Schooneveld MMJ, 
Leijten FSS, et al. Contralateral MRI 
abnormalities affect seizure and cognitive 
outcome after hemispherectomy. Neurology. 
2010 Nov 2;75(18):1623-30. 
doi.org/10.1212/WNL.0b013e3181fb4400. 
PMID: 21041785 

177.  Boshuisen K, Arzimanoglou A, Cross JH, et 
al. Timing of antiepileptic drug withdrawal 
and long-term seizure outcome after 
paediatric epilepsy surgery (TimeToStop): a 
retrospective observational study. Lancet 
Neurol. 2012 Sep;11(9):784-91. 
doi.org/10.1016/S1474-4422(12)70165-5. 
PMID: 22841352 

178.  Boshuisen K, Schmidt D, Uiterwaal CSPM, 
et al. Time to relapse after epilepsy surgery 
in children: AED withdrawal policies are a 
contributing factor. Epileptic Disord. 2014 
Sep;16(3):305-11. 
doi.org/10.1684/epd.2014.0681. PMID: 
25204012 

179.  Bosnyák E, Behen ME, Guy WC, et al. 
Predictors of cognitive functions in children 
with Sturge-Weber syndrome: a longitudinal 
study. Pediatr Neurol. 2016 Aug;61:38-45. 
doi.org/10.1016/j.pediatrneurol.2016.05.012
. PMID: 27353695 

180.  Bosson N, Khodabakhsh D, Kaji AH, et al. 
Risk factors for apnea in children presenting 
with out-of-hospital seizure. Pediatr Emerg 
Care. 2014;30(9):617-20. 
doi.org/10.1097/PEC.0000000000000209. 
PMID: 25162685 

181.  Bostancioglu M, Öner N, Küçükugurluoglu 
Y, et al. Does valproate therapy decrease the 
bone mineral density in one-year follow-up 
in children? Trakya Universitesi Tip 
Fakultesi Dergisi. 2009;26(1):24-8. 
https://balkanmedicaljournal.org/en/does-
valproate-therapy-decrease-the-bone-
mineral-density-in-one-year-follow-up-in-
children-1629  

https://balkanmedicaljournal.org/en/does-valproate-therapy-decrease-the-bone-mineral-density-in-one-year-follow-up-in-children-1629
https://balkanmedicaljournal.org/en/does-valproate-therapy-decrease-the-bone-mineral-density-in-one-year-follow-up-in-children-1629
https://balkanmedicaljournal.org/en/does-valproate-therapy-decrease-the-bone-mineral-density-in-one-year-follow-up-in-children-1629
https://balkanmedicaljournal.org/en/does-valproate-therapy-decrease-the-bone-mineral-density-in-one-year-follow-up-in-children-1629


D-13 

182.  Bourgeois M, Sainte-Rose C, Lellouch-
Tubiana A, et al. Surgery of epilepsy 
associated with focal lesions in childhood. J 
Neurosurg. 1999 May;90(5):833-42. 
doi.org/10.3171/jns.1999.90.5.0833. PMID: 
10223448 

183.  Bourgeois BFD. Drug treatment of benign 
focal epilepsies of childhood. Epilepsia. 
2000;41(8):1057-8. doi.org/10.1111/j.1528-
1157.2000.tb00297.x. PMID: 10961639 

184.  Bourgeois M, Crimmins DW, de Oliveira 
RS, et al. Surgical treatment of epilepsy in 
Sturge-Weber syndrome in children. J 
Neurosurg. 2007 Jan;106(1):20-8. PMID: 
17233308 

185.  Bouthillier A, Weil AG, Martineau L, et al. 
Operculoinsular cortectomy for refractory 
epilepsy. Part 1: is it effective? J Neurosurg. 
2020 Oct;133(4):950-9. 
doi.org/10.3171/2019.4.JNS1912. PMID: 
31629321 

186.  Bower RS, Wirrell EC, Eckel LJ, et al. 
Repeat resective surgery in complex 
pediatric refractory epilepsy: lessons 
learned. J Neurosurg Pediatr. 2015 
Jul;16(1):94-100. 
doi.org/10.3171/2014.12.PEDS14150. 
PMID: 25910035 

187.  Boylan GB, Rennie JM, Pressler RM, et al. 
Phenobarbitone, neonatal seizures, and 
video-EEG. Arch Dis Child Fetal Neonatal 
Ed. 2002 May;86(3):F165-70. 
doi.org/10.1136/fn.86.3.F165. PMID: 
11978746 

188.  Boylan GB, Rennie JM, Chorley G, et al. 
Second-line anticonvulsant treatment of 
neonatal seizures: a video-EEG monitoring 
study. Neurology. 2004 Feb 10;62(3):486-8. 
doi.org/10.1212/01.WNL.0000106944.5999
0.E6. PMID: 14872039 

189.  Braams O, Meekes J, Braun K, et al. 
Parenting stress does not normalize after 
child's epilepsy surgery. Epilepsy Behav. 
2015 Jan;42:147-52. 
doi.org/10.1016/j.yebeh.2014.10.034. 
PMID: 25468727 

190.  Braams O, Braun K, van Rijen PC, et al. 
Parents experience problems in 
psychological and family functioning two to 
four years after their child's epilepsy 
surgery. Epilepsy Behav. 2018 Dec;89:15-
22. doi.org/10.1016/j.yebeh.2018.09.038. 
PMID: 30384094 

191.  Braams OB, Meekes J, van Nieuwenhuizen 
O, et al. Epilepsy surgery in children: no 
further threat to theory of mind. Epileptic 
Disord. 2019 Apr;21(2):166-76. 
doi.org/10.1684/epd.2019.1053. PMID: 
31010803 

192.  Brahimaj B, Greiner HM, Leach JL, et al. 
The surgical management of pediatric brain 
tumors causing epilepsy: consideration of 
the epileptogenic zone. Childs Nerv Syst. 
2014 Aug;30(8):1383-91. 
doi.org/10.1007/s00381-014-2427-2. PMID: 
24770664 

193.  Brandl U, Kurlemann G, Neubauer B, et al. 
Seizure and cognitive outcomes in children 
and adolescents with epilepsy treated with 
topiramate. Neuropediatrics. 
2010;41(3):113-20. doi.org/10.1055/s-0030-
1262839. PMID: 20859829 

194.  Brodbeck V, Jansen V, Fietzek U, et al. 
Long-term profile of lamotrigine in 119 
children with epilepsy. Eur J Paediatr 
Neurol. 2006 May;10(3):135-41. 
doi.org/10.1016/j.ejpn.2006.05.003. PMID: 
16759890 

195.  Brorson LO, Eriksson M, Blomberg K, et al. 
Fifty years' follow-up of childhood epilepsy: 
medical outcome, morbidity, and 
medication. Epilepsia. 2019 Mar;60(3):381-
92. doi.org/10.1111/epi.14643. PMID: 
30663037 

196.  Bujarski KA, Hirashima F, Roberts DW, et 
al. Long-term seizure, cognitive, and 
psychiatric outcome following trans-middle 
temporal gyrus amygdalohippocampectomy 
and standard temporal lobectomy: clinical 
article. J Neurosurg. 2013 Jul;119(1):16-23. 
doi.org/10.3171/2013.3.JNS12714. PMID: 
23621601 

197.  Buoni S, Grosso S, Fois A. Lamotrigine in 
typical absence epilepsy. Brain Dev. 1999 
Jul;21(5):303-6. doi.org/10.1016/S0387-
7604(99)00023-6. PMID: 10413016 



D-14 

198.  Burns TG, Ludwig NN, Tajiri TN, et al. 
Cognitive and behavioral outcomes among 
seizure-controlled children with partial 
epilepsy on antiepileptic drug monotherapy. 
Appl Neuropsychol Child. 2018 Jan;7(1):52-
60. 
doi.org/10.1080/21622965.2016.1241177. 
PMID: 27779427 

199.  Caksen H, Dülger H, Cesur Y, et al. No 
effect of long-term valproate therapy on 
thyroid and parathyroid functions in 
children. Int J Neurosci. 2002 
Nov;112(11):1371-4. 
doi.org/10.1080/00207450290158269. 
PMID: 12625196 

200.  Caksen H, Deda G, Berberoglu M. Does 
long-term use of valproate cause weight gain 
in prepubertal epileptic children? Int J 
Neurosci. 2002 Oct;112(10):1183-9. 
doi.org/10.1080/00207450290026148. 
PMID: 12587521 

201.  Callenbach PM, Bouma PA, Geerts AT, et 
al. Long-term outcome of childhood absence 
epilepsy: Dutch Study of epilepsy in 
childhood. Epilepsy Res. 2009 
Feb;83(2):249-56. 
doi.org/10.1016/j.eplepsyres.2008.11.011. 
PMID: 19124226 

202.  Camfield C, Breau L, Camfield P. Impact of 
pediatric epilepsy on the family: a new scale 
for clinical and research use. Epilepsia. 2001 
Jan;42(1):104-12. doi.org/10.1046/j.1528-
1157.2001.081420.x. PMID: 11207793 

203.  Camp C, Smithson WH, Bunker M, et al. 
Impact of vagus nerve stimulation on 
secondary care burden in children and adults 
with epilepsy: review of routinely collected 
hospital data in England. Epilepsy Behav. 
2015 Nov;52(Pt A):68-73. 
doi.org/10.1016/j.yebeh.2015.08.026. 
PMID: 26409132 

204.  Camposano SE, Major P, Halpern E, et al. 
Vigabatrin in the treatment of childhood 
epilepsy: a retrospective chart review of 
efficacy and safety profile. Epilepsia. 2008 
Jul;49(7):1186-91. doi.org/10.1111/j.1528-
1167.2008.01589.x. PMID: 18479386 

205.  Cansu A, Serdaroglu A, Camurdan O, et al. 
The evaluation of thyroid functions, thyroid 
antibodies, and thyroid volumes in children 
with epilepsy during short-term 
administration of oxcarbazepine and 
valproate. Epilepsia. 2006 Nov;47(11):1855-
9. doi.org/10.1111/j.1528-
1167.2006.00821.x. PMID: 17116024 

206.  Cansu A, Yesilkaya E, Serdaroglu A, et al. 
Evaluation of bone turnover in epileptic 
children using oxcarbazepine. Pediatr 
Neurol. 2008 Oct;39(4):266-71. 
doi.org/10.1016/j.pediatrneurol.2008.07.001
. PMID: 18805365 

207.  Cansu A, Yesilkaya E, Serdaroglu A, et al. 
The effects of oxcarbazepine and valproate 
therapies on growth in children with 
epilepsy. Endocr Res. 2012 Nov;37(4):163-
74. doi.org/10.3109/07435800.2012.662663. 
PMID: 22630163 

208.  Capovilla G, Beccaria F, Veggiotti P, et al. 
Ethosuximide is effective in the treatment of 
epileptic negative myoclonus in childhood 
partial epilepsy. J Child Neurol. 1999 
Jun;14(6):395-400. 
doi.org/10.1177/088307389901400609. 
PMID: 10385848 

209.  Caraballo RH, Cersósimo RO, Sakr D, et al. 
Ketogenic diet in patients with Dravet 
syndrome. Epilepsia. 2005 Sep;46(9):1539-
44. doi.org/10.1111/j.1528-
1167.2005.05705.x. PMID: 16146451 

210.  Caraballo RH, Fejerman N. Dravet 
syndrome: a study of 53 patients. Epilepsy 
Res. 2006 Aug;70 Suppl 1:S231-8. 
doi.org/10.1016/j.eplepsyres.2005.11.026. 
PMID: 16893627 

211.  Caraballo RH, Cersósimo RO, Sakr D, et al. 
Ketogenic diet in patients with myoclonic-
astatic epilepsy. Epileptic Disord. 2006 
Jun;8(2):151-5. PMID: 16793577 

212.  Caraballo R, Bartuluchi M, Cersósimo R, et 
al. Hemispherectomy in pediatric patients 
with epilepsy: a study of 45 cases with 
special emphasis on epileptic syndromes. 
Childs Nerv Syst. 2011 Dec;27(12):2131-6. 
doi.org/10.1007/s00381-011-1596-5. PMID: 
21947090 



D-15 

213.  Caraballo R, Vaccarezza M, Cersósimo R, et 
al. Long-term follow-up of the ketogenic 
diet for refractory epilepsy: multicenter 
Argentinean experience in 216 pediatric 
patients. Seizure. 2011 Oct;20(8):640-5. 
doi.org/10.1016/j.seizure.2011.06.009. 
PMID: 21763159 

214.  Caraballo RH. Nonpharmacologic 
treatments of Dravet syndrome: focus on the 
ketogenic diet. Epilepsia. 2011 Apr;52:79-
82. doi.org/10.1111/j.1528-
1167.2011.03009.x. PMID: 21463287 

215.  Caraballo RH, Chamorro N, Darra F, et al. 
Epilepsy with myoclonic atonic seizures: an 
electroclinical study of 69 patients. Pediatr 
Neurol. 2013 May;48(5):355-62. 
doi.org/10.1016/j.pediatrneurol.2012.12.022
. PMID: 23583052 

216.  Caraballo RH, Fortini S, Fresler S, et al. 
Ketogenic diet in patients with Lennox-
Gastaut syndrome. Seizure. 2014 
Oct;23(9):751-5. 
doi.org/10.1016/j.seizure.2014.06.005. 
PMID: 25011392 

217.  Caraballo RH, Flesler S, Armeno M, et al. 
Ketogenic diet in pediatric patients with 
refractory focal status epilepticus. Epilepsy 
Res. 2014 Dec;108(10):1912-6. 
doi.org/10.1016/j.eplepsyres.2014.09.033. 
PMID: 25454503 

218.  Caraballo RH, Sebastian F, Vilte C, et al. 
Epileptic spasms in clusters without 
hypsarrhythmia. J Pediatr Epilepsy. 
2014;3(3):181-8. doi.org/10.3233/PEP-
14089  

219.  Caraballo RH, Pociecha J, Reyes G, et al. 
Rufinamide as add-on therapy in children 
with epileptic encephalopathies other than 
Lennox-Gastaut syndrome: a study of 34 
patients. Epilepsy Behav. 2020 
Jul;108:107074. 
doi.org/10.1016/j.yebeh.2020.107074. 
PMID: 32334364 

220.  Carpay JA, Vermeulen J, Stroink H, et al. 
Parent-reported subjective complaints in 
children using antiepileptic drugs: what do 
they mean? Epilepsy Behav. 2002 
Aug;3(4):322-9. doi.org/10.1016/S1525-
5050(02)00047-1. PMID: 12609329 

221.  Caruso JP, Janjua MB, Dolce A, et al. 
Retrospective analysis of open surgical 
versus laser interstitial thermal therapy 
callosotomy in pediatric patients with 
refractory epilepsy. J Neurosurg Pediatr. 
2021 Jan 22;27:420-8. 
doi.org/10.3171/2020.7.PEDS20167. PMID: 
33482643 

222.  Carvalho KS, Fine AL, Haines CJ, et al. 
Cost-effectiveness of evaluation of children 
with epilepsy in the emergency department: 
need for investment in patient education. J 
Child Neurol. 2018 Mar;33(3):193-7. 
doi.org/10.1177/0883073817749378. PMID: 
29318927 

223.  Casas-Fernández C, Martínez-Bermejo A, 
Rufo-Campos M, et al. Efficacy and 
tolerability of lacosamide in the concomitant 
treatment of 130 patients under 16 years of 
age with refractory epilepsy: a prospective, 
open-label, observational, multicenter study 
in Spain. Drugs R D. 2012;12(4):187-97. 
doi.org/10.2165/11636260-000000000-
00000. PMID: 23193979 

224.  Castro-Gago M, Novo-Rodríguez MI, 
Blanco-Barca MO, et al. Evolution of serum 
lipids and lipoprotein (a) levels in epileptic 
children treated with carbamazepine, 
valproic acid, and phenobarbital. J Child 
Neurol. 2006 Jan;21(1):48-53. 
doi.org/10.2310/7010.2006.00022. PMID: 
16551453 

225.  Catchpool M, Dalziel K, Mahardya RTK, et 
al. Cost-effectiveness of epileptic surgery 
compared with medical treatment in children 
with drug-resistant epilepsy. Epilepsy 
Behav. 2019 Aug;97:253-9. 
doi.org/10.1016/j.yebeh.2019.04.004. 
PMID: 31254845 

226.  Cats EA, Kho KH, Van Nieuwenhuizen O, 
et al. Seizure freedom after functional 
hemispherectomy and a possible role for the 
insular cortex: the Dutch experience. J 
Neurosurg. 2007 Oct;107(4):275-80. 
doi.org/10.3171/ped.2007.107.4.275. PMID: 
17941490 

227.  Cayir A, Turan MI, Esin IS. An examination 
of the effects of phenobarbital on thyroid 
function tests in childhood epilepsy. Hong 
Kong J Paediatr. 2014;19(2):71-4  



D-16 

228.  Cazali N, Tran A, Treluyer JM, et al. 
Inhibitory effect of stiripentol on 
carbamazepine and saquinavir metabolism 
in human. Br J Clin Pharmacol. 2003 
Nov;56(5):526-36. doi.org/10.1046/j.0306-
5251.2003.01919.x. PMID: 14651727 

229.  Cengiz M, Yüksel A, Seven M. The effects 
of carbamazepine and valproic acid on the 
erythrocyte glutathione, glutathione 
peroxidase, superoxide dismutase and serum 
lipid peroxidation in epileptic children. 
Pharmacol Res. 2000;41(4):423-5. 
doi.org/10.1006/phrs.1999.0603. PMID: 
10704266 

230.  Cepeda C, Li Z, Cromwell HC, et al. 
Electrophysiological and morphological 
analyses of cortical neurons obtained from 
children with catastrophic epilepsy: 
dopamine receptor modulation of 
glutamatergic responses. Dev Neurosci. 
1999 May-Oct;21(3):223-35. 
doi.org/10.1159/000017402. PMID: 
10575246 

231.  Cepeda C, Levinson S, Nariai H, et al. 
Pathological high frequency oscillations 
associate with increased GABA synaptic 
activity in pediatric epilepsy surgery 
patients. Neurobiol Dis. 2020 
Feb;134:104618. 
doi.org/10.1016/j.nbd.2019.104618. PMID: 
31629890 

232.  Cersósimo RO, Bartuluchi M, Fortini S, et 
al. Vagus nerve stimulation: effectiveness 
and tolerability in 64 paediatric patients with 
refractory epilepsies. Epileptic Disord. 2011 
Dec;13(4):382-8. 
doi.org/10.1684/epd.2011.0479. PMID: 
22258042 

233.  Cersósimo RO, Bartuluchi M, De Los 
Santos C, et al. Vagus nerve stimulation: 
effectiveness and tolerability in patients with 
epileptic encephalopathies. Childs Nerv 
Syst. 2011 May;27(5):787-92. 
doi.org/10.1007/s00381-010-1314-8. PMID: 
21038079 

234.  Chan KW, Mullen CA, Worth LL, et al. 
Lorazepam for seizure prohylaxis during 
high-dose busulfan admistration. Bone 
Marrow Transplant. 2002;29(12):963-5. 
doi.org/10.1038/sj.bmt.1703593. PMID: 
12098063 

235.  Chang EF, Wang DD, Barkovich AJ, et al. 
Predictors of seizure freedom after surgery 
for malformations of cortical development. 
Ann Neurol. 2011 Jul;70(1):151-62. 
doi.org/10.1002/ana.22399. PMID: 
21761443 

236.  Chang FM, Fan PC, Weng WC, et al. The 
efficacy of perampanel in young children 
with drug-resistant epilepsy. Seizure. 2020 
Feb;75:82-6. 
doi.org/10.1016/j.seizure.2019.12.024. 
PMID: 31901668 

237.  Chapman K, Holland K, Erenberg G. 
Seizure exacerbation associated with 
oxcarbazepine in idiopathic focal epilepsy of 
childhood. Neurology. 2003 Oct 
14;61(7):1012-3. 
doi.org/10.1212/01.wnl.0000085872.37496.
3f. PMID: 14557585 

238.  Chapman K, Wyllie E, Najm I, et al. Seizure 
outcome after epilepsy surgery in patients 
with normal preoperative MRI. J Neurol 
Neurosurg Psychiatry. 2005 May;76(5):710-
3. doi.org/10.1136/jnnp.2003.026757. 
PMID: 15834032 

239.  Chaudhuri JR, Mridula KR, Rathnakishore 
C, et al. Association of 25-hydroxyvitamin 
D deficiency in pediatric epileptic patients. 
Iran J Child Neurol. 2017 Mar;11(2):48-56. 
PMID: 28698728 

240.  Chen C, Casale EJ, Duncan B, et al. 
Pharmacokinetics of lamotrigine in children 
in the absence of other antiepileptic drugs. 
Pharmacotherapy. 1999 Apr;19(4):437-41. 
doi.org/10.1592/phco.19.6.437.31052. 
PMID: 10212015 

241.  Chen YJ, Chi Chow J, Lee IC. Comparison 
the cognitive effect of anti-epileptic drugs in 
seizure-free children with epilepsy before 
and after drug withdrawal. Epilepsy Res. 
2001;44(1):65-70. doi.org/10.1016/S0920-
1211(00)00204-7. PMID: 11255074 

242.  Chen LS, Wang N, Lin MI. Seizure outcome 
of intractable partial epilepsy in children. 
Pediatr Neurol. 2002;26(4):282-7. 
doi.org/10.1016/S0887-8994(01)00404-0. 
PMID: 11992755 

243.  Chen SJ, Chang KP, Wong TT, et al. 
Lamotrigine adjunctive therapy in children 
with refractory epilepsy: a medical center 
study. Acta Paediatrica Taiwanica. 2006 
May-Jun;47(3):123-6. PMID: 17078464 



D-17 

244.  Chen CC, Chiu PC, Chen MT. 
Reinvestigation and reduction of 
polytherapy in children with chronic 
seizures. J Child Neurol. 2007 Jan;22(1):15-
20. doi.org/10.1177/0883073807299963. 
PMID: 17608299 

245.  Chen CY, Lee HT, Chen CC, et al. Short-
term results of vagus nerve stimulation in 
pediatric patients with refractory epilepsy. 
Pediatr Neonatol. 2012 Jun;53(3):184-7. 
doi.org/10.1016/j.pedneo.2012.04.005. 
PMID: 22770107 

246.  Chen XQ, Zhang WN, Yang ZX, et al. 
Efficacy of levetiracetam in electrical status 
epilepticus during sleep of children: a 
multicenter experience. Pediatr Neurol. 2014 
Mar;50(3):243-9. 
doi.org/10.1016/j.pediatrneurol.2013.10.015
. PMID: 24316167 

247.  Chen HH, Chen C, Hung SC, et al. 
Cognitive and epilepsy outcomes after 
epilepsy surgery caused by focal cortical 
dysplasia in children: early intervention 
maybe better. Childs Nerv Syst. 
2014;30(11):1885-95. 
doi.org/10.1007/s00381-014-2463-y. PMID: 
25296550 

248.  Chen J, Cai F, Jiang L, et al. Levetiracetam 
efficacy in children with epilepsy with 
electrical status epilepticus in sleep. 
Epilepsy Behav. 2015 Mar;44:73-7. 
doi.org/10.1016/j.yebeh.2014.12.017. 
PMID: 25632834 

249.  Chen J, Liu XM, Yue X, et al. The clinical 
efficacy and safety of levetiracetam add-on 
therapy for child refractory epilepsy. Eur 
Rev Med Pharmacol Sci. 2016 
Jun;20(12):2689-94. PMID: 27383324 

250.  Chen KA, Farrar M, Cardamone M, et al. 
Cannabidiol for treating drug-resistant 
epilepsy in children: the New South Wales 
experience. Med J Aust. 2018 Sep 
3;209(5):217-21. 
doi.org/10.5694/mja18.00023. PMID: 
30092753 

251.  Chen MF, Meer E, Velez FG, et al. Etiology 
and age modifies subjective visual function 
after cerebral hemispherectomy. J Child 
Neurol. 2019 Jul;34(8):446-51. 
doi.org/10.1177/0883073819834430. PMID: 
30957613 

252.  Chhun S, Troude P, Villeneuve N, et al. A 
prospective open-labeled trial with 
levetiracetam in pediatric epilepsy 
syndromes: continuous spikes and waves 
during sleep is definitely a target. Seizure. 
2011 May;20(4):320-5. 
doi.org/10.1016/j.seizure.2010.12.017. 
PMID: 21256770 

253.  Chieffo D, Lettori D, Contaldo I, et al. 
Surgery of children with frontal lobe 
lesional epilepsy: neuropsychological study. 
Brain Dev. 2011 Apr;33(4):310-5. 
doi.org/10.1016/j.braindev.2010.06.006. 
PMID: 20619982 

254.  Chipaux M, Dorfmüller G, Fohlen M, et al. 
Refractory spasms of focal onset--a 
potentially curable disease that should lead 
to rapid surgical evaluation. Seizure. 2017 
Oct;51:163-70. 
doi.org/10.1016/j.seizure.2017.08.010. 
PMID: 28873364 

255.  Chipaux M, Taussig D, Dorfmuller G, et al. 
SEEG-guided radiofrequency 
thermocoagulation of epileptic foci in the 
paediatric population: Feasibility, safety and 
efficacy. Seizure. 2019 Aug;70:63-70. 
doi.org/10.1016/j.seizure.2019.07.004. 
PMID: 31288205 

256.  Chiron C, Marchand MC, Tran A, et al. 
Stiripentol in severe myoclonic epilepsy in 
infancy: a randomised placebo-controlled 
syndrome-dedicated trial. Lancet. 2000 Nov 
11;356(9242):1638-42. 
doi.org/10.1016/S0140-6736(00)03157-3. 
PMID: 11089822 

257.  Chiron C, Tonnelier S, Rey E, et al. 
Stiripentol in childhood partial epilepsy: 
randomized placebo-controlled trial with 
enrichment and withdrawal design. J Child 
Neurol. 2006 Jun;21(6):496-502. 
doi.org/10.2310/7010.2006.00129. PMID: 
16948934 

258.  Choi SA, Kim SY, Kim H, et al. Surgical 
outcome and predictive factors of epilepsy 
surgery in pediatric isolated focal cortical 
dysplasia. Epilepsy Res. 2018 Jan;139:54-9. 
doi.org/10.1016/j.eplepsyres.2017.11.012. 
PMID: 29197666 



D-18 

259.  Choi SA, Kim SY, Kim WJ, et al. 
Antiepileptic drug withdrawal after surgery 
in children with focal cortical dysplasia: 
seizure recurrence and its predictors. J Clin 
Neurol. 2019 Jan;15(1):84-9. 
doi.org/10.3988/jcn.2019.15.1.84. PMID: 
30618221 

260.  Chomtho K, Suteerojntrakool O, Chomtho 
S. Effectiveness of medium chain 
triglyceride ketogenic diet in Thai children 
with intractable epilepsy. J Med Assoc Thai. 
2016 Feb;99(2):159-65. PMID: 27249895 

261.  Chugani HT, Asano E, Juhász C, et al. 
"Subtotal" hemispherectomy in children 
with intractable focal epilepsy. Epilepsia. 
2014 Dec;55(12):1926-33. 
doi.org/10.1111/epi.12845. PMID: 
25366422 

262.  Chugani HT, Ilyas M, Kumar A, et al. 
Surgical treatment for refractory epileptic 
spasms: the Detroit series. Epilepsia. 2015 
Dec;56(12):1941-9. 
doi.org/10.1111/epi.13221. PMID: 
26522016 

263.  Chung S. USL255 extended-release 
topiramate for the treatment of epilepsy. 
Expert Rev Neurother. 2014 
Oct;14(10):1127-37. 
doi.org/10.1586/14737175.2014.958470. 
PMID: 25220748 

264.  Chu-Shore CJ, Major P, Camposano S, et al. 
The natural history of epilepsy in tuberous 
sclerosis complex. Epilepsia. 2010 
Jul;51(7):1236-41. doi.org/10.1111/j.1528-
1167.2009.02474.x. PMID: 20041940 

265.  Cilio MR, Kartashov AI, Vigevano F. The 
long-term use of felbamate in children with 
severe refractory epilepsy. Epilepsy Res. 
2001 Nov;47(1-2):1-7. 
doi.org/10.1016/s0920-1211(01)00290-x. 
PMID: 11673015 

266.  Clusmann H, Kral T, Fackeldey E, et al. 
Lesional mesial temporal lobe epilepsy and 
limited resections: prognostic factors and 
outcome. J Neurol Neurosurg Psychiatry. 
2004 Nov;75(11):1589-96. 
doi.org/10.1136/jnnp.2003.024208. PMID: 
15489392 

267.  Clusmann H, Kral T, Gleissner U, et al. 
Analysis of different types of resection for 
pediatric patients with temporal lobe 
epilepsy. Neurosurgery. 2004 
Apr;54(4):847-60. 
doi.org/10.1227/01.NEU.0000114141.37640
.37. PMID: 15046650 

268.  Cnaan A, Shinnar S, Arya R, et al. Second 
monotherapy in childhood absence epilepsy. 
Neurology. 2017 Jan 10;88(2):182-90. 
doi.org/10.1212/WNL.0000000000003480. 
PMID: 27986874 

269.  Cohen NT, Chamberlain JM, Gaillard WD. 
Timing and selection of first antiseizure 
medication in patients with pediatric status 
epilepticus. Epilepsy Res. 2019 Jan;149:21-
5. doi.org/10.1016/j.eplepsyres.2018.10.014. 
PMID: 30445256 

270.  Cohen NT, Ziobro JM, Depositario-Cabacar 
DF, et al. Measure thrice, cut twice: on the 
benefit of reoperation for failed pediatric 
epilepsy surgery. Epilepsy Res. 2020 
Mar;161:106289. 
doi.org/10.1016/j.eplepsyres.2020.106289. 
PMID: 32088518 

271.  Colicchio G, Policicchio D, Barbati G, et al. 
Vagal nerve stimulation for drug-resistant 
epilepsies in different age, aetiology and 
duration. Childs Nerv Syst. 2010 
Jun;26(6):811-9. doi.org/10.1007/s00381-
009-1069-2. PMID: 20091042 

272.  Colicchio G, Montano N, Fuggetta F, et al. 
Vagus nerve stimulation in drug-resistant 
epilepsies. Analysis of potential prognostic 
factors in a cohort of patients with long-term 
follow-up. Acta Neurochir (Wien). 2012 
Dec;154(12):2237-40. 
doi.org/10.1007/s00701-012-1524-9. PMID: 
23086106 

273.  Connolly A, Quirke M, Crowley S, et al. 
The efficacy and tolerability of 
levetiracetam as a first line monotherapy in 
childhood epilepsy. Ir Med J. 2020 Feb 
13;113(2):18. PMID: 32401003 

274.  Conry JA, Ng YT, Paolicchi JM, et al. 
Clobazam in the treatment of Lennox-
Gastaut syndrome. Epilepsia. 2009 
May;50(5):1158-66. doi.org/10.1111/j.1528-
1167.2008.01935.x. PMID: 19170737 



D-19 

275.  Consales A, Striano P, Nozza P, et al. 
Glioneuronal tumors and epilepsy in 
children: seizure outcome related to 
lesionectomy. Minerva Pediatr. 2013 
Dec;65(6):609-16. PMID: 24217630 

276.  Contin M, Riva R, Albani F, Baruzzi A. 
Effect of felbamate on clobazam and its 
metabolite kinetics in patients with epilepsy. 
Ther Drug Monit. 1999 Dec;21(6):604-8. 
doi.org/10.1097/00007691-199912000-
00004. PMID: 10604819 

277.  Conway L, Widjaja E, Smith ML. Impact of 
resective epilepsy surgery on health-related 
quality of life in children with and without 
low intellectual ability. Epilepsy Behav. 
2018 Jun;83:131-6. 
doi.org/10.1016/j.yebeh.2018.03.036. 
PMID: 29705622 

278.  Coppola G, Capovilla G, Montagnini A, et 
al. Topiramate as add-on drug in severe 
myoclonic epilepsy in infancy: an Italian 
multicenter open trial. Epilepsy Res. 
2002;49(1):45-8. doi.org/10.1016/S0920-
1211(02)00010-4. PMID: 11948006 

279.  Coppola G, Verrotti A, Ammendola E, et al. 
Ketogenic diet for the treatment of 
catastrophic epileptic encephalopathies in 
childhood. Eur J Paediatr Neurol. 2010 
May;14(3):229-34. 
doi.org/10.1016/j.ejpn.2009.06.006. PMID: 
19632870 

280.  Cormack F, Cross JH, Isaacs E, et al. The 
development of intellectual abilities in 
pediatric temporal lobe epilepsy. Epilepsia. 
2007 Jan;48(1):201-4. 
doi.org/10.1111/j.1528-1167.2006.00904.x. 
PMID: 17241230 

281.  Cossu M, Lo Russo G, Francione S, et al. 
Epilepsy surgery in children: results and 
predictors of outcome on seizures. Epilepsia. 
2008 Jan;49(1):65-72. 
doi.org/10.1111/j.1528-1167.2007.01207.x. 
PMID: 17645538 

282.  Cossu M, Fuschillo D, Bramerio M, et al. 
Epilepsy surgery of focal cortical dysplasia-
associated tumors. Epilepsia. 2013 Dec;54 
Suppl 9:115-22. doi.org/10.1111/epi.12455. 
PMID: 24328884 

283.  Cramer JA, Wang ZJ, Chang E, et al. 
Healthcare utilization and costs in children 
with stable and uncontrolled epilepsy. 
Epilepsy Behav. 2014 Mar;32:135-41. 
doi.org/10.1016/j.yebeh.2014.01.016. 
PMID: 24561658 

284.  Crevier-Sorbo G, Brunette-Clément T, 
Medawar E, et al. Assessment and treatment 
of childhood epilepsy in Haiti. Epilepsia 
Open. 2020 Jun;5(2):190-7. 
doi.org/10.1002/epi4.12384. PMID: 
32524044 

285.  Cross JH. Topiramate monotherapy for 
childhood absence seizures: an open label 
pilot study. Seizure. 2002 Sep;11(6):406-10. 
doi.org/10.1053/seiz.2001.0655. PMID: 
12160672 

286.  Cross JH, Auvin S, Patten A, et al. Safety 
and tolerability of zonisamide in paediatric 
patients with epilepsy. Eur J Paediatr 
Neurol. 2014 Nov;18(6):747-58. 
doi.org/10.1016/j.ejpn.2014.07.005. PMID: 
25128350 

287.  Çubukçu D, Güzel O, Arslan N. Effect of 
ketogenic diet on motor functions and daily 
living activities of children with multidrug-
resistant epilepsy: a prospective study. J 
Child Neurol. 2018 Oct;33(11):718-23. 
doi.org/10.1177/0883073818786558. PMID: 
30062917 

288.  Cukiert A, Cukiert CM, Burattini JA, et al. 
Long-term outcome after callosotomy or 
vagus nerve stimulation in consecutive 
prospective cohorts of children with 
Lennox-Gastaut or Lennox-like syndrome 
and non-specific MRI findings. Seizure. 
2013;22(5):396-400. 
doi.org/10.1016/j.seizure.2013.02.009. 
PMID: 23490456 

289.  Cukiert A, Cukiert CM, Burattini JA, et al. 
A prospective long-term study on the 
outcome after vagus nerve stimulation at 
maximally tolerated current intensity in a 
cohort of children with refractory secondary 
generalized epilepsy. Neuromodulation. 
2013;16(6):551-6. doi.org/10.1111/j.1525-
1403.2012.00522.x. PMID: 23738578 



D-20 

290.  Curatolo P, Franz DN, Lawson JA, et al. 
Adjunctive everolimus for children and 
adolescents with treatment-refractory 
seizures associated with tuberous sclerosis 
complex: post-hoc analysis of the phase 3 
EXIST-3 trial. Lancet Child Adolesc Health. 
2018 Jul;2(7):495-504. 
doi.org/10.1016/S2352-4642(18)30099-3. 
PMID: 30169322 

291.  Curry DJ, Gowda A, McNichols RJ, et al. 
MR-guided stereotactic laser ablation of 
epileptogenic foci in children. Epilepsy 
Behav. 2012 Aug;24(4):408-14. 
doi.org/10.1016/j.yebeh.2012.04.135. 
PMID: 22687387 

292.  Curtiss S, De Bode S, Mathern GW. Spoken 
language outcomes after hemispherectomy: 
factoring in etiology. Brain Lang. 
2001;79(3):379-96. 
doi.org/10.1006/brln.2001.2487. PMID: 
11781049 

293.  Cook SW, Nguyen ST, Hu B, et al. Cerebral 
hemispherectomy in pediatric patients with 
epilepsy: comparison of three techniques by 
pathological substrate in 115 patients. J 
Neurosurg. 2004 Feb;100(2 Suppl):125-41. 
doi.org/10.3171/ped.2004.100.2.0125. 
PMID: 14758940 

294.  Jonas R, Nguyen S, Hu B, et al. Cerebral 
hemispherectomy: hospital course, seizure, 
developmental, language, and motor 
outcomes. Neurology. 2004 May 
25;62(10):1712-21. 
doi.org/10.1212/01.WNL.0000127109.1456
9.C3. PMID: 15159467 

295.  Cusmai R, Moavero R, Bombardieri R, et al. 
Long-term neurological outcome in children 
with early-onset epilepsy associated with 
tuberous sclerosis. Epilepsy Behav. 2011 
Dec;22(4):735-9. 
doi.org/10.1016/j.yebeh.2011.08.037. 
PMID: 22142783 

296.  Czornyj L, Cáceres Guido P, Bramuglia G, 
et al. High incidence of persistent 
subtherapeutic levels of the most common 
AEDs in children with epilepsy receiving 
polytherapy. Epilepsy Res. 2018 
Dec;148:107-14. 
doi.org/10.1016/j.eplepsyres.2018.09.008. 
PMID: 30279018 

297.  Da Silveira MRM, Montenegro MA, 
Franzon RC, et al. Effectiveness of 
clobazam as add-on therapy in children with 
refractory focal epilepsy. Arq 
Neuropsiquiatr. 2006 Sep;64(3):705-10. 
doi.org/10.1590/s0004-
282x2006000500001. PMID: 17057871 

298.  Dahlin M, Knutsson E, Amark P, et al. 
Reduction of epileptiform activity in 
response to low-dose clonazepam in 
children with epilepsy: a randomized 
double-blind study. Epilepsia. 
2000;41(3):308-15. doi.org/10.1111/j.1528-
1157.2000.tb00160.x. PMID: 10714402 

299.  Dahlin MG, Ohman IK. Age and 
antiepileptic drugs influence topiramate 
plasma levels in children. Pediatr Neurol. 
2004 Oct;31(4):248-53. 
doi.org/10.1016/j.pediatrneurol.2004.04.005
. PMID: 15464635 

300.  Dahlin M, Hjelte L, Nilsson S, et al. Plasma 
phospholipid fatty acids are influenced by a 
ketogenic diet enriched with n-3 fatty acids 
in children with epilepsy. Epilepsy Res. 
2007 Feb;73(2):199-207. 
doi.org/10.1016/j.eplepsyres.2006.10.005. 
PMID: 17150333 

301.  Dahlin MG, Ohman I. Rufinamide in 
children with refractory epilepsy: 
pharmacokinetics, efficacy, and safety. 
Neuropediatrics. 2012;43(5):264-70. 
doi.org/10.1055/s-0032-1324403. PMID: 
22941776 

302.  Dahlin M, Månsson JE, Amark P. CSF 
levels of dopamine and serotonin, but not 
norepinephrine, metabolites are influenced 
by the ketogenic diet in children with 
epilepsy. Epilepsy Res. 2012 
Mar;99(1):132-8. 
doi.org/10.1016/j.eplepsyres.2011.11.003. 
PMID: 22240327 

303.  Danguecan AN, Smith ML. Academic 
outcomes in individuals with childhood-
onset epilepsy: mediating effects of working 
memory. J Int Neuropsychol Soc. 2017 
Aug;23(7):594-604. 
doi.org/10.1017/S135561771700008X. 
PMID: 28343465 



D-21 

304.  Danguecan AN, Smith ML. Verbal 
associative memory outcomes in pediatric 
surgical temporal lobe epilepsy: exploring 
the impact of mesial structures. Epilepsy 
Behav. 2019 Dec;101(Pt A):106529. 
doi.org/10.1016/j.yebeh.2019.106529. 
PMID: 31678810 

305.  Danielsson S, Rydenhag B, Uvebrant P, et 
al. Temporal lobe resections in children with 
epilepsy: neuropsychiatric status in relation 
to neuropathology and seizure outcome. 
Epilepsy Behav. 2002 Feb;3(1):76-81. 
doi.org/10.1006/ebeh.2001.0297. PMID: 
12609356 

306.  Danielsson S, Viggedal G, Steffenburg S, et 
al. Psychopathology, psychosocial 
functioning, and IQ before and after 
epilepsy surgery in children with drug-
resistant epilepsy. Epilepsy Behav. 2009 
Feb;14(2):330-7. 
doi.org/10.1016/j.yebeh.2008.10.023. 
PMID: 19026763 

307.  D'Argenzio L, Colonnelli MC, Harrison S, 
et al. Cognitive outcome after extratemporal 
epilepsy surgery in childhood. Epilepsia. 
2011 Nov;52(11):1966-72. 
doi.org/10.1111/j.1528-1167.2011.03272.x. 
PMID: 22032791 

308.  Daszkiewicz P, Kowalczyk P, Roszkowski 
M. Surgical treatment of neuronal-glial 
tumors of mesial-basal part of temporal 
lobe: long term outcome and control of 
epilepsy in pediatric patients. Neurol 
Neurochir Pol. 2018 Jan;52(1):2-8. 
doi.org/10.1016/j.pjnns.2017.04.001. PMID: 
29029800 

309.  Datta AN, Wirrell EC. Prognosis of seizures 
occurring in the first year. Pediatr Neurol. 
2000 May;22(5):386-91. 
doi.org/10.1016/s0887-8994(00)00130-2. 
PMID: 10913731 

310.  Datta SS, Premkumar TS, Fielding S, et al. 
Impact of pediatric epilepsy on Indian 
families: influence of psychopathology and 
seizure related variables. Epilepsy Behav. 
2006 Aug;9(1):145-51. 
doi.org/10.1016/j.yebeh.2006.04.011. 
PMID: 16725375 

311.  Datta AN, Snyder TJ, Wheatley MB, et al. 
Intelligence quotient is not affected by 
epilepsy surgery in childhood. Pediatr 
Neurol. 2011;44(2):117-21. 
doi.org/10.1016/j.pediatrneurol.2010.10.011
. PMID: 21215911 

312.  Datta AN, Xu Q, Sachedina S, et al. Clinical 
experience with perampanel for refractory 
pediatric epilepsy in one Canadian center. J 
Child Neurol. 2017 Aug;32(9):834-9. 
doi.org/10.1177/0883073817709195. PMID: 
28511603 

313.  de Araujo Filho GM, Pascalicchio TF, Lin 
K, et al. Neuropsychiatric profiles of 
patients with juvenile myoclonic epilepsy 
treated with valproate or topiramate. 
Epilepsy Behav. 2006 May;8(3):606-9. 
doi.org/10.1016/j.yebeh.2006.01.016. 
PMID: 16504593 

314.  de Brito Sampaio LP, Takakura C, de 
Manreza MLG. The use of a formula-based 
ketogenic diet in children with refractory 
epilepsy. Arq Neuropsiquiatr. 2017 
Apr;75(4):234-7. doi.org/10.1590/0004-
282X20170028. PMID: 28489143 

315.  de Kinderen RJA, Lambrechts DAJE, 
Postulart D, et al. Research into the (cost-) 
effectiveness of the ketogenic diet among 
children and adolescents with intractable 
epilepsy: design of a randomized controlled 
trial. BMC Neurol. 2011 Jan 25;11:10. 
doi.org/10.1186/1471-2377-11-10. PMID: 
21262002 

316.  de Kinderen RJA, Lambrechts DAJE, 
Wijnen BFM, et al. An economic evaluation 
of the ketogenic diet versus care as usual in 
children and adolescents with intractable 
epilepsy: an interim analysis. Epilepsia. 
2016 Jan;57(1):41-50. 
doi.org/10.1111/epi.13254. PMID: 
26617284 

317.  de Knegt VE, Hoei-Hansen CE, Knudsen M, 
et al. Increase in cognitive function is seen 
in many single-operated pediatric patients 
after epilepsy surgery. Seizure. 2020 Aug 
28;81:254-62. 
doi.org/10.1016/j.seizure.2020.08.002. 
PMID: 32911236 



D-22 

318.  de Lange IM, Gunning B, Sonsma ACM, et 
al. Influence of contraindicated medication 
use on cognitive outcome in Dravet 
syndrome and age at first afebrile seizure as 
a clinical predictor in SCN1A-related 
seizure phenotypes. Epilepsia. 2018 
Jun;59(6):1154-65. 
doi.org/10.1111/epi.14191. PMID: 
29750338 

319.  De Palma L, Pepi C, De Benedictis A, et al. 
Early onset epilepsy caused by low-grade 
epilepsy-associated tumors and focal 
meningeal involvement. Brain Sci. 2020 Oct 
18;10(10):752. 
doi.org/10.3390/brainsci10100752. PMID: 
33081051 

320.  Dekker CF, Van Den Hurk TAM, Van 
Nieuwenhuizen O. Does a preference for 
fatty foods prior to commencing treatment 
with the ketogenic diet predict the efficacy 
of this diet? Seizure. 2010 Sep;19(7):421-5. 
doi.org/10.1016/j.seizure.2010.06.009. 
PMID: 20655769 

321.  Delalande O, Fohlen M. Disconnecting 
surgical treatment of hypothalamic 
hamartoma in children and adults with 
refractory epilepsy and proposal of a new 
classification. Neurol Med Chir (Tokyo). 
2003 Feb;43(2):61-8. 
doi.org/10.2176/nmc.43.61. PMID: 
12627881 

322.  Deonna T, Zesiger P, Davidoff V, et al. 
Benign partial epilepsy of childhood: a 
longitudinal neuropsychological and EEG 
study of cognitive function. Dev Med Child 
Neurol. 2000 Sep;42(9):595-603. 
doi.org/10.1017/s0012162200001122. 
PMID: 11034452 

323.  Desai J, Mitchell WG. Does one more 
medication help? Effect of adding another 
anticonvulsant in childhood epilepsy. J 
Child Neurol. 2011 Mar;26(3):329-33. 
doi.org/10.1177/0883073810380916. PMID: 
21183723 

324.  Devinsky O, Marsh E, Friedman D, et al. 
Cannabidiol in patients with treatment-
resistant epilepsy: an open-label 
interventional trial. Lancet Neurol. 
2016;15(3):270-8. doi.org/10.1016/S1474-
4422(15)00379-8. PMID: 26724101 

325.  Devinsky O, Cross JH, Laux L, et al. Trial 
of cannabidiol for drug-resistant seizures in 
the Dravet syndrome. N Engl J Med. 2017 
May 25;376(21):2011-20. 
doi.org/10.1056/NEJMoa1611618. PMID: 
28538134 

326.  Devinsky O, Nabbout R, Miller I, et al. 
Long-term cannabidiol treatment in patients 
with Dravet syndrome: an open-label 
extension trial. Epilepsia. 2019 
Feb;60(2):294-302. 
doi.org/10.1111/epi.14628. PMID: 
30582156 

327.  Devlin AM, Cross JH, Harkness W, et al. 
Clinical outcomes of hemispherectomy for 
epilepsy in childhood and adolescence. 
Brain. 2003 Mar;126(3):556-66. 
doi.org/10.1093/brain/awg052. PMID: 
12566277 

328.  Di Bonaventura C, Fattouch J, Mari F, et al. 
Clinical experience with levetiracetam in 
idiopathic generalized epilepsy according to 
different syndrome subtypes. Epileptic 
Disord. 2005 Sep;7(3):231-5. PMID: 
16162433 

329.  Di Gennaro G, D'Aniello A, De Risi M, et 
al. Prognostic significance of acute 
postoperative seizures in extra-temporal lobe 
epilepsy surgery. Clin Neurophysiol. 2013 
Aug;124(8):1536-40. 
doi.org/10.1016/j.clinph.2013.02.026. 
PMID: 23583021 

330.  Di Rocco C, Iannelli A. 
Hemimegalencephaly and intractable 
epilepsy: complications of hemispherectomy 
and their correlations with the surgical 
technique. A report on 15 cases. Pediatr 
Neurosurg. 2000 Oct;33(4):198-207. 
doi.org/10.1159/000055953. PMID: 
11124637 

331.  Diler Durgut B, Turk A, Acar Arslan E, et 
al. An investigation of the ocular toxic 
effects of levetiracetam therapy in children 
with epilepsy. Childs Nerv Syst. 2019 
May;35(5):769-74. doi.org/10.1007/s00381-
019-04076-5. PMID: 30783756 

332.  DiMario Jr FJ, Holland J. The ketogenic 
diet: a review of the experience at 
Connecticut Children's Medical Center. 
Pediatr Neurol. 2002;26(4):288-92. 
doi.org/10.1016/S0887-8994(01)00405-2. 
PMID: 11992756 



D-23 

333.  Ding YX, Zou LP, Ma MS, et al. 
Retrospective analysis of the effectiveness 
of first-line antiepileptic drugs for 
generalized onset and unclassified epileptic 
seizures in Chinese children. Childs Nerv 
Syst. 2011 Feb;27(2):279-84. 
doi.org/10.1007/s00381-010-1255-2. PMID: 
20689955 

334.  Ding P, Liang S, Zhang S, et al. Resective 
surgery combined with corpus callosotomy 
for children with non-focal lesional Lennox-
Gastaut syndrome. Acta Neurochir (Wien). 
2016 Nov;158(11):2177-84. 
doi.org/10.1007/s00701-016-2947-5. PMID: 
27629372 

335.  Ding H, Zhou J, Guan Y, et al. Bipolar 
electro-coagulation with cortextomy in the 
treatment of insular and insulo-opercular 
epilepsy explored by stereoelectro-
encephalography. Epilepsy Res. 2018 
Sep;145:18-26. 
doi.org/10.1016/j.eplepsyres.2018.05.007. 
PMID: 29803954 

336.  Dinopoulos A, Attilakos A, Paschalidou M, 
et al. Short-term effect of levetiracetam 
monotherapy on haematological parameters 
in children with epilepsy: a prospective 
study. Epilepsy Res. 2014 May;108(4):820-
3. doi.org/10.1016/j.eplepsyres.2014.02.006. 
PMID: 24630047 

337.  Dlugos DJ, Sammel MD, Strom BL, et al. 
Response to first drug trial predicts outcome 
in childhood temporal lobe epilepsy. 
Neurology. 2001 Dec 26;57(12):2259-64. 
doi.org/10.1212/wnl.57.12.2259. PMID: 
11756607 

338.  Dlugos DJ, Buono RJ. Predicting outcome 
of initial treatment with carbamazepine in 
childhood focal epilepsy. Pediatr Neurol. 
2004 May;30(5):311-5. 
doi.org/10.1016/j.pediatrneurol.2003.10.009
. PMID: 15165631 

339.  Dobre M, Georgesc C, Stefanescu V, et al. 
Homeostatic changes during anticonvulsant 
medication in children. Farmacia. 
2015;6(3):402-6. 
https://www.researchgate.net/publication/27
9201371_Homeostatic_changes_during_anti
convulsant_medication_in_children  

340.  Doege C, May TW, Siniatchkin M, et al. 
Myoclonic astatic epilepsy (Doose 
syndrome)-a lamotrigine responsive 
epilepsy? Eur J Paediatr Neurol. 2013 
Jan;17(1):29-35. 
doi.org/10.1016/j.ejpn.2012.10.006. PMID: 
23159713 

341.  Doeser A, Dickhof G, Reitze M, et al. 
Targeting pharmacoresistant epilepsy and 
epileptogenesis with a dual-purpose 
antiepileptic drug. Brain. 2015 
Feb;138(2):371-87. 
doi.org/10.1093/brain/awu339. PMID: 
25472797 

342.  Doksöz Ö, Çelegen K, Güzel O, et al. The 
short-term effects of ketogenic diet on 
cardiac ventricular functions in epileptic 
children. Pediatr Neurol. 2015 
Sep;53(3):233-7. 
doi.org/10.1016/j.pediatrneurol.2015.06.009
. PMID: 26302701 

343.  Domínguez-Carral J, García-Peñas JJ, 
Pérez-Jiménez MA, et al. Benign myoclonic 
epilepsy in infancy: natural history and 
behavioral and cognitive outcome. Rev 
Neurol. 2014;58(3):97-102. PMID: 
24469935 

344.  Dong WK, Hoon CK, Jung CP, et al. 
Benefits of the nonfasting ketogenic diet 
compared with the initial fasting ketogenic 
diet. Pediatrics. 2004 Dec;114(6):1627-30. 
doi.org/10.1542/peds.2004-1001. PMID: 
15574625 

345.  Donner EJ, Smith CR, Snead OC 3rd. 
Sudden unexplained death in children with 
epilepsy. Neurology. 2001 Aug 
14;57(3):430-4. 
doi.org/10.1212/wnl.57.3.430. PMID: 
11502908 

346.  Doo JW, Kim SC, Kim SJ. Influence of 
valproate on language functions in children 
with epilepsy. Epilepsy Behav. 2018 
Jan;78:68-72. 
doi.org/10.1016/j.yebeh.2017.10.039. 
PMID: 29175693 

347.  Dooley JM, Camfield PR, Smith E, et al. 
Topiramate in intractable childhood onset 
epilepsy - a cautionary note. Can J Neurol 
Sci. 1999;26(4):271-3. 
doi.org/10.1017/S0317167100000366. 
PMID: 10563211 

https://www.researchgate.net/publication/279201371_Homeostatic_changes_during_anticonvulsant_medication_in_children
https://www.researchgate.net/publication/279201371_Homeostatic_changes_during_anticonvulsant_medication_in_children
https://www.researchgate.net/publication/279201371_Homeostatic_changes_during_anticonvulsant_medication_in_children


D-24 

348.  Dorfer C, Czech T, Dressler A, et al. 
Vertical perithalamic hemispherotomy: a 
single-center experience in 40 pediatric 
patients with epilepsy. Epilepsia. 2013 
Nov;54(11):1905-12. 
doi.org/10.1111/epi.12394. PMID: 
24116936 

349.  D'Orio P, Rizzi M, Mariani V, et al. Surgery 
in patients with childhood-onset epilepsy: 
analysis of complications and predictive risk 
factors for a severely complicated course. J 
Neurol Neurosurg Psychiatry. 2019 
Jan;90(1):84-9. doi.org/10.1136/jnnp-2018-
318282. PMID: 30100551 

350.  Dressler A, Stöcklin B, Reithofer E, et al. 
Long-term outcome and tolerability of the 
ketogenic diet in drug-resistant childhood 
epilepsy-the austrian experience. Seizure. 
2010 Sep;19(7):404-8. 
doi.org/10.1016/j.seizure.2010.06.006. 
PMID: 20598586 

351.  Dressler A, Trimmel-Schwahofer P, 
Reithofer E, et al. Efficacy and tolerability 
of the ketogenic diet in Dravet syndrome - 
comparison with various standard 
antiepileptic drug regimen. Epilepsy Res. 
2015;109(1):81-9. 
doi.org/10.1016/j.eplepsyres.2014.10.014. 
PMID: 25524846 

352.  Dressler A, Haiden N, Trimmel-Schwahofer 
P, et al. Ketogenic parenteral nutrition in 17 
pediatric patients with epilepsy. Epilepsia 
Open. 2018;3(1):30-9. 
doi.org/10.1002/epi4.12084. PMID: 
29588985 

353.  Dressler A, Chiara H, Benninger F, et al. 
Effects of the ketogenic diet on platelet 
counts and global coagulation tests in 
childhood epilepsy. Seizure. 2020 
Aug;80:31-7. 
doi.org/10.1016/j.seizure.2020.03.017. 
PMID: 32512283 

354.  Dressler A, Häfele C, Giordano V, et al. The 
ketogenic diet including breast milk for 
treatment of infants with severe childhood 
epilepsy: feasibility, safety, and 
effectiveness. Breastfeed Med. 2020 
Feb;15(2):72-8. 
doi.org/10.1089/bfm.2019.0190. PMID: 
31770024 

355.  Dressler A, Trimmel-Schwahofer P, 
Reithofer E, et al. The ketogenic diet in 
infants - advantages of early use. Epilepsy 
Res. 2015 Oct;116:53-8. 
doi.org/10.1016/j.eplepsyres.2015.06.015. 
PMID: 26354167 

356.  Du X, Chen S, Guan Y, et al. Presurgical 
thalamus and brainstem shifts predict distal 
motor function recovery after anatomic 
hemispherectomy. World Neurosurg. 2018 
Oct;118:e713-e720. 
doi.org/10.1016/j.wneu.2018.07.024. PMID: 
30010070 

357.  Du YR, Lin JH, Mei PN, et al. Analysis of 
risk factors for antiepileptic drug-induced 
adverse psychotropic effects in Chinese 
outpatients with epilepsy. J Clin Neurosci. 
2019 May;63:37-42. 
doi.org/10.1016/j.jocn.2019.02.011. PMID: 
30827884 

358.  Duchowny M, Pellock JM, Graf WD, et al. 
A placebo-controlled trial of lamotrigine 
add-on therapy for partial seizures in 
children. Lamictal pediatric partial seizure 
study group. Neurology. 1999 Nov 
10;53(8):1724-31. 
doi.org/10.1212/wnl.53.8.1724. PMID: 
10563619 

359.  Duchowny M, Gilman J, Messenheimer J, et 
al. Long-term tolerability and efficacy of 
lamotrigine in pediatic patients with 
epilepsy. J Child Neurol. 2002;17(4):278-
85. doi.org/10.1177/088307380201700408. 
PMID: 12088084 

360.  Dunlea O, Doherty CP, Farrell M, et al. The 
Irish epilepsy surgery experience: long-term 
follow-up. Seizure. 2010 May;19(4):247-52. 
doi.org/10.1016/j.seizure.2010.03.001. 
PMID: 20359911 

361.  Dureau-Pournin C, Pédespan JM, Droz-
Perroteau C, et al. Continuation rates of 
levetiracetam in children from the EULEVp 
cohort study. Eur J Paediatr Neurol. 2014 
Jan;18(1):19-24. 
doi.org/10.1016/j.ejpn.2013.07.003. PMID: 
24035600 

362.  Dwivedi R, Ramanujam B, Chandra PS, et 
al. Surgery for drug-resistant epilepsy in 
children. N Engl J Med. 2017 Oct 
26;377(17):1639-47. 
doi.org/10.1056/NEJMoa1615335. PMID: 
29069568 



D-25 

363.  Ecevit C, Aydogan A, Kavakli T, et al. 
Effect of carbamazepine and valproate on 
bone mineral density. Pediatr Neurol. 2004 
Oct;31(4):279-82. 
doi.org/10.1016/j.pediatrneurol.2004.03.021
. PMID: 15464641 

364.  Edelvik A, Rydenhag B, Olsson I, et al. 
Long-term outcomes of epilepsy surgery in 
Sweden: a national prospective and 
longitudinal study. Neurology. 2013 
Oct;81(14):1244-51. 
doi.org/10.1212/WNL.0b013e3182a6ca7b. 
PMID: 23966252 

365.  Egunsola O, Choonara I, Sammons HM, et 
al. Safety of antiepileptic drugs in children 
and young people: a prospective cohort 
study. Seizure. 2018 Mar;56:20-5. 
doi.org/10.1016/j.seizure.2018.01.018. 
PMID: 29427834 

366.  Eid H, Crevier-Sorbo G, Moreau JT, et al. 
Eight-year experience with 3-T 
intraoperative MRI integration in focal 
pediatric epilepsy surgery: impact on extent 
of resection, residual volumes, and seizure 
outcomes. Am J Roentgenol. 2020 
Jun;214(6):1343-51. 
doi.org/10.2214/AJR.19.22336. PMID: 
32208007 

367.  Eirís J, Novo-Rodríguez MI, Del Río M, et 
al. The effects on lipid and apolipoprotein 
serum levels of long-term carbamazepine, 
valproic acid and phenobarbital therapy in 
children with epilepsy. Epilepsy Res. 2000 
Aug;41(1):1-7. doi.org/10.1016/S0920-
1211(00)00119-4. PMID: 10924863 

368.  Eirís-Puñal J, Del Río-Garma M, Del Río-
Garma MC, et al. Long-term treatment of 
children with epilepsy with valproate or 
carbamazepine may cause subclinical 
hypothyroidism. Epilepsia. 
1999;40(12):1761-6. 
doi.org/10.1111/j.1528-
1157.1999.tb01595.x. PMID: 10612341 

369.  Ekici A, Yarar C, Yakut A, et al. Clinical 
evaluation and long term prognosis of 
patients with Lennox-Gastaut syndrome. 
Turk Pediatri Arsivi. 2012;47(1):49-54. 
doi.org/10.4274/tpa.634  

370.  El Mously S, Abdel Ghaffar H, Magdy R, et 
al. Carnitine deficiency in epileptic children 
treated with a diversity of anti-epileptic 
regimens. Egypt J Neurol Psychiatry 
Neurosurg. 2018 Dec;54(1):37. 
doi.org/10.1186/s41983-018-0033-z. PMID: 
30546248 

371.  Eldeen ON, Abd Eldayem SM, Shatla RH, 
et al. Homocysteine, folic acid and vitamin 
B12 levels in serum of epileptic children. 
Egypt J Med Hum Genet. 2012 
Oct;13(3):275-80. 
doi.org/10.1016/j.ejmhg.2012.05.002  

372.  El-Ebiary AA, Bahnasy WS, Donia AA, et 
al. Valproate-induced immune alterations in 
children with focal seizures. J Pediatr 
Neurol. 2013;11(2):97-102. 
doi.org/10.3233/JPN-130602  

373.  Elliott IM, Lach L, Kadis DS, et al. 
Psychosocial outcomes in children two years 
after epilepsy surgery: has anything 
changed? Epilepsia. 2008 Apr;49(4):634-41. 
doi.org/10.1111/j.1528-1167.2007.01498.x. 
PMID: 18177356 

374.  Elliott RE, Rodgers SD, Bassani L, et al. 
Vagus nerve stimulation for children with 
treatment-resistant epilepsy: a consecutive 
series of 141 cases - clinical article. J 
Neurosurg Pediatr. 2011 May;7(5):491-500. 
doi.org/10.3171/2011.2.PEDS10505. PMID: 
21529189 

375.  Elliott I, Kadis DS, Lach L, et al. Quality of 
life in young adults who underwent resective 
surgery for epilepsy in childhood. Epilepsia. 
2012 Sep;53(9):1577-86. 
doi.org/10.1111/j.1528-1167.2012.03594.x. 
PMID: 22812675 

376.  Elliott J, McCoy B, Clifford T, et al. 
Economic evaluation of stiripentol for 
Dravet syndrome: a cost-utility analysis. 
PharmacoEconomics. 2018 
Oct;36(10):1253-61. 
doi.org/10.1007/s40273-018-0669-7. PMID: 
29761351 

377.  El-Rashidy OF, Shatla RH, Ibrahim Youssef 
O, et al. Cardiac autonomic balance in 
children with epilepsy: value of antiepileptic 
drugs. Pediatr Neurol. 2015 Apr;52(4):419-
23. 
doi.org/10.1016/j.pediatrneurol.2014.11.018
. PMID: 25660213 



D-26 

378.  Elsayed RM, Shatla RH, Sayyah HE, et al. 
Effects of antiepileptic drugs on oxidative 
stress enzymes in children with epilepsy: 
correlation with child psychopathology. J 
Pediatr Neurol. 2016 Jun;14(2):57-62. 
doi.org/10.1055/s-0036-1586728  

379.  Elterman RD, Glauser TA, Wyllie E, et al. A 
double-blind, randomized trial of topiramate 
as adjunctive therapy for partial-onset 
seizures in children. Topiramate YP Study 
Group. Neurology. 1999 Apr 22;52(7):1338-
44. doi.org/10.1212/wnl.52.7.1338. PMID: 
10227615 

380.  Endoh F, Kobayashi K, Hayashi Y, et al. 
Efficacy of topiramate for intractable 
childhood generalized epilepsy with 
epileptic spasms: with special reference to 
electroencephalographic changes. Seizure. 
2012 Sep;21(7):522-8. 
doi.org/10.1016/j.seizure.2012.05.009. 
PMID: 22698380 

381.  Englot DJ, Han SJ, Rolston JD, et al. 
Epilepsy surgery failure in children: a 
quantitative and qualitative analysis. J 
Neurosurg Pediatr. 2014 Oct;14(4):386-95. 
doi.org/10.3171/2014.7.PEDS13658. PMID: 
25127098 

382.  Englot DJ, Hassnain KH, Rolston JD, et al. 
Quality-of-life metrics with vagus nerve 
stimulation for epilepsy from provider 
survey data. Epilepsy Behav. 2017 Jan;66:4-
9. doi.org/10.1016/j.yebeh.2016.10.005. 
PMID: 27974275 

383.  Erdemir A, Cullu N, Yis U, et al. Evaluation 
of serum lipids and carotid artery intima 
media thickness in epileptic children treated 
with valproic acid. Brain Dev. 2009 
Nov;31(10):713-6. 
doi.org/10.1016/j.braindev.2008.11.001. 
PMID: 19064312 

384.  Erdemir G, Pestana-Knight E, Honomichl R, 
et al. Surgical candidates in children with 
epileptic spasms can be selected without 
invasive monitoring: a report of 70 cases. 
Epilepsy Res. 2021 Jul 27;176:106731. 
doi.org/10.1016/j.eplepsyres.2021.106731. 
PMID: 34339941 

385.  Eriksson S, Malmgren K, Rydenhag B, et al. 
Surgical treatment of epilepsy - clinical, 
radiological and histopathological findings 
in 139 children and adults. Acta Neurol 
Scand. 1999;99(1):8-15. 
doi.org/10.1111/j.1600-
0404.1999.tb00652.x. PMID: 9925233 

386.  Erturk O, Ozkara C, Yalcinkaya C, et al. 
Epilepsy surgery in children with lesional 
partial epilepsies. Turk Neurosurg. 
2015;25(6):900-4. doi.org/10.5137/1019-
5149.JTN.11342-14.1. PMID: 26617140 

387.  Eschbach K, Scarbro S, Juarez-Colunga E, 
et al. Growth and endocrine function in 
children with Dravet syndrome. Seizure. 
2017 Nov;52:117-22. 
doi.org/10.1016/j.seizure.2017.09.021. 
PMID: 29031192 

388.  Espeche A. Benign infantile seizures: a 
prospective study. Epilepsy Res. 2010 
Mar;89(1):96-103. 
doi.org/10.1016/j.eplepsyres.2009.10.017. 
PMID: 19945823 

389.  Espinosa PS, Salazar JC, Yu L, et al. Lack 
of valproic acid-associated weight gain in 
prepubertal children. Pediatr Neurol. 2008 
Sep;39(3):177-80. 
doi.org/10.1016/j.pediatrneurol.2008.05.006
. PMID: 18725062 

390.  Eun SH, Kim HD, Eun BL, et al. 
Comparative trial of low- and high-dose 
zonisamide as monotherapy for childhood 
epilepsy. Seizure. 2011 Sep;20(7):558-63. 
doi.org/10.1016/j.seizure.2011.04.005. 
PMID: 21543239 

391.  Eun SH, Eun BL, Lee JS, et al. Effects of 
lamotrigine on cognition and behavior 
compared to carbamazepine as monotherapy 
for children with partial epilepsy. Brain Dev. 
2012 Nov;34(10):818-23. 
doi.org/10.1016/j.braindev.2012.03.006. 
PMID: 22521904 

392.  Evangeliou A, Spilioti M, Doulioglou V, et 
al. Branched chain amino acids as 
adjunctive therapy to ketogenic diet in 
epilepsy: pilot study and hypothesis. J Child 
Neurol. 2009;24(10):1268-72. 
doi.org/10.1177/0883073809336295. PMID: 
19687389 



D-27 

393.  Fallah R. Topiramate as a new antiepileptic 
drug in epileptic children in Iran. Indian J 
Pediatr. 2006 Dec;73(12):1073-5. 
doi.org/10.1007/bf02763047. PMID: 
17202632 

394.  Fallah R, Islami Z, Tavakoli N. Efficacy and 
safety of lamotrigine in refractory epilepsy 
of children. East J Med. 2008;13(1):7-12  

395.  Fallah R, Akhavan KS, Golestan M. 
Efficacy and safety of lamotrigine in 
Lennox-Gastaut syndrome. Iran J Child 
Neurol. 2009 Dec;3(3):33-8  

396.  Fallah R, Divesalar S, Babaei A. The 
efficacy and safety of zonisamide as an add-
on drug in the treatment of Lennox-Gastaut 
syndrome. Iran J Child Neurol. 2010 
Nov;4(3):45-50  

397.  Fallah A, Weil AG, Sur S, et al. Epilepsy 
surgery related to pediatric brain tumors: 
Miami Children's hospital experience. J 
Neurosurg Pediatr. 2015 Dec;16(6):675-80. 
doi.org/10.3171/2015.4.PEDS14476. PMID: 
26339959 

398.  Fallah A, Rodgers SD, Weil AG, et al. 
Resective epilepsy surgery for tuberous 
sclerosis in children: determining predictors 
of seizure outcomes in a multicenter 
retrospective cohort study. Neurosurgery. 
2015 Oct 21;77(4):517-24. 
doi.org/10.1227/NEU.0000000000000875. 
PMID: 26120800 

399.  Fallah A, Weil AG, Wang S, et al. Cost-
utility analysis of competing treatment 
strategies for drug-resistant epilepsy in 
children with tuberous sclerosis complex. 
Epilepsy Behav. 2016 Oct;63:79-88. 
doi.org/10.1016/j.yebeh.2016.07.034. 
PMID: 27591681 

400.  Falsaperla R, Vitaliti G, Mauceri L, et al. 
Levetiracetam in neonatal seizures as first-
line treatment: a prospective study. J Pediatr 
Neurosci. 2017 Jan;12(1):24-8. 
doi.org/10.4103/jpn.JPN_172_16. PMID: 
28553374 

401.  Falsaperla R, Mauceri L, Pavone P, et al. 
Short-term neurodevelopmental outcome in 
term neonates treated with phenobarbital 
versus levetiracetam: a single-center 
experience. Behav Neurol. 2019 Jun 
2;2019:3683548. 
doi.org/10.1155/2019/3683548. PMID: 
31281546 

402.  Fang T, Xie ZH, Liu TH, et al. Preliminary 
analysis of the effect of vagus nerve 
stimulation in the treatment of children with 
intractable epilepsy. World J Clin Cases. 
2020 Jan;8(23):5918-25. 
doi.org/10.12998/wjcc.v8.i23.5918. PMID: 
33344590 

403.  Farasat S, Kossoff EH, Pillas DJ, et al. The 
importance of parental expectations of 
cognitive improvement for their children 
with epilepsy prior to starting the ketogenic 
diet. Epilepsy Behav. 2006 Mar;8(2):406-
10. doi.org/10.1016/j.yebeh.2005.12.002. 
PMID: 16446120 

404.  Farhat G, Yamout B, Mikati MA, et al. 
Effect of antiepileptic drugs on bone density 
in ambulatory patients. Neurology. 2002 
May 14;58(9):1348-53. 
doi.org/10.1212/WNL.58.9.1348. PMID: 
12011279 

405.  Farias-Moeller R, Bartolini L, Pasupuleti A, 
et al. A practical approach to ketogenic diet 
in the pediatric intensive care unit for super-
refractory status epilepticus. Neurocrit Care. 
2017 Apr;26(2):267-72. 
doi.org/10.1007/s12028-016-0312-4. PMID: 
27553113 

406.  Farrace D, Tommasi M, Casadio C, et al. 
Parenting stress evaluation and behavioral 
syndromes in a group of pediatric patients 
with epilepsy. Epilepsy Behav. 2013 
Oct;29(1):222-7. 
doi.org/10.1016/j.yebeh.2013.07.020. 
PMID: 24034672 

407.  Fatema K, Rahman MM, Begum S. 
Characteristics and management of children 
with continuous spikes and waves during 
slow sleep. Mymensingh Med J. 2015 
Oct;24(4):806-12. PMID: 26620024 

408.  Fejerman N, Caraballo R, Cersosimo R. 
Ketogenic diet in patients with Dravet 
syndrome and myoclonic epilepsies in 
infancy and early childhood. Adv Neurol. 
2005;95:299-305. PMID: 15508933 

409.  Feng W, Mei S, Zhu L, et al. Effects of 
UGT2B7, SCN1A and CYP3A4 on the 
therapeutic response of sodium valproate 
treatment in children with generalized 
seizures. Seizure. 2018 May;58:96-100. 
doi.org/10.1016/j.seizure.2018.04.006. 
PMID: 29679912 



D-28 

410.  Fernandes M, Dainese F, Operto F, et al. 
Perampanel effectiveness and tolerability in 
patients with epilepsy at long-term follow-
up. Epilepsy Behav. 2021 Aug;121(Pt 
A):108069. 
doi.org/10.1016/j.yebeh.2021.108069. 
PMID: 34077902 

411.  Fernandez L, Gedela S, Tamber M, et al. 
Vagus nerve stimulation in children less 
than 3 years with medically intractable 
epilepsy. Epilepsy Res. 2015 May;112:37-
42. 
doi.org/10.1016/j.eplepsyres.2015.02.009. 
PMID: 25847337 

412.  Fernández-Concepción O, López Jiménez 
M, Valencia-Calderón C, et al. Safety and 
effectiveness of surgery for epilepsy in 
children. Experience of a tertiary hospital in 
Ecuador. Neurologia. 2021 May;36(4):271-
8. doi.org/10.1016/j.nrl.2017.12.006. PMID: 
29525400 

413.  Ferrand-Sorbets S, Fohlen M, Delalande O, 
et al. Seizure outcome and prognostic 
factors for surgical management of 
hypothalamic hamartomas in children. 
Seizure. 2020 Feb;75:28-33. 
doi.org/10.1016/j.seizure.2019.11.013. 
PMID: 31865135 

414.  Ferrara P, Bottaro G, Angeletti S, et al. Does 
anticonvulsant treatment influence pain 
perception in epileptic children? 
Neuropediatrics. 2013;44(3):142-6. 
doi.org/10.1055/s-0032-1332740. PMID: 
23426883 

415.  Ferrari MV, Silva W, Maxit C, et al. Super-
refractory status epilepticus: treatment with 
ketogenic diet in pediatrics. Rev Neurol. 
2012;55(1):20-5  

416.  Ferreira JA, Le Pichon JB, Abdelmoity AT, 
et al. Safety and tolerability of adjunctive 
lacosamide in a pediatric population with 
focal seizures – an open-label trial. Seizure. 
2019 Oct;71:166-73. 
doi.org/10.1016/j.seizure.2019.05.016. 
PMID: 31374487 

417.  Fisher RS, Vickrey BG, Gibson P, et al. The 
impact of epilepsy from the patient's 
perspective II: views about therapy and 
health care. Epilepsy Res. 2000 
Aug;41(1):53-61. doi.org/10.1016/S0920-
1211(00)00128-5. PMID: 10924868 

418.  Fitzgerald MP, Fiannacca M, Smith DM, et 
al. Treatment responsiveness in KCNT1-
related epilepsy. Neurotherapeutics. 2019 
Jul 15;16(3):848-57. 
doi.org/10.1007/s13311-019-00739-y. 
PMID: 31054119 

419.  Fohlen M, Lellouch A, Delalande O. 
Hypothalamic hamartoma with refractory 
epilepsy: surgical procedures and results in 
18 patients. Epileptic Disord. 2003 
Dec;5(4):267-73. PMID: 14975796 

420.  Fonseca LC, Tedrus GM, Pacheco EM, et al. 
Benign childhood epilepsy with centro-
temporal spikes: correlation between 
clinical, cognitive and EEG aspects. Arq 
Neuropsiquiatr. 2007 Sep;65(3):569-75. 
doi.org/10.1590/S0004-
282X2007000400004. PMID: 17876392 

421.  Fonseca Wald ELA, Klinkenberg S, 
Voncken TPC, et al. Cognitive development 
in absence epilepsy during long-term 
follow-up. Child Neuropsychol. 
2019;25(8):1003-21. 
doi.org/10.1080/09297049.2019.1614156. 
PMID: 31145023 

422.  Francione S, Vigliano P, Tassi L, et al. 
Surgery for drug resistant partial epilepsy in 
children with focal cortical dysplasia: 
anatomical-clinical correlations and 
neurophysiological data in 10 patients. J 
Neurol Neurosurg Psychiatry. 2003 
Nov;74(11):1493-501. 
doi.org/10.1136/jnnp.74.11.1493. PMID: 
14617703 

423.  Frank-Briggs AI, Alikor EAD. Knowledge 
and attitudes of parents toward children with 
epilepsy. Ann Afr Med. 2011 Jul-
Sep;10(3):238-42. doi.org/10.4103/1596-
3519.84706. PMID: 21912010 

424.  Franz DN, Tudor C, Leonard J, et al. 
Lamotrigine therapy of epilepsy in tuberous 
sclerosis. Epilepsia. 2001;42(7):935-40. 
doi.org/10.1046/j.1528-
1157.2001.042007935.x. PMID: 11488895 

425.  Franzoni E, Garone C, Sarajlija J, et al. 
Open prospective study on oxcarbazepine in 
epilepsy in children: a preliminary report. 
Seizure. 2006 Jul;15(5):292-8. 
doi.org/10.1016/j.seizure.2006.02.017. 
PMID: 16554175 



D-29 

426.  Franzoni E, Verrotti A, Sarajlija J, et al. 
Topiramate: effects on serum lipids and 
lipoproteins levels in children. Eur J Neurol. 
2007 Dec;14(12):1334-7. 
doi.org/10.1111/j.1468-1331.2007.01973.x. 
PMID: 17916078 

427.  Franzoni E, Gentile V, Pellicciari A, et al. 
Prospective study on long-term treatment 
with oxcarbazepine in pediatric epilepsy. J 
Neurol. 2009 Sep;256(9):1527-32. 
doi.org/10.1007/s00415-009-5157-8. PMID: 
19597919 

428.  Freeman JM, Vining EP, Pillas DJ, et al. 
The efficacy of the ketogenic diet-1998: a 
prospective evaluation of intervention in 150 
children. Pediatrics. 1998 Dec;102(6):1358-
63. PMID: 9832569 

429.  Freeman JM, Vining EPG. Seizures 
decrease rapidly after fasting: preliminary 
studies of the ketogenic diet. Arch Pediatr 
Adolesc Med. 1999 Sep;153(9):946-9. 
doi.org/10.1001/archpedi.153.9.946. PMID: 
10482210 

430.  Gilbert DL, Pyzik PL, Vining EP, et al. 
Medication cost reduction in children on the 
ketogenic diet: data from a prospective 
study. J Child Neurol. 1999 Jul;14(7):469-
71. doi.org/10.1177/088307389901400712. 
PMID: 10573471 

431.  Freeman JM, Vining EP, Kossoff EH, et al. 
A blinded, crossover study of the efficacy of 
the ketogenic diet. Epilepsia. 2009 
Feb;50(2):322-5. doi.org/10.1111/j.1528-
1167.2008.01740.x. PMID: 18717710 

432.  Freeman JL. Safety of cannabidiol 
prescribed for children with refractory 
epilepsy. Med J Aust. 2018 Sep 
3;209(5):228-9. 
doi.org/10.5694/mja17.01193. PMID: 
30092751 

433.  Freitas A, Da Paz JA, Casella EB, et al. 
Ketogenic diet for the treatment of 
refractory epilepsy: a 10 year experience in 
children. Arq Neuropsiquiatr. 2007 
Jun;65(2):381-4. doi.org/10.1590/S0004-
282X2007000300003. PMID: 17665000 

434.  Friedman D, Bogner M, Parker-Menzer K, 
et al. Vigabatrin for partial-onset seizure 
treatment in patients with tuberous sclerosis 
complex. Epilepsy Behav. 2013 
Apr;27(1):118-20. 
doi.org/10.1016/j.yebeh.2012.12.033. 
PMID: 23399947 

435.  Frost M, Gates J, Helmers SL, et al. Vagus 
nerve stimulation in children with refractory 
seizures associated with Lennox-Gastaut 
syndrome. Epilepsia. 2001;42(9):1148-52. 
doi.org/10.1046/j.1528-1157.2001.23900.x. 
PMID: 11580762 

436.  Fujimoto A, Okanishi T, Ichikawa N, et al. 
Epilepsy surgery reduced seizure frequency 
for patients with severe motor and 
intellectual disorders. Epilepsy Behav. 2020 
May;106:107031. 
doi.org/10.1016/j.yebeh.2020.107031. 
PMID: 32203926 

437.  Fujiwara H, Greiner HM, Lee KH, et al. 
Resection of ictal high-frequency 
oscillations leads to favorable surgical 
outcome in pediatric epilepsy. Epilepsia. 
2012 Sep;53(9):1607-17. 
doi.org/10.1111/j.1528-1167.2012.03629.x. 
PMID: 22905734 

438.  Fujiwara T, Teshima R, Sugiyama I, et al. 
Oxcarbazepine adjunctive therapy for partial 
seizures in japanese pediatric patients: a 
randomized double-blind placebo-controlled 
study and open-label extension study. 
Epilepsy and Seizure. 2019 Jan;11(1):30-45. 
doi.org/10.3805/eands.11.30  

439.  Fukasawa T, Suzuki M, Kato T, et al. 
Characteristics of epilepsy occurring in the 
first four months. Brain Dev. 2014 
Oct;36(9):752-7. 
doi.org/10.1016/j.braindev.2013.10.011. 
PMID: 24246311 

440.  Fukui M, Shimakawa S, Kuki I, et al. Effect 
of adrenocorticotropic hormone therapy for 
epileptic spasms developing after the age of 
1 year. Seizure. 2014 Aug;23(7):521-6. 
doi.org/10.1016/j.seizure.2014.03.013. 
PMID: 24768270 

441.  Fung ELW, Tang NLS, Ho CS, et al. 
Carnitine level in Chinese epileptic patients 
taking sodium valproate. Pediatr Neurol. 
2003 Jan;28(1):24-7. 
doi.org/10.1016/S0887-8994(02)00460-5. 
PMID: 12657416 



D-30 

442.  Fung FW, Jacobwitz M, Vala L, et al. 
Electroencephalographic seizures in 
critically ill children: management and 
adverse events. Epilepsia. 2019 
Oct;60(10):2095-104. 
doi.org/10.1111/epi.16341. PMID: 
31538340 

443.  Gadgil N, Lam S, Pan IW, et al. Staged 
magnetic resonance-guided laser interstitial 
thermal therapy for hypothalamic 
hamartoma: analysis of ablation volumes 
and morphological considerations. 
Neurosurgery. 2020 Jun;86(6):808-15. 
doi.org/10.1093/neuros/nyz378. PMID: 
31990344 

444.  Gallentine WB, Hunnicutt AS, Husain AM. 
Levetiracetam in children with refractory 
status epilepticus. Epilepsy Behav. 2009 
Jan;14(1):215-8. 
doi.org/10.1016/j.yebeh.2008.09.028. 
PMID: 18926926 

445.  Garoufi A, Koemtzidou E, Katsarou E, et al. 
Lipid profile and thyroid hormone 
concentrations in children with epilepsy 
treated with oxcarbazepine monotherapy: a 
prospective long-term study. Eur J Neurol. 
2014 Jan;21(1):118-23. 
doi.org/10.1111/ene.12262. PMID: 
24118208 

446.  Gashlan M, Loy-English I, Ventureyra EC, 
et al. Predictors of seizure outcome 
following cortical resection in pediatric and 
adolescent patients with medically refractory 
epilepsy. Childs Nerv Syst. 1999 
Jan;15(1):45-50; discussion 50-1. 
doi.org/10.1007/s003810050326. PMID: 
10066019 

447.  Gasparini S, Ferlazzo E, Leonardi CG, et al. 
The natural history of epilepsy in 163 
untreated patients: looking for 
"oligoepilepsy". PLoS ONE. 2016 Sep 
22;11(9):e0161722. 
doi.org/10.1371/journal.pone.0161722. 
PMID: 27657542 

448.  Gates JR. Surgery in Lennox-Gastaut 
syndrome: corpus callosum division for 
children. Adv Exp Med Biol. 2002;497:87-
98. doi.org/10.1007/978-1-4615-1335-3_10. 
PMID: 11993743 

449.  Gavatha M, Ioannou I, Papavasiliou AS. 
Efficacy and tolerability of oral lacosamide 
as adjunctive therapy in pediatric patients 
with pharmacoresistant focal epilepsy. 
Epilepsy Behav. 2011 Apr;20(4):691-3. 
doi.org/10.1016/j.yebeh.2011.02.005. 
PMID: 21406334 

450.  Geda G, Caksen H, Içagasioglu D. Serum 
lipids, vitamin B12 and folic acid levels in 
children receiving long-term valproate 
therapy. Acta Neurol Belg. 
2002;102(3):122-6. PMID: 12400250 

451.  Gedela S, Freedman DA, Gedela S, et al. 
Safety and efficacy of supratherapeutic 
doses of clobazam. J Child Neurol. 2019 
Oct;34(12):735-8. 
doi.org/10.1177/0883073819856834. PMID: 
31215313 

452.  Geerts AT, Arts WF, Stroink H, et al. 
Course and outcome of childhood epilepsy: 
a 15-year follow-up of the Dutch study of 
epilepsy in childhood. Epilepsia. 2010 
Jul;51(7):1189-97. doi.org/10.1111/j.1528-
1167.2010.02546.x. PMID: 20557350 

453.  Geffrey AL, Pollack SF, Bruno PL, et al. 
Drug-drug interaction between clobazam 
and cannabidiol in children with refractory 
epilepsy. Epilepsia. 2015 Aug;56(8):1246-
51. doi.org/10.1111/epi.13060. PMID: 
26114620 

454.  Gelinas JN, Battison AW, Smith S, et al. 
Electrocorticography and seizure outcomes 
in children with lesional epilepsy. Childs 
Nerv Syst. 2011 Mar;27(3):381-90. 
doi.org/10.1007/s00381-010-1279-7. PMID: 
20857122 

455.  Gerber PE, Hamiwka L, Connolly MB, et al. 
Factors associated with behavioral and 
cognitive abnormalities in children receiving 
topiramate. Pediatr Neurol. 2000 
Mar;22(3):200-3. doi.org/10.1016/s0887-
8994(99)00151-4. PMID: 10734250 

456.  Gerges M, Selim L, Girgis M, et al. 
Implementation of ketogenic diet in children 
with drug-resistant epilepsy in a medium 
resources setting: Egyptian experience. 
Epilepsy Behav Case Rep. 2018 Nov 
23;11:35-8. 
doi.org/10.1016/j.ebcr.2018.11.001. PMID: 
30619711 



D-31 

457.  Gericke CA, Picard F, de Saint-Martin A, et 
al. Efficacy of lamotrigine in idiopathic 
generalized epilepsy syndromes: a video-
EEG-controlled, open study. Epileptic 
Disord. 1999 Sep;1(3):159-65. PMID: 
10937148 

458.  Gerstner T, Woelfing C, Witsch M, et al. 
Capillary microscopy and hemorheology in 
children during antiepileptic monotherapy 
with carbamazepine and valproate. Seizure. 
2006 Dec;15(8):606-9. 
doi.org/10.1016/j.seizure.2006.08.006. 
PMID: 16997583 

459.  Gerstner T, Buesing D, Longin E, et al. 
Valproic acid induced encephalopathy - 19 
new cases in Germany from 1994 to 2003 - 
a side effect associated to VPA-therapy not 
only in young children. Seizure. 2006 
Sep;15(6):443-8. 
doi.org/10.1016/j.seizure.2006.05.007. 
PMID: 16787750 

460.  Ghaffar J, Riaz A, Uzair, et al. Comparative 
efficacy of intravenous levetiracetam vs 
phenobarbitone in neonatal seizures. Med 
Forum Mon. 2020 Jul;31(7):25-8  

461.  Gharibnaseri Z, Kebriaeezadeh A, Nikfar S, 
et al. Cost-effectiveness of adding-on new 
antiepileptic drugs to conventional regimens 
in controlling intractable seizures in 
children. Daru. 2012 Aug 30;20(1):17. 
doi.org/10.1186/2008-2231-20-17. PMID: 
23351726 

462.  Ghatan S, McGoldrick P, Palmese C, et al. 
Surgical management of medically 
refractory epilepsy due to early childhood 
stroke: clinical article. J Neurosurg Pediatr. 
2014 Jul;14(1):58-67. 
doi.org/10.3171/2014.3.PEDS13440. PMID: 
24866497 

463.  Ghosh S, Cabassa Miskimen AC, Brady J, et 
al. Neurodevelopmental outcomes at 9-14 
months gestational age after treatment of 
neonatal seizures due to brain injury. Childs 
Nerv Syst. 2019 Sep;35(9):1571-8. 
doi.org/10.1007/s00381-019-04286-x. 
PMID: 31278442 

464.  Gilbert DL, Pyzik PL, Freeman JM. The 
ketogenic diet: seizure control correlates 
better with serum beta-hydroxybutyrate than 
with urine ketones. J Child Neurol. 
2000;15(12):787-90. 
doi.org/10.1177/088307380001501203. 
PMID: 11198492 

465.  Gil-Nagel A, Sullivan J, Ceulemans B, et al. 
Treatment with fenfluramine in patients with 
Dravet syndrome has no long-term effects 
on weight and growth. Epilepsy Behav. 
2021 Sep 1;122:108212. 
doi.org/10.1016/j.yebeh.2021.108212. 
PMID: 34352670 

466.  Gil-Nagel A, Sullivan J, Ceulemans B, et al. 
Treatment with fenfluramine in patients with 
Dravet syndrome has no long-term effects 
on weight and growth. Epilepsy Behav. 
2021 Aug 2;122:108212. 
doi.org/10.1016/j.yebeh.2021.108212. 
PMID: 34352670 

467.  Giordano L, Vignoli A, Cusmai R, et al. 
Early onset absence epilepsy with onset in 
the first year of life: a multicenter cohort 
study. Epilepsia. 2013 Oct;54:66-9. 
doi.org/10.1111/epi.12311. PMID: 
24099057 

468.  Girgis IG, Nandy P, Nye JS, et al. 
Pharmacokinetic-pharmacodynamic 
assessment of topiramate dosing regimens 
for children with epilepsy 2 to <10 years of 
age. Epilepsia. 2010 Oct;51(10):1954-62. 
doi.org/10.1111/j.1528-1167.2010.02598.x. 
PMID: 20880232 

469.  Giroux PC, Salas-Prato M, Théorêt Y, et al. 
Levetiracetam in children with refractory 
epilepsy: lack of correlation between plasma 
concentration and efficacy. Seizure. 2009 
Oct;18(8):559-63. 
doi.org/10.1016/j.seizure.2009.05.007. 
PMID: 19546014 

470.  Giulioni M, Marucci G, Martinoni M, et al. 
Seizure outcome in surgically treated drug-
resistant mesial temporal lobe epilepsy 
based on the recent histopathological 
classifications: clinical article. J Neurosurg. 
2013 Jul;119(1):37-47. 
doi.org/10.3171/2013.3.JNS122132. PMID: 
23641822 



D-32 

471.  Giva S, Boyle MA, Gorman KM. Should 
levetiracetam rather than phenobarbitone be 
the first-line treatment for neonatal seizures? 
Arch Dis Child. 2021 Mar;106(3):301-3. 
doi.org/10.1136/archdischild-2020-320311. 
PMID: 33097487 

472.  Glass HC, Soul JS, Chu CJ, et al. Response 
to antiseizure medications in neonates with 
acute symptomatic seizures. Epilepsia. 2019 
Mar;60(3):e20-e24. 
doi.org/10.1111/epi.14671. PMID: 
30790268 

473.  Glauser TA, Mitchell WG, Weinstock A, et 
al. Pharmacokinetics of levetiracetam in 
infants and young children with epilepsy. 
Epilepsia. 2007 Jun;48(6):1117-22. 
doi.org/10.1111/j.1528-1167.2007.01090.x. 
PMID: 17442002 

474.  Glauser TA, Cnaan A, Shinnar S, et al. 
Ethosuximide, valproic acid, and 
lamotrigine in childhood absence epilepsy. 
N Engl J Med. 2010 Mar 4;362(9):790-9. 
doi.org/10.1056/NEJMoa0902014. PMID: 
20200383 

475.  Glauser TA, Cnaan A, Shinnar S, et al. 
Ethosuximide, valproic acid, and 
lamotrigine in childhood absence epilepsy: 
initial monotherapy outcomes at 12 months. 
Epilepsia. 2013 Jan;54(1):141-55. 
doi.org/10.1111/epi.12028. PMID: 
23167925 

476.  Glaze DG, Percy AK, Skinner S, et al. 
Epilepsy and the natural history of Rett 
syndrome. Neurology. 2010 Mar 
16;74(11):909-12. 
doi.org/10.1212/WNL.0b013e3181d6b852. 
PMID: 20231667 

477.  Gleissner U, Clusmann H, Sassen R, et al. 
Postsurgical outcome in pediatric patients 
with epilepsy: a comparison of patients with 
intellectual disabilities, subaverage 
intelligence, and average-range intelligence. 
Epilepsia. 2006 Feb;47(2):406-14. 
doi.org/10.1111/j.1528-1167.2006.00436.x. 
PMID: 16499768 

478.  Gleissner U, Kuczaty S, Clusmann H, et al. 
Neuropsychological results in pediatric 
patients with epilepsy surgery in the parietal 
cortex. Epilepsia. 2008 Apr;49(4):700-4. 
doi.org/10.1111/j.1528-1167.2007.01497.x. 
PMID: 18177357 

479.  Goellner E, Bianchin MM, Burneo JG, et al. 
Timing of early and late seizure recurrence 
after temporal lobe epilepsy surgery. 
Epilepsia. 2013 Nov;54(11):1933-41. 
doi.org/10.1111/epi.12389. PMID: 
24199826 

480.  Goldstein HE, Youngerman BE, Shao B, et 
al. Safety and efficacy of 
stereoelectroencephalography in pediatric 
focal epilepsy: a single-center experience. J 
Neurosurg Pediatr. 2018 Oct;22(4):444-52. 
doi.org/10.3171/2018.5.PEDS1856. PMID: 
30028270 

481.  Gong L, Yang W, Deng Y, et al. Clinical 
efficacy and safety of the combined use of 
sodium valproate and levetiracetam in 
epilepsy children. Int J Clin Exp Med. 
2020;13(12):9956-62. 
http://www.ijcem.com/files/ijcem0115001.p
df  

482.  González-Martínez JA, Gupta A, Kotagal P, 
et al. Hemispherectomy for catastrophic 
epilepsy in infants. Epilepsia. 2005 
Sep;46(9):1518-25. doi.org/10.1111/j.1528-
1167.2005.53704.x. PMID: 16146448 

483.  Loddenkemper T, Holland KD, Stanford 
LD, et al. Developmental outcome after 
epilepsy surgery in infancy. Pediatrics. 2007 
May;119(5):930-5. 
doi.org/10.1542/peds.2006-2530. PMID: 
17473093 

484.  Goradia D, Chugani HT, Govindan RM, et 
al. Reorganization of the right arcuate 
fasciculus following left arcuate fasciculus 
resection in children with intractable 
epilepsy. J Child Neurol. 2011 
Oct;26(10):1246-51. 
doi.org/10.1177/0883073811402689. PMID: 
21551371 

485.  Govil-Dalela T, Kumar A, Agarwal R, et al. 
Agenesis of the corpus callosum and Aicardi 
syndrome: a neuroimaging and clinical 
comparison. Pediatr Neurol. 2017 
Mar;68:44-48.e2. 
doi.org/10.1016/j.pediatrneurol.2016.12.002
. PMID: 28214165 

486.  Gowda S, Salazar F, Bingaman WE, et al. 
Surgery for catastrophic epilepsy in infants 6 
months of age and younger: clinical article. J 
Neurosurg Pediatr. 2010 Jun;5(6):603-7. 
doi.org/10.3171/2010.1.PEDS08301. PMID: 
20515334 

http://www.ijcem.com/files/ijcem0115001.pdf
http://www.ijcem.com/files/ijcem0115001.pdf


D-33 

487.  Gowda VK, Romana A, Shivanna NH, et al. 
Levetiracetam versus phenobarbitone in 
neonatal seizures -- a randomized controlled 
trial. Indian Pediatr. 2019 Aug;56(8):643-6. 
doi.org/10.1007/s13312-019-1586-3. PMID: 
31477643 

488.  Grayson LE, Peters JM, McPherson T, et al. 
Pilot study of neurodevelopmental impact of 
early epilepsy surgery in tuberous sclerosis 
complex. Pediatr Neurol. 2020 Aug;109:39-
46. 
doi.org/10.1016/j.pediatrneurol.2020.04.002
. PMID: 32418847 

489.  Grayson L, Ampah S, Hernando K, et al. 
Longitudinal impact of cannabidiol on EEG 
measures in subjects with treatment-resistant 
epilepsy. Epilepsy Behav. 2021 
Sep;122:108190. 
doi.org/10.1016/j.yebeh.2021.108190. 
PMID: 34273739 

490.  Greiner HM, Horn PS, Arya R, et al. Acute 
postoperative seizures and long-term 
outcome following pediatric epilepsy 
surgery. Seizure. 2014 Jun;23(6):483-6. 
doi.org/10.1016/j.seizure.2014.02.010. 
PMID: 24680553 

491.  Greiner HM, Horn PS, Tenney JR, et al. 
Preresection intraoperative 
electrocorticography (ECoG) abnormalities 
predict seizure-onset zone and outcome in 
pediatric epilepsy surgery. Epilepsia. 2016 
Apr;57(4):582-9. doi.org/10.1111/epi.13341. 
PMID: 26918790 

492.  Griffiths SY, Sherman EMS, Slick DJ, et al. 
Postsurgical health-related quality of life 
(HRQOL) in children following 
hemispherectomy for intractable epilepsy. 
Epilepsia. 2007 Mar;48(3):564-70. 
doi.org/10.1111/j.1528-1167.2006.00966.x. 
PMID: 17284297 

493.  Groleau V, Schall JI, Stallings VA, et al. 
Long-term impact of the ketogenic diet on 
growth and resting energy expenditure in 
children with intractable epilepsy. Dev Med 
Child Neurol. 2014 Sep;56(9):898-904. 
doi.org/10.1111/dmcn.12462. PMID: 
24749520 

494.  Grønborg S, Uldall P. Mortality and causes 
of death in children referred to a tertiary 
epilepsy center. Eur J Paediatr Neurol. 2014 
Jan;18(1):66-71. 
doi.org/10.1016/j.ejpn.2013.08.004. PMID: 
24100171 

495.  Gröppel G, Dorfer C, Mühlebner-
Fahrngruber A, et al. Improvement of 
language development after successful 
hemispherotomy. Seizure. 2015 Aug;30:70-
5. doi.org/10.1016/j.seizure.2015.05.018. 
PMID: 26216688 

496.  Gröppel G, Dorfer C, Dressler A, et al. 
Epilepsy surgery in infants: safety issues and 
developmental outcome. Wien Klin 
Wochenschr. 2018 May;130(9):341-8. 
doi.org/10.1007/s00508-017-1294-8. PMID: 
29218412 

497.  Gröppel G, Dorfer C, Samueli S, et al. 
Single stage epilepsy surgery in children and 
adolescents with focal cortical dysplasia 
type II - prognostic value of the 
intraoperative electrocorticogram. Clin 
Neurophysiol. 2019 Jan;130(1):20-4. 
doi.org/10.1016/j.clinph.2018.09.023. 
PMID: 30472578 

498.  Grosso S, Franzoni E, Iannetti P, et al. 
Efficacy and safety of topiramate in 
refractory epilepsy of childhood: long-term 
follow-up study. J Child Neurol. 2005 
Nov;20(11):893-7. 
doi.org/10.1177/08830738050200110601. 
PMID: 16417859 

499.  Grosso S, Cordelli DM, Franzoni E, et al. 
Efficacy and safety of levetiracetam in 
infants and young children with refractory 
epilepsy. Seizure. 2007 Jun;16(4):345-50. 
doi.org/10.1016/j.seizure.2007.02.004. 
PMID: 17368928 

500.  Grosso S, Cordelli DM, Coppola G, et al. 
Efficacy and safety of felbamate in children 
under 4 years of age: a retrospective chart 
review. Eur J Neurol. 2008 Sep;15(9):940-6. 
doi.org/10.1111/j.1468-1331.2008.02215.x. 
PMID: 18637038 

501.  Grosso S, Blardi P, Battaglini M, et al. 
Topiramate effects on plasma serotonin 
levels in children with epilepsy. Epilepsy 
Res. 2008 Oct;81(2):148-54. 
doi.org/10.1016/j.eplepsyres.2008.05.007. 
PMID: 18603411 



D-34 

502.  Grosso S, Longini M, Rodriguez A, et al. 
Oxidative stress in children affected by 
epileptic encephalopathies. J Neurol Sci. 
2011 Jan 15;300(1):103-6. 
doi.org/10.1016/j.jns.2010.09.017. PMID: 
20932539 

503.  Grosso S, Parisi P, Spalice A, et al. Efficacy 
and safety of lacosamide in infants and 
young children with refractory focal 
epilepsy. Eur J Paediatr Neurol. 2014 
Jan;18(1):55-9. 
doi.org/10.1016/j.ejpn.2013.08.006. PMID: 
24129195 

504.  Grosso S, Coppola G, Cusmai R, et al. 
Efficacy and tolerability of add-on 
lacosamide in children with Lennox-Gastaut 
syndrome. Acta Neurol Scand. 2014 
Jun;129(6):420-4. 
doi.org/10.1111/ane.12221. PMID: 
24479878 

505.  Grosso S, Coppola G, Dontin SD, et al. 
Efficacy and safety of rufinamide in children 
under four years of age with drug-resistant 
epilepsies. Eur J Paediatr Neurol. 2014 
Sep;18(5):641-5. 
doi.org/10.1016/j.ejpn.2014.05.001. PMID: 
24912730 

506.  Gross-Tsur V, Banin E, Shahar E, et al. 
Visual impairment in children with epilepsy 
treated with vigabatrin. Ann Neurol. 
2000;48(1):60-4. doi.org/10.1002/1531-
8249(200007)48:1<60::AID-
ANA9>3.0.CO;2-E. PMID: 10894216 

507.  Guan Y, Chen S, Liu C, et al. Timing and 
type of hemispherectomy for Rasmussen's 
encephalitis: analysis of 45 patients. 
Epilepsy Res. 2017 May;132:109-15. PMID: 
28399506 

508.  Guerrini R, Carpay J, Groselj J, et al. 
Topiramate monotherapy as broad-spectrum 
antiepileptic drug in a naturalistic clinical 
setting. Seizure. 2005 Sep;14(6):371-80. 
doi.org/10.1016/j.seizure.2005.05.001. 
PMID: 15961326 

509.  Guerrini R, Rosati A, Bradshaw K, et al. 
Adjunctive zonisamide therapy in the long-
term treatment of children with partial 
epilepsy: results of an open-label extension 
study of a phase III, randomized, double-
blind, placebo-controlled trial. Epilepsia. 
2014 Apr;55(4):568-78. 
doi.org/10.1111/epi.12548. PMID: 
24621319 

510.  Guillet R, Kwon J. Seizure recurrence and 
developmental disabilities after neonatal 
seizures: outcomes are unrelated to use of 
phenobarbital prophylaxis. J Child Neurol. 
2007 Apr;22(4):389-95. 
doi.org/10.1177/0883073807301917. PMID: 
17621516 

511.  Gulati P, Cannell P, Ghia T, et al. 
Lacosamide as adjunctive therapy in 
treatment-resistant epilepsy in childhood. J 
Paediatr Child Health. 2015 Aug;51(8):794-
7. doi.org/10.1111/jpc.12850. PMID: 
25683595 

512.  Günbey C, Söylemezoglu F, Bilginer B, et 
al. International consensus classification of 
hippocampal sclerosis and etiologic 
diversity in children with temporal 
lobectomy. Epilepsy Behav. 2020 
Nov;112:107380. 
doi.org/10.1016/j.yebeh.2020.107380. 
PMID: 32882628 

513.  Gupta M, Gupta YK, Agarwal S, et al. 
Effects of add-on melatonin administration 
on antioxidant enzymes in children with 
epilepsy taking carbamazepine 
monotherapy: a randomized, double-blind, 
placebo-controlled trial. Epilepsia. 2004 
Dec;45(12):1636-9. doi.org/10.1111/j.0013-
9580.2004.17604.x. PMID: 15571523 

514.  Gupta M, Gupta YK, Agarwal S, et al. A 
randomized, double-blind, placebo 
controlled trial of melatonin add-on therapy 
in epileptic children on valproate 
monotherapy: effect on glutathione 
peroxidase and glutathione reductase 
enzymes. Br J Clin Pharmacol. 2004 
Nov;58(5):542-7. doi.org/10.1111/j.1365-
2125.2004.02210.x. PMID: 15521903 

515.  Gupta M, Kohli K, Gupta YK. Modulation 
of serum concentrations of melatonin by 
carbamazepine and valproate. Indian J 
Physiol Pharmacol. 2006 Jan;50(1):79-82. 
PMID: 16850908 



D-35 

516.  Gupta A, Chirla A, Wyllie E, et al. Pediatric 
epilepsy surgery in focal lesions and 
generalized electroencephalogram 
abnormalities. Pediatr Neurol. 2007 
Jul;37(1):8-15. 
doi.org/10.1016/j.pediatrneurol.2007.03.004
. PMID: 17628216 

517.  Gupta S, Dabla S, Kaushik JS. Modified 
Atkins diet versus low glycemic index 
treatment for drug-resistant epilepsy in 
children: an open label, randomized 
controlled trial. Indian Pediatr. 2021 Sep 
15;58(9):815-9. 
https://www.indianpediatrics.net/sep2021/81
5.pdf. PMID: 33634794 

518.  Gurbani S, Chayasirisobhon S, Cahan L, et 
al. Neuromodulation therapy with vagus 
nerve stimulation for intractable epilepsy: a 
2-year efficacy analysis study in patients 
under 12 years of age. Epilepsy Res Treat. 
2016;2016:9709056. 
doi.org/10.1155/2016/9709056. PMID: 
26977314 

519.  Gurbani S, Chayasirisobhon S, Gurbani A, 
et al. Does early recognition of treatment 
failure and changing anti-epilepsy 
medication regimen improve short-term 
seizure remission rates in childhood absence 
epilepsy? Acta Neurol Taiwan. 2020 
Jun;29(2):46-53. http://www.ant-
tnsjournal.com/Mag_Files/29-2/002.pdf. 
PMID: 32436202 

520.  Guzel O, Uysal U, Arslan N. Efficacy and 
tolerability of olive oil-based ketogenic diet 
in children with drug-resistant epilepsy: a 
single center experience from Turkey. Eur J 
Paediatr Neurol. 2019 Jan;23(1):143-51. 
doi.org/10.1016/j.ejpn.2018.11.007. PMID: 
30497921 

521.  Habib HS. Clinical characteristics and 
responsiveness to treatment in Lennox-
Gastaut syndrome: a retrospective hospital 
audit. Neurosciences (Riyadh). 
2006;11(1):24-7. 
https://nsj.org.sa/content/nsj/11/1/24.full.pdf  

522.  Hadzagic-Catibusic F, Hasanbegovic E, 
Melunovic M, et al. Effects of 
carbamazepine and valproate on serum 
aspartate aminotransferase, alanine 
aminotransferase and gamma - 
glutamyltransferase in children. Med Arh. 
2017 Aug;71(4):239-42. 
doi.org/10.5455/medarh.2017.71.239-242. 
PMID: 28974841 

523.  Haerian BS, Baum L, Tan HJ, et al. SCN1A 
IVS5N+5 polymorphism and response to 
sodium valproate: a multicenter study. 
Pharmacogenomics. 2012 Oct;13(13):1477-
85. doi.org/10.2217/pgs.12.127. PMID: 
23057548 

524.  Haig GM, Bockbrader HN, Wesche DL, et 
al. Single-dose gabapentin pharmacokinetics 
and safety in healthy infants and children. J 
Clin Pharmacol. 2001;41(5):507-14. 
doi.org/10.1177/00912700122010384. 
PMID: 11361047 

525.  Hallböök T, Lundgren J, Stjernqvist K, et al. 
Vagus nerve stimulation in 15 children with 
therapy resistant epilepsy; its impact on 
cognition, quality of life, behaviour and 
mood. Seizure. 2005 Oct;14(7):504-13. 
doi.org/10.1016/j.seizure.2005.08.007. 
PMID: 16176878 

526.  Hallböök T, Lundgren J, Blennow G, et al. 
Long term effects on epileptiform activity 
with vagus nerve stimulation in children. 
Seizure. 2005 Dec;14(8):527-33. 
doi.org/10.1016/j.seizure.2005.07.004. 
PMID: 16098769 

527.  Hallböök T, Lundgren J, Köhler S, et al. 
Beneficial effects on sleep of vagus nerve 
stimulation in children with therapy resistant 
epilepsy. Eur J Paediatr Neurol. 2005 
Nov;9(6):399-407. 
doi.org/10.1016/j.ejpn.2005.08.004. PMID: 
16257548 

528.  Hallböök T, Köhler S, Rosén I, et al. Effects 
of ketogenic diet on epileptiform activity in 
children with therapy resistant epilepsy. 
Epilepsy Res. 2007 Dec;77(2):134-40. 
doi.org/10.1016/j.eplepsyres.2007.09.008. 
PMID: 17996423 

529.  Hallböök T, Lundgren J, Rosén I. Ketogenic 
diet improves sleep quality in children with 
therapy-resistant epilepsy. Epilepsia. 2007 
Jan;48(1):59-65. doi.org/10.1111/j.1528-
1167.2006.00834.x. PMID: 17241208 

https://www.indianpediatrics.net/sep2021/815.pdf
https://www.indianpediatrics.net/sep2021/815.pdf
http://www.ant-tnsjournal.com/Mag_Files/29-2/002.pdf
http://www.ant-tnsjournal.com/Mag_Files/29-2/002.pdf
https://nsj.org.sa/content/nsj/11/1/24.full.pdf


D-36 

530.  Hallböök T, Tideman P, Rosén I, et al. 
Epilepsy surgery in children with drug-
resistant epilepsy, a long-term follow-up. 
Acta Neurol Scand. 2013 Dec;128(6):414-
21. doi.org/10.1111/ane.12154. PMID: 
23742270 

531.  Hallböök T, Sjölander A, Amark P, et al. 
Effectiveness of the ketogenic diet used to 
treat resistant childhood epilepsy in 
Scandinavia. Eur J Paediatr Neurol. 2015 
Jan;19(1):29-36. 
doi.org/10.1016/j.ejpn.2014.09.005. PMID: 
25457511 

532.  Halley SA, Wrench JM, Reutens DC, et al. 
The amygdala and anxiety after epilepsy 
surgery. Epilepsy Behav. 2010 
Aug;18(4):431-6. 
doi.org/10.1016/j.yebeh.2010.05.003. 
PMID: 20541981 

533.  Hallioglu O, Okuyaz C, Mert E, et al. 
Effects of antiepileptic drug therapy on heart 
rate variability in children with epilepsy. 
Epilepsy Res. 2008 Mar;79(1):49-54. 
doi.org/10.1016/j.eplepsyres.2007.12.020. 
PMID: 18313269 

534.  Hamad AP, Caboclo LO, Centeno R, et al. 
Hemispheric surgery for refractory epilepsy 
in children and adolescents: outcome 
regarding seizures, motor skills and adaptive 
function. Seizure. 2013 Nov;22(9):752-6. 
doi.org/10.1016/j.seizure.2013.06.001. 
PMID: 23838088 

535.  Hamed SA, Fida NM, Hamed EA. States of 
serum leptin and insulin in children with 
epilepsy: risk predictors of weight gain. Eur 
J Paediatr Neurol. 2009 May;13(3):261-8. 
doi.org/10.1016/j.ejpn.2008.05.005. PMID: 
18586538 

536.  Hamed SA, Darwish ES, Youssef AH, et al. 
The effect of antiepileptic drugs on the 
evoked potentials of children with epilepsy. 
J Pediatr Epilepsy. 2012;1(2):103-12. 
doi.org/10.3233/PEP-2012-017  

537.  Han MJ, Kim SJ. Effects of antiepileptic 
drugs on language abilities in benign 
epilepsy of childhood with centrotemporal 
spikes. J Clin Neurol. 2018 Oct;14(4):523-9. 
doi.org/10.3988/jcn.2018.14.4.523. PMID: 
30198231 

538.  Han JY, Moon CJ, Youn YA, et al. Efficacy 
of levetiracetam for neonatal seizures in 
preterm infants. BMC Pediatr. 2018 Apr 
10;18(1):131. doi.org/10.1186/s12887-018-
1103-1. PMID: 29636029 

539.  Haney CA, Charpentier A, Turner Z, et al. A 
proof-of-principle, case-control study to 
compensate for potential carbohydrates in 
liquid antiseizure drugs in children on the 
ketogenic diet. J Child Neurol. 2019 
Jun;34(7):367-70. 
doi.org/10.1177/0883073819831179. PMID: 
30782060 

540.  Hannan S, Cross JH, Scott RC, et al. The 
effects of epilepsy surgery on emotions, 
behavior, and psychosocial impairment in 
children and adolescents with drug-resistant 
epilepsy: a prospective study. Epilepsy 
Behav. 2009 Jul;15(3):318-24. 
doi.org/10.1016/j.yebeh.2009.04.007. 
PMID: 19362603 

541.  Harris WB, Westley Phillips H, Chen JS, et 
al. Seizure outcomes in children with 
Rasmussen's encephalitis undergoing 
resective or hemispheric epilepsy surgery: 
an individual participant data meta-analysis. 
J Neurosurg Pediatr. 2020;25(3):274-83. 
doi.org/10.3171/2019.9.PEDS19380. PMID: 
31812145 

542.  Hartley LM, Gordon I, Harkness W, et al. 
Correlation of SPECT with pathology and 
seizure outcome in children undergoing 
epilepsy surgery. Dev Med Child Neurol. 
2002 Oct;44(10):676-80. 
doi.org/10.1017/S0012162201002742. 
PMID: 12418792 

543.  Hasan SS, Bahari MB, Babar ZU, et al. 
Antiepileptic drug utilisation and seizure 
outcome among paediatric patients in a 
Malaysian public hospital. Singapore Med J. 
2010;51(1):21-7. 
http://www.smj.org.sg/sites/default/files/510
1/5101a2.pdf. PMID: 20200771 

544.  Hasegawa N, Tohyama J. Differences in 
levetiracetam and perampanel treatment-
related irritability in patients with epilepsy. 
Epilepsy Behav. 2021 Mar;116:107644. 
doi.org/10.1016/j.yebeh.2020.107644. 
PMID: 33549477 

http://www.smj.org.sg/sites/default/files/5101/5101a2.pdf
http://www.smj.org.sg/sites/default/files/5101/5101a2.pdf


D-37 

545.  Hassan AM, Keene DL, Whiting SE, et al. 
Ketogenic diet in the treatment of refractory 
epilepsy in childhood. Pediatr Neurol. 1999 
Aug;21(2):548-52. doi.org/10.1016/s0887-
8994(99)00045-4. PMID: 10465141 

546.  Hassan AA, Jan MM, Shaabat AO. 
Topiramate for the treatment of intractable 
childhood epilepsy. Neurosciences (Riyadh). 
2003 Oct;8(4):233-6. 
https://www.researchgate.net/publication/22
8333348_Topiramate_for_the_treatment_of
_intractable_childhood_epilepsy. PMID: 
23648886 

547.  Hauptman JS, Pedram K, Sison CA, et al. 
Pediatric epilepsy surgery: long-term 5-year 
seizure remission and medication use. 
Neurosurgery. 2012 Nov;71(5):985-93. 
doi.org/10.1227/NEU.0b013e31826cdd5a. 
PMID: 22895408 

548.  Hauptman JS, Mathern GW. Vagal nerve 
stimulation for pharmacoresistant epilepsy 
in children. Surg Neurol Int. 2012 
Oct;3(Suppl 4):S269-74. 
doi.org/10.4103/2152-7806.103017. PMID: 
23230532 

549.  Hausman-Kedem M, Kramer U. Efficacy of 
medical cannabis for treating refractory 
epilepsy in children and adolescents, with 
emphasis on the Israel experience. Isr Med 
Assoc J. 2017 Feb;19(2):76-8. PMID: 
28457054 

550.  Hausman-Kedem M, Menascu S, Kramer U. 
Efficacy of CBD-enriched medical cannabis 
for treatment of refractory epilepsy in 
children and adolescents - an observational, 
longitudinal study. Brain Dev. 2018 
Aug;40(7):544-51. 
doi.org/10.1016/j.braindev.2018.03.013. 
PMID: 29674131 

551.  Havali C, Gücüyener K, Buyan N, et al. 
Does nephrotoxicity exist in pediatric 
epileptic patients on valproate or 
carbamazepine therapy? J Child Neurol. 
2015 Mar 26;30(3):301-6. 
doi.org/10.1177/0883073814538505. PMID: 
24958008 

552.  Haznedar P, Dogan Ö, Albayrak P, et al. 
Effects of levetiracetam and valproic acid 
treatment on liver function tests, plasma free 
carnitine and lipid peroxidation in childhood 
epilepsies. Epilepsy Res. 2019 Jul;153:7-13. 
doi.org/10.1016/j.eplepsyres.2019.03.009. 
PMID: 30925397 

553.  He W, Jing X, Wang X, et al. 
Transcutaneous auricular vagus nerve 
stimulation as a complementary therapy for 
pediatric epilepsy: a pilot trial. Epilepsy 
Behav. 2013 Sep;28(3):343-6. 
doi.org/10.1016/j.yebeh.2013.02.001. 
PMID: 23820114 

554.  He W, Wang XY, Zhou L, et al. 
Transcutaneous auricular vagus nerve 
stimulation for pediatric epilepsy: study 
protocol for a randomized controlled trial. 
Trials. 2015 Aug 21;16:371. 
doi.org/10.1186/s13063-015-0906-8. PMID: 
26292720 

555.  Healy S, Lang J, Te Water Naude J, et al. 
Vagal nerve stimulation in children under 12 
years old with medically intractable 
epilepsy. Childs Nerv Syst. 2013 
Nov;29(11):2095-9. 
doi.org/10.1007/s00381-013-2143-3. PMID: 
23681311 

556.  Hee Seo J, Mock Lee Y, Soo Lee J, et al. 
Efficacy and tolerability of the ketogenic 
diet according to lipid:nonlipid ratios - 
comparison of 3:1 with 4:1 diet. Epilepsia. 
2007 Apr;48(4):801-5. 
doi.org/10.1111/j.1528-1167.2007.01025.x. 
PMID: 17386059 

557.  Helmers SL, Duh MS, Guerin A, et al. 
Clinical outcomes, quality of life, and costs 
associated with implantation of vagus nerve 
stimulation therapy in pediatric patients with 
drug-resistant epilepsy. Eur J Paediatr 
Neurol. 2012 Sep;16(5):449-58. 
doi.org/10.1016/j.ejpn.2012.01.001. PMID: 
22261080 

558.  Hemb M, Velasco TR, Parnes MS, et al. 
Improved outcomes in pediatric epilepsy 
surgery: the UCLA experience, 1986-2008. 
Neurology. 2010 Jun;74(22):1768-75. 
doi.org/10.1212/WNL.0b013e3181e0f17a. 
PMID: 20427752 

https://www.researchgate.net/publication/228333348_Topiramate_for_the_treatment_of_intractable_childhood_epilepsy
https://www.researchgate.net/publication/228333348_Topiramate_for_the_treatment_of_intractable_childhood_epilepsy
https://www.researchgate.net/publication/228333348_Topiramate_for_the_treatment_of_intractable_childhood_epilepsy


D-38 

559.  Henderson CB, Filloux FM, Alder SC, et al. 
Efficacy of the ketogenic diet as a treatment 
option for epilepsy: meta-analysis. J Child 
Neurol. 2006 Mar;21(3):193-8. 
doi.org/10.2310/7010.2006.00044. PMID: 
16901419 

560.  Henkin Y, Sadeh M, Kivity S, et al. 
Cognitive function in idiopathic generalized 
epilepsy of childhood. Dev Med Child 
Neurol. 2005 Feb;47(2):126-32. 
doi.org/10.1017/S0012162205000228. 
PMID: 15707236 

561.  Heo G, Kim SH, Chang MJ. Effect of 
ketogenic diet and other dietary therapies on 
anti-epileptic drug concentrations in patients 
with epilepsy. J Clin Pharm Ther. 2017 
Dec;42(6):758-64. 
doi.org/10.1111/jcpt.12578. PMID: 
28626875 

562.  Ruiz Herrero J, Cañedo Villarroya E, García 
Peñas JJ, et al. Safety and effectiveness of 
the prolonged treatment of children with a 
ketogenic diet. Nutrients. 2020 Jan 
24;12(2):306. doi.org/10.3390/nu12020306. 
PMID: 31991539 

563.  Hess EJ, Moody KA, Geffrey AL, et al. 
Cannabidiol as a new treatment for drug-
resistant epilepsy in tuberous sclerosis 
complex. Epilepsia. 2016 Oct;57(10):1617-
24. doi.org/10.1111/epi.13499. PMID: 
27696387 

564.  Heyman E, Lavie R, Lahat E, et al. 
Lamotrigine serum concentration in children 
with epilepsy. Pediatr Neurol. 2012 
Dec;47(6):427-30. 
doi.org/10.1016/j.pediatrneurol.2012.08.002
. PMID: 23127263 

565.  Heyman E, Levin N, Lahat E, et al. Efficacy 
and safety of felbamate in children with 
refractory epilepsy. Eur J Paediatr Neurol. 
2014 Nov;18(6):658-62. 
doi.org/10.1016/j.ejpn.2014.05.005. PMID: 
24906615 

566.  Heyman E, Lahat E, Levin N, et al. 
Tolerability and efficacy of perampanel in 
children with refractory epilepsy. Dev Med 
Child Neurol. 2017 Apr;59(4):441-4. 
doi.org/10.1111/dmcn.13362. PMID: 
27935018 

567.  Hidalgo ET, Frankel HG, Rodriguez C, et al. 
Invasive monitoring after resection of 
epileptogenic neocortical lesions in 
multistaged epilepsy surgery in children. 
Epilepsy Res. 2018 Dec;148:48-54. 
doi.org/10.1016/j.eplepsyres.2018.09.001. 
PMID: 30384114 

568.  Hiremath GK, Kotagal P, Bingaman W, et 
al. Risk factors for carbamazepine elevation 
and toxicity following epilepsy surgery. 
Seizure. 2005 Jul;14(5):312-7. 
doi.org/10.1016/j.seizure.2005.04.003. 
PMID: 15876544 

569.  Hirfanoglu T, Serdaroglu A, Kurt G, et al. 
Outcomes of resective surgery in children 
and adolescents with focal lesional epilepsy: 
the experience of a tertiary epilepsy center. 
Epilepsy Behav. 2016 Oct;63:67-72. 
doi.org/10.1016/j.yebeh.2016.07.039. 
PMID: 27566969 

570.  Hirfanoglu T, Serdaroglu A, Cetin I, et al. 
Effects of vagus nerve stimulation on heart 
rate variability in children with epilepsy. 
Epilepsy Behav. 2018 Apr;81:33-40. 
doi.org/10.1016/j.yebeh.2018.01.036. 
PMID: 29462779 

571.  Hmaimess G, Sabbagh S, Dirani M, et al. 
Efficacy and tolerability of treatment with 
lacosamide in children: postmarketing 
experience from the Middle East. Seizure. 
2020 Jul;79:75-9. 
doi.org/10.1016/j.seizure.2020.04.016. 
PMID: 32422546 

572.  Hnaini M, Darwich M, Koleilat N, et al. 
High-dose levetiracetam for neonatal 
seizures: a retrospective review. Seizure. 
2020 Nov;82:7-11. 
doi.org/10.1016/j.seizure.2020.08.030. 
PMID: 32950862 

573.  Hodaie M, Musharbash A, Otsubo H, et al. 
Image-guided, frameless stereotactic 
sectioning of the corpus callosum in children 
with intractable epilepsy. Pediatr Neurosurg. 
2001 Jun;34(6):286-94. 
doi.org/10.1159/000056040. PMID: 
11455228 

574.  Holden KR, Titus MO. The effect of 
tiagabine on spasticity in children with 
intractable epilepsy: a pilot study. Pediatr 
Neurol. 1999 Oct;21(4):728-30. 
doi.org/10.1016/s0887-8994(99)00081-8. 
PMID: 10580885 



D-39 

575.  Holtmann M, Krause M, Opp J, et al. 
Oxcarbazepine-induced hyponatremia and 
the regulation of serum sodium after 
replacing carbamazepine with 
oxcarbazepine in children. Neuropediatrics. 
2002 Dec;33(6):298-300. doi.org/10.1055/s-
2002-37081. PMID: 12571784 

576.  Honda R, Kaido T, Sugai K, et al. Long-
term developmental outcome after early 
hemispherotomy for hemimegalencephaly in 
infants with epileptic encephalopathy. 
Epilepsy Behav. 2013 Oct;29(1):30-5. 
doi.org/10.1016/j.yebeh.2013.06.006. 
PMID: 23933627 

577.  Otsuki T, Honda R, Takahashi A, et al. 
Surgical management of cortical dysplasia 
in infancy and early childhood. Brain Dev. 
2013 Sep;35(8):802-9. 
doi.org/10.1016/j.braindev.2013.04.008. 
PMID: 23694756 

578.  Honda R, Baba H, Adachi K, et al. 
Developmental outcome after corpus 
callosotomy for infants and young children 
with drug-resistant epilepsy. Epilepsy 
Behav. 2021 Apr;117:107799. 
doi.org/10.1016/j.yebeh.2021.107799. 
PMID: 33610103 

579.  Hoppe C, Porebska I, Beeres K, et al. 
Parents' view of the cognitive outcome one 
year after pediatric epilepsy surgery. 
Epilepsy Behav. 2019 Dec;101(Pt 
A):106552. 
doi.org/10.1016/j.yebeh.2019.106552. 
PMID: 31698257 

580.  Hoppen T, Elger CE, Bartmann P. 
Carbamazepine in phenobarbital-
nonresponders: experience with ten preterm 
infants. Eur J Pediatr. 2001;160(7):444-7. 
doi.org/10.1007/s004310100760. PMID: 
11475584 

581.  Horacio Caraballo R, Darra F, Fontana E, et 
al. Absence seizures in the first 3 years of 
life: an electroclinical study of 46 cases. 
Epilepsia. 2011 Feb;52(2):393-400. 
doi.org/10.1111/j.1528-1167.2010.02926.x. 
PMID: 21269284 

582.  Hori T, Kondo S, Takenobu A, et al. 
Retrolabyrinthine presigmoid transpetrosal 
approach for selective subtemporal 
amygdalohippocampectomy. Neurol Med 
Chir (Tokyo). 1999 Mar;39(3):214-25. 
Discussion 224-5. 
doi.org/10.2176/nmc.39.214. PMID: 
10344110 

583.  Hosain SA, La Vega-Talbott M, Solomon 
GE. Ketogenic diet in pediatric epilepsy 
patients with gastrostomy feeding. Pediatr 
Neurol. 2005 Feb;32(2):81-3. 
doi.org/10.1016/j.pediatrneurol.2004.09.006
. PMID: 15664765 

584.  Hu Y, Huang X, Shen D, et al. Outcomes of 
sustained-release formulation of valproate 
and topiramate monotherapy in patients with 
epilepsy: a multi-centre, cohort study. PLoS 
ONE. 2012 Dec 11;7(12):e47982. 
doi.org/10.1371/journal.pone.0047982. 
PMID: 23239963 

585.  Hudgins RJ, Flamini JR, Palasis S, et al. 
Surgical treatment of epilepsy in children 
caused by focal cortical dysplasia. Pediatr 
Neurosurg. 2005 Mar-Apr;41(2):70-6. 
doi.org/10.1159/000085159. PMID: 
15942276 

586.  Huppke P, Köhler K, Brockmann K, et al. 
Treatment of epilepsy in Rett syndrome. Eur 
J Paediatr Neurol. 2007 Jan;11(1):10-6. 
doi.org/10.1016/j.ejpn.2006.09.003. PMID: 
17178248 

587.  Hur YJ. Comparison of lamotrigine and 
oxcarbazepine monotherapy for pediatric 
focal epilepsy: an observational study. 
Seizure. 2018 Aug;60:123-6. 
doi.org/10.1016/j.seizure.2018.06.013. 
PMID: 29957441 

588.  Hussain SA, Zhou R, Jacobson C, et al. 
Perceived efficacy of cannabidiol-enriched 
cannabis extracts for treatment of pediatric 
epilepsy: a potential role for infantile spasms 
and Lennox-Gastaut syndrome. Epilepsy 
Behav. 2015 Jun;47:138-41. 
doi.org/10.1016/j.yebeh.2015.04.009. 
PMID: 25935511 

589.  Hussain SA, Shin JH, Shih EJ, et al. Limited 
efficacy of the ketogenic diet in the 
treatment of highly refractory epileptic 
spasms. Seizure. 2016 Feb;35:59-64. 
doi.org/10.1016/j.seizure.2016.01.002. 
PMID: 26803052 



D-40 

590.  Hussain SA, Asilnejad B, Heesch J, et al. 
Felbamate in the treatment of refractory 
epileptic spasms. Epilepsy Res. 2020 
Mar;161:106284. 
doi.org/10.1016/j.eplepsyres.2020.106284. 
PMID: 32058261 

591.  Hwang H, Kim H, Kim SH, et al. Long-term 
effectiveness of ethosuximide, valproic acid, 
and lamotrigine in childhood absence 
epilepsy. Brain Dev. 2012 May;34(5):344-8. 
doi.org/10.1016/j.braindev.2011.08.007. 
PMID: 21893390 

592.  Hyslop A, Miller I, Bhatia S, et al. 
Minimally resective epilepsy surgery in 
MRI-negative children. Epileptic Disord. 
2015 Sep;17(3):263-74. 
doi.org/10.1684/epd.2015.0766. PMID: 
26293180 

593.  Iannelli A, Guzzetta F, Battaglia D, et al. 
Surgical treatment of temporal tumors 
associated with epilepsy in children. Pediatr 
Neurosurg. 2000 May;32(5):248-54. 
doi.org/10.1159/000028946. PMID: 
10965271 

594.  Iannone LF, Arena G, Battaglia D, et al. 
Results from an Italian expanded access 
program on cannabidiol treatment in highly 
refractory Dravet syndrome and Lennox-
Gastaut syndrome. Front Neurol. 2021 May 
20;12:673135. 
doi.org/10.3389/fneur.2021.673135. PMID: 
34093420 

595.  Ibrahim GM, Fallah A, Albert GW, et al. 
Occipital lobe epilepsy in children: 
characterization, evaluation and surgical 
outcomes. Epilepsy Res. 2012 
May;99(3):335-45. 
doi.org/10.1016/j.eplepsyres.2011.12.015. 
PMID: 22260921 

596.  Ibrahim GM, Morgan BR, Fallah A. A 
partial least squares analysis of seizure 
outcomes following resective surgery for 
tuberous sclerosis complex in children with 
intractable epilepsy. Childs Nerv Syst. 
2015;31(2):181-4. doi.org/10.1007/s00381-
014-2600-7. PMID: 25449064 

597.  Ibrahim A, Umar UI, Usman UM, et al. 
Economic evaluation of childhood epilepsy 
in a resource-challenged setting: a 
preliminary survey. Epilepsy Behav. 2017 
Nov;76:84-8. 
doi.org/10.1016/j.yebeh.2017.08.023. 
PMID: 28917500 

598.  Iimura Y, Jones K, Hattori K, et al. 
Epileptogenic high-frequency oscillations 
skip the motor area in children with 
multilobar drug-resistant epilepsy. Clin 
Neurophysiol. 2017 Jul;128(7):1197-205. 
doi.org/10.1016/j.clinph.2017.03.031. 
PMID: 28521267 

599.  Iinuma K, Haginoya K. Clinical efficacy of 
zonisamide in childhood epilepsy after long-
term treatment: a postmarketing, multi-
institutional survey. Seizure. 2004 Dec;13 
Suppl 1:S34-9; discussion S40. 
doi.org/10.1016/j.seizure.2004.04.003. 
PMID: 15511687 

600.  IJff DM, Postulart D, Lambrechts DAJE, et 
al. Cognitive and behavioral impact of the 
ketogenic diet in children and adolescents 
with refractory epilepsy: a randomized 
controlled trial. Epilepsy Behav. 2016 
Jul;60:153-7. 
doi.org/10.1016/j.yebeh.2016.04.033. 
PMID: 27206235 

601.  Ikegaya N, Iwasaki M, Kaneko Y, et al. 
Cognitive and developmental outcomes after 
pediatric insular epilepsy surgery for focal 
cortical dysplasia. J Neurosurg Pediatr. 2020 
Aug 7;1-9. 
doi.org/10.3171/2020.5.PEDS2058. PMID: 
32764180 

602.  Ikemoto S, Hamano SI, Hirata Y, et al. 
Efficacy and serum concentrations of 
perampanel for treatment of drug-resistant 
epilepsy in children, adolescents, and young 
adults: comparison of patients younger and 
older than 12 years. Seizure. 2019 
Dec;73:75-8. 
doi.org/10.1016/j.seizure.2019.10.023. 
PMID: 31759296 

603.  Ilic V, Bogicevic D, Miljkovic B, et al. 
Duration of valproic acid monotherapy 
correlates with subclinical thyroid 
dysfunction in children with epilepsy. 
Epileptic Disord. 2016 Jun;18(2):181-6. 
doi.org/10.1684/epd.2016.0821. PMID: 
27099936 



D-41 

604.  Incecik F, Akoglu E, Sangün O, et al. 
Effects of valproic acid on hearing in 
epileptic patients. Int J Pediatr 
Otorhinolaryngol. 2007 Apr;71(4):611-4. 
doi.org/10.1016/j.ijporl.2006.12.011. PMID: 
17270285 

605.  Incecik F, Hergüner MO, Altunbasak S. 
Hypohidrosis and hyperthermia during 
topiramate treatment in children. Turk J 
Pediatr. 2012;54(5):515-8. PMID: 23427516 

606.  Incecik F, Hergüner MO, Altunbasak S. The 
efficacy and side effects of levetiracetam on 
refractory epilepsy in children. J Pediatr 
Neurosci. 2012 Jan;7(1):19-22. 
doi.org/10.4103/1817-1745.97614. PMID: 
22837771 

607.  Inoue Y, Ohtsuka Y, Oguni H, et al. 
Stiripentol open study in Japanese patients 
with Dravet syndrome. Epilepsia. 2009 
Nov;50(11):2362-8. doi.org/10.1111/j.1528-
1167.2009.02179.x. PMID: 19552653 

608.  Inoue Y, Ohtsuka Y, Ikeda H, et al. 
Effectiveness of add-on stiripentol to 
clobazam and valproate in Japanese patients 
with Dravet syndrome: additional supportive 
evidence. Epilepsy Res. 2014 
May;108(4):725-31. 
doi.org/10.1016/j.eplepsyres.2014.02.008. 
PMID: 24630050 

609.  Inoue Y, Ohtsuka Y, Ikeda H, et al. Long-
term safety and efficacy of stiripentol for the 
treatment of Dravet syndrome: a 
multicenter, open-label study in Japan. 
Epilepsy Res. 2015 Jul;113:90-7. 
doi.org/10.1016/j.eplepsyres.2015.03.012. 
PMID: 25986195 

610.  Ipingbemi AE. Management, treatment 
outcome and cost of epilepsy in a tertiary 
health care facility in northern Nigeria. 
Internet Journal of Medical Update. 
2015;10(2):25-36. 
doi.org/10.4314/ijmu.v10i2.5  

611.  Irshaid YM, Hamdi AA, Al Homrany MA. 
Appropriateness of requests for therapeutic 
drug monitoring of antiepileptic drugs: the 
experience in Southwestern Saudi Arabia. 
Clin Lab. 2004;50(3):223-8. PMID: 
15074478 

612.  Isgüder R, Güzel O, Agin H, et al. Efficacy 
and safety of iv levetiracetam in children 
with acute repetitive seizures. Pediatr 
Neurol. 2014 Nov;51(5):688-95. 
doi.org/10.1016/j.pediatrneurol.2014.07.021
. PMID: 25172096 

613.  Ishikawa N, Tateishi Y, Tani H, et al. 
Clinical profiles associated with serum 
perampanel concentrations in children with 
refractory epilepsy. Epilepsy Behav. 2019 
May;94:82-6. 
doi.org/10.1016/j.yebeh.2019.02.004. 
PMID: 30897534 

614.  Ishikawa N, Tateishi Y, Tani H, et al. 
Effects of perampanel add-on therapy on 
immunoglobulin levels in pediatric patients 
with epilepsy. Epilepsy Res. 2020 Aug 
21;167:106447. 
doi.org/10.1016/j.eplepsyres.2020.106447. 
PMID: 32911259 

615.  Ismayilova N, Leung MA, Kumar R, et al. 
Ketogenic diet therapy in infants less than 
two years of age for medically refractory 
epilepsy. Seizure. 2018 Apr;57:5-7. 
doi.org/10.1016/j.seizure.2018.02.014. 
PMID: 29524777 

616.  Itamura S, Okanishi T, Nishimura M, et al. 
Analysis for the association between corpus 
callosum thickness and corpus callosotomy 
outcomes for patients with epileptic spasms 
or tonic spasms. Pediatr Neurol. 2019 
Jun;95:79-83. 
doi.org/10.1016/j.pediatrneurol.2019.01.012
. PMID: 30819564 

617.  Itoh Y, Oguni H, Hirano Y, et al. Study of 
epileptic drop attacks in symptomatic 
epilepsy of early childhood - differences 
from those in myoclonic-astatic epilepsy. 
Brain Dev. 2015 Jan;37(1):49-58. 
doi.org/10.1016/j.braindev.2014.03.013. 
PMID: 24731746 

618.  Iwasaki M, Uematsu M, Nakayama T, et al. 
Parental satisfaction and seizure outcome 
after corpus callosotomy in patients with 
infantile or early childhood onset epilepsy. 
Seizure. 2013 May;22(4):303-5. 
doi.org/10.1016/j.seizure.2013.01.005. 
PMID: 23369272 



D-42 

619.  Iwasaki T, Toki T, Nonoda Y, et al. The 
efficacy of levetiracetam for focal seizures 
and its blood levels in children. Brain Dev. 
2015 Sep;37(8):773-9. 
doi.org/10.1016/j.braindev.2014.11.008. 
PMID: 25579248 

620.  Iwasaki M, Uematsu M, Hino-Fukuyo N, et 
al. Clinical profiles for seizure remission 
and developmental gains after total corpus 
callosotomy. Brain Dev. 2016 Jan;38(1):47-
53. doi.org/10.1016/j.braindev.2015.04.010. 
PMID: 25958823 

621.  Jacobs J, Wu JY, Perucca P, et al. Removing 
high-frequency oscillations: a prospective 
multicenter study on seizure outcome. 
Neurology. 2018 Sep 11;91(11):e1040-
e1052. 
doi.org/10.1212/WNL.0000000000006158. 
PMID: 30120133 

622.  Jagadish S, Payne ET, Wong-Kisiel L, et al. 
The ketogenic and modified Atkins diet 
therapy for children with refractory epilepsy 
of genetic etiology. Pediatr Neurol. 2019 
May;94:32-7. 
doi.org/10.1016/j.pediatrneurol.2018.12.012
. PMID: 30803845 

623.  Jagtap S, Srinivas G, Harsha KJ, et al. 
Sturge-Weber syndrome: clinical spectrum, 
disease course, and outcome of 30 patients. J 
Child Neurol. 2013 Jun;28(6):722-8. 
doi.org/10.1177/0883073812451326. PMID: 
22832777 

624.  Jain R, Mishra D, Juneja M. Add-on 
lamotrigine in pediatric epilepsy in India. 
Indian Pediatr. 2011 Jan 7;48(1):55-8. 
doi.org/10.1007/s13312-011-0025-x. PMID: 
20453261 

625.  Jain P, Smith ML, Speechley K, et al. 
Seizure freedom improves health-related 
quality of life after epilepsy surgery in 
children. Dev Med Child Neurol. 2020 
May;62(5):600-8. 
doi.org/10.1111/dmcn.14390. PMID: 
31709524 

626.  Jakobsen AV, Müller E, Uldall PV. A 
methodological perspective on the cognitive 
outcome of epilepsy surgery in children and 
adolescents. Epilepsy Behav. 2020 
Oct;111:107330. 
doi.org/10.1016/j.yebeh.2020.107330. 
PMID: 32759075 

627.  Jalloh I, Cho N, Nga VDW, et al. The role 
of surgery in refractory epilepsy secondary 
to polymicrogyria in the pediatric 
population. Epilepsia. 2018 
Oct;59(10):1982-96. 
doi.org/10.1111/epi.14556. PMID: 
30203507 

628.  Jambaqué I, Chiron C, Dumas C, et al. 
Mental and behavioural outcome of infantile 
epilepsy treated by vigabatrin in tuberous 
sclerosis patients. Epilepsy Res. 2000 
Feb;38(2):151-60. doi.org/10.1016/S0920-
1211(99)00082-0. PMID: 10642043 

629.  Jambaqué I, Dellatolas G, Fohlen M, et al. 
Memory functions following surgery for 
temporal lobe epilepsy in children. 
Neuropsychologia. 2007;45(12):2850-62. 
doi.org/10.1016/j.neuropsychologia.2007.05
.008. PMID: 17612579 

630.  Jan MM, Shaabat AO. Clobazam for the 
treatment of intractable childhood epilepsy. 
Saudi Med J. 2000 Jul;21(7):622-4. 
https://nsj.org.sa/content/nsj/5/3/159.full.pdf
. PMID: 11500723 

631.  Jansen FE, Van Huffelen AC, Van Rijen PC, 
et al. Epilepsy surgery in tuberous sclerosis: 
the Dutch experience. Seizure. 2007 
Jul;16(5):445-53. 
doi.org/10.1016/j.seizure.2007.03.001. 
PMID: 17412615 

632.  Jayakar P, Dunoyer C, Dean P, et al. 
Epilepsy surgery in patients with normal or 
nonfocal MRI scans: integrative strategies 
offer long-term seizure relief. Epilepsia. 
2008 May;49(5):758-64. 
doi.org/10.1111/j.1528-1167.2007.01428.x. 
PMID: 18266748 

633.  Jayalakshmi S, Panigrahi M, Kulkarni D, et 
al. Outcome of epilepsy surgery in children 
after evaluation with non-invasive protocol. 
Neurol India. 2011;59(1):30-6. 
doi.org/10.4103/0028-3886.76854. PMID: 
21339655 

634.  Jayalakshmi S, Nanda SK, Vooturi S, et al. 
Focal cortical dysplasia and refractory 
epilepsy: role of multimodality imaging and 
outcome of surgery. AJNR Am J 
Neuroradiol. 2019;40(5):892-8. 
doi.org/10.3174/ajnr.A6041. PMID: 
31000525 

https://nsj.org.sa/content/nsj/5/3/159.full.pdf
https://nsj.org.sa/content/nsj/5/3/159.full.pdf


D-43 

635.  Jayawant S, Libretto SE. Topiramate in the 
treatment of myoclonic-astatic epilepsy in 
children: a retrospective hospital audit. J 
Postgrad Med. 2003 Jul-Sep;49(3):202-5. 
PMID: 14597780 

636.  Jedrzejczak J, Kuncíková M, Magureanu S. 
An observational study of first-line 
valproate monotherapy in focal epilepsy. 
Eur J Neurol. 2008 Jan;15(1):66-72. 
doi.org/10.1111/j.1468-1331.2007.02003.x. 
PMID: 18042239 

637.  Jehi LE, Irwin AI, Kayyali H, et al. 
Levetiracetam may favorably affect seizure 
outcome after temporal lobectomy. 
Epilepsia. 2012 Jun;53(6):979-86. 
doi.org/10.1111/j.1528-1167.2012.03453.x. 
PMID: 22462729 

638.  Jennesson M, van Eeghen AM, Caruso PA, 
et al. Clobazam therapy of refractory 
epilepsy in tuberous sclerosis complex. 
Epilepsy Res. 2013 May;104(3):269-74. 
doi.org/10.1016/j.eplepsyres.2012.10.010. 
PMID: 23219029 

639.  Jennum P, Sabers A, Christensen J, et al. 
Socioeconomic outcome of epilepsy 
surgery: a controlled national study. Seizure. 
2016 Nov;42:52-6. 
doi.org/10.1016/j.seizure.2016.09.016. 
PMID: 27770730 

640.  Jenny B, Smoll N, El Hassani Y, et al. 
Pediatric epilepsy surgery: could age be a 
predictor of outcomes? J Neurosurg Pediatr. 
2016 Aug;18(2):235-41. 
doi.org/10.3171/2015.10.PEDS14413. 
PMID: 27128787 

641.  Jha A, Masthan KMK, Jimson S. Role of 
phenytoin on gingiva of epileptic patients. 
World J Med Sci. 2014;10(2):238-9. 
doi.org/10.5829/idosi.wjms.2014.10.2.8223
3  

642.  Ji T, Liu M, Wang S, et al. Seizure outcome 
and its prognostic predictors after 
hemispherotomy in children with refractory 
epilepsy in a Chinese pediatric epileptic 
center. Front Neurol. 2019 Aug 14;10:880. 
doi.org/10.3389/fneur.2019.00880. PMID: 
31474931 

643.  Jo KI, Shin HJ, Hong SC. Seizure outcomes 
of lesionectomy in pediatric lesional 
epilepsy with brain tumor - single institute 
experience. Brain Dev. 2013 Sep;35(8):810-
5. doi.org/10.1016/j.braindev.2013.04.010. 
PMID: 23688973 

644.  Jonas R, Asarnow RF, LoPresti C, et al. 
Surgery for symptomatic infant-onset 
epileptic encephalopathy with and without 
infantile spasms. Neurology. 2005 Feb 
22;64(4):746-50. 
doi.org/10.1212/01.WNL.0000151970.2920
5.70. PMID: 15728309 

645.  Joseph JR, Schultz RJ, Wilfong AA. 
Rufinamide for refractory epilepsy in a 
pediatric and young adult population. 
Epilepsy Res. 2011 Jan;93(1):87-9. 
doi.org/10.1016/j.eplepsyres.2010.10.017. 
PMID: 21111576 

646.  Juhasz C, Muzik O, Chugani DC, et al. 
Prolonged vigabatrin treatment modifies 
developmental changes of GABASUBA-
receptor binding in young children with 
epilepsy. Epilepsia. 2001;42(10):1320-6. 
doi.org/10.1046/j.1528-1157.2001.05401.x. 
PMID: 11737167 

647.  Jun YH, Eom TH, Kim YH, et al. Changes 
in background electroencephalographic 
activity in benign childhood epilepsy with 
centrotemporal spikes after oxcarbazepine 
treatment: a standardized low-resolution 
brain electromagnetic tomography 
(sLORETA) study. BMC Neurol. 2019 Jan 
3;19(1):3. doi.org/10.1186/s12883-018-
1228-8. PMID: 30606133 

648.  Jung DE, Kang HC, Kim HD. Long-term 
outcome of the ketogenic diet for intractable 
childhood epilepsy with focal malformation 
of cortical development. Pediatrics. 2008 
Aug;122(2):e330-e333. 
doi.org/10.1542/peds.2008-0012. PMID: 
18676519 

649.  Jung DE, Kim HD, Hur YJ,et al. Topiramate 
on the quality of life in childhood epilepsy. 
Brain Dev. 2011 Oct;33(9):707-12. 
doi.org/10.1016/j.braindev.2010.11.011. 
PMID: 21194859 



D-44 

650.  Jung DE, Kang HC, Lee JS, et al. Safety and 
role of ketogenic parenteral nutrition for 
intractable childhood epilepsy. Brain Dev. 
2012 Sep;34(8):620-4. 
doi.org/10.1016/j.braindev.2011.11.008. 
PMID: 22192619 

651.  Junna MR, Buechler R, Cohen-Gadol AA, et 
al. Prognostic importance of risk factors for 
temporal lobe epilepsy in patients 
undergoing surgical treatment. Mayo Clin 
Proc. 2013 Apr;88(4):332-6. 
doi.org/10.1016/j.mayocp.2013.01.011. 
PMID: 23541008 

652.  Kabir SM, Rajaraman C, Rittey C, et al. 
Vagus nerve stimulation in children with 
intractable epilepsy: indications, 
complications and outcome. Childs Nerv 
Syst. 2009 Sep;25(9):1097-100. 
doi.org/10.1007/s00381-009-0849-z. PMID: 
19263056 

653.  Kadish NE, Riedel C, Stephani U, et al. 
Developmental outcomes in 
children/adolescents and one adult with 
tuberous sclerosis complex (TSC) and 
refractory epilepsy treated with everolimus. 
Epilepsy Behav. 2020 Oct;111:107182. 
doi.org/10.1016/j.yebeh.2020.107182. 
PMID: 32535369 

654.  Kafadar I, Kiliç BA, Arapoglu M, et al. 
Evaluation of thyroid hormones in children 
receiving carbamazepine or valproate: a 
prospective study. J Child Neurol. 
2014;30(1):63-8. 
doi.org/10.1177/0883073814529822. PMID: 
24736121 

655.  Kagawa K, Chugani DC, Asano E, et al. 
Epilepsy surgery outcome in children with 
tuberous sclerosis complex evaluated with a-
[(11)C]methyl-L-tryptophan positron 
emission tomography (PET). J Child Neurol. 
2005 May;20(5):429-38. 
doi.org/10.1177/08830738050200050701. 
PMID: 15971355 

656.  Kalanithi PSA, Arrigo RT, Tran P, et al. 
Rehospitalization and emergency 
department use rates before and after vagus 
nerve stimulation for epilepsy: use of state 
databases to provide longitudinal data across 
multiple clinical settings. Neuromodulation. 
2014 Jan;17(1):60-5. 
doi.org/10.1111/ner.12051. PMID: 
23551457 

657.  Kaleyias J, Khurana DS, Valencia I, et al. 
Benign partial epilepsy in infancy: myth or 
reality? Epilepsia. 2006 Jun;47(6):1043-9. 
doi.org/10.1111/j.1528-1167.2006.00520.x. 
PMID: 16822251 

658.  Kalra V, Seth R, Mishra D, et al. Clobazam 
in refractory childhood epilepsy. Indian J 
Pediatr. 2010 Mar;77(3):263-6. 
doi.org/10.1007/s12098-010-0035-z. PMID: 
20177827 

659.  Kan P, Orman C, Kestle JRW. Outcomes 
after surgery for focal epilepsy in children. 
Childs Nerv Syst. 2008 May;24(5):587-91. 
doi.org/10.1007/s00381-007-0545-9. PMID: 
18058111 

660.  Kanai S, Oguri M, Okanishi T, et al. 
Symmetry of ictal slow waves may predict 
the outcomes of corpus callosotomy for 
epileptic spasms. Sci Rep. 2019 Dec 
24;9(1):19733. doi.org/10.1038/s41598-019-
56303-3. PMID: 31875025 

661.  Kanai S, Okanishi T, Nishimura M, et al. 
Insufficient efficacy of corpus callosotomy 
for epileptic spasms with biphasic muscular 
contractions. Front Neurol. 2020 Apr 
2;11:232. 
doi.org/10.3389/fneur.2020.00232. PMID: 
32300331 

662.  Kanemura H, Sano F, Maeda YI, et al. 
Valproate sodium enhances body weight 
gain in patients with childhood epilepsy: a 
pathogenic mechanisms and open-label 
clinical trial of behavior therapy. Seizure. 
2012 Sep;21(7):496-500. 
doi.org/10.1016/j.seizure.2012.05.001. 
PMID: 22694920 

663.  Kanemura H, Sano F, Tando T, et al. 
Efficacy and safety of add-on levetiracetam 
in refractory childhood epilepsy. Brain Dev. 
2013 May;35(5):386-91. 
doi.org/10.1016/j.braindev.2012.07.005. 
PMID: 22871391 

664.  Kanemura H, Sano F, Ohyama T, et al. 
Effect of levetiracetam on behavioral 
problems in pervasive developmental 
disorder children with epilepsy. Eur J 
Paediatr Neurol. 2014 Jul;18(4):482-8. 
doi.org/10.1016/j.ejpn.2014.03.007. PMID: 
24703761 



D-45 

665.  Kanemura H, Sano F, Ohyama T, et al. 
Efficacy of levetiracetam as first add-on 
therapy to carbamazepine and valproate 
sodium for children with epilepsy. J Pediatr 
Epilepsy. 2014;3(2):77-83. 
doi.org/10.3233/PEP-14079  

666.  Kanemura H, Sano F, Ohyama T, et al. 
Effect of levetiracetam monotherapy in 
nonlesional focal childhood epilepsy. 
Neuropediatrics. 2018 Apr;49(2):135-41. 
doi.org/10.1055/s-0037-1613680. PMID: 
29253909 

667.  Kang HC, Kim HD. Diet therapy in 
refractory pediatric epilepsy: increased 
efficacy and tolerability. Epileptic Disord. 
2006 Dec;8(4):309-16. 
doi.org/10.1684/epd.2006.0039. PMID: 
17150447 

668.  Kang HC, Hwang YS, Kim DS, et al. Vagus 
nerve stimulation in pediatric intractable 
epilepsy: a Korean bicentric study. Acta 
Neurochir Suppl. 2006;99:93-6. 
doi.org/10.1007/978-3-211-35205-2_18. 
PMID: 17370772 

669.  Kang HC, Eun BL, Wu Lee C, et al. The 
effects on cognitive function and behavioral 
problems of topiramate compared to 
carbamazepine as monotherapy for children 
with benign rolandic epilepsy. Epilepsia. 
2007 Sep;48(9):1716-23. 
doi.org/10.1111/j.1528-1167.2007.01160.x. 
PMID: 17561952 

670.  Kang HC, Lee YM, Kim HD, et al. Safe and 
effective use of the ketogenic diet in 
children with epilepsy and mitochondrial 
respiratory chain complex defects. Epilepsia. 
2007 Jan;48(1):82-8. 
doi.org/10.1111/j.1528-1167.2006.00906.x. 
PMID: 17241212 

671.  Kang HC, Lee HS, You SJ, et al. Use of a 
modified Atkins diet in intractable 
childhood epilepsy. Epilepsia. 2007 
Jan;48(1):182-6. doi.org/10.1111/j.1528-
1167.2006.00910.x. PMID: 17241226 

672.  Kankirawatana P, Jirapinyo P, 
Kankirawatana S, et al. Ketogenic diet: an 
alternative treatment for refractory epilepsy 
in children. J Med Assoc Thai. 2001 
Jul;84(7):1027-32. 
https://www.researchgate.net/publication/11
597758_Ketogenic_diet_An_alternative_tre
atment_for_refractory_epilepsy_in_children. 
PMID: 11759962 

673.  Kanmaz S, Altun Köroglu Ö, Terek D, et al. 
Efficacy of levetiracetam as first-line 
therapy for neonatal clinical seizures and 
neurodevelopmental outcome at 12 months 
of age. Acta Neurol Belg. 2020 May 
18;Online ahead of print. 
doi.org/10.1007/s13760-020-01366-7. 
PMID: 32424740 

674.  Karabiber H, Sonmezgoz E, Ozerol E, et al. 
Effects of valproate and carbamazepine on 
serum levels of homocysteine, vitamin B12, 
and folic acid. Brain Dev. 2003 
Mar;25(2):113-5. doi.org/10.1016/S0387-
7604(02)00163-8. PMID: 12581807 

675.  Karabiber H, Yakinci C, Durmaz Y, et al. 
Serum nitrite and nitrate levels in epileptic 
children using valproic acid or 
carbamazepine. Brain Dev. 2004 
Jan;26(1):15-8. doi.org/10.1016/S0387-
7604(03)00076-7. PMID: 14729409 

676.  Karaoglu A, Vurucu S, Okutan V, et al. 
Valporic acid: is it safe to use in epileptic 
pediatric patient? Pak J Med Sci. 2009 Jul-
Sep;25(4):539-44  

677.  Karaoglu P, Hiz S, Iscan B, et al. 
Intravenous levetiracetam for treatment of 
seizures in term and preterm neonates. J 
Pediatr Neurosci. 2020 Jan-Mar;15(1):15-
20. doi.org/10.4103/jpn.JPN_66_19. PMID: 
32435300 

678.  Karaoglu P, Yis U, Polat AI, et al. Clinical 
predictors of drug-resistant epilepsy in 
children. Turk J Med Sci. 2021;51(3):1249-
52. doi.org/10.3906/sag-2010-27. PMID: 
33600098 

679.  Karatoprak E, Paksoy S. Thyroid functions 
in children on levetiracetam or valproic acid 
therapy. J Pediatr Epilepsy. 2021 
Mar;10(1):22-6. doi.org/10.1055/s-0040-
1716916  

https://www.researchgate.net/publication/11597758_Ketogenic_diet_An_alternative_treatment_for_refractory_epilepsy_in_children
https://www.researchgate.net/publication/11597758_Ketogenic_diet_An_alternative_treatment_for_refractory_epilepsy_in_children
https://www.researchgate.net/publication/11597758_Ketogenic_diet_An_alternative_treatment_for_refractory_epilepsy_in_children


D-46 

680.  Karimzadeh P, Ashrafi MR, Bakhshandeh 
Bali MK, et al. Zonisamide efficacy as 
adjunctive therapy in children with 
refractory epilepsy. Iran J Child Neurol. 
2013;7(2):37-42. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC3943038/. PMID: 24665295 

681.  Karimzadeh P, Sedighi M, Beheshti M, et al. 
Low glycemic index treatment in pediatric 
refractory epilepsy: the first Middle East 
report. Seizure. 2014 Aug;23(7):570-2. 
doi.org/10.1016/j.seizure.2014.03.012. 
PMID: 24795151 

682.  Karimzadeh P, Moosavian T, Moosavian 
HR. Effects of a formula-based ketogenic 
diet on refractory epilepsy in 1 to 3 year-old 
patients under classic ketogenic diet. Iran J 
Child Neurol. 2019 Fall;13(4):83-90. 
doi.org/10.22037/ijcn.v13i4.22876. PMID: 
31645869 

683.  Kariuki SM, Abubakar A, Holding PA, et al. 
Behavioral problems in children with 
epilepsy in rural Kenya. Epilepsy Behav. 
2012 Jan;23(1):41-6. 
doi.org/10.1016/j.yebeh.2011.10.017. 
PMID: 22119107 

684.  Katyal NG, Koehler AN, McGhee B, et al. 
The ketogenic diet in refractory epilepsy: the 
experience of Children's Hospital of 
Pittsburgh. Clin Pediatr (Phila). 2000 
Mar;39(3):153-9. 
doi.org/10.1177/000992280003900303. 
PMID: 10752008 

685.  Kaushik S, Chopra D, Sharma S, et al. 
Adverse drug reactions of anti-epileptic 
drugs in children with epilepsy: a cross-
sectional study. Curr Drug Saf. 
2019;14(3):217-24. 
doi.org/10.2174/1574886314666190311112
710. PMID: 30854975 

686.  Kawada K, Itoh S, Itani Y, et al. A clinical 
trial assessing the efficacy and safety of a 
new injectable formula of sodium 
phenobarbital containing no additives for the 
treatment of neonatal seizures. Japanese J 
Clin Pharmacol Ther. 2011 Jul;42(4):205-
10. doi.org/10.3999/jscpt.42.205  

687.  Kayyali H, Abdelmoity S, Bansal L, et al. 
The efficacy and safety of rapid cycling 
vagus nerve stimulation in children with 
intractable epilepsy. Pediatr Neurol. 2020 
Aug;109:35-8. 
doi.org/10.1016/j.pediatrneurol.2020.04.003
. PMID: 32461031 

688.  Kessi M, Yan F, Pan L, et al. Treatment for 
the benign childhood epilepsy with 
centrotemporal spikes: a monocentric study. 
Front Neurol. 2021 May 6;12:670958. 
doi.org/10.3389/fneur.2021.670958. PMID: 
34025572 

689.  Kessler SK, Gallagher PR, Shellhaas RA, et 
al. Early EEG improvement after ketogenic 
diet initiation. Epilepsy Res. 2011 
Mar;94(1):94-101. 
doi.org/10.1016/j.eplepsyres.2011.01.012. 
PMID: 21345653 

690.  Kessler SK, McCarthy A, Cnaan A, et al. 
Retention rates of rufinamide in pediatric 
epilepsy patients with and without Lennox-
Gastaut Syndrome. Epilepsy Res. 2015 
May;112:18-26. 
doi.org/10.1016/j.eplepsyres.2015.02.003. 
PMID: 25847334 

691.  Kestle J, Connolly M, Cochrane D. Pediatric 
peri-insular hemispherotomy. Pediatr 
Neurosurg. 2000 Jan;32(1):44-7. 
doi.org/10.1159/000028896. PMID: 
10765138 

692.  Khajavi K, Comair YG, Wyllie E, et al. 
Surgical management of pediatric tumor-
associated epilepsy. J Child Neurol. 
1999;14(1):15-25. 
doi.org/10.1177/088307389901400102. 
PMID: 10025536 

693.  Khan RB, Hunt DL, Thompson SJ. 
Gabapentin to control seizures in children 
undergoing cancer treatment. J Child 
Neurol. 2004 Feb;19(2):97-101. 
doi.org/10.1177/08830738040190020301. 
PMID: 15072101 

694.  Khan RB, Boop FA, Onar A, et al. Seizures 
in children with low-grade tumors: outcome 
after tumor resection and risk factors for 
uncontrolled seizures. J Neurosurg. 2006 
Jun;104(6 Suppl):377-82. 
doi.org/10.3171/ped.2006.104.6.377. PMID: 
16776371 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3943038/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3943038/


D-47 

695.  Khan O, Chang E, Cipriani C, et al. Use of 
intravenous levetiracetam for management 
of acute seizures in neonates. Pediatr 
Neurol. 2011 Apr;44(4):265-9. 
doi.org/10.1016/j.pediatrneurol.2010.11.005
. PMID: 21397167 

696.  Khan O, Cipriani C, Wright C, et al. Role of 
intravenous levetiracetam for acute seizure 
management in preterm neonates. Pediatr 
Neurol. 2013 Nov;49(5):340-3. 
doi.org/10.1016/j.pediatrneurol.2013.05.008
. PMID: 23921284 

697.  Khateeb M, Al.Thubaiti I, Al.Otaibi F, et al. 
Seizure outcomes after hemispherectomy for 
drug resistant epilepsy in childhood and 
adolescence. Interdiscip Neurosurg. 2019 
Dec;18:100483. 
doi.org/10.1016/j.inat.2019.100483  

698.  Khoo TB, Tukimin SMB, Syed Zainal 
Abidin SMB, et al. Long-term outcome and 
tolerability of ketogenic diet treatment for 
refractory epilepsies in children - a tertiary 
centre Malaysian experience. Neurol Asia. 
2016 Mar;21(1):17-21. 
https://www.researchgate.net/publication/30
1544964_Long-
term_outcome_and_tolerability_of_ketogeni
c_diet_treatment_for_refractory_epilepsies_
in_children_-
_A_tertiary_centre_Malaysian_experience  

699.  Kikuchi K, Hamano SI, Oritsu T, et al. 
Effectiveness and safety of non-intravenous 
high-dose phenobarbital therapy for 
intractable epilepsy during childhood. Brain 
Dev. 2011 May;33(5):379-83. 
doi.org/10.1016/j.braindev.2010.07.009. 
PMID: 20724088 

700.  Kikuchi K, Hamano SI, Matsuura R, et al. 
Effects of various antiepileptic drugs in 
benign infantile seizures with mild 
gastroenteritis. Epilepsy and Seizure. 
2017;9(1):25-31. doi.org/10.3805/eands.9.25  

701.  Kilaru S, Bergqvist AGC. Current treatment 
of myoclonic astatic epilepsy: clinical 
experience at the Children's Hospital of 
Philadelphia. Epilepsia. 2007 
Sep;48(9):1703-7. doi.org/10.1111/j.1528-
1167.2007.01186.x. PMID: 17651420 

702.  Kim SK, Wang KC, Hwang YS, et al. 
Pediatric intractable epilepsy: the role of 
presurgical evaluation and seizure outcome. 
Childs Nerv Syst. 2000 May;16(5):278-85; 
discussion 286. 
doi.org/10.1007/s003810050514. PMID: 
10883371 

703.  Kim SK, Wang KC, Hwang YS, et al. 
Intractable epilepsy associated with brain 
tumors in children: surgical modality and 
outcome. Childs Nerv Syst. 2001 
Aug;17(8):445-52. 
doi.org/10.1007/s003810000431. PMID: 
11508532 

704.  Kim HL, Aldridge J, Rho JM. Clinical 
experience with zonisamide monotherapy 
and adjunctive therapy in children with 
epilepsy at a tertiary care referral center. J 
Child Neurol. 2005 Mar;20(3):212-9. 
doi.org/10.1177/08830738050200030801. 
PMID: 15832611 

705.  Kim SK, Wang KC, Hwang YS, et al. 
Epilepsy surgery in children: outcomes and 
complications. J Neurosurg Pediatr. 2008 
Apr;1(4):277-83. 
doi.org/10.3171/PED/2008/1/4/277. PMID: 
18377302 

706.  Kim DW, Lee SK, Chu K, et al. Predictors 
of surgical outcome and pathologic 
considerations in focal cortical dysplasia. 
Neurology. 2009 Jan 20;72(3):211-6. 
doi.org/10.1212/01.wnl.0000327825.48731.
c3. PMID: 19005176 

707.  Kim YM, Vaidya VV, Khusainov T, et al. 
Various indications for a modified Atkins 
diet in intractable childhood epilepsy. Brain 
Dev. 2012 Aug;34(7):570-5. 
doi.org/10.1016/j.braindev.2011.09.013. 
PMID: 22001499 

708.  Kim SH, Eun SH, Kang HC, et al. 
Rufinamide as an adjuvant treatment in 
children with Lennox-Gastaut syndrome. 
Seizure. 2012 May;21(4):288-91. 
doi.org/10.1016/j.seizure.2012.02.006. 
PMID: 22421185 

709.  Kim SH, Lee JH, Ryu HW, et al. Short-term 
efficacy and tolerability of rufinamide 
adjunctive therapy in children with 
refractory generalised epilepsy. Epileptic 
Disord. 2013 Mar;15(1):49-54. 
doi.org/10.1684/epd.2013.0557. PMID: 
23531645 

https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience
https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience
https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience
https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience
https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience
https://www.researchgate.net/publication/301544964_Long-term_outcome_and_tolerability_of_ketogenic_diet_treatment_for_refractory_epilepsies_in_children_-_A_tertiary_centre_Malaysian_experience


D-48 

710.  Kim JS, Kim H, Lim BC, et al. Lacosamide 
as an adjunctive therapy in pediatric patients 
with refractory focal epilepsy. Brain Dev. 
2014 Jun;36(6):510-5. 
doi.org/10.1016/j.braindev.2013.07.003. 
PMID: 23948372 

711.  Kim HJ, Kim SH, Kang HC, et al. 
Adjunctive levetiracetam treatment in 
pediatric Lennox-Gastaut syndrome. Pediatr 
Neurol. 2014 Oct;51(4):527-31. 
doi.org/10.1016/j.pediatrneurol.2014.06.004
. PMID: 25266616 

712.  Kim SH, Kang HC, Lee JS, et al. 
Rufinamide efficacy and safety in children 
aged 1-4years with Lennox-Gastaut 
syndrome. Brain Dev. 2018 
Nov;40(10):897-903. 
doi.org/10.1016/j.braindev.2018.07.020. 
PMID: 30166208 

713.  Kim HJ, Yang D, Kim SH, et al. The 
phenotype and treatment of SCN2A-related 
developmental and epileptic 
encephalopathy. Epileptic Disord. 2020 
Oct;22(5):563-70. 
doi.org/10.1684/epd.2020.1199. PMID: 
33000761 

714.  Kim HJ, Jang HN, Ahn H, et al. Over 10-
year outcomes of infantile-onset epilepsies. J 
Clin Med. 2021 Feb;10(3):430. 
doi.org/10.3390/jcm10030430. PMID: 
33499362 

715.  Kimura N, Takahashi Y, Shigematsu H, et 
al. Developmental outcome after surgery in 
focal cortical dysplasia patients with early-
onset epilepsy. Epilepsy Res. 2014 
Dec;108(10):1845-52. 
doi.org/10.1016/j.eplepsyres.2014.09.010. 
PMID: 25304919 

716.  Kimura N, Takahashi Y, Shigematsu H, et 
al. Risk factors of cognitive impairment in 
pediatric epilepsy patients with focal cortical 
dysplasia. Brain Dev. 2019 Jan;41(1):77-84. 
doi.org/10.1016/j.braindev.2018.07.014. 
PMID: 30075883 

717.  Kirkham F, Auvin S, Moreira J, et al. 
Efficacy and safety of eslicarbazepine 
acetate as adjunctive therapy for refractory 
focal-onset seizures in children: a double-
blind, randomized, placebo-controlled, 
parallel-group, multicenter, phase-III 
clinical trial. Epilepsy Behav. 2020 
Apr;105:106962. 
doi.org/10.1016/j.yebeh.2020.106962. 
PMID: 32151803 

718.  Kishima H, Oshino S, Tani N, et al. Which 
is the most appropriate disconnection 
surgery for refractory epilepsy in childhood? 
Neurol Med Chir (Tokyo). 2013;53(11):814-
20. doi.org/10.2176/nmc.oa2013-0111. 
PMID: 24140769 

719.  Klinkenberg S, van den Borne CJH, Aalbers 
MW, et al. The effects of vagus nerve 
stimulation on tryptophan metabolites in 
children with intractable epilepsy. Epilepsy 
Behav. 2014 Aug;37:133-8. 
doi.org/10.1016/j.yebeh.2014.06.001. 
PMID: 25022821 

720.  Kloss S, Pieper T, Pannek H, et al. Epilepsy 
surgery in children with focal cortical 
dysplasia (FCD): results of long-term 
seizure outcome. Neuropediatrics. 
2002;33(1):21-6. doi.org/10.1055/s-2002-
23595. PMID: 11930272 

721.  Kluger G, Schäuble B, Rettig K, et al. 
Effectiveness of low dose of topiramate 
following rapid titration in multiply 
handicapped children and difficult-to-treat 
epilepsy. Neuropediatrics. 2009;40(2):61-5. 
doi.org/10.1055/s-0029-1234103. PMID: 
19809933 

722.  Kluger G, Haberlandt E, Kurlemann G, et al. 
First European long-term experience with 
the orphan drug rufinamide in childhood-
onset refractory epilepsy. Epilepsy Behav. 
2010 Apr;17(4):546-8. 
doi.org/10.1016/j.yebeh.2010.01.005. 
PMID: 20185372 

723.  Knorr C, Greuter L, Constantini S, et al. 
Subgroup analysis of seizure and cognitive 
outcome after vagal nerve stimulator 
implantation in children. Childs Nerv Syst. 
2021 Jan;37(1):243-52. 
doi.org/10.1007/s00381-020-04628-0. 
PMID: 32361930 



D-49 

724.  Knudsen JF, Thambi LR, Kapcala LP, et al. 
Oligohydrosis and fever in pediatric patients 
treated with zonisamide. Pediatr Neurol. 
2003 Mar;28(3):184-9. 
doi.org/10.1016/S0887-8994(02)00511-8. 
PMID: 12770670 

725.  Ko A, Kim SH, Kim SH, et al. Epilepsy 
surgery for children with low-grade 
epilepsy-associated tumors: factors 
associated with seizure recurrence and 
cognitive function. Pediatr Neurol. 2019 
Feb;91:50-6. 
doi.org/10.1016/j.pediatrneurol.2018.10.008
. PMID: 30477743 

726.  Kodama Y, Kodama H, Kuranari M, et al. 
Protein binding of valproic acid in Japanese 
pediatric and adult patients with epilepsy. 
Am J Health Syst Pharm. 2002 
May;59(9):835-40. 
doi.org/10.1093/ajhp/59.9.835. PMID: 
12004461 

727.  Koh S, Jayakar P, Dunoyer C, et al. Epilepsy 
surgery in children with tuberous sclerosis 
complex: presurgical evaluation and 
outcome. Epilepsia. 2000 Sep;41(9):1206-
13. doi.org/10.1111/j.1528-
1157.2000.tb00327.x. PMID: 10999561 

728.  Koh S, Nguyen S, Asarnow RF, et al. Five 
or more acute postoperative seizures predict 
hospital course and long-term seizure 
control after hemispherectomy. Epilepsia. 
2004 May;45(5):527-33. 
doi.org/10.1111/j.0013-9580.2004.50203.x. 
PMID: 15101834 

729.  Koh S, Mathern GW, Glasser G, et al. Status 
epilepticus and frequent seizures: incidence 
and clinical characteristics in pediatric 
epilepsy surgery patients. Epilepsia. 2005 
Dec;46(12):1950-4. doi.org/10.1111/j.1528-
1167.2005.00340.x. PMID: 16393161 

730.  Kohrman M, Romantseva L, Tonsgard J, et 
al. Long-term outcome of vagus nerve 
stimulation therapy in young children with 
intractable epilepsy. J Pediatr Epilepsy. 
2015 Nov 19;5(1):1-6. doi.org/10.1055/s-
0035-1567849  

731.  König SA, Knolle J, Friedewald S, et al. 
Effects of valproic acid, carbamazepine, and 
phenobarbitone on the fatty acid 
composition of erythrocyte membranes in 
children. Epilepsia. 2003 May;44(5):708-11. 
doi.org/10.1046/j.1528-1157.2003.09802.x. 
PMID: 12752471 

732.  Korff C, Laux L, Kelley K, et al. Dravet 
syndrome (severe myoclonic epilepsy in 
infancy): a retrospective study of 16 
patients. J Child Neurol. 2007 
Feb;22(2):185-94. 
doi.org/10.1177/0883073807300294. PMID: 
17621480 

733.  Koristkova B, Grundmann M, Brozmanova 
H, et al. Lamotrigine drug interactions in 
combination therapy and the influence of 
therapeutic drug monitoring on clinical 
outcomes in paediatric patients. Basic Clin 
Pharmacol Toxicol. 2019 Jul;125(1):26-33. 
doi.org/10.1111/bcpt.13203. PMID: 
30681278 

734.  Korneluk YG, Kuehn SM, Keene DL, et al. 
Psychosocial functioning following surgical 
treatment for intractable epilepsy in 
childhood. Childs Nerv Syst. 2003 
Mar;19(3):179-82. doi.org/10.1007/s00381-
003-0723-3. PMID: 12644870 

735.  Korn-Merker E, Borusiak P, Boenigk HE. 
Gabapentin in childhood epilepsy: a 
prospective evaluation of efficacy and 
safety. Epilepsy Res. 2000 Jan;38(1):27-32. 
doi.org/10.1212/wnl.53.8.1724. PMID: 
10604603 

736.  Köse G, Arhan E, Unal B, et al. Valproate-
associated coagulopathies in children during 
short-term treatment. J Child Neurol. 2009 
Dec;24(12):1493-8. 
doi.org/10.1177/0883073808331084. PMID: 
19482838 

737.  Kossoff EH, Pyzik PL, McGrogan JR, et al. 
The impact of early versus late 
anticonvulsant reduction after ketogenic diet 
initiation. Epilepsy Behav. 2004 
Aug;5(4):499-502. 
doi.org/10.1016/j.yebeh.2004.03.011. 
PMID: 15256185 

738.  Kossoff EH, Laux LC, Blackford R, et al. 
When do seizures usually improve with the 
ketogenic diet? Epilepsia. 2008 
Feb;49(2):329-33. doi.org/10.1111/j.1528-
1167.2007.01417.x. PMID: 18028405 



D-50 

739.  Kossoff EH, Bosarge JL, Miranda MJ, et al. 
Will seizure control improve by switching 
from the modified Atkins diet to the 
traditional ketogenic diet? Epilepsia. 2010 
Dec;51(12):2496-9. doi.org/10.1111/j.1528-
1167.2010.02774.x. PMID: 21204815 

740.  Kossoff EH, Dorward JL, Turner Z, et al. 
Prospective study of the modified atkins diet 
in combination with a ketogenic liquid 
supplement during the initial month. J Child 
Neurol. 2011 Feb;26(2):147-51. 
doi.org/10.1177/0883073810375718. PMID: 
20833798 

741.  Kothare S, Kluger G, Sachdeo R, et al. 
Dosing considerations for rufinamide in 
patients with Lennox-Gastaut syndrome: 
Phase III trial results and real-world clinical 
data. Seizure. 2017 Apr;47:25-33. 
doi.org/10.1016/j.seizure.2017.02.008. 
PMID: 28284045 

742.  Kotulska K, Jurkiewicz E, Domanska-
Pakiela D, et al. Epilepsy in newborns with 
tuberous sclerosis complex. Eur J Paediatr 
Neurol. 2014 Nov;18(6):714-21. 
doi.org/10.1016/j.ejpn.2014.06.009. PMID: 
25030328 

743.  Koubeissi MZ, Syed TU, Syed I, et al. 
Hemispherectomy-associated complications 
from the kids' inpatient database. Epilepsy 
Res. 2009 Nov;87(1):47-53. 
doi.org/10.1016/j.eplepsyres.2009.07.008. 
PMID: 19734011 

744.  Koubeissi M. Anticonvulsant effects of 
cannabidiol in Dravet syndrome. Epilepsy 
Curr. 2017 Sep;17(5):281-2. 
doi.org/10.5698/1535-7597.17.5.281. 
PMID: 29225539 

745.  Koul R, Chacko A, Ganesh A, et al. 
Vigabatrin associated retinal dysfunction in 
children with epilepsy. Arch Dis Child. 
2001;85(6):469-73. 
doi.org/10.1136/adc.85.6.469. PMID: 
11719329 

746.  Koutroumanidis M, Binnie CD, Hennessy 
MJ, et al. VNS in patients with previous 
unsuccessful resective epilepsy surgery: 
antiepileptic and psychotropic effects. Acta 
Neurol Scand. 2003 Feb;107(2):117-21. 
doi.org/10.1034/j.1600-0404.2003.01211.x. 
PMID: 12580861 

747.  Krajnc N, Zupancic N, Orazm J. Epilepsy 
treatment in Rett syndrome. J Child Neurol. 
2011 Nov;26(11):1429-33. 
doi.org/10.1177/0883073811408422. PMID: 
21636780 

748.  Kramer U, Kahana E, Shorer Z, et al. 
Outcome of infants with unilateral Sturge-
Weber syndrome and early onset seizures. 
Dev Med Child Neurol. 2000 
Nov;42(11):756-9. 
doi.org/10.1017/s0012162200001407. 
PMID: 11104348 

749.  Kramer U, Shahar E, Zelnik N, et al. 
Carbamazepine versus sulthiame in treating 
benign childhood epilepsy with 
centrotemporal spikes. J Child Neurol. 2002 
Dec;17(12):914-6. PMID: 12593467 

750.  Kramer U, Watemberg N, Zelnik N, et al. 
Efficacy of corticosteroid therapy in treating 
epileptic encephalopathies and refractory 
epilepsies other than West syndrome. J 
Pediatr Neurol. 2006;4(3):147-53  

751.  Kramer U, Sagi L, Goldberg-Stern H, et al. 
Clinical spectrum and medical treatment of 
children with electrical status epilepticus in 
sleep (ESES). Epilepsia. 2009 
Jun;50(6):1517-24. doi.org/10.1111/j.1528-
1167.2008.01891.x. PMID: 19054417 

752.  Kravljanac R, Jovic N, Djuric M, et al. 
Outcome of status epilepticus in children 
treated in the intensive care unit: a study of 
302 cases. Epilepsia. 2011 Feb;52(2):358-
63. doi.org/10.1111/j.1528-
1167.2010.02943.x. PMID: 21269297 

753.  Kremenchugskaya MR, Globa OV, 
Kuzenkova LM. The use of topiramate in 
the treatment of focal epilepsy in children. 
Zh Nevrol Psikhiatr Im S S Korsakova. 
2013;2013(12):33-8. PMID: 24430032 

754.  Krief P, Kan L, Maytal J. Efficacy of 
levetiracetam in children with epilepsy 
younger than 2 years of age. J Child Neurol. 
2008 May;23(5):582-4. 
doi.org/10.1177/0883073807309781. PMID: 
18448575 

755.  Kröll-Seger J, Portilla P, Dulac O, et al. 
Topiramate in the treatment of highly 
refractory patients with Dravet syndrome. 
Neuropediatrics. 2006 Dec;37(6):325-9. 
doi.org/10.1055/s-2007-964867. PMID: 
17357033 



D-51 

756.  Krsek P, Maton B, Jayakar P, et al. 
Incomplete resection of focal cortical 
dysplasia is the main predictor of poor 
postsurgical outcome. Neurology. 2009 Jan 
20;72(3):217-23. 
doi.org/10.1212/01.wnl.0000334365.22854.
d3. PMID: 19005171 

757.  Krsek P, Jahodova A, Kyncl M, et al. 
Predictors of seizure-free outcome after 
epilepsy surgery for pediatric tuberous 
sclerosis complex. Epilepsia. 2013 
Nov;54(11):1913-21. 
doi.org/10.1111/epi.12371. PMID: 
24117179 

758.  Krueger DA, Wilfong AA, Holland-Bouley 
K, et al. Everolimus treatment of refractory 
epilepsy in tuberous sclerosis complex. Ann 
Neurol. 2013 Nov;74(5):679-87. 
doi.org/10.1002/ana.23960. PMID: 
23798472 

759.  Kuehn SM, Keene DL, Richards PMP, et al. 
Are there changes in intelligence and 
memory functioning following surgery for 
the treatment of refractory epilepsy in 
childhood? Childs Nerv Syst. 2002 
Jul;18(6):306-10. doi.org/10.1007/s00381-
002-0599-7. PMID: 12172937 

760.  Kumada T, Imai K, Takahashi Y, et al. 
Ketogenic diet using a Japanese ketogenic 
milk for patients with epilepsy: a multi-
institutional study. Brain Dev. 2018 
Mar;40(3):188-95. 
doi.org/10.1016/j.braindev.2017.11.003. 
PMID: 29183766 

761.  Kurth T, Lewis BE, Walker AM. Health 
care resource utilization in patients with 
active epilepsy. Epilepsia. 2010 
May;51(5):874-82. doi.org/10.1111/j.1528-
1167.2009.02404.x. PMID: 20002149 

762.  Kurul S, Dirik E, Iscan A. Serum carnitine 
levels during oxcarbazepine and 
carbamazepine monotherapies in children 
with epilepsy. J Child Neurol. 2003 
Aug;18(8):552-4. 
doi.org/10.1177/08830738030180080201. 
PMID: 13677582 

763.  Kurul S, Unalp A, Yis U. Homocysteine 
levels in epileptic children receiving 
antiepileptic drugs. J Child Neurol. 2007 
Dec;22(12):1389-92. 
doi.org/10.1177/0883073807307081. PMID: 
18174557 

764.  Kurwale NS, Patil SB, Jagtap SA, et al. 
Failed hemispherotomy: insights from our 
early experience in 40 patients. World 
Neurosurg. 2021 Feb;146:e685-e690. 
doi.org/10.1016/j.wneu.2020.10.170. PMID: 
33171323 

765.  Kwan SY, Wong TT, Chang KP, et al. 
Seizure outcome after corpus callosotomy: 
the Taiwan experience. Childs Nerv Syst. 
2000 Feb;16(2):87-92. 
doi.org/10.1007/s003810050018. PMID: 
10663813 

766.  Kwan SY, Lin JH, Wong TT, et al. A 
comparison of seizure outcome after 
callosotomy in patients with Lennox-Gastaut 
syndrome and a positive or negative history 
for West syndrome. Seizure. 2006 
Oct;15(7):552-7. 
doi.org/10.1016/j.seizure.2006.06.008. 
PMID: 16884930 

767.  Kwan A, Ng WH, Otsubo H, et al. 
Hemispherectomy for the control of 
intractable epilepsy in childhood: 
comparison of 2 surgical techniques in a 
single institution. Neurosurgery. 2010 
Dec;67(2 Suppl Operative):429-36. 
doi.org/10.1227/NEU.0b013e3181f743dc. 
PMID: 21099569 

768.  Kwon HE, Eom S, Kang HC, et al. Surgical 
treatment of pediatric focal cortical 
dysplasia. Neurology. 2016 Aug 
30;87(9):945-51. 
doi.org/10.1212/WNL.0000000000003042. 
PMID: 27466475 

769.  Kwon HE, Kim SH, Kang HC, et al. 
Epilepsy surgery for pediatric patients with 
mild malformation of cortical development. 
Seizure. 2020 Nov;82:50-5. 
doi.org/10.1016/j.seizure.2020.09.019. 
PMID: 33002834 

770.  La Marca G, Rosati A, Falchi M, et al. A 
pharmacokinetic study and correlation with 
clinical response of rufinamide in infants 
with epileptic encephalopathies. 
Pharmacology. 2013;91(5):275-80. 
doi.org/10.1159/000350392. PMID: 
23711937 



D-52 

771.  Labar D. Vagus nerve stimulation for 
intractable epilepsy in children. Dev Med 
Child Neurol. 2000 Jul;42(7):496-9. 
https://www.researchgate.net/publication/12
350534_Vagus_nerve_stimulation_for_intra
ctable_epilepsy_in_children  

772.  Lachhwani DK, Loddenkemper T, Holland 
KD, et al. Discontinuation of medications 
after successful epilepsy surgery in children. 
Pediatr Neurol. 2008 May;38(5):340-4. 
doi.org/10.1016/j.pediatrneurol.2008.01.010
. PMID: 18410850 

773.  Laffond C, Dellatolas G, Alapetite C, et al. 
Quality-of-life, mood and executive 
functioning after childhood 
craniopharyngioma treated with surgery and 
proton beam therapy. Brain Inj. 2012 
Mar;26(3):270-81. 
doi.org/10.3109/02699052.2011.648709. 
PMID: 22372414 

774.  Lagae L, Buyse G, Deconinck A, et al. 
Effect of levetiracetam in refractory 
childhood epilepsy syndromes. Eur J 
Paediatr Neurol. 2003;7(3):123-8. 
doi.org/10.1016/S1090-3798(03)00041-2. 
PMID: 12788038 

775.  Lagae L, Verstrepen A, Jansen K. Vagus 
nerve stimulation in children with refractory 
epilepsy: age at implantation as a predictor 
of better efficacy. Paediatr Croat. 
2012;56(2):105-9  

776.  Lagae L, Verstrepen A, Nada A, et al. Vagus 
nerve stimulation in children with drug-
resistant epilepsy: age at implantation and 
shorter duration of epilepsy as predictors of 
better efficacy? Epileptic Disord. 2015 
Sep;17(3):308-14. 
doi.org/10.1684/epd.2015.0768. PMID: 
26271818 

777.  Lagae L, Brambilla I, Mingorance A, et al. 
Quality of life and comorbidities associated 
with Dravet syndrome severity: a 
multinational cohort survey. Dev Med Child 
Neurol. 2018 Jan;60(1):63-72. 
doi.org/10.1111/dmcn.13591. PMID: 
28984349 

778.  Lagae L, Sullivan J, Knupp K, et al. 
Fenfluramine hydrochloride for the 
treatment of seizures in Dravet syndrome: a 
randomised, double-blind, placebo-
controlled trial. Lancet. 2019 Dec 
21;394(10216):2243-54. 
doi.org/10.1016/S0140-6736(19)32500-0. 
PMID: 31862249 

779.  Lagae L, Irwin J, Gibson E, et al. Caregiver 
impact and health service use in high and 
low severity Dravet syndrome: a 
multinational cohort study. Seizure. 2019 
Feb;65:72-9. 
doi.org/10.1016/j.seizure.2018.12.018. 
PMID: 30616222 

780.  Lagunju IA, Imam ZO, Adedokun BO. Cost 
of epilepsy in children attending a tertiary 
centre in Nigeria. Int Health. 2011 
Sep;3(3):213-8. 
doi.org/10.1016/j.inhe.2011.07.001. PMID: 
24038373 

781.  Lah S, Smith ML. Verbal memory and 
literacy outcomes one year after pediatric 
temporal lobectomy: a retrospective cohort 
study. Epilepsy Behav. 2015 Mar;44:225-
33. doi.org/10.1016/j.yebeh.2014.12.040. 
PMID: 25771353 

782.  Lakshminarayanan K, Agarawal A, Panda 
PK, et al. Efficacy of low glycemic index 
diet therapy (LGIT) in children aged 2-8 
years with drug-resistant epilepsy: a 
randomized controlled trial. Epilepsy Res. 
2021 Mar;171:106574. 
doi.org/10.1016/j.eplepsyres.2021.106574. 
PMID: 33582533 

783.  Lamb A, Dawoud D, Dent R, et al. 
Cannabidiol with clobazam for seizures 
associated with Dravet and Lennox-Gastaut 
syndromes. Lancet Neurol. 2020 
Apr;19(4):290-1. doi.org/10.1016/S1474-
4422(20)30060-0. PMID: 32199092 

784.  Lamberink HJ, Boshuisen K, Van Rijen PC, 
et al. Changing profiles of pediatric epilepsy 
surgery candidates over time: a nationwide 
single-center experience from 1990 to 2011. 
Epilepsia. 2015 May;56(5):717-25. 
doi.org/10.1111/epi.12974. PMID: 
25847357 

https://www.researchgate.net/publication/12350534_Vagus_nerve_stimulation_for_intractable_epilepsy_in_children
https://www.researchgate.net/publication/12350534_Vagus_nerve_stimulation_for_intractable_epilepsy_in_children
https://www.researchgate.net/publication/12350534_Vagus_nerve_stimulation_for_intractable_epilepsy_in_children


D-53 

785.  Lambrechts DAJE, de Kinderen RJA, Vles 
HSH, et al. The MCT-ketogenic diet as a 
treatment option in refractory childhood 
epilepsy: a prospective study with 2-year 
follow-up. Epilepsy Behav. 2015 
Oct;51:261-6. 
doi.org/10.1016/j.yebeh.2015.07.023. 
PMID: 26301622 

786.  Lambrechts DAJE, de Kinderen RJA, Vles 
JSH, et al. A randomized controlled trial of 
the ketogenic diet in refractory childhood 
epilepsy. Acta Neurol Scand. 2017 
Feb;135(2):231-9. 
doi.org/10.1111/ane.12592. PMID: 
27027847 

787.  Larson AM, Pfeifer HH, Thiele EA. Low 
glycemic index treatment for epilepsy in 
tuberous sclerosis complex. Epilepsy Res. 
2012 Mar;99(1):180-2. 
doi.org/10.1016/j.eplepsyres.2011.10.021. 
PMID: 22119636 

788.  Larsson PG, Eeg-Olofsson O, Michel CM, 
et al. Decrease in propagation of interictal 
epileptiform activity after introduction of 
levetiracetam visualized with electric source 
imaging. Brain Topogr. 2010 Sep;23(3):269-
78. doi.org/10.1007/s10548-010-0150-1. 
PMID: 20574764 

789.  Larsson PG, Bakke KA, Bjørnæs H, et al. 
The effect of levetiracetam on focal 
nocturnal epileptiform activity during sleep - 
a placebo-controlled double-blind cross-over 
study. Epilepsy Behav. 2012 May;24(1):44-
8. doi.org/10.1016/j.yebeh.2012.02.024. 
PMID: 22494796 

790.  Larysz D, Larysz P, Mandera M. Evaluation 
of quality of life and clinical status of 
children operated on for intractable epilepsy. 
Childs Nerv Syst. 2007 Jan;23(1):91-7. 
doi.org/10.1007/s00381-006-0200-x. PMID: 
17053940 

791.  Laux LC, Bebin EM, Checketts D, et al. 
Long-term safety and efficacy of 
cannabidiol in children and adults with 
treatment-resistant Lennox-Gastaut 
syndrome or Dravet syndrome: expanded 
access program results. Epilepsy Res. 2019 
Aug;154:13-20. 
doi.org/10.1016/j.eplepsyres.2019.03.015. 
PMID: 31022635 

792.  Law N, Kerr E, Smith ML. Evaluation of 
behavioral outcomes in children 1 year after 
epilepsy surgery. Epilepsia. 2015 
Oct;56(10):1605-14. 
doi.org/10.1111/epi.13126. PMID: 
26289039 

793.  Law N, Benifla M, Rutka J, et al. Verbal 
memory after temporal lobe epilepsy 
surgery in children: do only mesial 
structures matter? Epilepsia. 2017 
Feb;58(2):291-9. doi.org/10.1111/epi.13635. 
PMID: 28012164 

794.  Lawden MC, Eke T, Degg C, et al. Visual 
field defects associated with vigabatrin 
therapy. J Neurol Neurosurg Psychiatry. 
1999;67(6):716-22. 
doi.org/10.1136/jnnp.67.6.716. PMID: 
10567485 

795.  Lazaridis D, Eraikhuemen N, Williams K, et 
al. Treatment of seizures associated with 
Lennox-Gastaut and Dravet syndromes: a 
focus on cannabidiol oral solution. P&T. 
2019 May;44(5):255-66. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC6487974/. PMID: 31080333 

796.  Lazow SP, Thadani VM, Gilbert KL, et al. 
Outcome of frontal lobe epilepsy surgery. 
Epilepsia. 2012 Oct;53(10):1746-55. 
doi.org/10.1111/j.1528-1167.2012.03582.x. 
PMID: 22780836 

797.  Leal STF, Santos MV, Thomé U, et al. 
Impact of epilepsy surgery on quality of life 
and burden of caregivers in children and 
adolescents. Epilepsy Behav. 2020 
May;106:106961. 
doi.org/10.1016/j.yebeh.2020.106961. 
PMID: 32199346 

798.  Lebowitz MB, Olson KL, Burns M, et al. 
Drug-drug interactions among hospitalized 
children receiving chronic antiepileptic drug 
therapy. Hosp Pediatr. 2016 May;6(5):282-
9. doi.org/10.1542/hpeds.2015-0249. PMID: 
27081190 

799.  Lee GP, Westerveld M, Blackburn LB, et al. 
Prediction of verbal memory decline after 
epilepsy surgery in children: effectiveness of 
Wada memory asymmetries. Epilepsia. 2005 
Jan;46(1):97-103. doi.org/10.1111/j.0013-
9580.2005.41704.x. PMID: 15660774 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6487974/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6487974/


D-54 

800.  Lee JH, Hwang YS, Shin JJ, et al. Surgical 
complications of epilepsy surgery 
procedures: experience of 179 procedures in 
a single institute. J Korean Neurosurg Soc. 
2008;44(4):234-9. 
doi.org/10.3340/jkns.2008.44.4.234  

801.  Lee YJ, Kang HC, Kim DW, et al. 
Usefulness of liquid ketogenic milk for 
intractable childhood epilepsy. e-SPEN. 
2010 Oct;5(5):e203-e207. 
doi.org/10.1016/j.eclnm.2010.08.001  

802.  Lee YJ, Kang HC, Seo JH, et al. Efficacy 
and tolerability of adjunctive therapy with 
zonisamide in childhood intractable 
epilepsy. Brain Dev. 2010 Mar;32(3):208-
12. doi.org/10.1016/j.braindev.2009.02.003. 
PMID: 19304420 

803.  Lee YJ, Kang HC, Lee JS, et al. Resective 
pediatric epilepsy surgery in Lennox-
Gastaut syndrome. Pediatrics. 2010 
Jan;125(1):e58-e66. 
doi.org/10.1542/peds.2009-0566. PMID: 
20008422 

804.  Lee YJ, Kang HC, Kim HD, et al. Efficacy 
and safety of adjunctive levetiracetam 
therapy in pediatric intractable epilepsy. 
Pediatr Neurol. 2010 Feb;42(2):86-92. 
doi.org/10.1016/j.pediatrneurol.2009.08.002
. PMID: 20117743 

805.  Lee JY, Phi JH, Wang KC, et al. 
Transsylvian-transcisternal selective 
lesionectomy for pediatric lesional mesial 
temporal lobe epilepsy. Neurosurgery. 2011 
Mar;68(3):582-7. 
doi.org/10.1227/NEU.0b013e3182077552. 
PMID: 21164375 

806.  Lee JY, Bruno P, Rabe OT, et al. 
Rufinamide treatment for refractory epilepsy 
in a largely pediatric population. J Pediatr 
Epilepsy. 2012;1(2):97-101. 
doi.org/10.3233/PEP-2012-016  

807.  Lee EH, Yum MS, Choi HW, et al. Long-
term use of clobazam in Lennox-Gastaut 
syndrome: experience in a single tertiary 
epilepsy center. Clin Neuropharmacol. 
2013;36(1):4-7. 
doi.org/10.1097/WNF.0b013e3182770730. 
PMID: 23334068 

808.  Lee YJ, Lee JS, Kang HC, et al. Outcomes 
of epilepsy surgery in childhood-onset 
epileptic encephalopathy. Brain Dev. 2014 
Jun;36(6):496-504. 
doi.org/10.1016/j.braindev.2013.06.010. 
PMID: 23850002 

809.  Lee HN, Eom S, Kim SH, et al. Epilepsy 
characteristics and clinical outcome in 
patients with mitochondrial 
encephalomyopathy, lactic acidosas, and 
stroke-like episodes (MELAS). Pediatr 
Neurol. 2016 Nov;64:59-65. 
doi.org/10.1016/j.pediatrneurol.2016.08.016
. PMID: 27671241 

810.  Lee HF, Chi CS, Liao JH. Use of cooking 
oils in a 2:1 ratio classical ketogenic diet for 
intractable pediatric epilepsy: long-term 
effectiveness and tolerability. Epilepsy Res. 
2018 Nov;147:75-9. 
doi.org/10.1016/j.eplepsyres.2018.09.002. 
PMID: 30273790 

811.  Leiphart JW, Peacock WJ, Mathern GW. 
Lobar and multilobar resections for 
medically intractable pediatric epilepsy. 
Pediatr Neurosurg. 2001 Jun;34(6):311-8. 
doi.org/10.1159/000056044. PMID: 
11455232 

812.  Lemmon ME, Terao NN, Ng YT, et al. 
Efficacy of the ketogenic diet in Lennox-
Gastaut syndrome: a retrospective review of 
one institution's experience and summary of 
the literature. [Erratum appears in Dev Med 
Child Neurol. 2012 Jul;54(7):672]. Dev Med 
Child Neurol. 2012 May;54(5):464-8. 
doi.org/10.1111/j.1469-8749.2012.04233.x. 
PMID: 22443637 

813.  Lendt M, Helmstaedter C, Kuczaty S, et al. 
Behavioural disorders in children with 
epilepsy: early improvement after surgery. J 
Neurol Neurosurg Psychiatry. 2000 
Dec;69(6):739-44. 
doi.org/10.1136/jnnp.69.6.739. PMID: 
11080225 

814.  Lendt M, Gleissner U, Helmstaedter C, et al. 
Neuropsychological outcome in children 
after frontal lobe epilepsy surgery. Epilepsy 
Behav. 2002 Feb;3(1):51-9. 
doi.org/10.1006/ebeh.2001.0296. PMID: 
12609353 



D-55 

815.  Leonard H, Downs J, Jian L, et al. Valproate 
and risk of fracture in Rett syndrome. Arch 
Dis Child. 2010 Jun;95(6):444-8. 
doi.org/10.1136/adc.2008.148932. PMID: 
20501539 

816.  Levy ML, Levy KM, Hoff D, et al. Vagus 
nerve stimulation therapy in patients with 
autism spectrum disorder and intractable 
epilepsy: results from the vagus nerve 
stimulation therapy patient outcome registry 
- clinical article. J Neurosurg Pediatr. 2010 
Jun;5(6):595-602. 
doi.org/10.3171/2010.3.PEDS09153. PMID: 
20515333 

817.  Lew SM, Koop JI, Mueller WM, et al. Fifty 
consecutive hemispherectomies: outcomes, 
evolution of technique, complications, and 
lessons learned. Neurosurgery. 
2014;74(2):182-94. 
doi.org/10.1227/NEU.0000000000000241. 
PMID: 24176954 

818.  Lewena S, Young S. When benzodiazepines 
fail: how effective is second line therapy for 
status epilepticus in children?. Emerg Med 
Australas. 2006 Feb;18(1):45-50. 
doi.org/10.1111/j.1742-6723.2006.00807.x. 
PMID: 16454774 

819.  Li ST, Shen EY, Chiu NC, et al. Effect of 
topiramate on intractable seizures in 
Taiwanese children. Acta Neurol Sin. 2004 
Jun;13(2):59-63. PMID: 15478676 

820.  Li HF, Zou Y, Xia ZZ, et al. Effects of 
topiramate on weight and metabolism in 
children with epilepsy. Acta Paediatr. 2009 
Sep;98(9):1521-5. doi.org/10.1111/j.1651-
2227.2009.01349.x. PMID: 19508301 

821.  Li S, Cao J, Xiao N, et al. Efficacy and 
safety of levetiracetam as an add-on therapy 
in children aged less than 4 years with 
refractory epilepsy. J Child Neurol. 2010 
May;25(5):609-13. 
doi.org/10.1177/0883073809342489. PMID: 
19779208 

822.  Li J, Xiao N, Chen S. Efficacy and 
tolerability of levetiracetam in children with 
epilepsy. Brain Dev. 2011 Feb;33(2):145-
51. doi.org/10.1016/j.braindev.2010.03.002. 
PMID: 20359839 

823.  Li B, Tong L, Jia G, et al. Effects of 
ketogenic diet on the clinical and 
electroencephalographic features of children 
with drug therapy-resistant epilepsy. Exp 
Ther Med. 2013;5(2):611-5. 
doi.org/10.3892/etm.2012.823. PMID: 
23404539 

824.  Li ST, Chiu NC, Kuo YT, et al. Parenting 
stress in parents of children with refractory 
epilepsy before and after vagus nerve 
stimulation implantation. Pediatr Neonatol. 
2017 Dec;58(6):516-22. 
doi.org/10.1016/j.pedneo.2017.03.001. 
PMID: 28566195 

825.  Li ST, Chiu NC, Hung KL, et al. 
Therapeutic effects of children with 
refractory epilepsy after vagus nerve 
stimulation in Taiwan. Pediatr Neonatol. 
2020 Dec;61(6):606-12. 
doi.org/10.1016/j.pedneo.2020.07.010. 
PMID: 32773364 

826.  Li H, Ouyang M, Zhang P, et al. The 
efficacy and safety of a ketogenic diet for 
children with refractory epilepsy in China: a 
retrospective single-center cohort study. 
Transl Pediatr. 2020;9(4):561-6. 
doi.org/10.21037/TP-20-219. PMID: 
32953554 

827.  Li YH, Li DS, Wang MQ, et al. Modified 
hemispherectomy for infantile hemiparesis 
and epilepsy. Transl Neurosci. 2020 Jan 
1;11(1):380-90. doi.org/10.1515/tnsci-2020-
0145. PMID: 33335778 

828.  Liang JG, Kim NY, Ko A, et al. Changes in 
functional brain network topology after 
successful and unsuccessful corpus 
callosotomy for Lennox-Gastaut Syndrome. 
Sci Rep. 2018 Feb 21;8(1):3414. 
doi.org/10.1038/s41598-018-21764-5. 
PMID: 29467376 

829.  Liao CH, Chen SC, Yu HY, et al. 
Procedure-related temporal infarct after 
retractorless transsylvian selective 
amygdalohippocampectomy and impact on 
2-year epilepsy outcome. Oper Neurosurg 
(Hagerstown). 2020 Apr;18(4):430-7. 
doi.org/10.1093/ons/opz192. PMID: 
31369110 



D-56 

830.  Liasis A, Boyd S, Rivera-Gaxiola M, et al. 
Speech and non-speech processing in 
hemispherectomised children: an event-
related potential study. Brain Res Cogn 
Brain Res. 2003 Oct;17(3):665-73. 
doi.org/10.1016/S0926-6410(03)00190-3. 
PMID: 14561453 

831.  Liava A, Mai R, Tassi L, et al. Paediatric 
epilepsy surgery in the posterior cortex: a 
study of 62 cases. Epileptic Disord. 2014 
Jun;16(2):141-73. 
doi.org/10.1684/epd.2014.0648. PMID: 
24853765 

832.  Liava A, Mai R, Cardinale F, et al. Epilepsy 
surgery in the posterior part of the brain. 
Epilepsy Behav. 2016 Nov;64(Pt A):273-82. 
doi.org/10.1016/j.yebeh.2016.09.025. 
PMID: 27788449 

833.  Licheni SH, McMahon JM, Schneider AL, 
et al. Sleep problems in Dravet syndrome: a 
modifiable comorbidity. Dev Med Child 
Neurol. 2018 Feb;60(2):192-8. 
doi.org/10.1111/dmcn.13601. PMID: 
29110313 

834.  Liégeois F, Cross JH, Polkey C, et al. 
Language after hemispherectomy in 
childhood: contributions from memory and 
intelligence. Neuropsychologia. 2008 
Nov;46(13):3101-7. 
doi.org/10.1016/j.neuropsychologia.2008.07
.001. PMID: 18657558 

835.  Liguori C, Spanetta M, Izzi F, et al. 
Perampanel increases cortical EEG fast 
activity in child and adult patients affected 
by epilepsy: a quantitative EEG study. Clin 
EEG Neurosci. 2021 Sep;52(5):360-70. 
doi.org/10.1177/1550059420947936. PMID: 
32762352 

836.  Lim Z, Wong K, Olson HE, et al. Use of the 
ketogenic diet to manage refractory epilepsy 
in CDKL5 disorder: experience of >100 
patients. Epilepsia. 2017 Aug;58(8):1415-
22. doi.org/10.1111/epi.13813. PMID: 
28605011 

837.  Lim Z, Wong K, Downs J, et al. Vagus 
nerve stimulation for the treatment of 
refractory epilepsy in the CDKL5 deficiency 
disorder. Epilepsy Res. 2018 Oct;146:36-40. 
doi.org/10.1016/j.eplepsyres.2018.07.013. 
PMID: 30071384 

838.  Lim SY, Yum MS, Ahn H, et al. The early 
response to dietary therapy can predict the 
late outcome in children with intractable 
epilepsy. J Clin Neurol. 2021 Jan;17(1):33-
40. doi.org/10.3988/jcn.2021.17.1.33. 
PMID: 33480196 

839.  Lima-Rogel V, López-López EJ, Medellín-
Garibay SE, et al. Population 
pharmacokinetics of levetiracetam in 
neonates with seizures. J Clin Pharm Ther. 
2018 Jun;43(3):422-9. 
doi.org/10.1111/jcpt.12658. PMID: 
29265480 

840.  Limbrick DD Jr, Narayan P, Powers AK, et 
al. Hemispherotomy: efficacy and analysis 
of seizure recurrence - clinical article. J 
Neurosurg Pediatr. 2009 Oct;4(4):323-32. 
doi.org/10.3171/2009.5.PEDS0942. PMID: 
19795963 

841.  Limbrick DD, Behdad A, Bertrand ME, et 
al. Epilepsy surgery in children with 
seizures arising from the rolandic cortex. 
Epilepsia. 2009 Jun;50(6):1450-61. 
doi.org/10.1111/j.1528-1167.2008.01868.x. 
PMID: 19054401 

842.  Lin XF, Rao LD, Dai ZB. Clinical analysis 
of 19 children with refractory epilepsy. Chin 
J Clin Rehab. 2002 Nov;6(21)  

843.  Lin TW, Kung De Aburto MA, Dahlbom M, 
et al. Predicting seizure-free status for 
temporal lobe epilepsy patients undergoing 
surgery: prognostic value of quantifying 
maximal metabolic asymmetry extending 
over a specified proportion of the temporal 
lobe. J Nucl Med. 2007 May;48(5):776-82. 
doi.org/10.2967/jnumed.106.034249. PMID: 
17475967 

844.  Lin JH, Kwan SY. Post-section recruitment 
of epileptiform discharges in 
electrocorticography during callosotomy in 
48 patients with Lennox-Gastaut syndrome. 
J Clin Neurosci. 2012 Mar;19(3):388-93. 
doi.org/10.1016/j.jocn.2011.04.044. PMID: 
22281384 

845.  Lin Y, Harris DA, Curry DJ, et al. Trends in 
outcomes, complications, and 
hospitalization costs for hemispherectomy in 
the United States for the years 2000-2009. 
Epilepsia. 2015 Jan;56(1):139-46. 
doi.org/10.1111/epi.12869. PMID: 
25530220 



D-57 

846.  Lin KL, Lin JJ, Chou ML, et al. Efficacy 
and tolerability of perampanel in children 
and adolescents with pharmacoresistant 
epilepsy: the first real-world evaluation in 
Asian pediatric neurology clinics. Epilepsy 
Behav. 2018 Aug;85:188-94. 
doi.org/10.1016/j.yebeh.2018.06.033. 
PMID: 30032806 

847.  Lippé S, Bulteau C, Dorfmuller G, et al. 
Cognitive outcome of parietooccipital 
resection in children with epilepsy. 
Epilepsia. 2010 Oct;51(10):2047-57. 
doi.org/10.1111/j.1528-1167.2010.02651.x. 
PMID: 20561023 

848.  Liu ZH, Pan PG. Improvement of mental 
retardation plus epilepsy in children 
following management. Chin J Clin Rehab. 
2002 May;6(9)  

849.  Liu ZL, Zhang XW, Peng P, et al. Dipole 
localization in surgical treatment of epileptic 
foci secondary to intracranial mass lesions: 
retrospective analysis of 47 cases. Di Yi Jun 
Yi Da Xue Xue Bao. 2003 Jul;23(7):668-70. 
https://www.researchgate.net/publication/10
659799_Dipole_localization_in_surgical_tre
atment_of_epileptic_foci_secondary_to_intr
acranial_mass_lesions_retrospective_analysi
s_of_47_cases. PMID: 12865215 

850.  Liu YM, Williams S, Basualdo-Hammond 
C, et al. A prospective study: growth and 
nutritional status of children treated with the 
ketogenic diet. J Am Diet Assoc. 2003 
Jun;103(6):707-12. 
doi.org/10.1053/jada.2003.50136. PMID: 
12778041 

851.  Liu S, An N, Yang H, et al. Pediatric 
intractable epilepsy syndromes: reason for 
early surgical intervention. Brain Dev. 2007 
Mar;29(2):69-78. 
doi.org/10.1016/j.braindev.2006.06.009. 
PMID: 16930902 

852.  Liu SY, An N, Fang X, et al. Surgical 
treatment of patients with Lennox-Gastaut 
syndrome phenotype. Sci World J. 
2012;2012:614263. 
doi.org/10.1100/2012/614263. PMID: 
22629163 

853.  Liu L, Zhao L, Wang Q, et al. Influence of 
valproic acid concentration and 
polymorphism of UGT1A4*3, UGT2B7 -
161C > T and UGT2B7*2 on serum 
concentration of lamotrigine in Chinese 
epileptic children. Eur J Clin Pharmacol. 
2015 Nov;71(11):1341-7. 
doi.org/10.1007/s00228-015-1925-9. PMID: 
26303110 

854.  Liu C, Song M, Wang J. Nightly oral 
administration of topiramate for benign 
childhood epilepsy with centrotemporal 
spikes. Childs Nerv Syst. 2016 
May;32(5):839-43. doi.org/10.1007/s00381-
016-3043-0. PMID: 26984807 

855.  Liu M, Ji T, Liu Q, et al. Generalized 
seizures presurgically in a cohort of children 
with hemispherectomy: predictors and a 
potential link to surgical outcome? Seizure. 
2018 May;58:101-9. 
doi.org/10.1016/j.seizure.2018.03.024. 
PMID: 29702407 

856.  Liu E, Dilley D, McDonough B, et al. Safety 
and tolerability of adjunctive brivaracetam 
in pediatric patients < 16 years with 
epilepsy: an open-label trial. Pediatric 
Drugs. 2019 Aug;21(4):291-301. 
doi.org/10.1007/s40272-019-00332-y. 
PMID: 31250322 

857.  Liu F, Peng J, Zhu C, et al. Efficacy of the 
ketogenic diet in Chinese children with 
Dravet syndrome: a focus on 
neuropsychological development. Epilepsy 
Behav. 2019 Mar;92:98-102. 
doi.org/10.1016/j.yebeh.2018.12.016. 
PMID: 30641252 

858.  Liu M, Mao J, Xu H, et al. Effects of 
SCN1A and SCN2A polymorphisms on 
responsiveness to valproic acid monotherapy 
in epileptic children. Epilepsy Res. 2020 Oct 
11;168:106485. 
doi.org/10.1016/j.eplepsyres.2020.106485. 
PMID: 33096315 

859.  Liu C, Liu Q, Yu H, et al. Surgical treatment 
in children with intractable epilepsy after 
viral encephalitis. Epilepsy Res. 2020 
Oct;166:106426. 
doi.org/10.1016/j.eplepsyres.2020.106426. 
PMID: 32693361 

https://www.researchgate.net/publication/10659799_Dipole_localization_in_surgical_treatment_of_epileptic_foci_secondary_to_intracranial_mass_lesions_retrospective_analysis_of_47_cases
https://www.researchgate.net/publication/10659799_Dipole_localization_in_surgical_treatment_of_epileptic_foci_secondary_to_intracranial_mass_lesions_retrospective_analysis_of_47_cases
https://www.researchgate.net/publication/10659799_Dipole_localization_in_surgical_treatment_of_epileptic_foci_secondary_to_intracranial_mass_lesions_retrospective_analysis_of_47_cases
https://www.researchgate.net/publication/10659799_Dipole_localization_in_surgical_treatment_of_epileptic_foci_secondary_to_intracranial_mass_lesions_retrospective_analysis_of_47_cases
https://www.researchgate.net/publication/10659799_Dipole_localization_in_surgical_treatment_of_epileptic_foci_secondary_to_intracranial_mass_lesions_retrospective_analysis_of_47_cases


D-58 

860.  Liu BK, Jiang L, Li XJ, et al. Efficacy and 
safety of levetiracetam in the off-label 
treatment of neonatal seizures. Int J 
Neurosci. 2020 Apr 2;130(4):336-42. 
doi.org/10.1080/00207454.2019.1687469. 
PMID: 31665950 

861.  Liu Y, Zhou W, Hong B, et al. Analysis of 
surgical strategies for children with epileptic 
spasms. Epileptic Disord. 2021 
Feb;23(1):85-93. 
doi.org/10.1684/epd.2021.1237. PMID: 
33602661 

862.  Lloreda-García JM, Fernández-Fructuoso 
JR, Gómez-Santos E, et al. Use of 
levetiracetam in neonatal seizures. An 
Pediatr (Barc). 2017 May;86(5):286-8. 
doi.org/10.1016/j.anpedi.2016.08.004. 
PMID: 27743966 

863.  Lockney DT, Vaziri S, Walch F, et al. 
Prophylactic antiepileptic drug use in 
patients with brain tumors undergoing 
craniotomy. World Neurosurg. 2017 
Feb;98:28-33. 
doi.org/10.1016/j.wneu.2016.10.079. PMID: 
27777152 

864.  Loddenkemper T, Syed TU, Ramgopal S, et 
al. Risk factors associated with death in in-
hospital pediatric convulsive status 
epilepticus. PLoS ONE. 2012 Oct 
26;7(10):e47474. 
doi.org/10.1371/journal.pone.0047474. 
PMID: 23110074 

865.  Logroscino G, Hesdorffer DC, Cascino GD, 
et al. Long-term mortality after a first 
episode of status epilepticus. Neurology. 
2002 Feb 26;58(4):537-41. 
doi.org/10.1212/WNL.58.4.537. PMID: 
11865129 

866.  López HE, Fohlen M, Lelouch-Tubiana A, 
et al. Heterotopia associated with 
hippocampal sclerosis: an under-recognized 
cause of early onset epilepsy in children 
operated on for temporal lobe epilepsy. 
Neuropediatrics. 2010;41(4):167-75. 
doi.org/10.1055/s-0030-1267919. PMID: 
21086221 

867.  Loring DW, Meador KJ. Cognitive and 
behavioral effects of epilepsy treatment. 
Epilepsia. 2001;42(Suppl 8):24-32. 
https://onlinelibrary.wiley.com/doi/pdf/10.1
046/j.1528-1157.42.s8.8.x. PMID: 
11902326 

868.  Loring DW, Meador KJ, Shinnar S, et al. 
Differential antiseizure medication 
sensitivity of the affective reactivity index: a 
randomized controlled trial in new-onset 
pediatric focal epilepsy. Epilepsy Behav. 
2020 Jan;102:106687. 
doi.org/10.1016/j.yebeh.2019.106687. 
PMID: 31816478 

869.  Lortie A, Plouin P, Chiron C, et al. 
Characteristics of epilepsy in focal cortical 
dysplasia in infancy. Epilepsy Res. 2002 
Sep;51(1):133-45. doi.org/10.1016/S0920-
1211(02)00102-X. PMID: 12350389 

870.  Smith ML, Elliott IM, Lach L. Memory 
outcome after pediatric epilepsy surgery: 
objective and subjective perspectives. Child 
Neuropsychol. 2006 Jul;12(3):151-64. 
doi.org/10.1080/09297040591001076. 
PMID: 16837391 

871.  Love CE, Webbe F, Kim G, et al. The role 
of executive functioning in quality of life in 
pediatric intractable epilepsy. Epilepsy 
Behav. 2016 Nov;64(Pt A):37-43. 
doi.org/10.1016/j.yebeh.2016.08.018. 
PMID: 27728901 

872.  Low E, Stevenson NJ, Mathieson SR, et al. 
Short-term effects of phenobarbitone on 
electrographic seizures in neonates. 
Neonatology. 2016 Jun;110(1):40-6. 
doi.org/10.1159/000443782. PMID: 
27027306 

873.  Lu Y, Wang X, Li Q, et al. Tolerability and 
safety of topiramate in Chinese patients with 
epilepsy: an open-label, long-term, 
prospective study. Clin Drug Investig. 
2007;27(10):683-90. 
doi.org/10.2165/00044011-200727100-
00003. PMID: 17803343 

874.  Luat AF, Behen ME, Chugani HT, et al. 
Cognitive and motor outcomes in children 
with unilateral Sturge-Weber syndrome: 
effect of age at seizure onset and side of 
brain involvement. Epilepsy Behav. 2018 
Mar;80:202-7. 
doi.org/10.1016/j.yebeh.2018.01.012. 
PMID: 29414553 

https://onlinelibrary.wiley.com/doi/pdf/10.1046/j.1528-1157.42.s8.8.x
https://onlinelibrary.wiley.com/doi/pdf/10.1046/j.1528-1157.42.s8.8.x


D-59 

875.  Lukka PB, Woods M, Chhim R, et al. Use of 
real-world data and pharmacometric 
modeling in support of lacosamide dosing in 
pediatric patients under 4 years of age. J 
Clin Pharmacol. 2021 Jul;61(7):881-8. 
doi.org/10.1002/jcph.1840. PMID: 
33599301 

876.  Luoni C, Canevini MP, Capovilla G, et al. A 
prospective study of direct medical costs in 
a large cohort of consecutively enrolled 
patients with refractory epilepsy in Italy. 
Epilepsia. 2015 Jul;56(7):1162-73. 
doi.org/10.1111/epi.13030. PMID: 
26046371 

877.  Luz IR, Pereira C, Garcia P, et al. Ketogenic 
diet for refractory childhood epilepsy: 
beyond seizures control, the experience of a 
Portuguese pediatric centre. Acta Medica 
Portuguesa. 2019;32(12):760-6. 
doi.org/10.20344/amp.12184. PMID: 
31851885 

878.  Lyczkowski DA, Pfeifer HH, Ghosh S, et al. 
Safety and tolerability of the ketogenic diet 
in pediatric epilepsy: effects of valproate 
combination therapy. Epilepsia. 2005 
Sep;46(9):1533-8. doi.org/10.1111/j.1528-
1167.2005.22705.x. PMID: 16146450 

879.  Ma MS, Ding YX, Ying W, et al. 
Effectiveness of the first antiepileptic drug 
in the treatment of pediatric epilepsy. 
Pediatr Neurol. 2009 Jul;41(1):22-6. 
doi.org/10.1016/j.pediatrneurol.2009.01.010
. PMID: 19520269 

880.  Mackay MT, Bicknell-Royle J, Nation J, et 
al. The ketogenic diet in refractory 
childhood epilepsy. J Paediatr Child Health. 
2005 Jul;41(7):353-7. 
doi.org/10.1111/j.1440-1754.2005.00630.x. 
PMID: 16014140 

881.  Madan Cohen J, Checketts D, Dunayevich 
E, et al. Time to onset of cannabidiol 
treatment effects in Dravet syndrome: 
analysis from two randomized controlled 
trials. Epilepsia. 2021 Sep;62(9):2218-27. 
doi.org/10.1111/epi.16974. PMID: 
34265088 

882.  Madhavan D, Schaffer S, Yankovsky A, et 
al. Surgical outcome in tuberous sclerosis 
complex: a multicenter survey. Epilepsia. 
2007 Aug;48(8):1625-8. 
doi.org/10.1111/j.1528-1167.2007.01112.x. 
PMID: 17484758 

883.  Mahmoudian T, Iranpour R, Messri N. 
Serum lipid levels during carbamazepine 
therapy in epileptic children. Epilepsy 
Behav. 2005 Mar;6(2):257-9. 
doi.org/10.1016/j.yebeh.2004.11.013. 
PMID: 15710313 

884.  Maitre NL, Smolinsky C, Slaughter JC, et 
al. Adverse neurodevelopmental outcomes 
after exposure to phenobarbital and 
levetiracetam for the treatment of neonatal 
seizures. J Perinatol. 2013 Nov;33(11):841-
6. doi.org/10.1038/jp.2013.116. PMID: 
24051577 

885.  Majkowska-Zwolinska B, Zwolinski P, 
Roszkowski M, et al. Long-term results of 
vagus nerve stimulation in children and 
adolescents with drug-resistant epilepsy. 
Childs Nerv Syst. 2012 Apr;28(4):621-8. 
doi.org/10.1007/s00381-011-1670-z. PMID: 
22222361 

886.  Majoie HJM, Berfelo MW, Aldenkamp AP, 
et al. Vagus nerve stimulation in patients 
with catastrophic childhood epilepsy, a 2-
year follow-up study. Seizure. 2005 
Jan;14(1):10-8. 
doi.org/10.1016/j.seizure.2004.02.003. 
PMID: 15642494 

887.  Makis AC, Tzoufi M, Kateri MD, et al. 
Valproate-induced eosinophilia in children 
with epilepsy: role of interleukin-5. J Child 
Neurol. 2005 Feb;20(2):150-2. 
doi.org/10.1177/08830738050200022201. 
PMID: 15794184 

888.  Maksoud HMA, El-Shazly SM, El Saied 
MH. Effect of antiepileptic drug (valproic 
acid) on children growth. Egyptian Pediatric 
Association Gazette. 2016 Jun;64(2):69-73. 
doi.org/10.1016/j.epag.2016.04.001  

889.  Malik MA, Tarar MA, Karim BJ, et al. 
Prognostic significance of response of the 
initial antiepileptic drug in childhood 
generalized epilepsy. Pak Pediatr J. 2009 
Sep;33(3):168-73. 
https://www.pakmedinet.com/14792  

890.  Malik SI, Galliani CA, Hernandez AW, et 
al. Epilepsy surgery for early infantile 
epileptic encephalopathy (Ohtahara 
syndrome). J Child Neurol. 2013 
Dec;28(12):1607-17. 
doi.org/10.1177/0883073812464395. PMID: 
23143728 

https://www.pakmedinet.com/14792


D-60 

891.  Malmgren K, Olsson I, Engman E, et al. 
Seizure outcome after resective epilepsy 
surgery in patients with low IQ. Brain. 2008 
Feb;131(2):535-42. 
doi.org/10.1093/brain/awm296. PMID: 
18063587 

892.  Maloletnev VI, Gugushvili ML, Khachidze 
IO. Comparative efficacy of 
pharmacological treatment of absence 
epilepsy with typical and deviating 
(complex) EEG patterns. Neurophysiology. 
2016 Apr;48(2):122-9. 
doi.org/10.1007/s11062-016-9578-6  

893.  Mandel A, Ballew M, Pina-Garza JE, et al. 
Medical costs are reduced when children 
with intractable epilepsy are successfully 
treated with the ketogenic diet. J Am Diet 
Assoc. 2002 Mar;102(3):396-8. 
doi.org/10.1016/S0002-8223(02)90091-X. 
PMID: 11902372 

894.  Mandelbaum DE, Bunch M, Kugler SL, et 
al. Efficacy of levetiracetam at 12 months in 
children classified by seizure type, cognitive 
status, and previous anticonvulsant drug use. 
J Child Neurol. 2005 Jul;20(7):590-4. 
doi.org/10.1177/08830738050200071001. 
PMID: 16159526 

895.  Mandelbaum DE, Bunch M, Kugler SL, et 
al. Broad-spectrum efficacy of zonisamide at 
12 months in children with intractable 
epilepsy. J Child Neurol. 2005 
Jul;20(7):594-7. 
doi.org/10.1177/08830738050200071101. 
PMID: 16159527 

896.  Mandell JG, Hill KL, Nguyen DTD, et al. 
Volumetric brain analysis in neurosurgery: 
Part 3. Volumetric CT analysis as a 
predictor of seizure outcome following 
temporal lobectomy. J Neurosurg Pediatr. 
2015 Feb;15(2):133-43. 
doi.org/10.3171/2014.9.PEDS12428. PMID: 
25431899 

897.  Mani J, Gupta A, Mascha E, et al. 
Postoperative seizures after extratemporal 
resections and hemispherectomy in pediatric 
epilepsy. Neurology. 2006 Apr;66(7):1038-
43. 
doi.org/10.1212/01.wnl.0000204236.96232.
1c. PMID: 16606916 

898.  Mann D, Liu J, Chew ML, et al. Safety, 
tolerability, and pharmacokinetics of 
pregabalin in children with refractory partial 
seizures: a phase 1, randomized controlled 
study. Epilepsia. 2014 Dec;55(12):1934-43. 
doi.org/10.1111/epi.12830. PMID: 
25377429 

899.  Mann D, Antinew J, Knapp L, et al. 
Pregabalin adjunctive therapy for focal onset 
seizures in children 1 month to <4 years of 
age: a double-blind, placebo-controlled, 
video-electroencephalographic trial. 
Epilepsia. 2020 Apr;61(4):617-26. 
doi.org/10.1111/epi.16466. PMID: 
32189338 

900.  Marashly A, Koop J, Loman M, et al. 
Examining the utility of resective epilepsy 
surgery in children with electrical status 
epilepticus in sleep: long term clinical and 
electrophysiological outcomes. Front 
Neurol. 2020 Jan 15;10:1397. 
doi.org/10.3389/fneur.2019.01397. PMID: 
32010050 

901.  Marchiò M, Roli L, Giordano C, et al. 
Decreased ghrelin and des-acyl ghrelin 
plasma levels in patients affected by 
pharmacoresistant epilepsy and maintained 
on the ketogenic diet. Clin Nutr. 2019 
Apr;38(2):954-7. 
doi.org/10.1016/j.clnu.2018.03.009. PMID: 
29605572 

902.  Marino S, Vitaliti G, Marino SD, et al. 
Pyridoxine add-on treatment for the control 
of behavioral adverse effects induced by 
levetiracetam in children: a case-control 
prospective study. Ann Pharmacother. 2018 
Jul;52(7):645-9. 
doi.org/10.1177/1060028018759637. PMID: 
29442544 

903.  Marras CE, Granata T, Franzini A, et al. 
Hemispherotomy and functional 
hemispherectomy: Indications and outcome. 
Epilepsy Res. 2010 Mar;89(1):104-12. 
doi.org/10.1016/j.eplepsyres.2009.09.006. 
PMID: 19883995 

904.  Marsh EB, Freeman JM, Kossoff EH, et al. 
The outcome of children with intractable 
seizures: a 3- to 6-year follow-up of 67 
children who remained on the ketogenic diet 
less than one year. Epilepsia. 2006 
Feb;47(2):425-30. doi.org/10.1111/j.1528-
1167.2006.00439.x. PMID: 16499771 



D-61 

905.  Marson AG, Al-Kharusi AM, Alwaidh M, et 
al. The SANAD study of effectiveness of 
valproate, lamotrigine, or topiramate for 
generalised and unclassifiable epilepsy: an 
unblinded randomised controlled trial. 
Lancet. 2007 Mar 24;369(9566):1016-26. 
doi.org/10.1016/S0140-6736(07)60461-9. 
PMID: 17382828 

906.  Martin R, Cirino P, Hiscock M, et al. Risks 
and benefits of epilepsy surgery in a 
pediatric population: consequences for 
memory and academic skills. Epilepsy 
Behav. 2016 Sep;62:189-96. 
doi.org/10.1016/j.yebeh.2016.06.028. 
PMID: 27494354 

907.  Martinez CC, Pyzik PL, Kossoff EH. 
Discontinuing the ketogenic diet in seizure-
free children: recurrence and risk factors. 
Epilepsia. 2007 Jan;48(1):187-90. 
doi.org/10.1111/j.1528-1167.2006.00911.x. 
PMID: 17241227 

908.  Martínez-Ferrández C, Martínez-Salcedo E, 
Casas-Fernández C,  et al. Long-term 
prognosis of childhood absence epilepsy. 
Neurologia. 2019 May;34(4):224-8. 
doi.org/10.1016/j.nrl.2016.12.005. PMID: 
28325560 

909.  Masino SA, Ruskin DN, Freedgood NR, et 
al. Differential ketogenic diet-induced shift 
in CSF lipid/carbohydrate metabolome of 
pediatric epilepsy patients with optimal vs. 
no anticonvulsant response: a pilot study. 
Nutr Metab (Lond). 2021 Mar;18(1):23. 
doi.org/10.1186/s12986-020-00524-1. 
PMID: 33648550 

910.  Masuccio F, Verrotti A, Chiavaroli V, et al. 
Weight gain and insulin resistance in 
children treated with valproate: the influence 
of time. J Child Neurol. 2010 
Aug;25(8):941-7. 
doi.org/10.1177/0883073809349461. PMID: 
20207607 

911.  Masur D, Shinnar S, Cnaan A, et al. 
Pretreatment cognitive deficits and treatment 
effects on attention in childhood absence 
epilepsy. Neurology. 2013 Oct 
29;81(18):1572-80. 
doi.org/10.1212/WNL.0b013e3182a9f3ca. 
PMID: 24089388 

912.  Mathern GW, Giza CC, Yudovin S, et al. 
Postoperative seizure control and 
antiepileptic drug use in pediatric epilepsy 
surgery patients: the UCLA experience, 
1986-1997. Epilepsia.1999 
Dec;40(12):1740-9. doi.org/10.1111/j.1528-
1157.1999.tb01592.x. PMID: 10612338 

913.  Mathew BS, Fleming DH, Thomas M, et al. 
An initial experience with therapeutic drug 
monitoring of levetiracetam as reported 
from a pediatric clinical setting in India. 
Neurol India. 2012 Apr;60(2):146-9. 
doi.org/10.4103/0028-3886.96382. PMID: 
22626693 

914.  Mathew JL, Suthar R, Kumar A. 
Randomized controlled trial evaluating 
levetiracetam as first-line therapy for 
seizures in neonates. Indian Pediatr. 2020 
Sep;57:848-53. doi.org/10.1007/s13312-
020-1965-9  

915.  Mathiak KA, Luba M, Mathiak K, et al. 
Quality of life in childhood epilepsy with 
lateralized epileptogenic foci. BMC Neurol. 
2010 Aug 17;10:69. doi.org/10.1186/1471-
2377-10-69. PMID: 20716372 

916.  Mathieson SR, Livingstone V, Low E, et al. 
Phenobarbital reduces EEG amplitude and 
propagation of neonatal seizures but does 
not alter performance of automated seizure 
detection. Clin Neurophysiol. 2016 
Oct;127(10):3343-50. 
doi.org/10.1016/j.clinph.2016.07.007. 
PMID: 27514722 

917.  Maton B, Resnick T, Jayakar P, et al. 
Epilepsy surgery in children with 
gliomatosis cerebri. Epilepsia. 2007 
Aug;48(8):1485-90. doi.org/10.1111/j.1528-
1167.2007.01125.x. PMID: 17565595 

918.  Matsufuji H, Ichiyama T, Isumi H, et al. 
Low-dose carbamazepine therapy for benign 
infantile convulsions. Brain Dev. 2005 
Dec;27(8):554-7. 
doi.org/10.1016/j.braindev.2005.01.005. 
PMID: 16310589 

919.  May TW, Boor R, Rambeck B, et al. Serum 
concentrations of rufinamide in children and 
adults with epilepsy: the influence of dose, 
age, and comedication. Ther Drug Monit. 
2011 Apr;33(2):214-21. 
doi.org/10.1097/FTD.0b013e31820fa9ad. 
PMID: 21383651 



D-62 

920.  May TW, Boor R, Mayer T, et al. 
Concentrations of stiripentol in children and 
adults with epilepsy: the influence of dose, 
age, and comedication. Ther Drug Monit. 
2012 Aug;34(4):390-7. 
doi.org/10.1097/FTD.0b013e31825dc4a6. 
PMID: 22743350 

921.  Maydell BV, Wyllie E, Akhtar N, et al. 
Efficacy of the ketogenic diet in focal versus 
generalized seizures. Pediatr Neurol. 
2001;25(3):208-12. doi.org/10.1016/s0887-
8994(01)00310-1. PMID: 11587874 

922.  Mazaheri M, Samaie A, Semnani V. Renal 
tubular dysfunction measured by N-acetyl-
beta glucosaminidase/creatinine activity 
index in children receiving antiepileptic 
drugs: a randomized controlled trial. Ital J 
Pediatr. 2011 May 14;37:21. 
doi.org/10.1186/1824-7288-37-21. PMID: 
21569539 

923.  Mazur RD, Wang Q, Kato K, et al. 
Effectiveness of levetiracetam monotherapy 
in pediatric patients with epilepsy. J Child 
Neurol. 2019 Sep;34(10):593-7. 
doi.org/10.1177/0883073819846804. PMID: 
31113283 

924.  McBride MC, Laroia N, Guillet R. 
Electrographic seizures in neonates correlate 
with poor neurodevelopmental outcome. 
Neurology. 2000 Aug 22;55(4):506-13. 
doi.org/10.1212/wnl.55.4.506. PMID: 
10953181 

925.  McCoy B, Wright T, Weiss S, et al. 
Electroretinogram changes in a pediatric 
population with epilepsy: is vigabatrin 
acting alone? J Child Neurol. 2011 
Jun;26(6):729-33. 
doi.org/10.1177/0883073810390213. PMID: 
21343605 

926.  McCoy B, Wang L, Zak M, et al. A 
prospective open-label trial of a CBD/THC 
cannabis oil in Dravet syndrome. Ann Clin 
Transl Neurol. 2018 Sep;5(9):1077-88. 
doi.org/10.1002/acn3.621. PMID: 30250864 

927.  McDonald DGM, Najam Y, Keegan MB, et 
al. The use of lamotrigine, vigabatrin and 
gabapentin as add-on therapy in intractable 
epilepsy of childhood. Seizure. 2005 
Mar;14(2):112-6. 
doi.org/10.1016/j.seizure.2004.12.001. 
PMID: 15694564 

928.  McDonald CL, Saneto RP, Carmant L, et al. 
Focal seizures in patients with SCN1A 
mutations: response to treatment. J Child 
Neurol. 2017;32(2):170-6. 
doi.org/10.1177/0883073816672379. PMID: 
27777328 

929.  McGinnis E, Kessler SK. Lacosamide use in 
children with epilepsy: retention rate and 
effect of concomitant sodium channel 
blockers in a large cohort. Epilepsia. 2016 
Sep;57(9):1416-25. 
doi.org/10.1111/epi.13466. PMID: 
27430392 

930.  McNamara NA, Carbone LA, Shellhaas RA. 
Epilepsy characteristics and psychosocial 
factors associated with ketogenic diet 
success. J Child Neurol. 2013 
Oct;28(10):1233-7. 
doi.org/10.1177/0883073812459902. PMID: 
23001929 

931.  McNamara NA, Dang LT, Sturza J, et al. 
Thrombocytopenia in pediatric patients on 
concurrent cannabidiol and valproic acid. 
Epilepsia. 2020 Aug;61(8):e85-e89. 
doi.org/10.1111/epi.16596. PMID: 
32614070 

932.  McWilliams A, Reilly C, McFarlane FA, et 
al. Nonepileptic seizures in the pediatric 
population: a qualitative study of patient and 
family experiences. Epilepsy Behav. 2016 
Jun;59:128-36. 
doi.org/10.1016/j.yebeh.2016.03.029. 
PMID: 27131915 

933.  Medeiros PA, Lima LM, Soares NS, et al. 
Profile of users of phenobarbital at the 
"Alcides Carneiro" University hospital. Acta 
Farm Bonaer. 2016;35(9):2004-9  

934.  Meekes J, Braams O, Braun KPJ, et al. 
Verbal memory after epilepsy surgery in 
childhood. Epilepsy Res. 2013 
Nov;107(1):146-55. 
doi.org/10.1016/j.eplepsyres.2013.08.017. 
PMID: 24042124 

935.  Meekes J, Braams OB, Braun KPJ, et al. 
Visual memory after epilepsy surgery in 
children: a standardized regression-based 
analysis of group and individual outcomes. 
Epilepsy Behav. 2014 Jul;36:57-67. 
doi.org/10.1016/j.yebeh.2014.04.016. 
PMID: 24857810 



D-63 

936.  Meekes J, Van Schooneveld MMJ, Braams 
OB, et al. Parental education predicts change 
in intelligence quotient after childhood 
epilepsy surgery. Epilepsia. 2015 
Apr;56(4):599-607. 
doi.org/10.1111/epi.12938. PMID: 
25705968 

937.  Mehta R, Goel S, Sharma S, et al. Efficacy 
and tolerability of the modified Atkins diet 
in young children with refractory epilepsy: 
Indian experience. Ann Indian Acad Neurol. 
2016 Oct;19(4):523-7. 
doi.org/10.4103/0972-2327.194463. PMID: 
27994368 

938.  Menascu S, Kremer U, Schiller Y, et al. The 
Israeli retrospective multicenter open-label 
study evaluating vagus nerve stimulation 
effcacy in children and adults. Isr Med 
Assoc J. 2013 Nov;15(11):673-7. 
https://www.ima.org.il/MedicineIMAJ/view
article.aspx?year=2013&month=11&page=6
73. PMID: 24511646 

939.  Meng FG, Jia FM, Ren XH, et al. Vagus 
nerve stimulation for pediatric and adult 
patients with pharmaco-resistant epilepsy. 
Chin Med J (Engl). 2015 Jan 
10;128(19):2599-604. 
doi.org/10.4103/0366-6999.166023. PMID: 
26415797 

940.  Mengesha T, Abu-Ata M, Haas KF, et al. 
Visual field defects after selective 
amygdalohippocampectomy and standard 
temporal lobectomy. J Neuroophthalmol. 
2009 Sep;29(3):208-13. 
doi.org/10.1097/WNO.0b013e3181b41262. 
PMID: 19726943 

941.  Meral C, Cekmez F, Vurucu S, et al. New 
adipocytokines (vaspin, apelin, visfatin, 
adiponectin) levels in children treated with 
valproic acid. Eur Cytokine Netw. 2011 
Jun;22(2):118-22. 
doi.org/10.1684/ecn.2011.0284. PMID: 
21669562 

942.  Metz-Lutz MN, Kleitz C, de Saint Martin A, 
et al. Cognitive development in benign focal 
epilepsies of childhood. Dev Neurosci. 1999 
Nov;21(3-5):182-90. Also available: 
https://doi.org/10.1159/000017397. PMID: 
10575241 

943.  Miao A, Wang Y, Xiang J, et al. Ictal source 
locations and cortico-thalamic connectivity 
in childhood absence epilepsy: associations 
with treatment response. Brain Topogr. 2019 
Jan 30;32(1):178-91. 
doi.org/10.1007/s10548-018-0680-5. PMID: 
30291582 

944.  Michaelides C, Thibert RL, Shapiro MJ, et 
al. Tolerability and dosing experience of 
intravenous levetiracetam in children and 
infants. Epilepsy Res. 2008 Oct;81(2):143-7. 
doi.org/10.1016/j.eplepsyres.2008.05.004. 
PMID: 18571898 

945.  Michoulas A, Tong V, Teng XW, et al. 
Oxidative stress in children receiving 
valproic acid. J Pediatr. 2006 
Nov;149(5):692-6. 
doi.org/10.1016/j.jpeds.2006.08.015. PMID: 
17095346 

946.  Mikaeloff Y, De Saint-Martin A, Mancini J, 
et al. Topiramate: efficacy and tolerability in 
children according to epilepsy syndromes. 
Epilepsy Res. 2003 Mar;53(3):225-32. 
doi.org/10.1016/S0920-1211(03)00028-7. 
PMID: 12694931 

947.  Mikati MA, Fayad M, Koleilat M, et al. 
Efficacy, tolerability, and kinetics of 
lamotrigine in infants. J Pediatr. 
2002;141(1):31-5. 
doi.org/10.1067/mpd.2002.125256. PMID: 
12091848 

948.  Mikati MA, Rahi AC, Shamseddine A, et al. 
Marked benefits in physical activity and 
well-being, but not in functioning domains, 
2 years after successful epilepsy surgery in 
children. Epilepsy Behav. 2008 
Jan;12(1):145-9. 
doi.org/10.1016/j.yebeh.2007.08.010. 
PMID: 17950673 

949.  Mikati MA, Ataya N, Ferzli J, et al. Quality 
of life after surgery for intractable partial 
epilepsy in children: a cohort study with 
controls. Epilepsy Res. 2010 Aug;90(3):207-
13. 
doi.org/10.1016/j.eplepsyres.2010.05.002. 
PMID: 20627662 

https://www.ima.org.il/MedicineIMAJ/viewarticle.aspx?year=2013&month=11&page=673
https://www.ima.org.il/MedicineIMAJ/viewarticle.aspx?year=2013&month=11&page=673
https://www.ima.org.il/MedicineIMAJ/viewarticle.aspx?year=2013&month=11&page=673
https://doi.org/10.1159/000017397


D-64 

950.  Milano C, Turco F, Pizzanelli C, et al. 
Response to levetiracetam or lamotrigine in 
subjects with juvenile myoclonic epilepsy 
previously treated with valproic acid: a 
single center retrospective study. Epilepsy 
Behav. 2021 Feb;115:107706. 
doi.org/10.1016/j.yebeh.2020.107706. 
PMID: 33423017 

951.  Milh M, Villeneuve N, Chapon F, et al. 
Transient brain magnetic resonance imaging 
hyperintensity in basal ganglia and brain 
stem of epileptic infants treated with 
vigabatrin. J Child Neurol. 2009;24(3):305-
15. doi.org/10.1177/0883073808324219. 
PMID: 19258289 

952.  Miller JW. Treating epilepsy in tuberous 
sclerosis with everolimus. Epilepsy Curr. 
2014;14(3):143-4. doi.org/10.5698/1535-
7597-14.3.143. PMID: 24940159 

953.  Mills JKA, Lewis TG, Mughal K, et al. 
Retention rate of clobazam, topiramate and 
lamotrigine in children with intractable 
epilepsies at 1 year. Seizure. 2011 
Jun;20(5):402-5. 
doi.org/10.1016/j.seizure.2011.01.011. 
PMID: 21414810 

954.  Mills JKA, Ruslan NE, Lewis TG, et al. 
Retention rate of gabapentin in children with 
intractable epilepsies at 1 year. Seizure. 
2012 Jan;21(1):28-31. 
doi.org/10.1016/j.seizure.2011.08.013. 
PMID: 21982407 

955.  Mir A, Albaradie R, Alamri A, et al. 
Incidence of potential adverse events during 
hospital-based ketogenic diet initiation 
among children with drug-resistant epilepsy. 
Epilepsia Open. 2020 Nov 25;5(4):596-604. 
doi.org/10.1002/epi4.12442. PMID: 
33336130 

956.  Miranda MJ, Mortensen M, Povlsen JH, et 
al. Danish study of a modified Atkins diet 
for medically intractable epilepsy in 
children: Can we achieve the same results as 
with the classical ketogenic diet? Seizure. 
2011 Mar;20(2):151-5. 
doi.org/10.1016/j.seizure.2010.11.010. 
PMID: 21126887 

957.  Miró J, Aiguabella M, Veciana M, et al. 
Low-dose sodium valproate in the treatment 
of idiopathic generalized epilepsies. Acta 
Neurol Scand. 2014 May;129(5):e20-e23. 
doi.org/10.1111/ane.12216. PMID: 
24372179 

958.  Miserocchi A, Cascardo B, Piroddi C, et al. 
Surgery for temporal lobe epilepsy in 
children: relevance of presurgical evaluation 
and analysis of outcome. J Neurosurg 
Pediatr. 2013 Mar;11(3):256-67. 
doi.org/10.3171/2012.12.PEDS12334. 
PMID: 23311387 

959.  Mishra D, Kalra V, Venkatesh P, et al. 
Fundal changes in children receiving 
vigabatrin. Indian J Pediatr. 2011 
Oct;78(10):1281-3. doi.org/10.1007/s12098-
011-0388-y. PMID: 21404017 

960.  Mishra H, Rai YK, Mishra A, et al. 
Valproate-induced subclinical 
hypothyroidism. Indian J Forensic Med 
Toxicol. 2011;5(1):110-2. 
http://www.ijfmt.com/scripts/IJFMT%20Jan
-June%202011.pdf  

961.  Miskin C, Khurana DS, Valencia I, et al. 
Efficacy and tolerability of lacosamide in 
the treatment of children with refractory 
generalized epilepsy. J Child Neurol. 
2015;31(7):925-8. 
doi.org/10.1177/0883073816630084. PMID: 
26887412 

962.  Mittal S, Montes JL, Farmer JP, et al. Long-
term outcome after surgical treatment of 
temporal lobe epilepsy in children. J 
Neurosurg. 2005 Nov;103(5 Suppl):401-12. 
doi.org/10.3171/ped.2005.103.5.0401. 
PMID: 16302611 

963.  Miura H. Zonisamide monotherapy with 
once-daily dosing in children with 
cryptogenic localization-related epilepsies: 
clinical effects and pharmacokinetic studies. 
Seizure. 2004 Dec;13 Suppl 1:S17-23; 
discussion S24-5. 
doi.org/10.1016/j.seizure.2004.04.020. 
PMID: 15511682 

964.  Miyamoto T, Kohsaka M, Koyama T. 
Psychotic episodes during zonisamide 
treatment. Seizure. 2000 Jan;9(1):65-70. 
doi.org/10.1053/seiz.1999.0368. PMID: 
10667966 

http://www.ijfmt.com/scripts/IJFMT%20Jan-June%202011.pdf
http://www.ijfmt.com/scripts/IJFMT%20Jan-June%202011.pdf


D-65 

965.  Moavero R, Kotulska K, Lagae L, et al. Is 
autism driven by epilepsy in infants with 
tuberous sclerosis complex? Ann Clin 
Transl Neurol. 2020 Aug;7(8):1371-81. 
doi.org/10.1002/acn3.51128. PMID: 
32705817 

966.  Modi AC, King AS, Monahan SR, et al. 
Even a single seizure negatively impacts 
pediatric health-related quality of life. 
Epilepsia. 2009 Sep;50(9):2110-6. 
doi.org/10.1111/j.1528-1167.2009.02149.x. 
PMID: 19490034 

967.  Modi AC, Ingerski LM, Rausch JR, et al. 
Treatment factors affecting longitudinal 
quality of life in new onset pediatric 
epilepsy. J Pediatr Psychol. 2011 
May;36(4):466-75. 
doi.org/10.1093/jpepsy/jsq114. PMID: 
21278379 

968.  Modi AC, Rausch JR, Glauser TA. Early 
pediatric antiepileptic drug nonadherence is 
related to lower long-term seizure freedom. 
Neurology. 2014 Feb 25;82(8):671-3. 
doi.org/10.1212/WNL.0000000000000147. 
PMID: 24463625 

969.  Alaei M, Ghazavi MR, Mahvelati F, et al. 
The effect of the ketogenic diet on the 
growth and biochemical parameters of the 
children with resistant epilepsy. Iran J Child 
Neurol. 2010;3(4):41-4. 
doi.org/10.22037/ijcn.v3i4.1536  

970.  Mohammed EA, Jan MM. Levetiracetam in 
intractable childhood onset epilepsy. J 
Pediatr Neurol. 2006;4(2):97-101. 
doi:10.1055/s-0035-1557311  

971.  Mohan AC, Weiner HL, Mohila CA, et al. 
Epilepsy outcome following resection of 
low-grade brain tumors in children. J 
Neurosurg Pediatr. 2019 Jun;23(6):726-31. 
doi.org/10.3171/2019.1.PEDS18367  

972.  Molla Mohammadi M, Amirhoseini ZS, 
Saadati A, et al. Oral levetiracetam as add-
on therapy in refractory neonatal seizures. 
Iran J Child Neurol. 2018 Sep;12(4):103-10. 
doi.org/10.22037/ijcn.v12i4.13915. PMID: 
30279713 

973.  Momen AA, Kajbaf TZ, Sepehran A, et al. 
Subclinical hypothyroidism in children with 
well-controlled epilepsy. Pediatr Pol. 
2018;93(6):438-43. 
doi.org/10.5114/polp.2018.82650  

974.  Moreland EC, Griesemer DA, Holden KR. 
Topiramate for intractable childhood 
epilepsy. Seizure. 1999 Feb;8(1):38-40. 
doi.org/10.1053/seiz.1998.0212. PMID: 
10091847 

975.  Moritake K, Mikuni N, Akiyama Y, et al. 
Long-term seizure outcome in patients 
undergoing resection of lesions detected by 
magnetic resonance imaging. Neurol Med 
Chir (Tokyo). 2008;48(12):546-51. 
doi.org/10.2176/nmc.48.546. PMID: 
19106492 

976.  Morrison PF, Pyzik PL, Hamdy R, et al. The 
influence of concurrent anticonvulsants on 
the efficacy of the ketogenic diet. Epilepsia. 
2009 Aug;50(8):1999-2001. 
doi.org/10.1111/j.1528-1167.2009.02053.x. 
PMID: 19389152 

977.  Morrison-Levy N, Go C, Ochi A, et al. 
Children with autism spectrum disorders and 
drug-resistant epilepsy can benefit from 
epilepsy surgery. Epilepsy Behav. 2018 
Aug;85:200-4. 
doi.org/10.1016/j.yebeh.2018.06.023. 
PMID: 30032808 

978.  Morse RP. Dravet syndrome: inroads into 
understanding epileptic encephalopathies. J 
Pediatr. 2011 Mar;158(3):354-9. 
doi.org/10.1016/j.jpeds.2010.10.035. PMID: 
21163495 

979.  Moseley BD, Nickels K, Wirrell EC. 
Surgical outcomes for intractable epilepsy in 
children with epileptic spasms. J Child 
Neurol. 2012 Jun;27(6):713-20. 
doi.org/10.1177/0883073811424463. PMID: 
22123426 

980.  Moshel YA, Elliott R, Teutonico F, et al. Do 
tubers contain function? Resection of 
epileptogenic foci in perirolandic cortex in 
children with tuberous sclerosis complex. 
Epilepsia. 2010 Jul;51(7):1242-51. 
doi.org/10.1111/j.1528-1167.2009.02493.x. 
PMID: 20491878 

981.  Mueller A, Boor R, Coppola G, et al. Low 
long-term efficacy and tolerability of add-on 
rufinamide in patients with Dravet 
syndrome. Epilepsy Behav. 2011 
Jul;21(3):282-4. 
doi.org/10.1016/j.yebeh.2011.04.057. 
PMID: 21620771 



D-66 

982.  Mühlebner A, Gröppel G, Dressler A, et al. 
Epilepsy surgery in children and adolescents 
with malformations of cortical development-
outcome and impact of the new ILAE 
classification on focal cortical dysplasia. 
Epilepsy Res. 2014 Nov;108(9):1652-61. 
doi.org/10.1016/j.eplepsyres.2014.08.012. 
PMID: 25219355 

983.  Mühlebner A, Breu M, Kasprian G, et al. 
Childhood onset temporal lobe epilepsy: 
beyond hippocampal sclerosis. Eur J 
Paediatr Neurol. 2016 Mar;20(2):228-35. 
doi.org/10.1016/j.ejpn.2015.12.010. PMID: 
26791392 

984.  Sonmez FM, Demir E, Orem A, et al. Effect 
of antiepileptic drugs on plasma lipids, 
lipoprotein (a), and liver enzymes. J Child 
Neurol. 2006 Jan;21(1):70-4. 
doi.org/10.2310/7010.2006.00015. PMID: 
16551457 

985.  Munari C, Berta E, Tassi L, et al. Analysis 
of failures and reoperations in resective 
epilepsy surgery. Adv Neurol. 2000;84:605-
14. PMID: 11091898 

986.  Muramatsu K, Sawaura N, Ogata T, et al. 
Efficacy and tolerability of levetiracetam for 
pediatric refractory epilepsy. Brain Dev. 
2017 Mar;39(3):231-5. 
doi.org/10.1016/j.braindev.2016.09.008. 
PMID: 27745925 

987.  Murphy JV, Torkelson R, Dowler I, et al. 
Vagal nerve stimulation in refractory 
epilepsy: the first 100 patients receiving 
vagal nerve stimulation at a pediatric 
epilepsy center. Arch Pediatr Adolesc Med. 
2003 Jun;157(6):560-4. 
doi.org/10.1001/archpedi.157.6.560. PMID: 
12796236 

988.  Musa-Veloso K, Likhodii SS, Rarama E, et 
al. Breath acetone predicts plasma ketone 
bodies in children with epilepsy on a 
ketogenic diet. Nutrition. 2006 Jan;22(1):1-
8. doi.org/10.1016/j.nut.2005.04.008. 
PMID: 16183255 

989.  Muthiah N, Zhang J, Remick M, et al. 
Efficacy of vagus nerve stimulation for 
drug-resistant epilepsy in children age six 
and younger. Epilepsy Behav. 2020 Sep 
14;112:107373. 
doi.org/10.1016/j.yebeh.2020.107373. 
PMID: 32942207 

990.  Muzykewicz DA, Lyczkowski DA, Memon 
N, et al. Efficacy, safety, and tolerability of 
the low glycemic index treatment in 
pediatric epilepsy. Epilepsia. 2009 
May;50(5):1118-26. doi.org/10.1111/j.1528-
1167.2008.01959.x. PMID: 19220406 

991.  Na JH, Kim HD, Lee YM. Effective and 
safe diet therapies for Lennox-Gastaut 
syndrome with mitochondrial dysfunction. 
Ther Adv Neurol Disord. 2020 Feb 
6;13:1756286419897813. 
doi.org/10.1177/1756286419897813. PMID: 
32082420 

992.  Nabangchang C, Sakoolnamarka S, 
Paueksakon P, et al. Epilepsy surgery in 
children and adolescence; Phramongkutklao 
College of Medicine's experience. J Med 
Assoc Thai. 2005 Nov;88(Suppl 3):S263-70. 
https://www.researchgate.net/publication/69
26952_Epilepsy_surgery_in_children_and_a
dolescence_Phramongkutklao_College_of_
Medicine%27s_experience. PMID: 
16858967 

993.  Nabbout R, Mistry A, Zuberi S, et al. 
Fenfluramine for treatment-resistant seizures 
in patients with Dravet syndrome receiving 
stiripentol-inclusive regimens: a randomized 
clinical trial. JAMA Neurol. 
2020;77(3):300-8. 
doi.org/10.1001/jamaneurol.2019.4113. 
PMID: 31790543 

994.  Nabbout R, Dirani M, Teng T, et al. Impact 
of childhood Dravet syndrome on care 
givers of patients with DS, a major impact 
on mothers. Epilepsy Behav. 2020 
Jul;108:107094. 
doi.org/10.1016/j.yebeh.2020.107094. 
PMID: 32375095 

995.  Nadler B, Shevell MI. Childhood absence 
epilepsy requiring more than one medication 
for seizure control. Can J Neurol Sci. 2008 
Jul;35(3):297-300. 
https://doi.org/10.1017/S031716710000886
6. PMID: 18714796 

996.  Nagarajan L, Walsh P, Gregory P, et al. 
VNS therapy in clinical practice in children 
with refractory epilepsy. Acta Neurol Scand. 
2002 Jan;105(1):13-7. 
doi.org/10.1034/j.1600-0404.2002.00129.x. 
PMID: 11903103 

https://www.researchgate.net/publication/6926952_Epilepsy_surgery_in_children_and_adolescence_Phramongkutklao_College_of_Medicine%27s_experience
https://www.researchgate.net/publication/6926952_Epilepsy_surgery_in_children_and_adolescence_Phramongkutklao_College_of_Medicine%27s_experience
https://www.researchgate.net/publication/6926952_Epilepsy_surgery_in_children_and_adolescence_Phramongkutklao_College_of_Medicine%27s_experience
https://www.researchgate.net/publication/6926952_Epilepsy_surgery_in_children_and_adolescence_Phramongkutklao_College_of_Medicine%27s_experience
https://doi.org/10.1017/S0317167100008866
https://doi.org/10.1017/S0317167100008866


D-67 

997.  Nagarajan L, Lee M, Palumbo L, et al. 
Seizure outcomes in children with epilepsy 
after resective brain surgery. Eur J Paediatr 
Neurol. 2015 Sep;19(5):577-83. 
doi.org/10.1016/j.ejpn.2015.05.006. PMID: 
26095098 

998.  Nakajima Y, Ito T, Maeda Y, et al. 
Evaluation of valproate effects on 
acylcarnitine in epileptic children by LC-
MS/MS. Brain Dev. 2011 Nov;33(10):816-
23. doi.org/10.1016/j.braindev.2010.12.003. 
PMID: 21196091 

999.  Nangia S, Caraballo RH, Kang HC, et al. Is 
the ketogenic diet effective in specific 
epilepsy syndromes? Epilepsy Res. 2012 
Jul;100(3):252-7. 
doi.org/10.1016/j.eplepsyres.2012.01.015. 
PMID: 22424762 

1000.  Natarajan N, Beatty CW, Gust J, et al. 
Provider practices of phenobarbital 
discontinuation in neonatal seizures. J Child 
Neurol. 2018 Feb;33(2):153-7. 
doi.org/10.1177/0883073817745990. PMID: 
29256315 

1001.  Nathan JK, Purandare AS, Parekh ZB, et al. 
Ketogenic diet in Indian children with 
uncontrolled epilepsy. Indian Pediatr. 2009 
Aug;46(8):669-73. PMID: 19430080 

1002.  Nation J, Humphrey M, MacKay M, et al. 
Linear growth of children on a ketogenic 
diet: does the protein-to-energy ratio matter? 
J Child Neurol. 2014 Nov;29(11):1496-501. 
doi.org/10.1177/0883073813508222. PMID: 
24309243 

1003.  Naves PVF, Caboclo LOSF, Carrete H, et al. 
Temporopolar blurring in temporal lobe 
epilepsy with hippocampal sclerosis and 
long-term prognosis after epilepsy surgery. 
Epilepsy Res. 2015 May;112:76-83. 
doi.org/10.1016/j.eplepsyres.2015.02.013. 
PMID: 25847342 

1004.  Nazziwa R, Kakooza Mwesige A, Obua C, 
et al. Adherence to antiepileptic drugs 
among children attending a tertiary health 
unit in a low resource setting. Pan Afr Med 
J. 2014 Jan 22;17:44. 
doi.org/10.11604/pamj.2014.17.44.3399. 
PMID: 25018794 

1005.  Neal EG, Chaffe H, Schwartz RH, et al. The 
ketogenic diet for the treatment of childhood 
epilepsy: a randomised controlled trial. 
Lancet Neurol. 2008 Jun;7(6):500-6. 
doi.org/10.1016/S1474-4422(08)70092-9. 
PMID: 18456557 

1006.  Neal EG, Chaffe H, Schwartz RH, et al. A 
randomized trial of classical and medium-
chain triglyceride ketogenic diets in the 
treatment of childhood epilepsy. Epilepsia. 
2009 May;50(5):1109-17. 
doi.org/10.1111/j.1528-1167.2008.01870.x. 
PMID: 19054400 

1007.  Neininger MP, Ullmann M, Dahse AJ, et al. 
Use of levetiracetam in neonates in clinical 
practice: a retrospective study at a German 
university hospital. Neuropediatrics. 2015 
Aug 26;46(5):329-34. doi.org/10.1055/s-
0035-1558969. PMID: 26308219 

1008.  Nelles M, Urbach H, Sassen R, et al. 
Functional hemispherectomy: postoperative 
motor state and correlation to preoperative 
DTI. Neuroradiology. 2015 Aug 
12;57(11):1093-102. 
doi.org/10.1007/s00234-015-1564-y. PMID: 
26263839 

1009.  Neubauer D, Perkovic Benedik M, Osredkar 
D. Cannabidiol for treatment of refractory 
childhood epilepsies: experience from a 
single tertiary epilepsy center in Slovenia. 
Epilepsy Behav. 2018 Apr;81:79-85. 
doi.org/10.1016/j.yebeh.2018.02.009. 
PMID: 29526578 

1010.  Ng E, Klinger G, Shah V, et al. Safety of 
benzodiazepines in newborns. Ann 
Pharmacother. 2002;36(7):1150-5. 
doi.org/10.1345/aph.1A328. PMID: 
12086545 

1011.  Ng YT, Hastriter V, Cardenas JF, et al. 
Intravenous levetiracetam in children with 
seizures: a prospective safety study. J Child 
Neurol. 2010 May;25(5):551-5. 
doi.org/10.1177/0883073809348795. PMID: 
20413804 

1012.  Ng YT, Conry JA, Drummond R, et al. 
Randomized, phase III study results of 
clobazam in Lennox-Gastaut syndrome. 
Neurology. 2011 Oct 11;77(15):1473-81. 
doi.org/10.1212/WNL.0b013e318232de76. 
PMID: 21956725 



D-68 

1013.  Ng YT, Conry J, Paolicchi J, et al. Long-
term safety and efficacy of clobazam for 
Lennox-Gastaut syndrome: interim results of 
an open-label extension study. Epilepsy 
Behav. 2012 Dec;25(4):687-94. 
doi.org/10.1016/j.yebeh.2012.09.039. 
PMID: 23141144 

1014.  Nguyen T, Porter BE. Caregivers' 
impression of epilepsy surgery in patients 
with tuberous sclerosis complex. Epilepsy 
Behav. 2020 Oct;111:107331. 
doi.org/10.1016/j.yebeh.2020.107331. 
PMID: 32759076 

1015.  Nickels K. Cannabidiol in patients with 
intractable epilepsy due to TSC: a possible 
medication but not a miracle. Epilepsy Curr. 
2017;17(2):91-2. doi.org/10.5698/1535-
7511.17.2.91. PMID: 28490996 

1016.  Nickels K. Epilepsy surgery in childhood 
versus adulthood: what are we waiting for? 
Epilepsy Curr. 2020 Jul;20(4):191-2. 
doi.org/10.1177/1535759720922961  

1017.  Nickels K. Earlier is not always better: 
outcomes when epilepsy occurs in early life 
versus adolescence. Epilepsy Curr. 2020 
Jan-Feb;20(1):27-9. 
doi.org/10.1177/1535759719888896. PMID: 
31791135 

1018.  Nicolson A, Appleton RE, Chadwick DW, 
et al. The relationship between treatment 
with valproate, lamotrigine, and topiramate 
and the prognosis of the idiopathic 
generalised epilepsies. J Neurol Neurosurg 
Psychiatry. 2004 Jan;75(1):75-9. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC1757463/pdf/v075p00075.pdf. PMID: 
14707312 

1019.  Nieto-Barrera M, Candau R, Nieto-Jimenez 
M, et al. Topiramate in the treatment of 
severe myoclonic epilepsy in infancy. 
Seizure. 2000;9(8):590-4. 
doi.org/10.1053/seiz.2000.0466. PMID: 
11162758 

1020.  Nilsson DT, Malmgren K, Flink R, et al. 
Outcomes of multilobar resections for 
epilepsy in Sweden 1990-2013: a national 
population-based study. Acta Neurochir 
(Wien). 2016 Jun;158(6):1151-7. 
doi.org/10.1007/s00701-016-2807-3. PMID: 
27106840 

1021.  Nimaga K, Desplats D, Doumbo O, et al. 
Treatment with phenobarbital and 
monitoring of epileptic patients in rural 
Mali. Bull World Health Organ. 
2002;80(7):532-7. PMID: 12163916 

1022.  Nishikawa A, Otani Y, Ito S, et al. 
Pharmacoresistant atypical benign partial 
epilepsy of childhood: early introduction of 
specific therapies to prevent cognitive 
decline. J Pediatr Epilepsy. 2020 
Mar;9(1):7-12. doi.org/10.1055/s-0039-
3399512  

1023.  Nishio S, Morioka T, Mihara F, et al. 
Cerebral ganglioglioma with epilepsy: 
neuroimaging features and treatment. 
Neurosurg Rev. 2001 Mar;24(1):14-9. 
doi.org/10.1007/pl00011960. PMID: 
11339462 

1024.  Stiripentol. Severe myoclonic epilepsy of 
infancy: promising. Prescrire Int. 2005 
Apr;14(76):57-9. PMID: 15875342 

1025.  Stiripentol (Diacomit) for Dravet syndrome. 
Med Lett Drugs Ther. 2021 Mar 
22;63(1620):e48-e50. 
https://secure.medicalletter.org/article-
share?a=1620c&p=tml&title=Stiripentol%2
0(Diacomit)%20for%20Dravet%20Syndrom
e%20(online%20only)&cannotaccesstitle=1. 
PMID: 33976090 

1026.  Nolan MA, Sakuta R, Chuang N, et al. 
Dysembryoplastic neuroepithelial tumors in 
childhood: long-term outcome and 
prognostic features. Neurology. 2004 Jun 
22;62(12):2270-6. 
doi.org/10.1212/01.WNL.0000130495.6951
2.6F. PMID: 15210893 

1027.  Nolan D, Lester SG, Rau SM, et al. Clinical 
use and efficacy of levetiracetam for 
absence epilepsies. J Child Neurol. 2019 
Feb;34(2):94-8. 
doi.org/10.1177/0883073818811511. PMID: 
30458657 

1028.  Noli D, Bartuluchi M, González FS, et al. 
Type II focal cortical dysplasia: 
electroclinical study and surgical outcome in 
31 pediatric patients. Childs Nerv Syst. 2013 
Nov;29(11):2079-87. 
doi.org/10.1007/s00381-013-2165-x. PMID: 
23832072 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1757463/pdf/v075p00075.pdf
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1757463/pdf/v075p00075.pdf
https://secure.medicalletter.org/article-share?a=1620c&p=tml&title=Stiripentol%20(Diacomit)%20for%20Dravet%20Syndrome%20(online%20only)&cannotaccesstitle=1
https://secure.medicalletter.org/article-share?a=1620c&p=tml&title=Stiripentol%20(Diacomit)%20for%20Dravet%20Syndrome%20(online%20only)&cannotaccesstitle=1
https://secure.medicalletter.org/article-share?a=1620c&p=tml&title=Stiripentol%20(Diacomit)%20for%20Dravet%20Syndrome%20(online%20only)&cannotaccesstitle=1
https://secure.medicalletter.org/article-share?a=1620c&p=tml&title=Stiripentol%20(Diacomit)%20for%20Dravet%20Syndrome%20(online%20only)&cannotaccesstitle=1


D-69 

1029.  Nonoda Y, Iwasaki T, Ishii M. The efficacy 
of gabapentin in children of partial seizures 
and the blood levels. Brain Dev. 2014 
Mar;36(3):194-202. 
doi.org/10.1016/j.braindev.2013.04.006. 
PMID: 23647918 

1030.  Nordli DR Jr, Kuroda MM, Carroll J, et al. 
Experience with the ketogenic diet in 
infants. Pediatrics. 2001;108(1):129-33. 
doi.org/10.1542/peds.108.1.129. PMID: 
11433065 

1031.  Northam RS, Hernandez AW, Litzinger MJ, 
et al. Oxcarbazepine in infants and young 
children with partial seizures. Pediatr 
Neurol. 2005 Nov;33(5):337-44. 
doi.org/10.1016/j.pediatrneurol.2005.05.011
. PMID: 16243221 

1032.  Noureen N, Rana MT, Sattar A, et al. Does 
steady state serum level of valproic acid 
correlate with dose, seizure response and 
frequency of adverse drug reactions in 
Pakistani children with epilepsy? J Pediatr 
Neurol. 2011;9(3):333-9. 
doi.org/10.3233/JPN-2011-0481  

1033.  Novak GP, Maytal J, Alshansky A, et al. 
Risk of excessive weight gain in epileptic 
children treated with valproate. J Child 
Neurol. 1999 Aug;14(8):490-5. 
doi.org/10.1177/088307389901400802. 
PMID: 10456757 

1034.  Novak V, Maulisova A, Jezdik P, et al. 
Generalized quasiperiodic epileptiform 
activity in sleep is associated with cognitive 
impairment in children with drug-resistant 
focal lesional epilepsy. Epilepsia. 2019 
Nov;60(11):2263-76. 
doi.org/10.1111/epi.16362. PMID: 
31612465 

1035.  Obeid M, Pong AW. Efficacy and 
tolerability of high oral doses of 
levetiracetam in children with epilepsy. 
Epilepsy Res. 2010 Sep;91(1):101-5. 
doi.org/10.1016/j.eplepsyres.2010.06.009. 
PMID: 20663645 

1036.  Oesch G, Bozarth XL. Rufinamide efficacy 
and association with phenotype and 
genotype in children with intractable 
epilepsy: a retrospective single center study. 
Epilepsy Res. 2020 Dec;168:106211. 
doi.org/10.1016/j.eplepsyres.2019.106211. 
PMID: 31575436 

1037.  Ogiwara H, Nordli DR Jr, DiPatri AJ Jr, et 
al. Pediatric epileptogenic gangliogliomas: 
seizure outcome and surgical results - 
clinical article. J Neurosurg Pediatr. 2010 
Mar;5(3):271-6. 
doi.org/10.3171/2009.10.PEDS09372. 
PMID: 20192644 

1038.  Oguni H, Tanaka T, Hayashi K, Funatsuka 
M, Sakauchi M, Shirakawa S, Osawa M. 
Treatment and long-term prognosis of 
myoclonic-astatic epilepsy of early 
childhood. Neuropediatrics. 2002;33(3):122-
32. doi.org/10.1055/s-2002-33675. PMID: 
12200741 

1039.  Ohtahara S, Yamatogi Y. Safety of 
zonisamide therapy: prospective follow-up 
survey. Seizure. 2004 Dec;13(13 Suppl 
1):S50-5; discussion S56. 
doi.org/10.1016/j.seizure.2004.04.006. 
PMID: 15511692 

1040.  Oitment C, Vriezen E, Smith ML. Everyday 
memory in children after resective epilepsy 
surgery. Epilepsy Behav. 2013 
Aug;28(2):141-6. 
doi.org/10.1016/j.yebeh.2013.04.013. 
PMID: 23747496 

1041.  Okanari K, Baba S, Otsubo H, et al. Rapid 
eye movement sleep reveals epileptogenic 
spikes for resective surgery in children with 
generalized interictal discharges. Epilepsia. 
2015 Sep;56(9):1445-53. 
doi.org/10.1111/epi.13081. PMID: 
26174651 

1042.  Okanishi T, Fujimoto A, Nishimura M, et al. 
Insufficient efficacy of vagus nerve 
stimulation for epileptic spasms and tonic 
spasms in children with refractory epilepsy. 
Epilepsy Res. 2018 Feb;140:66-71. 
doi.org/10.1016/j.eplepsyres.2017.12.010. 
PMID: 29287185 

1043.  Okumura A, Kato T, Hayakawa F, et al. 
Antiepileptic treatment against clustered 
seizures in benign partial epilepsy in 
infancy. Brain Dev. 2006 Oct;28(9):582-5. 
doi.org/10.1016/j.braindev.2006.04.003. 
PMID: 16730937 

1044.  Okumura A, Nakahara E, Ikeno M, et al. 
Efficacy and tolerability of high-dose 
phenobarbital in children with focal 
seizures. Brain Dev. 2016 Apr;38(4):414-8. 
doi.org/10.1016/j.braindev.2015.10.011. 
PMID: 26507771 



D-70 

1045.  Okumura A, Kurahashi H, Iwayama H, et al. 
Serum carnitine levels of children with 
epilepsy: related factors including valproate. 
Brain Dev. 2019 Jun;41(6):516-21. 
doi.org/10.1016/j.braindev.2019.02.010. 
PMID: 30827788 

1046.  Oldham MS, Horn PS, Tsevat J, et al. Costs 
and clinical outcomes of epilepsy surgery in 
children with drug-resistant epilepsy. Pediatr 
Neurol. 2015 Sep;53(3):216-20. 
doi.org/10.1016/j.pediatrneurol.2015.05.009
. PMID: 26138748 

1047.  Ollivier ML, Dubois MF, Krajinovic M, et 
al. Risk factors for valproic acid resistance 
in childhood absence epilepsy. Seizure. 
2009 Dec;18(10):690-4. 
doi.org/10.1016/j.seizure.2009.09.007. 
PMID: 19836978 

1048.  Olson HE, Loddenkemper T, Vendrame M, 
et al. Rufinamide for the treatment of 
epileptic spasms. Epilepsy Behav. 2011 
Feb;20(2):344-8. 
doi.org/10.1016/j.yebeh.2010.11.023. 
PMID: 21233024 

1049.  Olsson I, Danielsson S, Hedström A, et al. 
Epilepsy surgery in children with 
accompanying impairments. Eur J Paediatr 
Neurol. 2013 Nov;17(6):645-50. 
doi.org/10.1016/j.ejpn.2013.06.004. PMID: 
23948291 

1050.  Oluigbo CO, Wang J, Whitehead MT, et al. 
The influence of lesion volume, perilesion 
resection volume, and completeness of 
resection on seizure outcome after resective 
epilepsy surgery for cortical dysplasia in 
children. J Neurosurg Pediatr. 2015 
Jun;15(6):644-50. 
doi.org/10.3171/2014.10.PEDS14282. 
PMID: 26030332 

1051.  Oner N, Kaya M, Karasalihoglu S, et al. 
Bone mineral metabolism changes in 
epileptic children receiving valproic acid. J 
Paediatr Child Health. 2004 Aug;40(8):470-
3. doi.org/10.1111/j.1440-
1754.2004.00431.x. PMID: 15265190 

1052.  Ono T, Baba H, Toda K, et al. Callosotomy 
and subsequent surgery for children with 
refractory epilepsy. Epilepsy Res. 2011 
Feb;93(2):185-91. 
doi.org/10.1016/j.eplepsyres.2010.12.011. 
PMID: 21247737 

1053.  Operto FF, Pastorino GMG, Di Bonaventura 
C, et al. Effects of antiseizure monotherapy 
on visuospatial memory in pediatric age. Eur 
J Paediatr Neurol. 2021 May;32:106-14. 
doi.org/10.1016/j.ejpn.2021.04.004. PMID: 
33895643 

1054.  Opp J, Tuxhorn I, May T, et al. 
Levetiracetam in children with refractory 
epilepsy: a multicenter open label study in 
Germany. Seizure. 2005 Oct;14(7):476-84. 
doi.org/10.1016/j.seizure.2005.08.002. 
PMID: 16182573 

1055.  Orosz I, McCormick D, Zamponi N, et al. 
Vagus nerve stimulation for drug-resistant 
epilepsy: a European long-term study up to 
24 months in 347 children. Epilepsia. 2014 
Oct;55(10):1576-84. 
doi.org/10.1111/epi.12762. PMID: 
25231724 

1056.  Ostrovsky DA, Ehrlich A. Addition of 
cannabidiol to current antiepileptic therapy 
reduces drop seizures in children and adults 
with treatment-resistant Lennox-Gastaut 
syndrome. Explore (NY). 2018 
Jul;14(4):311-3. 
doi.org/10.1016/j.explore.2018.04.005. 
PMID: 29887290 

1057.  Otoul C, De Smedt H, Stockis A. Lack of 
pharmacokinetic interaction of levetiracetam 
on carbamazepine, valproic acid, topiramate, 
and lamotrigine in children with epilepsy. 
Epilepsia. 2007 Nov;48(11):2111-5. 
doi.org/10.1111/j.1528-1167.2007.01201.x. 
PMID: 17651416 

1058.  Otsuki T, Kim HD, Luan G, et al. Surgical 
versus medical treatment for children with 
epileptic encephalopathy in infancy and 
early childhood: results of an international 
multicenter cohort study in Far-East Asia 
(the FACE study). Brain Dev. 2016 May 
1;38(5):449-60. 
doi.org/10.1016/j.braindev.2015.11.004. 
PMID: 26686601 

1059.  Overwater IE, Bindels-De Heus K, Rietman 
AB, et al. Epilepsy in children with tuberous 
sclerosis complex: chance of remission and 
response to antiepileptic drugs. Epilepsia. 
2015 Aug;56(8):1239-45. 
doi.org/10.1111/epi.13050. PMID: 
26046563 



D-71 

1060.  Özalkaya E, Topcuoglu S, Karatepe H, et al. 
Efficacy of levetiracetam in premature 
infants: our experience and review of the 
literature. J Matern Fetal Neonatal Med. 
2019 Dec 17;32(24):4093-6. 
doi.org/10.1080/14767058.2018.1481946. 
PMID: 29804480 

1061.  Ozanne A, Verdinelli C, Olsson I, et al. 
Callosotomy in children - parental 
experiences reported at long-term follow-up. 
Epilepsy Behav. 2018 Sep;86:91-7. 
doi.org/10.1016/j.yebeh.2018.06.020. 
PMID: 30153937 

1062.  Ozcelik AA, Serdaroglu A, Bideci A, et al. 
The effect of topiramate on body weight and 
ghrelin, leptin, and neuropeptide-y levels of 
prepubertal children with epilepsy. Pediatr 
Neurol. 2014 Aug;51(2):220-4. 
doi.org/10.1016/j.pediatrneurol.2014.05.001
. PMID: 25079570 

1063.  Ozdemir R, Kucuk M, Guzel O, et al. Does 
ketogenic diet have any negative effect on 
cardiac systolic and diastolic functions in 
children with intractable epilepsy?: one-year 
follow-up results. Brain Dev. 
2016;38(9):842-7. 
doi.org/10.1016/j.braindev.2016.03.009. 
PMID: 27066714 

1064.  Ozerol E, Ozerol I, Aslan M, et al. Changes 
in homocysteine levels in epileptic children 
receiving sodium valproate. Erciyes Tip 
Derg. 2003;25(4):189-92. 
https://jag.journalagent.com/erciyesmedj/pdf
s/EMJ_25_4_189_192.pdf  

1065.  Ozerol E, Aslan M, Cakmak EA, et al. The 
effect of long-term therapy with sodium 
valproate on oxidant/antioxidant status in 
epileptic children. Neurosci Res Commun. 
2003 Mar;32(2):115-22. 
doi.org/10.1002/nrc.10066  

1066.  Pablos-Sánchez T, Oliveros-Leal L, Núñez-
Enamorado N, et al. The use of the 
ketogenic diet as treatment for refractory 
epilepsy in the paediatric age. Rev Neurol. 
2014;58(2):55-62. 
doi.org/10.33588/rn.5802.2013440. PMID: 
24399621 

1067.  Pacione D, Blei F, Devinsky O, et al. 
Coagulation abnormalities in children 
undergoing epilepsy surgery: clinical article. 
J Neurosurg Pediatr. 2011 Jun;7(6):654-9. 
doi.org/10.3171/2011.3.PEDS10559. PMID: 
21631205 

1068.  Painter MJ, Scher MS, Stein AD, et al. 
Phenobarbital compared with phenytoin for 
the treatment of neonatal seizures. N Engl J 
Med. 1999 Aug 12;341(7):485-9. 
doi.org/10.1056/nejm199908123410704. 
PMID: 10441604 

1069.  Pan I, LoPresti MA, Clarke DF, et al. The 
effectiveness of medical and surgical 
treatment for children with refractory 
epilepsy. Neurosurgery. 2020 Dec 
15;88(1):E73-E82 . 
doi.org/10.1093/neuros/nyaa307. PMID: 
32710761 

1070.  Panigrahi M, Krishnan SS, Vooturi S, et al. 
An observational study on outcome of 
hemispherotomy in children with refractory 
epilepsy. Int J Surg. 2016 Dec;36(Pt B):477-
82. doi.org/10.1016/j.ijsu.2015.05.049. 
PMID: 26050951 

1071.  Panomvana Na Ayudhya D, Suwanmanee J, 
et al. Pharmacokinetic parameters of total 
and unbound valproic acid and their 
relationships to seizure control in epileptic 
children. Am J Ther. 2006 May-
Jun;13(3):211-7. 
doi.org/10.1097/01.mjt.0000155113.89092.5
8. PMID: 16772762 

1072.  Panov F, Ganaha S, Haskell J, et al. Safety 
of responsive neurostimulation in pediatric 
patients with medically refractory epilepsy. J 
Neurosurg Pediatr. 2020 Nov 1;26(5):525-
32. doi.org/10.3171/2020.5.PEDS20118. 
PMID: 33861559 

1073.  Paolicchi JM, Jayakar P, Dean P, et al. 
Predictors of outcome in pediatric epilepsy 
surgery. Neurology. 2000 Feb 8;54(3):642-
7. doi.org/10.1212/wnl.54.3.642. PMID: 
10680797 

1074.  Paolicchi JM, Ross G, Lee D, et al. 
Clobazam and aggression-related adverse 
events in pediatric patients with Lennox-
Gastaut syndrome. Pediatr Neurol. 2015 
Oct;53(4):338-42. 
doi.org/10.1016/j.pediatrneurol.2015.06.021
. PMID: 26245776 

https://jag.journalagent.com/erciyesmedj/pdfs/EMJ_25_4_189_192.pdf
https://jag.journalagent.com/erciyesmedj/pdfs/EMJ_25_4_189_192.pdf


D-72 

1075.  Papazoglou A, King TZ, Burns TG. Active 
seizures are associated with reduced 
adaptive functioning in children with 
epilepsy. Seizure. 2010 Sep;19(7):409-13. 
doi.org/10.1016/j.seizure.2010.06.007. 
PMID: 20598918 

1076.  Parain D, Penniello MJ, Berquen P, et al. 
Vagal nerve stimulation in tuberous 
sclerosis complex patients. Pediatr Neurol. 
2001;25(3):213-6. doi.org/10.1016/S0887-
8994(01)00312-5. PMID: 11587875 

1077.  Park YD. The effects of vagus nerve 
stimulation therapy on patients with 
intractable seizures and either Landau-
Kleffner syndrome or autism. Epilepsy 
Behav. 2003 Jun;4(3):286-90. 
doi.org/10.1016/s1525-5050(03)00080-5. 
PMID: 12791330 

1078.  Park CK, Kim SK, Wang KC, et al. Surgical 
outcome and prognostic factors of pediatric 
epilepsy caused by cortical dysplasia. Childs 
Nerv Syst. 2006 Jun;22(6):586-92. 
doi.org/10.1007/s00381-006-0085-8. PMID: 
16541293 

1079.  Park SS, Koh EJ, Oh YM, et al. Seizure 
control in patients with extratemporal lobe 
epilepsy. J Korean Neurosurg Soc. 2007 
May;41(5):283-90. 
https://www.researchgate.net/publication/26
7362802_Seizure_Control_in_Patients_with
_Extratemporal_Lobe_Epilepsy  

1080.  Park SH, Yoon JR, Kim HD, et al. Epilepsy 
in Korean patients with Angelman 
syndrome. Korean J Pediatr. 2012 
May;55(5):171-6. 
doi.org/10.3345/kjp.2012.55.5.171. PMID: 
22670152 

1081.  Park YD, Linder DF, Pope J, et al. Long-
term efficacy and safety of cannabidiol 
(CBD) in children with treatment-resistant 
epilepsy: results from a state-based 
expanded access program. Epilepsy Behav. 
2020 Nov;112:107474. 
doi.org/10.1016/j.yebeh.2020.107474. 
PMID: 33181893 

1082.  Parker APJ, Polkey CE, Binnie CD, et al. 
Vagal nerve stimulation in epileptic 
encephalopathies. Pediatrics. 1999 
Apr;103(4):778-82. 
doi.org/10.1542/peds.103.4.778. PMID: 
10103302 

1083.  Pasca L, Caraballo RH, De Giorgis V, et al. 
Ketogenic diet use in children with 
intractable epilepsy secondary to 
malformations of cortical development: a 
two-centre experience. Seizure. 2018 
Apr;57:34-7. 
doi.org/10.1016/j.seizure.2018.03.005. 
PMID: 29554640 

1084.  Patel A, Pyzik PL, Turner Z, et al. Long-
term outcomes of children treated with the 
ketogenic diet in the past. Epilepsia. 2010 
Jul;51(7):1277-82. doi.org/10.1111/j.1528-
1167.2009.02488.x. PMID: 20132287 

1085.  Patel A, Wang L, Gedela S. Health care 
utilization following vagus nerve stimulation 
therapy in pediatric epilepsy patients rom a 
pediatric accountable care organization. J 
Child Neurol. 2018 Feb;33(2):136-9. 
doi.org/10.1177/0883073817743639. PMID: 
29172909 

1086.  Patel AD, Mazurkiewicz-Beldzinska M, 
Chin RF, et al. Long-term safety and 
efficacy of add-on cannabidiol in patients 
with Lennox-Gastaut syndrome: results of a 
long-term open-label extension trial. 
Epilepsia. 2021 Sep;62(9):2228-39. 
doi.org/10.1111/epi.17000. PMID: 
34287833 

1087.  Pathak G, Upadhyay A, Pathak U, et al. 
Phenobarbitone versus phenytoin for 
treatment of neonatal seizures: an open-label 
randomized controlled trial. Indian Pediatr. 
2013 Aug;50(8):753-7. 
doi.org/10.1007/s13312-013-0218-6. PMID: 
23502660 

1088.  Pati S, Abla AA, Rekate HL, et al. Repeat 
surgery for hypothalamic hamartoma in 
refractory epilepsy. Neurosurg Focus. 2011 
Feb;30(2):E3. 
doi.org/10.3171/2010.11.FOCUS10248. 
PMID: 21374831 

1089.  Pati S, Deep A, Troester MM, et al. Lennox-
Gastaut syndrome symptomatic to 
hypothalamic hamartoma: evolution and 
long-term outcome following surgery. 
Pediatr Neurol. 2013 Jul;49(1):25-30. 
doi.org/10.1016/j.pediatrneurol.2013.03.016
. PMID: 23827423 

https://www.researchgate.net/publication/267362802_Seizure_Control_in_Patients_with_Extratemporal_Lobe_Epilepsy
https://www.researchgate.net/publication/267362802_Seizure_Control_in_Patients_with_Extratemporal_Lobe_Epilepsy
https://www.researchgate.net/publication/267362802_Seizure_Control_in_Patients_with_Extratemporal_Lobe_Epilepsy


D-73 

1090.  Patwardhan RV, Stong B, Bebin EM, et al. 
Efficacy of vagal nerve stimulation in 
children with medically refractory epilepsy. 
Neurosurgery. 2000 Dec;47(6):1353-7; 
discussion 1357-8. 
doi.org/10.1097/00006123-200012000-
00016. PMID: 11126906 

1091.  Paul E, Conant KD, Dunne IE, et al. 
Urolithiasis on the ketogenic diet with 
concurrent topiramate or zonisamide 
therapy. Epilepsy Res. 2010 Jun;90(1):151-
6. doi.org/10.1016/j.eplepsyres.2010.04.005. 
PMID: 20466520 

1092.  Pavlou E, Gkampeta A, Evangeliou A, et al. 
Benign epilepsy with centro-temporal spikes 
(BECTS): relationship between unilateral or 
bilateral localization of interictal stereotyped 
focal spikes on EEG and the effectiveness of 
anti-epileptic medication. Hippokratia. 
2012;16(3):221-4. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC3738727/. PMID: 23935287 

1093.  Peake D, Mordekar S, Gosalakkal J, et al. 
Retention rate of levetiracetam in children 
with intractable epilepsy at 1 year. Seizure. 
2007 Mar;16(2):185-9. 
doi.org/10.1016/j.seizure.2006.12.001. 
PMID: 17258474 

1094.  Pearl PL, Vezina LG, Saneto RP, et al. 
Cerebral MRI abnormalities associated with 
vigabatrin therapy. Epilepsia. 2009 
Feb;50(2):184-94. doi.org/10.1111/j.1528-
1167.2008.01728.x. PMID: 18783433 

1095.  Peker E, Oktar S, Ari M, et al. Nitric oxide, 
lipid peroxidation, and antioxidant enzyme 
levels in epileptic children using valproic 
acid. Brain Res. 2009 Nov 10;1297:194-97. 
doi.org/10.1016/j.brainres.2009.08.048. 
PMID: 19703427 

1096.  Pelliccia V, Deleo F, Gozzo F, et al. Early 
and late epilepsy surgery in focal epilepsies 
associated with long-term epilepsy-
associated tumors. J Neurosurg. 2017 
Nov;127(5):1147-52. 
doi.org/10.3171/2016.9.JNS161176. PMID: 
28084910 

1097.  Pellock JM, Faught E, Sergott RC, et al. 
Registry initiated to characterize vision loss 
associated with vigabatrin therapy. Epilepsy 
Behav. 2011 Dec;22(4):710-7. 
doi.org/10.1016/j.yebeh.2011.08.034. 
PMID: 21978471 

1098.  Peng Q, Ma M, Gu X, et al. Evaluation of 
factors impacting the efficacy of single or 
combination therapies of valproic acid, 
carbamazepine, and oxcarbazepine: a 
longitudinal observation study. Front 
Pharmacol. 2021 May 4;12:641512. 
doi.org/10.3389/fphar.2021.641512. PMID: 
34017250 

1099.  Pereira AM, Bruni O, Ferri R, et al. The 
impact of epilepsy on sleep architecture 
during childhood. Epilepsia. 2012 
Sep;53(9):1519-25. doi.org/10.1111/j.1528-
1167.2012.03558.x. PMID: 22709355 

1100.  Perez J, Chiron C, Musial C, et al. 
Stiripentol: efficacy and tolerability in 
children with epilepsy. Epilepsia. 1999 
Nov;40(11):1618-26. 
doi.org/10.1111/j.1528-
1157.1999.tb02048.x. PMID: 10565591 

1101.  Perry MS, Benatar M. Efficacy and 
tolerability of levetiracetam in children 
younger than 4 years: a retrospective review. 
Epilepsia. 2007 Jun;48(6):1123-7. 
doi.org/10.1111/j.1528-1167.2007.01003.x. 
PMID: 17430408 

1102.  Perry S, Holt P, Benatar M. Levetiracetam 
versus carbamazepine monotherapy for 
partial epilepsy in children less than 16 
years of age. J Child Neurol. 2008 
May;23(5):515-9. 
doi.org/10.1177/0883073807309784. PMID: 
18182645 

1103.  Perry MS, Dunoyer C, Dean P, et al. 
Predictors of seizure freedom after 
incomplete resection in children. Neurology. 
2010 Oct 19;75(16):1448-53. 
doi.org/10.1212/WNL.0b013e3181f88114. 
PMID: 20956789 

1104.  Perry MS, Bailey L, Malik S, et al. 
Clobazam for the treatment of intractable 
epilepsy in children. J Child Neurol. 2013 
Jan;28(1):34-9. 
doi.org/10.1177/0883073812461943. PMID: 
23112242 

1105.  Perry MS, Bailey L, Freedman D, et al. 
Coregistration of multimodal imaging is 
associated with favourable two-year seizure 
outcome after paediatric epilepsy surgery. 
Epileptic Disord. 2017 Mar;19(1):40-8. 
doi.org/10.1684/epd.2017.0902. PMID: 
28287070 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3738727/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3738727/


D-74 

1106.  Perry MS. Don't fear the reefer - evidence 
mounts for plant-based cannabidiol as 
treatment for epilepsy. Epilepsy Curr. 2019 
Mar;19(2):93-5. 
doi.org/10.1177/1535759719835671. PMID: 
30955420 

1107.  Pestana Knight EM, Loddenkemper T, 
Aklachhwani D, et al. Outcome of no 
resection after long-term subdural 
electroencephalography evaluation in 
children with epilepsy: clinical article. J 
Neurosurg Pediatr. 2011 Sep;8(3):269-78. 
doi.org/10.3171/2011.6.PEDS10303. PMID: 
21882919 

1108.  Phillips NL, Widjaja E, Smith ML. Family 
resources moderate the relationship between 
seizure control and health-related quality of 
life in children with drug-resistant epilepsy. 
Epilepsia. 2020 Aug;61(8):1638-48. 
doi.org/10.1111/epi.16602. PMID: 
32640091 

1109.  Phung J, Mathern GW, Krogstad P. Timing 
and predictors of fever and infection after 
craniotomy for epilepsy in children. Pediatr 
Infect Dis J. 2013 May;32(5):450-9. 
doi.org/10.1097/INF.0b013e318287b408. 
PMID: 23348815 

1110.  Pickrell WO, Robertson NP. Cannabidiol as 
a treatment for epilepsy. J Neurol. 2017 
Dec;264(12):2506-8. 
doi.org/10.1007/s00415-017-8663-0. PMID: 
29124331 

1111.  Pietrafusa N, Ferretti A, Trivisano M, et al. 
Purified cannabidiol for treatment of 
refractory epilepsies in pediatric patients 
with developmental and epileptic 
encephalopathy. Pediatric Drugs. 2019 
Aug;21(4):283-90. doi.org/10.1007/s40272-
019-00341-x. PMID: 31179531 

1112.  Piña-Garza JE, Espinoza R, Nordli D, et al. 
Oxcarbazepine adjunctive therapy in infants 
and young children with partial seizures. 
Neurology. 2005 Nov 8;65(9):1370-5. 
doi.org/10.1212/01.wnl.0000186800.18456.
72. PMID: 16275822 

1113.  Piña-Garza JE, Montouris GD, Vekeman F, 
et al. Assessment of treatment patterns and 
healthcare costs associated with probable 
Lennox-Gastaut syndrome. Epilepsy Behav. 
2017 Aug;73:46-50. 
doi.org/10.1016/j.yebeh.2017.05.021. 
PMID: 28609734 

1114.  Piña-Garza JE, Nordli DR Jr, Rating D, et 
al. Adjunctive levetiracetam in infants and 
young children with refractory partial-onset 
seizures. Epilepsia. 2009 May;50(5):1141-9. 
doi.org/10.1111/j.1528-1167.2008.01981.x. 
PMID: 19243423 

1115.  Ping Z, Ji-Wen X, Gui-Song W, et al. 
Evaluation of efficacy and safety of anterior 
corpus callosotomy with keyhole in 
refractory seizures. Seizure. 2009 
Jul;18(6):417-9. 
doi.org/10.1016/j.seizure.2009.03.003. 
PMID: 19410486 

1116.  Pirzadeh Z, Ghofrani M, Mollamohammadi 
M. Plasma pyridoxal 5-phosphate level in 
children with intractable and controlled 
epilepsy. Iran J Child Neurol. 2017 
Mar;11(2):31-6. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC5493827/. PMID: 28698725 

1117.  Pisano T, Numis AL, Heavin SB, et al. Early 
and effective treatment of KCNQ2 
encephalopathy. Epilepsia. 2015 
May;56(5):685-91. 
doi.org/10.1111/epi.12984. PMID: 
25880994 

1118.  Pittau F, Bisulli F, Mai R, et al. Prognostic 
factors in patients with mesial temporal lobe 
epilepsy. Epilepsia. 2009 Jan;50:41-4. 
doi.org/10.1111/j.1528-1167.2008.01969.x. 
PMID: 19125847 

1119.  Plosker GL. Stiripentol: in severe myoclonic 
epilepsy of infancy (Dravet syndrome). CNS 
Drugs. 2012 Nov;26(11):993-1001. 
doi.org/10.1007/s40263-012-0004-3. PMID: 
23018548 

1120.  Pomata HB, González R, Bartuluchi M, et 
al. Extratemporal epilepsy in children: 
candidate selection and surgical treatment. 
Childs Nerv Syst. 2000;16(12):842-50. 
doi.org/10.1007/s003819900237. PMID: 
11156299 

1121.  Pong AW, Geary BR, Engelstad KM, et al. 
Glucose transporter type i deficiency 
syndrome: epilepsy phenotypes and 
outcomes. Epilepsia. 2012 Sep;53(9):1503-
10. doi.org/10.1111/j.1528-
1167.2012.03592.x. PMID: 22812641 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5493827/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5493827/


D-75 

1122.  Poorshiri B, Barzegar M, Tahmasebi S, et al. 
The efficacy comparison of classic 
ketogenic diet and modified Atkins diet in 
children with refractory epilepsy: a clinical 
trial. Acta Neurol Belg. 2021 Apr 
1;121(2):483-7. doi.org/10.1007/s13760-
019-01225-0. PMID: 31677042 

1123.  Porat Rein A, Kramer U, Hausman Kedem 
M, et al. Early prediction of encephalopathic 
transformation in children with benign 
epilepsy with centro-temporal spikes. Brain 
Dev. 2021 Feb;43(2):268-79. 
doi.org/10.1016/j.braindev.2020.08.013. 
PMID: 32912653 

1124.  Porcari GS, Fu C, Doll ED, et al. Efficacy of 
artisanal preparations of cannabidiol for the 
treatment of epilepsy: practical experiences 
in a tertiary medical center. Epilepsy Behav. 
2018 Mar;80:240-6. 
doi.org/10.1016/j.yebeh.2018.01.026. 
PMID: 29429908 

1125.  Porta N, Vallée L, Boutry E, et al. 
Comparison of seizure reduction and serum 
fatty acid levels after receiving the ketogenic 
and modified Atkins diet. Seizure. 2009 
Jun;18(5):359-64. 
doi.org/10.1016/j.seizure.2009.01.004. 
PMID: 19196525 

1126.  Porter BE, Judkins AR, Clancy RR, et al. 
Dysplasia: a common finding in intractable 
pediatric temporal lobe epilepsy. Neurology. 
2003 Aug 12;61(3):365-8. 
doi.org/10.1212/01.WNL.0000076487.2822
7.6E. PMID: 12913199 

1127.  Prablek M, LoPresti MA, Du R, Lam S. 
Arteriovenous malformations-associated 
epilepsy in pediatrics. Childs Nerv Syst. 
2021 Jul;37(7):2261-8. 
doi.org/10.1007/s00381-021-05170-3. 
PMID: 33895871 

1128.  Prasad AN, Penney S, Buckley DJ. The role 
of vigabatrin in childhood seizure disorders: 
results from a clinical audit. Epilepsia. 2001 
Jan;42(1):54-61. 
https://doi.org/10.1046/j.1528-
1157.2001.23100.x. PMID: 11207785 

1129.  Prayson RA, Bingaman W, Frater JL, et al. 
Histopathologic findings in 37 cases of 
functional hemispherectomy. Ann Diagn 
Pathol. 1999 Aug;3(4):205-12. 
doi.org/10.1016/s1092-9134(99)80052-5. 
PMID: 10459046 

1130.  Press CA, Knupp KG, Chapman KE. 
Parental reporting of response to oral 
cannabis extracts for treatment of refractory 
epilepsy. Epilepsy Behav. 2015 Apr;45:49-
52. doi.org/10.1016/j.yebeh.2015.02.043. 
PMID: 25845492 

1131.  Pressler RM, Robinson RO, Wilson GA, et 
al. Treatment of interictal epileptiform 
discharges can improve behavior in children 
with behavioral problems and epilepsy. J 
Pediatr. 2005 Jan;146(1):112-7. 
doi.org/10.1016/j.jpeds.2004.08.084. PMID: 
15644834 

1132.  Pressler RM, Binnie CD, Coleshill SG, et al. 
Effect of lamotrigine on cognition in 
children with epilepsy. Neurology. 2006 
May 23;66(10):1495-9. 
doi.org/10.1212/01.wnl.0000216273.94142.
84. PMID: 16717207 

1133.  Pressler RM, Boylan GB, Marlow N, et al. 
Bumetanide for the treatment of seizures in 
newborn babies with hypoxic ischaemic 
encephalopathy (NEMO): an open-label, 
dose finding, and feasibility phase 1/2 trial. 
Lancet Neurol. 2015 May;14(5):469-77. 
doi.org/10.1016/S1474-4422(14)70303-5. 
PMID: 25765333 

1134.  Prins A, Chengo E, Mung'Ala Odera V, et 
al. Long-term survival and outcome in 
children admitted to Kilifi district hospital 
with convulsive status epilepticus. Epilepsy 
Res Treat. 2014;2104:643747. 
doi.org/10.1155/2014/643747. PMID: 
24627807 

1135.  Procaccini E, Dorfmüller G, Fohlen M, et al. 
Surgical management of hypothalamic 
hamartomas with epilepsy: the 
stereoendoscopic approach. Neurosurgery. 
2006 Oct;59(4 Suppl 2):ONS336-44; 
discussion ONS344-6. 
doi.org/10.1227/01.NEU.0000233900.06146
.72. PMID: 17041502 

1136.  Prodam F, Bellone S, Casara G, et al. 
Ghrelin levels are reduced in prepubertal 
epileptic children under treatment with 
carbamazepine or valproic acid. Epilepsia. 
2010;51(2):312-5. doi.org/10.1111/j.1528-
1167.2009.02307.x. PMID: 19780793 

https://doi.org/10.1046/j.1528-1157.2001.23100.x
https://doi.org/10.1046/j.1528-1157.2001.23100.x


D-76 

1137.  Pruvost M, Zaaimi B, Grebe R, et al. 
Cardiorespiratory effects induced by vagus 
nerve stimulation in epileptic children. Med 
Biol Eng Comput. 2006 Apr;44(4):338-47. 
doi.org/10.1007/s11517-006-0041-5. PMID: 
16937175 

1138.  Puertas-Martín V, Carreras-Sáez I, Maraña 
A, et al. Posibilidades terapeuticas en la 
epilepsia refractaria en el complejo 
esclerosis tuberosa [Therapeutic possibilities 
in refractory epilepsy in tuberous sclerosis 
complex]. Rev Neurol. 2014 Jun 
16;58(12):529-35. PMID: 24915028 

1139.  Puka K, Smith ML. Predictors of long-term 
quality of life after pediatric epilepsy 
surgery. Epilepsia. 2015 Jun;56(6):873-81. 
doi.org/10.1111/epi.13004. PMID: 
25940536 

1140.  Puka K, Smith ML. Predictors of language 
skills in the long term after pediatric 
epilepsy surgery. Epilepsy Behav. 2016 
Oct;63:1-8. 
doi.org/10.1016/j.yebeh.2016.07.031. 
PMID: 27538014 

1141.  Puka K, Rubinger L, Chan C, et al. 
Predictors of intellectual functioning after 
epilepsy surgery in childhood: the role of 
socioeconomic status. Epilepsy Behav. 2016 
Sep;62:35-9. 
doi.org/10.1016/j.yebeh.2016.06.023. 
PMID: 27448241 

1142.  Puka K, Smith ML. Academic skills in the 
long term after epilepsy surgery in 
childhood. Epilepsy Behav. 2016 Sep;62:97-
103. doi.org/10.1016/j.yebeh.2016.06.003. 
PMID: 27450313 

1143.  Pulsifer MB, Brandt J, Salorio CF, et al. The 
cognitive outcome of hemispherectomy in 
71 children. Epilepsia. 2004 Mar;45(3):243-
54. doi.org/10.1111/j.0013-
9580.2004.15303.x. PMID: 15009226 

1144.  Purusothaman V, Ryther RCC, Bertrand M, 
et al. Developing the pediatric refractory 
epilepsy questionnaire: a pilot study. 
Epilepsy Behav. 2014 Aug;37:26-31. 
doi.org/10.1016/j.yebeh.2014.04.025. 
PMID: 24967697 

1145.  Putignano D, Clavenna A, Campi R, et al. 
Antiepileptic drug use in Italian children 
over a decade. Eur J Clin Pharmacol. 2017 
Feb;73(2):241-8. doi.org/10.1007/s00228-
016-2168-0. PMID: 27889834 

1146.  Qiang Y, Jiangpeng W, Wenxing Q. 
Efficacy of valproate on 
electroencephalography and obesity in 
children with epilepsy. Biomed Res. 
2017;28(18):8134-7. 
https://www.alliedacademies.org/articles/effi
cacy-of-valproate-on-
electroencephalography-and-obesity-in-
children-with-epilepsy-8446.html  

1147.  Qin J, Wang Y, Huang XF, et al. 
Oxcarbazepine oral suspension in young 
pediatric patients with partial seizures and/or 
generalized tonic-clonic seizures in routine 
clinical practice in China: a prospective 
observational study. World J Pediatr. 2018 
Jun;14(3):280-9. doi.org/10.1007/s12519-
017-0114-6. PMID: 29464579 

1148.  Radhakrishnan A, Menon R, Thomas SV, et 
al. "Time is brain" - how early should 
surgery be done in drug-resistant TLE? Acta 
Neurol Scand. 2018 Dec;138(6):531-40. 
doi.org/10.1111/ane.13008  

1149.  Radhakrishnan A, Menon R, Abraham M, et 
al. Predictors of outcome after surgery in 
134 children with drug-resistant TLE. 
Epilepsy Res. 2018 Jan;139:150-6. 
doi.org/10.1016/j.eplepsyres.2017.11.020  

1150.  Rahimi SY, Park YD, Witcher MR, et al. 
Corpus callosotomy for treatment of 
pediatric epilepsy in the modern era. Pediatr 
Neurosurg. 2007 Apr;43(3):202-8. 
doi.org/10.1159/000098832. PMID: 
17409789 

1151.  Rahman AFA, Ibrahim MIM, Ismail HIM, 
et al. The use of lamotrigine and other 
antiepileptic drugs in paediatric patients at a 
Malaysian hospital. Pharm World Sci. 2005 
Oct;27(5):403-6. doi.org/10.1007/s11096-
005-7912-y. PMID: 16341748 

1152.  Raj THD, Sylvia A, Chidambaranathan S, et 
al. A prospective study of drug utilization 
pattern of anti-epileptic drugs and their 
adverse effects in a tertiary care hospital. Int 
J Curr Pharm Res. 2017;9(6):42-5. 
doi.org/10.22159/ijcpr.2017v9i6.23427  

1153.  Rajalakshmi R, Lalitha K. Psychosocial care 
needs of the parents having children with 
epilepsy. Int J Epilepsy. 2014;1(1):21-6. 
doi.org/10.1016/j.ijep.2014.05.002  

https://www.alliedacademies.org/articles/efficacy-of-valproate-on-electroencephalography-and-obesity-in-children-with-epilepsy-8446.html
https://www.alliedacademies.org/articles/efficacy-of-valproate-on-electroencephalography-and-obesity-in-children-with-epilepsy-8446.html
https://www.alliedacademies.org/articles/efficacy-of-valproate-on-electroencephalography-and-obesity-in-children-with-epilepsy-8446.html
https://www.alliedacademies.org/articles/efficacy-of-valproate-on-electroencephalography-and-obesity-in-children-with-epilepsy-8446.html


D-77 

1154.  Raju KNV, Gulati S, Kabra M, et al. 
Efficacy of 4:1 (classic) versus 2.5:1 
ketogenic ratio diets in refractory epilepsy in 
young children: a randomized open labeled 
study. Epilepsy Res. 2011 Sep;96(1):96-100. 
doi.org/10.1016/j.eplepsyres.2011.05.005. 
PMID: 21621394 

1155.  Rakshasbhuvankar A, Rao S, Kohan R, et al. 
Intravenous levetiracetam for treatment of 
neonatal seizures. J Clin Neurosci. 2013 
Aug;20(8):1165-7. 
doi.org/10.1016/j.jocn.2012.08.014. PMID: 
23664133 

1156.  RamachandranNair R, Otsubo H, Shroff 
MM, et al. MEG predicts outcome following 
surgery for intractable epilepsy in children 
with normal or nonfocal MRI findings. 
Epilepsia. 2007 Jan;48(1):149-57. 
doi.org/10.1111/j.1528-1167.2006.00901.x. 
PMID: 17241222 

1157.  Ramantani G, Ikonomidou C, Walter B, et 
al. Levetiracetam: safety and efficacy in 
neonatal seizures. Eur J Paediatr Neurol. 
2011 Jan;15(1):1-7. 
doi.org/10.1016/j.ejpn.2010.10.003. PMID: 
21094062 

1158.  Ramantani G, Strobl K, Stathi A, et al. 
Reoperation for refractory epilepsy in 
childhood: a second chance for selected 
patients. Neurosurgery. 2013 Oct;73(4):695-
704. 
doi.org/10.1227/NEU.0000000000000081. 
PMID: 23842559 

1159.  Ramantani G, Kadish NE, Strobl K, et al. 
Seizure and cognitive outcomes of epilepsy 
surgery in infancy and early childhood. Eur 
J Paediatr Neurol. 2013 Sep;17(5):498-506. 
doi.org/10.1016/j.ejpn.2013.03.009. PMID: 
23602440 

1160.  Kadish NE, Bast T, Reuner G, et al. 
Epilepsy surgery in the first 3 years of life: 
predictors of seizure freedom and cognitive 
development. Clin Neurosurg. 2019 
Jun;84(6):E368-E377. 
doi.org/10.1093/neuros/nyy376. PMID: 
30137548 

1161.  Ramantani G, Kadish NE, Brandt A, et al. 
Seizure control and developmental 
trajectories after hemispherotomy for 
refractory epilepsy in childhood and 
adolescence. Epilepsia. 2013 
Jun;54(6):1046-55. 
doi.org/10.1111/epi.12140. PMID: 
23506137 

1162.  Ramantani G, Kadish NE, Anastasopoulos 
C, et al. Epilepsy surgery for glioneuronal 
tumors in childhood: avoid loss of time. 
Neurosurgery. 2014 Jun;74(6):648-57. 
doi.org/10.1227/NEU.0000000000000327. 
PMID: 24584135 

1163.  Ramantani G. Pediatric epilepsy surgery: 
preoperative assessment and surgical 
treatment. Book review. Neuropediatrics. 
2020 Dec 22;52:154. doi.org/10.1055/s-
0040-1721829  

1164.  Ramos-Lizana J, Aguilera-López P, 
Aguirre-Rodríguez J, et al. Response to 
sequential treatment schedules in childhood 
epilepsy. Risk for development of refractory 
epilepsy. Seizure. 2009 Nov;18(9):620-4. 
doi.org/10.1016/j.seizure.2009.07.001. 
PMID: 19656692 

1165.  Rao LM, Hussain SA, Zaki T, et al. A 
comparison of levetiracetam and 
phenobarbital for the treatment of neonatal 
seizures associated with hypoxic-ischemic 
encephalopathy. Epilepsy Behav. 2018 
Nov;88:212-7. 
doi.org/10.1016/j.yebeh.2018.09.015. 
PMID: 30296665 

1166.  Rauchenzauner M, Klepper J, Leiendecker 
B, et al. The ketogenic diet in children with 
Glut1 deficiency syndrome and epilepsy. J 
Pediatr. 2008 Nov;153(5):716-8. 
doi.org/10.1016/j.jpeds.2008.05.012. PMID: 
18940357 

1167.  Raut A, Srivastav K, Phadke A, et al. Safety 
and efficacy of levetiracetam as an adjuvant 
therapy in pediatric epilepsy. Der Pharmacia 
Lettre. 2016;8(5):164-9. 
https://www.scholarsresearchlibrary.com/art
icles/safety-and-efficacy-of-levetiracetam-
as-an-adjuvant-therapy-in-
pediatricepilepsy.pdf  

https://www.scholarsresearchlibrary.com/articles/safety-and-efficacy-of-levetiracetam-as-an-adjuvant-therapy-in-pediatricepilepsy.pdf
https://www.scholarsresearchlibrary.com/articles/safety-and-efficacy-of-levetiracetam-as-an-adjuvant-therapy-in-pediatricepilepsy.pdf
https://www.scholarsresearchlibrary.com/articles/safety-and-efficacy-of-levetiracetam-as-an-adjuvant-therapy-in-pediatricepilepsy.pdf
https://www.scholarsresearchlibrary.com/articles/safety-and-efficacy-of-levetiracetam-as-an-adjuvant-therapy-in-pediatricepilepsy.pdf


D-78 

1168.  Rawat VS, Dhiman V, Sinha S, et al. Co-
morbidities and outcome of childhood 
psychogenic non-epileptic seizures - an 
observational study. Seizure. 2015 
Feb;25:95-8. 
doi.org/10.1016/j.seizure.2014.09.011. 
PMID: 25458095 

1169.  Reaven NL, Funk SE, Montouris GD, et al. 
Burden of illness in patients with possible 
Lennox-Gastaut syndrome: a retrospective 
claims-based study. Epilepsy Behav. 2018 
Nov;88:66-73. 
doi.org/10.1016/j.yebeh.2018.08.032. 
PMID: 30241056 

1170.  Régis J, Scavarda D, Tamura M, et al. 
Gamma knife surgery for epilepsy related to 
hypothalamic hamartomas. Semin Pediatr 
Neurol. 2007 Jun;14(2):73-9. 
doi.org/10.1016/j.spen.2007.03.005. PMID: 
17544950 

1171.  Rehman T, Sachan D, Chitkara A. Serum 
insulin and leptin levels in children with 
epilepsy on valproate-associated obesity. J 
Pediatr Neurosci. 2017 Apr;12(2):135-7. 
doi.org/10.4103/jpn.JPN_152_16  

1172.  Reilly C, Taft C, Edelvik A, et al. Health-
related quality of life and emotional 
wellbeing improve in parents after their 
children have undergone epilepsy surgery - a 
prospective population-based study. 
Epilepsy Behav. 2017 Oct;75:196-202. 
doi.org/10.1016/j.yebeh.2017.07.042. 
PMID: 28881321 

1173.  Reilly C, Hallböök T, Viggedal G, et al. 
Parent reported health related quality of life 
(HRQoL) and behaviour in young people 
with epilepsy before and two years after 
epilepsy surgery. Seizure. 2020 Jan;74:1-7. 
doi.org/10.1016/j.seizure.2019.11.004. 
PMID: 31760145 

1174.  Reinholdson J, Olsson I, Edelvik Tranberg 
A, et al. Long-term employment outcomes 
after epilepsy surgery in childhood. 
Neurology. 2020 Jan 14;94(2):e205-e216. 
doi.org/10.1212/WNL.0000000000008681. 
PMID: 31796526 

1175.  Reiter E, Feucht M, Hauser E, et al. Changes 
in body mass index during long-term 
topiramate therapy in paediatric epilepsy 
patients - a retrospective analysis. Seizure. 
2004 Oct;13(7):484-6. 
doi.org/10.1016/j.seizure.2003.12.001. 
PMID: 15324828 

1176.  Reith D, Burke C, Appleton DB, et al. 
Tolerability of topiramate in children and 
adolescents. J Paediatr Child Health. 2003 
Aug;39(6):416-9. doi.org/10.1046/j.1440-
1754.2003.00180.x. PMID: 12919493 

1177.  Reithmeier D, Tang-Wai R, Seifert B, et al. 
The protocol for the cannabidiol in children 
with refractory epileptic encephalopathy 
(CARE-E) study: a phase 1 dosage 
escalation study. BMC Pediatr. 2018 Jul 
7;18(1):221. doi.org/10.1186/s12887-018-
1191-y. PMID: 29981580 

1178.  Remahl S, Dahlin MG, Amark PE. Influence 
of the ketogenic diet on 24-hour 
electroencephalogram in children with 
epilepsy. Pediatr Neurol. 2008 Jan;38(1):38-
43. 
doi.org/10.1016/j.pediatrneurol.2007.09.002
. PMID: 18054691 

1179.  Renfroe JB, Mintz M, Davis R, et al. 
Adjunctive perampanel oral suspension in 
pediatric patients from >=2 to <12 years of 
age with epilepsy: pharmacokinetics, safety, 
tolerability, and efficacy. J Child Neurol. 
2019 Apr;34(5):284-94. 
doi.org/10.1177/0883073819827407. PMID: 
30739576 

1180.  Rey E, Bulteau C, Motte J, et al . 
Oxcarbazepine pharmacokinetics and 
tolerability in children with inadequately 
controlled epilepsy. J Clin Pharmacol. 2004 
Nov;44(11):1290-300. 
doi.org/10.1177/0091270004266617. PMID: 
15496647 

1181.  Reyes-Pérez H, Jung-Cook H, Francisco-
Argüelles C, et al. Therapeutic drug 
monitoring of valproic acid in Mexican 
children. Proc West Pharmacol Soc. 
2006;49:157-9  

1182.  Rezaei S, Kavoosi M, Badv RS, et al. The 
influence of ketogenic diet on liver function 
in children and adolescents with intractable 
epilepsy. J Compr Pediatr. 2017 
Aug;8(3):e12609. 
doi.org/10.5812/compreped.12609  



D-79 

1183.  Riantarini I, Kim HD, Ko A, et al. Short- 
and long-term seizure-free outcomes of 
dietary treatment in infants according to 
etiology. Seizure. 2019 Oct;71:100-4. 
doi.org/10.1016/j.seizure.2019.06.002. 
PMID: 31252281 

1184.  Ricci L, Tamilia E, Alhilani M, et al. Source 
imaging of seizure onset predicts surgical 
outcome in pediatric epilepsy. Clin 
Neurophysiol. 2021 Jul;132(7):1622-35. 
doi.org/10.1016/j.clinph.2021.03.043. 
PMID: 34034087 

1185.  Richards L. Epilepsy: topiramate for infants 
with refractory partial seizures. Nature Rev 
Neurol. 2010 Apr;6:183. 
doi.org/10.1038/nrneurol.2010.21  

1186.  Riechmann J, Strzelczyk A, Reese JP, et al. 
Costs of epilepsy and cost-driving factors in 
children, adolescents, and their caregivers in 
Germany. Epilepsia. 2015 Sep;56(9):1388-
97. doi.org/10.1111/epi.13089. PMID: 
26235849 

1187.  Robert-Boire V, Desnous B, Lortie A, et al. 
Seizures in pediatric patients with primary 
brain tumors. Pediatr Neurol. 2019 
Aug;97:50-5. 
doi.org/10.1016/j.pediatrneurol.2019.03.020
. PMID: 31036424 

1188.  Robertson FC, Ullrich NJ, Manley PE, et al. 
The impact of intraoperative 
electrocorticography on seizure outcome 
after resection of pediatric brain tumors: a 
cohort study. Clin Neurosurg. 2019 
Sep;85(3):375-83. 
doi.org/10.1093/neuros/nyy342. PMID: 
30085120 

1189.  Robinson S, Park TS, Blackburn LB, et al. 
Transparahippocampal selective 
amygdalohippocampectomy in children and 
adolescents: efficacy of the procedure and 
cognitive morbidity in patients. J Neurosurg. 
2000;93(3):402-9. 
doi.org/10.3171/jns.2000.93.3.0402. PMID: 
10969937 

1190.  Roland JL, Akbari SHA, Salehi A, et al. 
Corpus callosotomy performed with laser 
interstitial thermal therapy. J Neurosurg. 
2019 Dec 13;1-9. 
doi.org/10.3171/2019.9.JNS191769. PMID: 
31835250 

1191.  Rosati A, Boncristiano A, Doccini V, et al. 
Long-term efficacy of add-on stiripentol 
treatment in children, adolescents, and 
young adults with refractory epilepsies: a 
single center prospective observational 
study. Epilepsia. 2019 Nov;60(11):2255-62. 
doi.org/10.1111/epi.16363. PMID: 
31630399 

1192.  Rosenberg EC, Louik J, Conway E, et al. 
Quality of life in childhood epilepsy in 
pediatric patients enrolled in a prospective, 
open-label clinical study with cannabidiol. 
Epilepsia. 2017 Aug;58(8):e96-e100. 
doi.org/10.1111/epi.13815. PMID: 
28617940 

1193.  Ross EE, Stoyell SM, Kramer MA, et al. 
The natural history of seizures and 
neuropsychiatric symptoms in childhood 
epilepsy with centrotemporal spikes 
(CECTS). Epilepsy Behav. 2020 Feb;103(Pt 
A):106437. 
doi.org/10.1016/j.yebeh.2019.07.038. 
PMID: 31645314 

1194.  Rossignol E, Lortie A, Thomas T, et al. 
Vagus nerve stimulation in pediatric 
epileptic syndromes. Seizure. 2009 
Jan;18(1):34-7. 
doi.org/10.1016/j.seizure.2008.06.010. 
PMID: 18657451 

1195.  Roth J, Olasunkanmi A, MacAllister WS, et 
al. Quality of life following epilepsy surgery 
for children with tuberous sclerosis 
complex. Epilepsy Behav. 2011 
Mar;20(3):561-5. 
doi.org/10.1016/j.yebeh.2010.11.003. 
PMID: 21288778 

1196.  Roth J, Olasunkanmi A, Ma TS, et al. 
Epilepsy control following intracranial 
monitoring without resection in young 
children. Epilepsia. 2012 Feb;53(2):334-41. 
doi.org/10.1111/j.1528-1167.2011.03380.x. 
PMID: 22242686 

1197.  Roth J, Carlson C, Devinsky O, et al. Safety 
of staged epilepsy surgery in children. 
Neurosurgery. 2014;74(2):154-61. 
doi.org/10.1227/NEU.0000000000000231. 
PMID: 24149978 



D-80 

1198.  Roulet-Perez E, Davidoff V, Mayor-Dubois 
C, et al. Impact of severe epilepsy on 
development: recovery potential after 
successful early epilepsy surgery. Epilepsia. 
2010 Jul;51(7):1266-76. 
doi.org/10.1111/j.1528-1167.2009.02487.x. 
PMID: 20132288 

1199.  Rubenstein JE, Kossoff EH, Pyzik PL, et al. 
Experience in the use of the ketogenic diet 
as early therapy. J Child Neurol. 2005 
Jan;20(1):31-4. 
doi.org/10.1177/08830738050200010501. 
PMID: 15791920 

1200.  Rubinger L, Hazrati LN, Ahmed R, et al. 
Microscopic and macroscopic infarct 
complicating pediatric epilepsy surgery. 
Epilepsia. 2017 Mar;58(3):393-401. 
doi.org/10.1111/epi.13667. PMID: 
28111751 

1201.  Rudebeck SR, Shavel-Jessop S, Varadkar S, 
et al. Pre- and postsurgical cognitive 
trajectories and quantitative MRI changes in 
Rasmussen syndrome. Epilepsia. 2018 
Jun;59(6):1210-9. 
doi.org/10.1111/epi.14192. PMID: 
29750339 

1202.  Rufo-Campos M, Casas-Fernández C, 
Martínez-Bermejo A. Long-term use of 
oxcarbazepine oral suspension in childhood 
epilepsy: open-label study. J Child Neurol. 
2006 Jun;21(6):480-5. 
doi.org/10.2310/7010.2006.00120. PMID: 
16948931 

1203.  Ruiz-García M, Sosa-de-Martinez C, 
González-Astiazarán A, et al. Clinical-
etiological and therapeutic profile of 719 
Mexican epileptic children. Childs Nerv 
Syst. 2002 Nov;18(11):593-8. 
doi.org/10.1007/s00381-002-0656-2. PMID: 
12420117 

1204.  Ruiz Herrero J, Cañedo Villarroya E, García 
Peñas JJ, et al. Terapias dietéticas 
cetogénicas en epilepsia: experiencia en 160 
pacientes durante 18 años [Ketogenic 
dietary therapies for epilepsy: experience in 
160 patients over 18 years]. An Pediatr 
(Barc). 2021 Jun 14;S1695-4033(21):00193-
4. doi.org/10.1016/j.anpedi.2021.05.006. 
PMID: 34140236 

1205.  Russell GR, Phelps SJ, Shelton CM, et al. 
Impact of drug interactions on clobazam and 
N-desmethylclobazam concentrations in 
pediatric patients with epilepsy. Ther Drug 
Monit. 2018;40(4):452-62. 
doi.org/10.1097/FTD.0000000000000530. 
PMID: 29746397 

1206.  Russo A, Posar A, Conti S, et al. Prognostic 
factors of drug-resistant epilepsy in 
childhood: an Italian study. Pediatr Int. 2015 
Dec;57(6):1143-8. 
doi.org/10.1111/ped.12705. PMID: 
26010019 

1207.  Russo A, Hyslop A, Gentile V, et al. Early 
implantation as a main predictor of response 
to vagus nerve stimulation in childhood-
onset refractory epilepsy. J Child Neurol. 
2021 Apr;36(5):365-70. 
doi.org/10.1177/0883073820974855. PMID: 
33236677 

1208.  Russo A, Hyslop A, Gentile V, et al. Early 
vagus nerve stimulator implantation as a 
main predictor of positive outcome in 
pediatric patients with epileptic 
encephalopathy. Epileptic Disord. 2021 
Aug;23(4):563-71. 
doi.org/10.1684/epd.2021.1299. PMID: 
34184987 

1209.  Rychlicki F, Zamponi N, Cesaroni E, et al. 
Complications of vagal nerve stimulation for 
epilepsy in children. Neurosurg Rev. 2006 
Apr;29(2):103-7. doi.org/10.1007/s10143-
005-0005-5. PMID: 16518639 

1210.  Rytter E, Landmark CJ, Johannessen SI. 
Antiepileptic drug treatment of children at a 
referral centre for epilepsy-does admission 
make a difference? Seizure. 2009 
Oct;18(8):573-9. 
doi.org/10.1016/j.seizure.2009.05.011. 
PMID: 19576793 

1211.  Ryvlin P, So EL, Gordon CM, et al. Long-
term surveillance of SUDEP in drug-
resistant epilepsy patients treated with VNS 
therapy. Epilepsia. 2018 Mar;59(3):562-72. 
doi.org/10.1111/epi.14002. PMID: 
29336017 

1212.  Saadeh FS, Melamed EF, Rea ND, et al. 
Seizure outcomes of supratentorial brain 
tumor resection in pediatric patients. Neuro 
Oncol. 2018;20(9):1272-81. 
doi.org/10.1093/neuonc/noy026. PMID: 
29579305 



D-81 

1213.  Sabaz M, Lawson JA, Cairns DR, et al. The 
impact of epilepsy surgery on quality of life 
in children. Neurology. 2006 Feb;66(4):557-
61. 
doi.org/10.1212/01.wnl.0000197788.38783.
09. PMID: 16505311 

1214.  Sacino MF, Ho CY, Whitehead MT, et al. 
Repeat surgery for focal cortical dysplasias 
in children: indications and outcomes. J 
Neurosurg Pediatr. 2017 Feb;19(2):174-81. 
doi.org/10.3171/2016.8.PEDS16149. PMID: 
27834621 

1215.  Sadleir LG, Kolc KL, King C, et al. 
Levetiracetam efficacy in PCDH19 girls 
clustering epilepsy. Eur J Paediatr Neurol. 
2020 Jan;24:142-7. 
doi.org/10.1016/j.ejpn.2019.12.020. PMID: 
31928905 

1216.  Saffari A, Brösse I, Wiemer-Kruel A, et al. 
Safety and efficacy of mTOR inhibitor 
treatment in patients with tuberous sclerosis 
complex under 2 years of age - a multicenter 
retrospective study. Orphanet J Rare Dis. 
2019 May 3;14(1):96. 
doi.org/10.1186/s13023-019-1077-6. PMID: 
31053163 

1217.  Sahin M, Menache CC, Holmes GL, et al. 
Outcome of severe refractory status 
epilepticus in children. Epilepsia. 
2001;42(11):1461-7. 
doi.org/10.1046/j.1528-1157.2001.21301.x. 
PMID: 11879350 

1218.  Sahin M, Menache CC, Holmes GL, et al. 
Prolonged treatment for acute symptomatic 
refractory status epilepticus: outcome in 
children. Neurology. 2003 Aug 
12;61(3):398-401. 
doi.org/10.1212/01.WNL.0000073139.5300
8.F2. PMID: 12913208 

1219.  Salpekar JA. Seeking alpha: can 
neurofeedback actually work? Epilepsy 
Curr. 2020 May;20(3):134-5. 
doi.org/10.1177/1535759720916178. PMID: 
32550830 

1220.  Saltzman-Benaiah J, Scott K, Smith ML. 
Factors associated with atypical speech 
representation in children with intractable 
epilepsy. Neuropsychologia. 
2003;41(14):1967-74. 
doi.org/10.1016/S0028-3932(02)00323-8. 
PMID: 14572529 

1221.  Sampath A, Kossoff EH, Furth SL, et al. 
Kidney stones and the ketogenic diet: risk 
factors and prevention. J Child Neurol. 2007 
Apr;22(4):375-8. 
doi.org/10.1177/0883073807301926. PMID: 
17621514 

1222.  Samuel P J, Menon RN, Chandran A, et al. 
Seizure outcome and its predictors after 
frontal lobe epilepsy surgery. Acta Neurol 
Scand. 2019 Oct;140(4):259-67. 
doi.org/10.1111/ane.13139. PMID: 
31188464 

1223.  Sánchez Fernández I, Abend NS, Agadi S, et 
al. Time from convulsive status epilepticus 
onset to anticonvulsant administration in 
children. Neurology. 2015 Jun 
9;84(23):2304-11. 
doi.org/10.1212/WNL.0000000000001673. 
PMID: 25948729 

1224.  Sánchez Fernández I, An S, Loddenkemper 
T. Pediatric refractory epilepsy: a decision 
analysis comparing medical versus surgical 
treatment. Epilepsia. 2015 Feb;56(2):263-
72. doi.org/10.1111/epi.12908. PMID: 
25599894 

1225.  Sanchez MAR, Cervenka MC, Bessone SK, 
et al. Ketogenic diet therapy for epilepsy 
associated with Aicardi syndrome. J Child 
Neurol. 2021 Oct;36(11):1007-10. 
doi.org/10.1177/08830738211023335. 
PMID: 34240629 

1226.  Sandberg DI, Ragheb J, Dunoyer C, et al. 
Surgical outcomes and seizure control rates 
after resection of dysembryoplastic 
neuroepithelial tumors. Neurosurg Focus. 
2005 Jun 15;18(6A):E5. PMID: 16048291 

1227.  Sands TT, Balestri M, Bellini G, et al. Rapid 
and safe response to low-dose 
carbamazepine in neonatal epilepsy. 
Epilepsia. 2016 Dec;57(12):2019-30. 
doi.org/10.1111/epi.13596. PMID: 
27888506 

1228.  Sands TT, Rahdari S, Oldham MS, et al. 
Long-term safety, tolerability, and efficacy 
of cannabidiol in children with refractory 
epilepsy: results from an expanded access 
program in the US. CNS Drugs. 2019 Jan 
4;33(1):47-60. doi.org/10.1007/s40263-018-
0589-2. PMID: 30460546 



D-82 

1229.  Saneto RP, Sotero de Menezes MA, 
Ojemann JG, et al. Vagus nerve stimulation 
for intractable seizures in children. Pediatr 
Neurol. 2006 Nov;35(5):323-6. 
doi.org/10.1016/j.pediatrneurol.2006.06.005
. PMID: 17074602 

1230.  Sang T, Xiang T, Zhu SN, et al. Treatment-
related costs of childhood epilepsy in 
mainland China: a preliminary study in a 
tertiary pediatric epilepsy center. J Child 
Neurol. 2019 Feb;34(2):68-73. 
doi.org/10.1177/0883073818811176. PMID: 
30484357 

1231.  Sanmartí-Vilaplana F, Díaz-Gómez A. The 
effectiveness and safety of lacosamide in 
children with epilepsy in a clinical practice 
setting. Epilepsy Behav. 2018 Feb;79:130-7. 
doi.org/10.1016/j.yebeh.2017.11.024. 
PMID: 29287216 

1232.  Sariego-Jamardo A, García-Cazorla A, 
Artuch R, et al. Efficacy of the ketogenic 
diet for the treatment of refractory childhood 
epilepsy: cerebrospinal fluid 
neurotransmitters and amino acid levels. 
Pediatr Neurol. 2015 Nov;53(5):422-6. 
doi.org/10.1016/j.pediatrneurol.2015.07.013
. PMID: 26476148 

1233.  Sarkis RA, Jehi LE, Bingaman WE, et al. 
Surgical outcome following resection of 
rolandic focal cortical dysplasia. Epilepsy 
Res. 2010 Aug;90(3):240-7. 
doi.org/10.1016/j.eplepsyres.2010.05.010. 
PMID: 20538428 

1234.  Sassower KC, Rollinson DC, Duchowny M. 
Outcome of corpus callosotomy and other 
pediatric epilepsy surgery: parental 
perceptions. Epileptic Disord. 
2001;3(4):197-202. PMID: 11844714 

1235.  Saxena P, Singh A, Upadhyay A, et al. 
Effect of withholding phenobarbitone 
maintenance in neonatal seizures: a 
randomized controlled trial. Indian Pediatr. 
2016 Dec 15;53(12):1069-73. 
https://www.indianpediatrics.net/dec2016/de
c-1069-1073.htm. PMID: 27889710 

1236.  Scheffer IE, Halford JJ, Miller I, et al. Add-
on cannabidiol in patients with Dravet 
syndrome: results of a long-term open-label 
extension trial. Epilepsia. 2021 
Oct;62(10):2505-17. 
doi.org/10.1111/epi.17036. PMID: 
34406656 

1237.  Scher MS, Alvin J, Gaus L, et al. 
Uncoupling of EEG-clinical neonatal 
seizures after antiepileptic drug use. Pediatr 
Neurol. 2003 Apr;28(4):277-80. 
doi.org/10.1016/S0887-8994(02)00621-5. 
PMID: 12849880 

1238.  Schmeiser B, Hammen T, Steinhoff BJ, et 
al. Long-term outcome characteristics in 
mesial temporal lobe epilepsy with and 
without associated cortical dysplasia. 
Epilepsy Res. 2016 Oct;126:147-56. 
doi.org/10.1016/j.eplepsyres.2016.07.011. 
PMID: 27500381 

1239.  Schmeiser B, Zentner J, Steinhoff BJ, et al. 
The role of presurgical EEG parameters and 
of reoperation for seizure outcome in 
temporal lobe epilepsy. Seizure. 2017 
Oct;51:174-9. 
doi.org/10.1016/j.seizure.2017.08.015. 
PMID: 28888215 

1240.  Schmitt B, Kovacevic-Preradovic T, Critelli 
H, et al. Is ethosuximide a risk factor for 
generalised tonic-clonic seizures in absence 
epilepsy? Neuropediatrics. 2007 
Apr;38(2):83-7. doi.org/10.1055/s-2007-
984446. PMID: 17712736 

1241.  Schmitt B, Martin F, Critelli H, et al. Effects 
of valproic acid on sleep in children with 
epilepsy. Epilepsia. 2009 Aug;50(8):1860-7. 
doi.org/10.1111/j.1528-1167.2009.02105.x. 
PMID: 19453719 

1242.  Scholtes FBJ, Hendriks MPH, Renier WO. 
Cognitive deterioration and electrical status 
epilepticus during slow sleep. Epilepsy 
Behav. 2005 Mar;6(2):167-73. 
doi.org/10.1016/j.yebeh.2004.11.001. 
PMID: 15710299 

1243.  Schulze-Bonhage A, Ostertag C. Treatment 
options for gelastic epilepsy due to 
hypothalamic hamartoma: interstitial 
radiosurgery. Semin Pediatr Neurol. 2007 
Jun;14(2):80-7. 
doi.org/10.1016/j.spen.2007.03.006. PMID: 
17544951 

1244.  Sedighi M, Asadi F, Moradian N, et al. 
Efficacy and safety of levetiracetam in the 
management of seizures in neonates. 
Neurosciences (Riyadh). 2016;21(3):232-5. 
doi.org/10.17712/nsj.2016.3.20150726. 
PMID: 27356654 

https://www.indianpediatrics.net/dec2016/dec-1069-1073.htm
https://www.indianpediatrics.net/dec2016/dec-1069-1073.htm


D-83 

1245.  Seki T, Kumagai N, Maezawa M. Effects of 
zonisamide monotherapy in children with 
epilepsy. Seizure. 2004 Dec;13 Suppl 1:S26-
32; discussion S33. 
doi.org/10.1016/j.seizure.2004.04.001. 
PMID: 15511685 

1246.  Selter JH, Turner Z, Doerrer SC, et al. 
Dietary and medication adjustments to 
improve seizure control in patients treated 
with the ketogenic diet. J Child Neurol. 
2014;30(1):53-7. 
doi.org/10.1177/0883073814535498. PMID: 
24859788 

1247.  Semprino M, Fasulo L, Fortini S, et al. 
Telemedicine, drug-resistant epilepsy, and 
ketogenic dietary therapies: a patient survey 
of a pediatric remote-care program during 
the COVID-19 pandemic. Epilepsy Behav. 
2020 Nov;112:107493. 
doi.org/10.1016/j.yebeh.2020.107493. 
PMID: 33181913 

1248.  Seo T, Ishitsu T, Ueda N, et al. ABCB1 
polymorphisms influence the response to 
antiepileptic drugs in Japanese epilepsy 
patients. Pharmacogenomics. 2006 
Jun;7(4):551-61. 
doi.org/10.2217/14622416.7.4.551. PMID: 
16753003 

1249.  Seo JH, Noh BH, Lee JS, et al. Outcome of 
surgical treatment in non-lesional intractable 
childhood epilepsy. Seizure. 2009 
Nov;18(9):625-9. 
doi.org/10.1016/j.seizure.2009.07.007. 
PMID: 19683462 

1250.  Shaabat AA. Vigabartin use in childhood 
epilepsy. Curr Paediatr Res. 2001;5(1-2):19-
21  

1251.  Shah LM, Turner Z, Bessone SK, et al. How 
often is antiseizure drug-free ketogenic diet 
therapy achieved? Epilepsy Behav. 2019 
Apr;93:29-31. 
doi.org/10.1016/j.yebeh.2019.01.042. 
PMID: 30831398 

1252.  Shahar E, Kramer U, Mahajnah M, et al. 
Pediatric-onset gelastic seizures: clinical 
data and outcome. Pediatr Neurol. 2007 
Jul;37(1):29-34. 
doi.org/10.1016/j.pediatrneurol.2007.03.003
. PMID: 17628219 

1253.  Shahwan A, Bailey C, Maxiner W, et al. 
Vagus nerve stimulation for refractory 
epilepsy in children: more to VNS than 
seizure frequency reduction. Epilepsia. 2009 
May;50(5):1220-8. doi.org/10.1111/j.1528-
1167.2008.01940.x. PMID: 19170732 

1254.  Shain C, Ramgopal S, Fallil Z, et al. 
Polymicrogyria-associated epilepsy: a 
multicenter phenotypic study from the 
epilepsy phenome/genome project. 
Epilepsia. 2013 Aug;54(8):1368-75. 
doi.org/10.1111/epi.12238. PMID: 
23750890 

1255.  Shakir S, Ali N, Udin Z, et al. Vitamin B(6) 
and homocysteine levels in carbamazepine 
treated epilepsy of Khyber Pakhtunkhwa. 
Afr Health Sci. 2017;17(2):559-65. 
doi.org/10.4314/ahs.v17i2.33. PMID: 
29062354 

1256.  Sharma S, Gulati S, Kalra V, et al. Seizure 
control and biochemical profile on the 
ketogenic diet in young children with 
refractory epilepsy-Indian experience. 
Seizure. 2009 Jul;18(6):446-9. 
doi.org/10.1016/j.seizure.2009.04.001. 
PMID: 19427240 

1257.  Sharma S, Sankhyan N, Gulati S, et al. Use 
of the modified Atkins diet for treatment of 
refractory childhood epilepsy: a randomized 
controlled trial. Epilepsia. 2013 
Mar;54(3):481-6. 
doi.org/10.1111/epi.12069. PMID: 
23294191 

1258.  Sharma S, Goel S, Jain P, et al. Evaluation 
of a simplified modified Atkins diet for use 
by parents with low levels of literacy in 
children with refractory epilepsy: a 
randomized controlled trial. Epilepsy Res. 
2016 Nov;127:152-9. 
doi.org/10.1016/j.eplepsyres.2016.09.002. 
PMID: 27603509 

1259.  Sharma S, Goel S, Kapoor D, et al. 
Evaluation of the modified Atkins diet for 
the treatment of epileptic spasms refractory 
to hormonal therapy: a randomized 
controlled trial. J Child Neurol. 2021 
Jul;36(8):686-91. 
doi.org/10.1177/08830738211004747. 
PMID: 33834913 



D-84 

1260.  Sharpe DV, Patel AD, Abou-Khalil B, et al. 
Levetiracetam monotherapy in juvenile 
myoclonic epilepsy. Seizure. 2008 
Jan;17(1):64-8. 
doi.org/10.1016/j.seizure.2007.07.001. 
PMID: 17692537 

1261.  Sharpe C, Sharpe C, Reiner GE, et al. 
Levetiracetam versus phenobarbital for 
neonatal seizures: a randomized controlled 
trial. Pediatrics. 2020 
Jun;145(6):e20193182. 
doi.org/10.1542/peds.2019-3182. PMID: 
32385134 

1262.  Shehata HS, Abdelghaffar HM, Nasreldin 
M, et al. Clinical patterns and outcomes of 
status epilepticus in patients with tuberous 
sclerosis complex. Ther Clin Risk Manag. 
2017 Jun 30;13:779-85. 
doi.org/10.2147/TCRM.S138576. PMID: 
28721058 

1263.  Sheinberg R, Heyman E, Dagan Z, et al. 
Correlation between efficacy of 
levetiracetam and serum levels among 
children with refractory epilepsy. Pediatr 
Neurol. 2015 Jun;52(6):624-8. 
doi.org/10.1016/j.pediatrneurol.2015.01.012
. PMID: 25791893 

1264.  Shen A, Quaid KT, Porter BE. Delay in 
pediatric epilepsy surgery: a caregiver's 
perspective. Epilepsy Behav. 2018 
Jan;78:175-8. 
doi.org/10.1016/j.yebeh.2017.10.014. 
PMID: 29126702 

1265.  Shepherd C, Koepp M, Myland M, et al. 
Understanding the health economic burden 
of patients with tuberous sclerosis complex 
(TSC) with epilepsy: a retrospective cohort 
study in the UK Clinical Practice Research 
Datalink (CPRD). BMJ Open. 2017 Oct 
5;7(10):e015236. doi.org/10.1136/bmjopen-
2016-015236. PMID: 28982809 

1266.  Sherman EMS, Slick DJ, Connolly MB, et 
al. Reexamining the effects of epilepsy 
surgery on IQ in children: use of regression-
based change scores. J Int Neuropsychol 
Soc. 2003 Sep;9(6):879-86. 
doi.org/10.1017/S1355617703960085. 
PMID: 14632247 

1267.  Sherman EM, Connolly MB, Slick DJ, et al. 
Quality of life and seizure outcome after 
vagus nerve stimulation in children with 
intractable epilepsy. J Child Neurol. 
2008;23(9):991-8. 
doi.org/10.1177/0883073808315417. PMID: 
18474931 

1268.  Sheth RD, Hermann BP. Bone mineral 
density with lamotrigine monotherapy for 
epilepsy. Pediatr Neurol. 2007 
Oct;37(4):250-4. 
doi.org/10.1016/j.pediatrneurol.2007.05.018
. PMID: 17903668 

1269.  Shetty J, Greene SA, Mesalles-Naranjo O, et 
al. Adherence to antiepileptic drugs in 
children with epilepsy in a Scottish 
population cohort. Dev Med Child Neurol. 
2016 May;58(5):469-74. 
doi.org/10.1111/dmcn.12942. PMID: 
26521659 

1270.  Shi XY, Tomonoh Y, Wang WZ, et al. 
Efficacy of antiepileptic drugs for the 
treatment of Dravet syndrome with different 
genotypes. Brain Dev. 2016 Jan;38(1):40-6. 
doi.org/10.1016/j.braindev.2015.06.008. 
PMID: 26183863 

1271.  Shields WD. Effects of epilepsy surgery on 
psychiatric and behavioral comorbidities in 
children and adolescents. Epilepsy Behav. 
2004 Oct;5 Suppl 3:S18-24. 
doi.org/10.1016/j.yebeh.2004.06.012. 
PMID: 15351342 

1272.  Shim KW, Lee YM, Kim HD, et al. 
Changing the paradigm of 1-stage total 
callosotomy for the treatment of pediatric 
generalized epilepsy. J Neurosurg Pediatr. 
2008 Jul;2(1):29-36. 
doi.org/10.3171/PED/2008/2/7/029. PMID: 
18590392 

1273.  Shim KW, Chang JH, Park YG, et al. 
Treatment modality for intractable epilepsy 
in hypothalamic hamartomatous lesions. 
Neurosurgery. 2008 Apr;62(4):847-56; 
discussion 856. 
doi.org/10.1227/01.neu.0000318170.82719.
7c. PMID: 18496191 

1274.  Shin JW, Jung YS, Park K, et al. Experience 
and pharmacokinetics of levetiracetam in 
Korean neonates with neonatal seizures. 
Korean J Pediatr. 2017 Feb;60(2):50-4. 
doi.org/10.3345/kjp.2017.60.2.50. PMID: 
28289434 



D-85 

1275.  Shinnar RC, Shinnar S, Cnaan A, et al. 
Pretreatment behavior and subsequent 
medication effects in childhood absence 
epilepsy. Neurology. 2017 Oct 
17;89(16):1698-706. 
doi.org/10.1212/WNL.0000000000004514. 
PMID: 28916534 

1276.  Shirzadi M, Saunes M, Reimers A, et al. 
Rash during lamotrigine treatment is not 
always drug hypersensitivity a retrospective 
cohort study among children and adults. 
Seizure. 2021 Jul;89:12-8. 
doi.org/10.1016/j.seizure.2021.04.015. 
PMID: 33951602 

1277.  Shmuely S, Surges R, Helling RM, et al. 
Cardiac arrhythmias in Dravet syndrome: an 
observational multicenter study. Ann Clin 
Transl Neurol. 2020 Apr;7(4):462-73. 
doi.org/10.1002/acn3.51017. PMID: 
32207228 

1278.  Shull S, Diaz-Medina G, Wong-Kisiel L, et 
al. Early efficacy of the ketogenic diet is not 
affected by initial body mass index 
percentile. Pediatr Neurol. 2014 
May;50(5):469-73. 
doi.org/10.1016/j.pediatrneurol.2014.01.014
. PMID: 24656208 

1279.  Shurtleff HA, Barry D, Firman T, et al. 
Impact of epilepsy surgery on development 
of preschool children: Identification of a 
cohort likely to benefit from early 
intervention. J Neurosurg Pediatr. 2015 
Oct;16(4):383-92. 
doi.org/10.3171/2015.3.PEDS14359. PMID: 
26140458 

1280.  Sibilia V, Barba C, Metitieri T, et al. 
Cognitive outcome after epilepsy surgery in 
children: a controlled longitudinal study. 
Epilepsy Behav. 2017 Aug;73:23-30. 
doi.org/10.1016/j.yebeh.2017.03.001. 
PMID: 28605630 

1281.  Siddiqui A, McGregor AL, Wheless JW, et 
al. Utility of epilepsy surgery in survivors of 
childhood cancer. Neuropediatrics. 2021 
Apr 14;Online ahead of print. 
doi.org/10.1055/s-0041-1728653. PMID: 
33853165 

1282.  Sidebotham P, Hunter L, Appleton R, et al. 
Deaths in children with epilepsies: a UK-
wide study. Seizure. 2015 Aug;30:113-9. 
doi.org/10.1016/j.seizure.2015.05.003. 
PMID: 26216695 

1283.  Sierra-Marcos A, Fournier-del Castillo MC, 
Álvarez-Linera J, et al. Functional surgery in 
pediatric drug-resistant posterior cortex 
epilepsy: electro-clinical findings, cognitive 
and seizure outcome. Seizure. 2017 
Nov;52:46-52. 
doi.org/10.1016/j.seizure.2017.09.013. 
PMID: 28963933 

1284.  Sigler M, Strassburg HM, Boenigk HE. 
Effective and safe but forgotten: 
methsuximide in intractable epilepsies in 
childhood. Seizure. 2001 Mar;10(2):120-4. 
doi.org/10.1053/seiz.2000.0467. PMID: 
11407955 

1285.  Sillanp M, Schmidt D. Early seizure 
frequency and aetiology predict long-term 
medical outcome in childhood-onset 
epilepsy. Brain. 2009 Apr;132(4):989-98. 
doi.org/10.1093/brain/awn357. PMID: 
19153149 

1286.  Silva RC, Montenegro MA, Guerreiro 
CAM, et al. Clobazam as add-on therapy in 
children with epileptic encephalopathy. Can 
J Neurol Sci. 2006 May;33(2):209-13. 
doi.org/10.1017/s0317167100004996. 
PMID: 16736732 

1287.  Sinclair DB. Prednisone therapy in pediatric 
epilepsy. Pediatr Neurol. 2003 
Mar;28(3):194-8. doi.org/10.1016/S0887-
8994(02)00513-1. PMID: 12770672 

1288.  Sinclair DB, Aronyk KE, Snyder TJ, et al. 
Pediatric epilepsy surgery at the University 
of Alberta: 1988-2000. Pediatr Neurol. 2003 
Oct;29(4):302-11. doi.org/10.1016/S0887-
8994(03)00307-2. PMID: 14643392 

1289.  Sinclair DB, Aronyk K, Snyder T, et al. 
Pediatric temporal lobectomy for epilepsy. 
Pediatr Neurosurg. 2003 Apr;38(4):195-205. 
doi.org/10.1159/000069099. PMID: 
12646739 

1290.  Singhi P, Jain V, Khandelwal N. 
Corticosteroids versus albendazole for 
treatment of single small enhancing 
computed tomographic lesions in children 
with neurocysticercosis. J Child Neurol. 
2004 May;19(5):323-7. 
doi.org/10.1177/088307380401900503. 
PMID: 15224704 



D-86 

1291.  Sirén A, Kylliäinen A, Tenhunen M, et al. 
Beneficial effects of antiepileptic medication 
on absence seizures and cognitive 
functioning in children. Epilepsy Behav. 
2007 Aug;11(1):85-91. 
doi.org/10.1016/j.yebeh.2007.04.009. 
PMID: 17531542 

1292.  Sivkova SN, Mukhin KY, Zaikova FM. 
Efficacy of treatment of focal forms of 
epilepsy in children with anti-epileptic drugs 
of different generations. Zh Nevrol Psikhiatr 
Im S S Korsakova. 2011;111(6):42-8. 
PMID: 21716250 

1293.  Sivkova SN, Milovanova OA, Zaikova FM. 
Optimization of the treatment of focal forms 
of epilepsy in young children. Neurosci 
Behav Physiol. 2013 Feb;43(2):229-33. 
doi.org/10.1007/s11055-013-9719-y. PMID: 
22027669 

1294.  Skirrow C, Cross JH, Cormack F, et al. 
Long-term intellectual outcome after 
temporal lobe surgery in childhood. 
Neurology. 2011 Apr 12;76(15):1330-7. 
doi.org/10.1212/WNL.0b013e31821527f0. 
PMID: 21482948 

1295.  Skirrow C, Cross JH, Owens R, et al. 
Determinants of IQ outcome after focal 
epilepsy surgery in childhood: a longitudinal 
case-control neuroimaging study. Epilepsia. 
2019 May;60(5):872-84. 
doi.org/10.1111/epi.14707. PMID: 
30968956 

1296.  Skornicki M, Clements KM, O'Sullivan AK. 
Budget impact analysis of antiepileptic 
drugs for Lennox-Gastaut syndrome. J 
Manag Care Pharm. 2014 Apr;20(4):400-6. 
doi.org/10.18553/jmcp.2014.20.4.400. 
PMID: 24684645 

1297.  Slomski A. Surgery improves seizures in 
children with drug-resistant epilepsy. 
JAMA. 2017 Dec 26;318(24):2419-20. 
doi.org/10.1001/jama.2017.19991. PMID: 
29279931 

1298.  Smith ML, Elliott IM, Lach L. Cognitive, 
psychosocial, and family function one year 
after pediatric epilepsy surgery. Epilepsia. 
2004 Jun;45(6):650-60. 
doi.org/10.1111/j.0013-9580.2004.21903.x. 
PMID: 15144430 

1299.  Smith ML, Olds J, Snyder T, et al. A follow-
up study of cognitive function in young 
adults who had resective epilepsy surgery in 
childhood. Epilepsy Behav. 2014 
Mar;32:79-83. 
doi.org/10.1016/j.yebeh.2014.01.006. 
PMID: 24508594 

1300.  Sofou K, Dahlin M, Hallböök T, et al. 
Ketogenic diet in pyruvate dehydrogenase 
complex deficiency: short- and long-term 
outcomes. J Inherit Metab Dis. 2017 
Mar;40(2):237-45. doi.org/10.1007/s10545-
016-0011-5. PMID: 28101805 

1301.  Solanki DI, Gohil JR, Patel AP. 
Comparative efficacy of phenobarbital, 
phenytoin and lorazepam for the treatment 
of neonatal seizures: a randomized trial. J 
Clin Neonatol. 2015 Oct;4(4):232-6. 
doi.org/10.4103/2249-4847.161696  

1302.  Soleman J, Stein M, Knorr C, et al. 
Improved quality of life and cognition after 
early vagal nerve stimulator implantation in 
children. Epilepsy Behav. 2018 Nov;88:139-
45. doi.org/10.1016/j.yebeh.2018.09.014. 
PMID: 30269032 

1303.  Soleman J, Knorr C, Datta AN, et al. Early 
vagal nerve stimulator implantation in 
children: personal experience and review of 
the literature. Childs Nerv Syst. 2018 
May;34(5):893-900. 
doi.org/10.1007/s00381-017-3694-5. PMID: 
29255920 

1304.  Søndergaard Khinchi M, Nielsen KA, Dahl 
M, et al. Lamotrigine therapeutic thresholds. 
Seizure. 2008 Jul;17(5):391-5. 
doi.org/10.1016/j.seizure.2007.11.023. 
PMID: 18180178 

1305.  Sondhi V, Agarwala A, Pandey RM, et al. 
Efficacy of ketogenic diet, modified Atkins 
diet, and low glycemic index therapy diet 
among children with drug-resistant epilepsy: 
a randomized clinical trial. JAMA Pediatr. 
2020 Oct;174(10):944-51. 
doi.org/10.1001/jamapediatrics.2020.2282. 
PMID: 32761191 

1306.  Song J, Swallow E, Said Q, et al. Epilepsy 
treatment patterns among patients with 
tuberous sclerosis complex. J Neurol Sci. 
2018 Aug 15;391:104-8. 
doi.org/10.1016/j.jns.2018.06.011. PMID: 
30103955 



D-87 

1307.  Sonmez FM, Zaman D, Aksoy A, et al. The 
effects of topiramate and valproate therapy 
on insulin, c-peptide, leptin, neuropeptide Y, 
adiponectin, visfatin, and resistin levels in 
children with epilepsy. Seizure. 2013 
Dec;22(10):856-61. 
doi.org/10.1016/j.seizure.2013.07.007. 
PMID: 23937963 

1308.  Sotero de Menezes MA, Connolly M, 
Bolanos A, et al. Temporal lobectomy in 
early childhood: the need for long-term 
follow-up. J Child Neurol. 2001 
Aug;16(8):585-90. 
doi.org/10.1177/088307380101600809. 
PMID: 11510930 

1309.  Sottano ME, Aberastury M, Silva W, et al. 
Posthemispherotomy outcomes in refractory 
epilepsy in children and adults. Neurologia 
Argentina. 2016 Oct;8(4):253-7. 
doi.org/10.1016/j.neuarg.2016.04.004  

1310.  Souza-Oliveira C, Escorsi-Rosset S, Terra 
VC, et al. Impact of pediatric epilepsy 
surgery on intellectual efficiency. Rev 
Neurol. 2012;54(4):214-21. PMID: 
22314762 

1311.  Spagnoli C, Seri S, Pavlidis E, et al. 
Phenobarbital for neonatal seizures: 
response rate and predictors of 
refractoriness. Neuropediatrics. 2016 
Oct;47(5):318-26. doi.org/10.1055/s-0036-
1586214. PMID: 27458678 

1312.  Spilioti M, Pavlou E, Gogou M, et al. 
Valproate effect on ketosis in children under 
ketogenic diet. Eur J Paediatr Neurol. 2016 
Jul;20(4):555-9. 
doi.org/10.1016/j.ejpn.2016.04.003. PMID: 
27117552 

1313.  Spuck S, Tronnier V, Orosz I, et al. 
Operative and technical complications of 
vagus nerve stimulator implantation. 
Neurosurgery. 2010 Dec;67(2 Suppl 
Operative):489-94. 
doi.org/10.1227/NEU.0b013e3181f88867. 
PMID: 21099577 

1314.  Spulber G, Spulber S, Hagenäs L, et al. 
Growth dependence on insulin-like growth 
factor-1 during the ketogenic diet. Epilepsia. 
2009 Feb;50(2):297-303. 
doi.org/10.1111/j.1528-1167.2008.01769.x. 
PMID: 18727678 

1315.  Sreenivasan P, Kunju PAM. Efficacy of 
topiramate as an add-on drug in seizures in 
Indian children-an observational study. 
Indian J Pediatr. 2011 Oct;78(10):1221-4. 
doi.org/10.1007/s12098-011-0395-z. PMID: 
21373827 

1316.  Sridharan K, Daylami AA, Ajjawi R, et al. 
Drug-induced liver injury in critically ill 
children taking antiepileptic drugs: a 
retrospective study. Curr Ther Res Clin Exp. 
2020 Mar 9;92:100580. 
doi.org/10.1016/j.curtheres.2020.100580. 
PMID: 32280391 

1317.  Srikijvilaikul T. Complications of epilepsy 
surgery: Prasat neurological institute 
experiences. J Med Assoc Thai. 2018 
Aug;101(8):1121-6. 
http://www.jmatonline.com/index.php/jmat/
article/view/9291  

1318.  Stainman RS, Turner Z, Rubenstein JE, et 
al. Decreased relative efficacy of the 
ketogenic diet for children with surgically 
approachable epilepsy. Seizure. 2007 
Oct;16(7):615-9. 
doi.org/10.1016/j.seizure.2007.04.010. 
PMID: 17544706 

1319.  Steinborn B. Pharmacokinetic interactions 
of carbamazepine with some antiepileptic 
drugs during epilepsy treatment in children 
and adolescents. Brain Res Brain Res Rev. 
2005;50 Suppl 1:9-15. PMID: 16119616 

1320.  Stewart E, Abel TJ, Davidson B, et al. 
Behaviour outcomes in children with 
epilepsy 1 year after surgical resection of the 
ventromedial prefrontal cortex. 
Neuropsychologia. 2019 Oct;133:107155. 
doi.org/10.1016/j.neuropsychologia.2019.10
7155. PMID: 31398427 

1321.  Stigsdotter-Broman L, Olsson I, Flink R, et 
al. Long-term follow-up after callosotomy - 
a prospective, population based, 
observational study. Epilepsia. 2014 
Feb;55(2):316-21. 
doi.org/10.1111/epi.12488. PMID: 
24372273 

http://www.jmatonline.com/index.php/jmat/article/view/9291
http://www.jmatonline.com/index.php/jmat/article/view/9291


D-88 

1322.  Stomberg M, Bien CG, Kalbhenn T, et al. 
Epilepsy associated with tuberous sclerosis 
complex in childhood: long-term outcome in 
children after epilepsy surgery and children 
non-eligible for epilepsy surgery. Epilepsy 
Behav. 2021 Sep;122:108210. 
doi.org/10.1016/j.yebeh.2021.108210. 
PMID: 34311180 

1323.  Striano P, Coppola A, Pezzella M, et al. An 
open-label trial of levetiracetam in severe 
myoclonic epilepsy of infancy. Neurology. 
2007 Jul;69(3):250-4. 
doi.org/10.1212/01.wnl.0000265222.24102.
db. PMID: 17636062 

1324.  Strzelczyk A, Kalski M, Bast T, et al. 
Burden-of-illness and cost-driving factors in 
Dravet syndrome patients and carers: a 
prospective, multicenter study from 
Germany. Eur J Paediatr Neurol. 2019 
May;23(3):392-403. 
doi.org/10.1016/j.ejpn.2019.02.014. PMID: 
30871879 

1325.  Su JY, Kang HC, Heung DK, et al. Vagus 
nerve stimulation in intractable childhood 
epilepsy: a Korean multicenter experience. J 
Korean Med Sci. 2007;22(3):442-5. 
doi.org/10.3346%2Fjkms.2007.22.3.442. 
PMID: 17596651 

1326.  Sugano H, Nakanishi H, Nakajima M, et al. 
Posterior quadrant disconnection surgery for 
Sturge-Weber syndrome. Epilepsia. 2014 
May;55(5):683-9. 
doi.org/10.1111/epi.12547. PMID: 
24621276 

1327.  Sullivan J, Scheffer IE, Lagae L, et al. 
Fenfluramine HCl (Fintepla®) provides 
long-term clinically meaningful reduction in 
seizure frequency: analysis of an ongoing 
open-label extension study. Epilepsia. 2020 
Nov;61(11):2396-404. 
doi.org/10.1111/epi.16722. PMID: 
33078386 

1328.  Suman A, Gosavi DD. Study of adverse 
drug effects of antiepileptic drugs used in 
pediatric patients in a tertiary care rural 
hospital-a pharmacovigilance study. J 
Young Pharm. 2017;9(1):60-4. 
doi.org/10.5530/jyp.2017.9.12  

1329.  Sun PY, Wyatt K, Nickels KC, et al. 
Predictors of length of stay in children 
admitted for presurgical evaluation for 
epilepsy surgery. Pediatr Neurol. 2015 
Sep;53(3):207-10. 
doi.org/10.1016/j.pediatrneurol.2015.05.016
. PMID: 26302699 

1330.  Sunaga S, Shimizu H, Sugano H. Long-term 
follow-up of seizure outcomes after corpus 
callosotomy. Seizure. 2009 Mar;18(2):124-
8. doi.org/10.1016/j.seizure.2008.08.001. 
PMID: 18799327 

1331.  Suo GH, Zheng YQ, Wu YJ, et al. Effects of 
levetiracetam and oxcarbazepine 
monotherapy on intellectual and cognitive 
development in children with benign 
epilepsy with centrotemporal spikes. Acta 
Neurol Belg. 2021 Oct;121(5):1265-73. 
doi.org/10.1007/s13760-021-01613-5. 
PMID: 33590471 

1332.  Suzuki Y, Itoh H, Abe T, et al. No effect of 
co-administered antiepileptic drugs on in-
vivo protein binding parameters of valproic 
acid in patients with epilepsy. J Pharm 
Pharmacol. 2011 Jul;63(7):976-81. 
doi.org/10.1111/j.2042-7158.2011.01282.x. 
PMID: 21635265 

1333.  Sylvén I, Olsson I, Hallböök T, et al. 'In the 
best case seizure-free' - poarental hopes and 
worries before and satisfaction after their 
child's epilepsy surgery. Epilepsy Behav. 
2020 Sep;110:107153. 
doi.org/10.1016/j.yebeh.2020.107153. 
PMID: 32480305 

1334.  Szaflarski JP, Bebin EM, Comi AM, et al. 
Long-term safety and treatment effects of 
cannabidiol in children and adults with 
treatment-resistant epilepsies: expanded 
access program results. Epilepsia. 2018 
Aug;59(8):1540-8. 
doi.org/10.1111/epi.14477. PMID: 
29998598 

1335.  Tacke M, Gerstl L, Heinen F, et al. Effect of 
anticonvulsive treatment on 
neuropsychological performance in children 
with BECTS. Eur J Paediatr Neurol. 2016 
Nov;20(6):874-9. 
doi.org/10.1016/j.ejpn.2016.07.015. PMID: 
27553576 



D-89 

1336.  Tacke M, Borggraefe I, Gerstl L, et al. 
Effects of levetiracetam and saulthiame on 
EEG in benign epilepsy with centrotemporal 
spikes: a randomized controlled trial. 
Seizure. 2018 Mar;56:115-20. 
doi.org/10.1016/j.seizure.2018.01.015. 
PMID: 29475094 

1337.  Taghdiri MM, Ashrafi MR, Bakhshandeh-
Bali MK, et al. Clinical trial of vigabatrin as 
adjunctive therapy in children with 
refractory epilepsy. Iran J Pediatr. 
2013;23(6):653-8. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC4025122/. PMID: 24910743 

1338.  Taghdiri MM, Bakhshandeh Bali MK, 
Karimzadeh P, et al. Comparative efficacy 
of zonisamide and pregabalin as an 
adjunctive therapy in children with 
refractory epilepsy. Iran J Child Neurol. 
2015 Dec;9(1):49-55. 
https://www.ncbi.nlm.nih.gov/pmc/articles/P
MC4322499/. PMID: 25767539 

1339.  Takeoka M, Holmes GL, Thiele E, et al. 
Topiramate and metabolic acidosis in 
pediatric epilepsy. Epilepsia. 
2001;42(3):387-92. doi.org/10.1046/j.1528-
1157.2001.04500.x. PMID: 11442157 

1340.  Takeoka M, Riviello JJ Jr, Pfeifer H, et al. 
Concomitant treatment with topiramate and 
ketogenic diet in pediatric epilepsy. 
Epilepsia. 2002 Sep;43(9):1072-5. 
doi.org/10.1046/j.1528-1157.2002.00602.x. 
PMID: 12199733 

1341.  Takeuchi T, Natsume J, Kidokoro H, et al. 
The effects of co-medications on 
lamotrigine clearance in Japanese children 
with epilepsy. Brain Dev. 2016 
Sep;38(8):723-30. 
doi.org/10.1016/j.braindev.2016.03.004. 
PMID: 27033151 

1342.  Tamilia E, Park EH, Percivati S, et al. 
Surgical resection of ripple onset predicts 
outcome in pediatric epilepsy. Ann Neurol. 
2018 Sep;84(3):331-46. 
doi.org/10.1002/ana.25295. PMID: 
30022519 

1343.  Tan H, Gürbüz T, Dagsuyu IM. Gingival 
enlargement in children treated with 
antiepileptics. J Child Neurol. 2004 
Dec;19(12):958-63. 
doi.org/10.1177/08830738040190120901. 
PMID: 15704870 

1344.  Tan TY, Lu CH, Chuang HY, et al. Long-
term antiepileptic drug therapy contributes 
to the acceleration of atherosclerosis. 
Epilepsia. 2009 Jun;50(6):1579-86. 
doi.org/10.1111/j.1528-1167.2009.02024.x. 
PMID: 19292757 

1345.  Tan HJ, Martland TR, Appleton RE, et al. 
Effectiveness and tolerability of zonisamide 
in children with epilepsy: a retrospective 
review. Seizure. 2010 Jan;19(1):31-5. 
doi.org/10.1016/j.seizure.2009.10.008. 
PMID: 19942456 

1346.  Tan HJ, Awadh M, O'Regan M, et al. 
Effectiveness and tolerability of rufinamide 
in children and young people: a survey of 
experience from the United Kingdom. J 
Pediatr Epilepsy. 2017 Jun;6(2):103-10. 
doi.org/10.1055/s-0037-1599190  

1347.  Tandon N, Alexopoulos AV, Warbel A, et 
al. Occipital epilepsy: spatial categorization 
and surgical management: clinical article. J 
Neurosurg. 2009 Feb;110(2):306-18. 
doi.org/10.3171/2008.4.17490. PMID: 
19046038 

1348.  Tang-Wai R, Mailo J, Rosenblatt B. 
Breaking the cycle: a comparison between 
intravenous immunoglobulins and high 
dosage prednisone in the treatment of 
medically intractable epilepsy in children. 
Seizure. 2017 Apr;47:34-41. 
doi.org/10.1016/j.seizure.2017.03.004. 
PMID: 28284046 

1349.  Taraschenko O, Pedavally S, Samson KK, et 
al. Anterior corpus callosotomy in patients 
with drug-resistant epilepsy: invasive EEG 
findings and seizure outcomes. Epilepsy 
Behav Case Rep. 2017 Dec 8;9:12-8. 
doi.org/10.1016/j.ebcr.2017.12.001  

1350.  Taub KS, Kessler SK, Bergqvist AGC. Risk 
of seizure recurrence after achieving initial 
seizure freedom on the ketogenic diet. 
Epilepsia. 2014 Apr;55(4):579-83. 
doi.org/10.1111/epi.12583. PMID: 
24673650 

1351.  Taylor DC, Neville BGR, Cross JH. Autistic 
spectrum disorders in childhood epilepsy 
surgery candidates. Eur Child Adolesc 
Psychiatry. 1999;8(3):189-92. 
doi.org/10.1007/s007870050128. PMID: 
10550700 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4025122/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4025122/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4322499/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4322499/


D-90 

1352.  Tekgul H, Dizdarer G, Demir N, et al. 
Antiepileptic drug-induced osteopenia in 
ambulatory epileptic children receiving a 
standard vitamin D3 supplement. J Pediatr 
Endocrinol Metab. 2005 Jun;18(6):585-8. 
doi.org/10.1515/JPEM.2005.18.6.585. 
PMID: 16042326 

1353.  Tekgül H, Gencpinar P, Çavusoglu D, et al. 
The efficacy, tolerability and safety of 
levetiracetam therapy in a pediatric 
population. Seizure. 2016 Mar;36:16-21. 
doi.org/10.1016/j.seizure.2016.01.017. 
PMID: 26874856 

1354.  Tenney JR, Fujiwara H, Horn PS, et al. 
Comparison of magnetic source estimation 
to intracranial EEG, resection area, and 
seizure outcome. Epilepsia. 2014 Nov 
11;55(11):1854-63. 
doi.org/10.1111/epi.12822. PMID: 
25310937 

1355.  Tenney JR, Kadis DS, Agler W, et al. Ictal 
connectivity in childhood absence epilepsy: 
associations with outcome. Epilepsia. 2018 
May;59(5):971-81. 
doi.org/10.1111/epi.14067. PMID: 
29633248 

1356.  Terra VC, Scorza FA, Cavalheiro EA, et al. 
Pediatric epilepsy surgery and sudden 
unexpected death epilepsy: the contribution 
of a Brazilian epilepsy surgery program. 
Childs Nerv Syst. 2010 Aug;26(8):1075-9. 
doi.org/10.1007/s00381-010-1108-z. PMID: 
20195616 

1357.  Terra-Bustamante VC, Fernandes RMF, 
Inuzuka LM, et al. Surgically amenable 
epilepsies in children and adolescents: 
clinical, imaging, electrophysiological, and 
post-surgical outcome data. Childs Nerv 
Syst. 2005 Jul;21(7):546-51. 
doi.org/10.1007/s00381-004-1106-0. PMID: 
15906045 

1358.  Terra-Bustamante VC, Inuzuca LM, 
Fernandes RMF, et al. Temporal lobe 
epilepsy surgery in children and adolescents: 
clinical characteristics and post-surgical 
outcome. Seizure. 2005 Jun;14(4):274-81. 
doi.org/10.1016/j.seizure.2005.03.003. 
PMID: 15911363 

1359.  Terra-Bustamante VC, Inuzuka LM, 
Fernandes RMF, et al. Outcome of 
hemispheric surgeries for refractory epilepsy 
in pediatric patients. Childs Nerv Syst. 2007 
Mar;23(3):321-6. doi.org/10.1007/s00381-
006-0212-6. PMID: 17089170 

1360.  Terra-Bustamante VC, MacHado HR, dos 
Santos Oliveira R, et al. Rasmussen 
encephalitis: long-term outcome after 
surgery. Childs Nerv Syst. 2009 
May;25(5):583-9. doi.org/10.1007/s00381-
008-0795-1. PMID: 19153752 

1361.  Tetto A, Manzoni P, Millul A, et al. The 
costs of epilepsy in Italy: a prospective cost-
of-illness study in referral patients with 
disease of different severity. Epilepsy Res. 
2002;48(3):207-16. doi.org/10.1016/S0920-
1211(02)00013-X. PMID: 11904239 

1362.  Teutonico F, Mai R, Veggiotti P, et al. 
Epilepsy surgery in children: evaluation of 
seizure outcome and predictive elements. 
Epilepsia. 2013 Oct;54:70-6. 
doi.org/10.1111/epi.12312. PMID: 
24099058 

1363.  Thambi M, Nathan J, Bailur S, et al. Is the 
antiseizure effect of ketogenic diet in 
children with drug-resistant epilepsy 
mediated through proinflammatory 
cytokines? Epilepsy Res. 2021 
Oct;176:106724. 
doi.org/10.1016/j.eplepsyres.2021.106724. 
PMID: 34339942 

1364.  Thammongkol S, Vears DF, Bicknell-Royle 
J, et al.. Efficacy of the ketogenic diet: 
which epilepsies respond? Epilepsia. 2012 
Mar;53(3):e55-e59. doi.org/10.1111/j.1528-
1167.2011.03394.x. PMID: 22310062 

1365.  Thampratankul L, Khongkhatithum C, 
Visudtibhan A. Efficacy and safety of 
zonisamide in thai children and adolescents 
with intractable seizures. J Child Neurol. 
2015 Mar 26;30(4):527-31. 
doi.org/10.1177/0883073814549246. PMID: 
25246299 

1366.  Than KD, Kossoff EH, Rubenstein JE, et al. 
Can you predict an immediate, complete, 
and sustained response to the ketogenic diet? 
Epilepsia. 2005 Apr;46(4):580-2. 
doi.org/10.1111/j.0013-9580.2005.53304.x. 
PMID: 15816955 



D-91 

1367.  Thibault C, Naim MY, Abend NS, et al. A 
retrospective comparison of phenobarbital 
and levetiracetam for the treatment of 
seizures following cardiac surgery in 
neonates. Epilepsia. 2020 Apr;61(4):627-35. 
doi.org/10.1111/epi.16469. PMID: 
32162678 

1368.  Thiele EA, Marsh ED, French JA, et al. 
Cannabidiol in patients with seizures 
associated with Lennox-Gastaut syndrome 
(GWPCARE4): a randomised, double-blind, 
placebo-controlled phase 3 trial. Lancet. 
2018 Jan;391(10125):1085-96. 
doi.org/10.1016/S0140-6736(18)30136-3. 
PMID: 29395273 

1369.  Thiele E, Marsh E, Mazurkiewicz-
Beldzinska M, et al. Cannabidiol in patients 
with Lennox-Gastaut syndrome: interim 
analysis of an open-label extension study. 
Epilepsia. 2019 Mar;60(3):419-28. 
doi.org/10.1111/epi.14670. PMID: 
30740695 

1370.  Thiele EA, Bebin EM, Bhathal H, et al. 
Add-on cannabidiol treatment for drug-
resistant seizures in tuberous sclerosis 
complex: a placebo-controlled randomized 
clinical trial. JAMA Neurol. 
2020;78(3):285-92. 
doi.org/10.1001/jamaneurol.2020.4607. 
PMID: 33346789 

1371.  Thomas SG, Daniel RT, Chacko AG, et al. 
Cognitive changes following surgery in 
intractable hemispheric and sub-hemispheric 
pediatric epilepsy. Childs Nerv Syst. 2010 
Aug;26(8):1067-73. 
doi.org/10.1007/s00381-010-1102-5. PMID: 
20179944 

1372.  Thomé-Souza S, Freitas A, Fiore LA, et al. 
Lamotrigine and valproate: efficacy of co-
administration in a pediatric population. 
Pediatr Neurol. 2003 May;28(5):360-4. 
doi.org/10.1016/S0887-8994(03)00014-6. 
PMID: 12878297 

1373.  Thome-Souza S, Kadish NE, Ramgopal S, et 
al. Safety and retention rate of rufinamide in 
300 patients: a single pediatric epilepsy 
center experience. Epilepsia. 2014 
Aug;55(8):1235-44. 
doi.org/10.1111/epi.12689. PMID: 
25070475 

1374.  Thompson EM, Wozniak SE, Roberts CM, 
et al. Vagus nerve stimulation for partial and 
generalized epilepsy from infancy to 
adolescence: clinical article. J Neurosurg 
Pediatr. 2012 Sep;10(3):200-5. 
doi.org/10.3171/2012.5.PEDS11489. PMID: 
22768964 

1375.  Thudium MO, von Lehe M, Wessling C, et 
al. Safety, feasibility and complications 
during resective pediatric epilepsy surgery: a 
retrospective analysis. BMC Anesthesiol. 
2014 Aug 18;14(1):71. 
doi.org/10.1186/1471-2253-14-71. PMID: 
25157215 

1376.  Tian X, Chen J, Zhang J, et al. The efficacy 
of ketogenic diet in 60 Chinese patients with 
Dravet syndrome. Front Neurol. 2019 Jun 
13;10:625. 
doi.org/10.3389/fneur.2019.00625. PMID: 
31249551 

1377.  Titre-Johnson S, Schoeler N, Eltze C, et al. 
Ketogenic diet in the treatment of epilepsy 
in children under the age of 2 years: study 
protocol for a randomised controlled trial. 
Trials. 2017 Apr 26;18(1):195. 
doi.org/10.1186/s13063-017-1918-3. PMID: 
28446244 

1378.  Titus JB, Lee A, Kasasbeh A, et al. Health-
related quality of life before and after 
pediatric epilepsy surgery: the influence of 
seizure outcome on changes in physical 
functioning and social functioning. Epilepsy 
Behav. 2013 Jun;27(3):477-83. 
doi.org/10.1016/j.yebeh.2013.03.003. 
PMID: 23631952 

1379.  Toki T, Iwasaki T, Ishii M. Topiramate 
blood levels during polytherapy for epilepsy 
in children. Am J Ther. 2019 Jan;26(1):e18-
e24. 
doi.org/10.1097/MJT.0000000000000529. 
PMID: 27875371 

1380.  Tomlinson SB, Porter BE, Marsh ED. 
Interictal network synchrony and local 
heterogeneity predict epilepsy surgery 
outcome among pediatric patients. Epilepsia. 
2017 Mar;58(3):402-11. 
doi.org/10.1111/epi.13657. PMID: 
28166392 



D-92 

1381.  Tomoum HY, Aly RH, Mahmoud NH, et al. 
Total amylase, pancreatic amylase and 
lipase levels in children with epilepsy on 
valproic acid. J Pediatr Neurol. 
2008;6(4):309-15. doi:10.1055/s-0035-
1557473  

1382.  Tomoum HY, El-Hadidi ES. Ghrelin and 
resistin levels in children with epilepsy on 
valproic acid. J Pediatr Neurol. 
2009;7(3):223-9. doi.org/10.3233/JPN-
2009-0310  

1383.  Tomycz LD, Hale AT, Haider AS, et al. 
Invasive insular sampling in pediatric 
epilepsy: a single-institution experience. 
Oper Neurosurg (Hagerstown). 
2018;15(3):310-7. 
doi.org/10.1093/ons/opx253. PMID: 
29244100 

1384.  Tonekaboni SH, Mostaghimi P, Mirmiran P, 
et al. Efficacy of the Atkins diet as therapy 
for intractable epilepsy in children. Arch 
Iran Med. 2010 Nov;13(6):492-7. PMID: 
21039004 

1385.  Tonekaboni SH, Ghazavi M, Karimzadeh P, 
et al. Efficacy of levetiracetam in children 
with refractory epilepsy as an add-on trial. 
Epilepsy Res. 2010 Aug;90(3):273-7. 
doi.org/10.1016/j.eplepsyres.2010.06.002. 
PMID: 20619606 

1386.  Topf HG, Lischetzki G, Trollmann R, et al. 
The effect of valproate therapy on thrombin 
generation determined by calibrated 
automated thrombography. Klin Padiatr. 
2011;223(3):165-8. doi.org/10.1055/s-0031-
1275310. PMID: 21472635 

1387.  Toublanc N, Sargentini-Maier ML, Lacroix 
B, et al. Retrospective population 
pharmacokinetic analysis of levetiracetam in 
children and adolescents with epilepsy: 
dosing recommendations. Clin 
Pharmacokinet. 2008;47(5):333-41. 
doi.org/10.2165/00003088-200847050-
00004. PMID: 18399714 

1388.  Trevathan E, Kerls SP, Hammer AE, et al. 
Lamotrigine adjunctive therapy among 
children and adolescents with primary 
generalized tonic-clonic seizures. Pediatrics. 
2006 Aug;118(2):e371-e378. 
doi.org/10.1542/peds.2006-0148. PMID: 
16847080 

1389.  Trezza A, Landi A, Grioni D, et al. Adverse 
effects and surgical complications in 
pediatric patients undergoing vagal nerve 
stimulation for drug-resistant epilepsy. Acta 
Neurochir Suppl. 2017 Jan;124:43-7. 
doi.org/10.1007/978-3-319-39546-3_7. 
PMID: 28120051 

1390.  Tripathi M, Singh M, Padma M, et al. 
Surgical outcome of cortical dysplasias 
presenting with chronic intractable epilepsy: 
a 10-year experience. Neurol India. 2008 
Apr;56(2):138-43. doi.org/10.4103/0028-
3886.41990. PMID: 18688137 

1391.  Tromp SC, Weber JW, Aldenkamp AP, et 
al. Relative influence of epileptic seizures 
and of epilepsy syndrome on cognitive 
function. J Child Neurol. 2003 
Jun;18(6):407-12. 
doi.org/10.1177/08830738030180060501. 
PMID: 12886976 

1392.  Tsai ML, Tsao LY, Chaou WT. Lorazepam 
in the treatment of refractory neonatal 
seizures. Clin Neonatol. 1999 Jun;6(1):6-10. 
doi.org/10.1177/088307389100600406  

1393.  Tsai JD, Chang YC, Lin LC, et al. The 
neuropsychological outcome of pediatric 
patients with refractory epilepsy treated with 
VNS - a 24-month follow-up in Taiwan. 
Epilepsy Behav. 2016 Mar;56:95-8. 
doi.org/10.1016/j.yebeh.2015.12.030. 
PMID: 26851647 

1394.  Tsai JD, Yang RC, Chang MY, et al. Vagus 
nerve stimulation for patients with refractory 
epilepsy: Demographic features and 
neuropsychological outcomes of the VNS 
Taiwan child neurology society database. 
Epilepsy Behav. 2020 Oct;111:107186. 
doi.org/10.1016/j.yebeh.2020.107186. 
PMID: 32534423 

1395.  Tsai JD, Fan PC, Lee WT, et al. Vagus 
nerve stimulation in pediatric patients with 
failed epilepsy surgery. Acta Neurol Belg. 
2020 Mar 4;Online ahead of print. 
doi.org/10.1007/s13760-020-01303-8. 
PMID: 32130668 



D-93 

1396.  Tsuboyama M, Harini C, Liu S, et al. 
Subclinical seizures detected on intracranial 
EEG: patient characteristics and impact on 
surgical outcome in a single pediatric 
epilepsy surgery center. Epilepsy Behav. 
2021 Aug;121(Pt A):108040. 
doi.org/10.1016/j.yebeh.2021.108040. 
PMID: 34058491 

1397.  Turani G, Yalnizoglu D, Genç-Açikgöz D, 
et al. Outcome and long term follow-up after 
corpus callosotomy in childhood onset 
intractable epilepsy. Childs Nerv Syst. 2006 
Oct;22(10):1322-7. doi.org/10.1007/s00381-
006-0045-3. PMID: 16552568 

1398.  Türkdogan D, Öztürk G. CLB add-on 
treatment in patients with epileptic 
encephalopathy: a single center experience 
with long-term follow-up. Acta Neurol Belg. 
2021;Online ahead of print. 
doi.org/10.1007/s13760-021-01606-4. 
PMID: 33782854 

1399.  Tutor-Crespo MJ, Hermida J, Tutor JC. 
Relation of blood platelet count during 
carbamazepine and oxcarbazepine treatment 
with daily dose, and serum concentrations of 
carbamazepine, carbamazepine-10, 11-
epoxide, and 10-hydroxycarbazepine. 
Biomed Pap Med Fac Univ Palacky 
Olomouc Czech Repub. 2007 
Jun;151(1):91-4. 
doi.org/10.5507/bp.2007.016. PMID: 
17690747 

1400.  Tye C, Thomas LE, Sampson JR, et al. 
Secular changes in severity of intellectual 
disability in tuberous sclerosis complex: a 
reflection of improved identification and 
treatment of epileptic spasms? Epilepsia 
Open. 2018;3(2):276-80. 
doi.org/10.1002/epi4.12111. PMID: 
29881807 

1401.  Tzadok M, Uliel-Siboni S, Linder I, et al. 
CBD-enriched medical cannabis for 
intractable pediatric epilepsy: the current 
Israeli experience. Seizure. 2016 Feb;35:41-
4. doi.org/10.1016/j.seizure.2016.01.004. 
PMID: 26800377 

1402.  Ueda R, Iwasaki M, Kita Y, et al. 
Improvement of brain function after surgery 
in infants with posterior quadrant cortical 
dysplasia. Clin Neurophysiol. 2021 
Feb;132(2):332-7. 
doi.org/10.1016/j.clinph.2020.11.020. 
PMID: 33450555 

1403.  Ueshima S, Aiba T, Sato T, et al. Empirical 
approach for improved estimation of 
unbound serum concentrations of valproic 
acid in epileptic infants by considering their 
physical development. Biol Pharm Bull. 
2011;34(1):108-13. 
doi.org/10.1248/bpb.34.108. PMID: 
21212527 

1404.  Ugras M, Yakinci C. Protein C, protein S 
and other pro- and anticoagulant activities 
among epileptic children using sodium 
valproate. Brain Dev. 2006 Oct;28(9):549-
53. doi.org/10.1016/j.braindev.2006.03.009. 
PMID: 16842952 

1405.  Uldall P, Buchholt JM. Clinical experiences 
with topiramate in children with intractable 
epilepsy. Eur J Paediatr Neurol. 
1999;3(3):105-11. doi.org/10.1016/s1090-
3798(99)90097-1. PMID: 10461565 

1406.  Uldall P, Bulteau C, Pedersen SA, et al. 
Tiagabine adjunctive therapy in children 
with refractory epilepsy: a single-blind dose 
escalating study. Epilepsy Res. 2000 
Dec;42(2-3):159-68. doi.org/10.1016/s0920-
1211(00)00173-x. PMID: 11074188 

1407.  Uliel-Sibony S, Hausman-Kedem M, Fattal-
Valevski A, et al. Cannabidiol-enriched oil 
in children and adults with treatment-
resistant epilepsy-does tolerance exist? 
Brain Dev. 2021 Jan;43(1):89-96. 
doi.org/10.1016/j.braindev.2020.06.018. 
PMID: 32713661 

1408.  Unal O, Deda G, Teber S, et al. 
Thrombophilic risk factors in epileptic 
children treated with valproic acid. Pediatr 
Neurol. 2009 Feb;40(2):102-6. 
doi.org/10.1016/j.pediatrneurol.2008.10.005
. PMID: 19135623 

1409.  Unalp A, Uran N, Bayram E, et al. Efficacy 
and safety of oral suspension of 
oxcarbazepine in children with epilepsy. 
Neurosciences (Riyadh). 2008 
Oct;13(4):456-7. PMID: 21063382 

1410.  Ünalp A, Bayram E, Ulusoy S, et al. Serum 
concentration of brain-derived neurotrophic 
factor in epileptic children. J Pediatr Neurol. 
2009;7(3):251-5. doi.org/10.3233/JPN-
2009-0301  

1411.  Underbjerg EC, Hoei-Hansen CE, Madsen 
FF, et al. Danish experience with paediatric 
epilepsy surgery. Dan Med J. 2015 
Dec;62(12):A5164. PMID: 26621397 



D-94 

1412.  Vachhrajani S, De Ribaupierre S, Otsubo H, 
et al. Neurosurgical management of frontal 
lobe epilepsy in children: clinical article. J 
Neurosurg Pediatr. 2012 Sep;10(3):206-16. 
doi.org/10.3171/2012.6.PEDS11125. PMID: 
22838737 

1413.  Vadera S, Shettry VRK, Klaas P, et al. 
Seizure-free and neuropsychological 
outcomes after temporal lobectomy with 
amygdalohippocampectomy in pediatric 
patients with hippocampal sclerosis: clinical 
article. J Neurosurg Pediatr. 2012 
Aug;10(2):103-7. 
doi.org/10.3171/2012.4.PEDS1233. PMID: 
22725696 

1414.  Vadera S, Moosa ANV, Jehi L, et al. 
Reoperative hemispherectomy for 
intractable epilepsy: a report of 36 patients. 
Neurosurgery. 2012 Aug;71(2):388-92. 
doi.org/10.1227/NEU.0b013e31825979bb. 
PMID: 22513844 

1415.  Vaiman M, Heyman E, Lotan G. 
Neurological results of the modified 
treatment of epilepsy by stimulation of the 
vagus nerve. Childs Nerv Syst. 2017 
Nov;33(11):2017-22. 
doi.org/10.1007/s00381-017-3490-2. PMID: 
28689344 

1416.  Vaisleib II, Buchhalter JR, Zupanc ML. 
Ketogenic diet: outpatient initiation, without 
fluid, or caloric restrictions. Pediatr Neurol. 
2004 Sep;31(3):198-202. 
doi.org/10.1016/j.pediatrneurol.2004.03.007
. PMID: 15351019 

1417.  Valencia I, Piñol-Ripoll G, Khurana DS, et 
al. Efficacy and safety of lamotrigine 
monotherapy in children and adolescents 
with epilepsy. Eur J Paediatr Neurol. 2009 
Mar;13(2):141-5. 
doi.org/10.1016/j.ejpn.2008.03.002. PMID: 
18585941 

1418.  Valova V, Kochan A, Werry B, et al. Early 
onset, long illness duration, epilepsy type, 
and polypharmacy have an adverse effect on 
psychosocial outcome in children with 
epilepsy. Neuropediatrics. 2020 
Apr;51(2):164-9. doi.org/10.1055/s-0039-
3399529. PMID: 31752030 

1419.  Valvi C, Daga S, Kabade U, et al. Childhood 
epilepsy: management in resource-limited 
setting. Ann Indian Acad Neurol. 2008 
Jan;11(1):33-6. doi.org/10.4103/0972-
2327.40223. PMID: 19966976 

1420.  van den Munckhof B, Alderweireld C, 
Davelaar S, et al. Treatment of electrical 
status epilepticus in sleep: clinical and EEG 
characteristics and response to 147 
treatments in 47 patients. Eur J Paediatr 
Neurol. 2018 Jan;22(1):64-71. 
doi.org/10.1016/j.ejpn.2017.08.006. PMID: 
29128194 

1421.  van der Heide MJ, Roze E, van der Veere 
CN, et al. Long-term neurological outcome 
of term-born children treated with two or 
more anti-epileptic drugs during the 
neonatal period. Early Hum Dev. 2012 
Jan;88(1):33-8. 
doi.org/10.1016/j.earlhumdev.2011.06.012. 
PMID: 21835564 

1422.  van der Louw E, Desadien R, Vehmeijer 
FOL, et al. Concomitant lamotrigine use is 
associated with decreased efficacy of the 
ketogenic diet in childhood refractory 
epilepsy. Seizure. 2015 Nov;32:75-7. 
doi.org/10.1016/j.seizure.2015.09.007. 
PMID: 26552568 

1423.  van der Louw E, Olieman J, Poley MJ, et al. 
Outpatient initiation of the ketogenic diet in 
children with pharmacoresistant epilepsy: an 
effectiveness, safety and economic 
perspective. Eur J Paediatr Neurol. 2019 
Sep;23(5):740-8. 
doi.org/10.1016/j.ejpn.2019.06.001. PMID: 
31300320 

1424.  van der Worp B. Treatment of neonatal 
seizures. J Neurol. 1999 Oct;246(10):984. 
PMID: 10610399 

1425.  van Eeghen AM, Chu-Shore CJ, Pulsifer 
MB, et al. Cognitive and adaptive 
development of patients with tuberous 
sclerosis complex: a retrospective, 
longitudinal investigation. Epilepsy Behav. 
2012 Jan;23(1):10-5. 
doi.org/10.1016/j.yebeh.2011.10.005. 
PMID: 22099526 



D-95 

1426.  Van Empelen R, Jennekens-Schinkel A, 
Buskens E, et al. Functional consequences 
of hemispherectomy. Brain. 2004 
Sep;127(9):2071-9. 
doi.org/10.1093/brain/awh224. PMID: 
15240434 

1427.  Van Empelen R, Jennekens-Schinkel A, 
Gorter JW, et al. Epilepsy surgery does not 
harm motor performance of children and 
adolescents. Brain. 2005 Jul;128(7):1536-
45. doi.org/10.1093/brain/awh499. PMID: 
15829556 

1428.  van Empelen R, Helders PJM, van Rijen PC, 
et al. No deterioration in epilepsy and motor 
function in children with medically 
intractable epilepsy ineligible for surgery. 
Dev Med Child Neurol. 2007 
Mar;49(3):214-8. doi.org/10.1111/j.1469-
8749.2007.00214.x. PMID: 17355479 

1429.  Van Oijen M, De Waal H, Van Rijen PC, et 
al. Resective epilepsy surgery in childhood: 
the Dutch experience 1992-2002. Eur J 
Paediatr Neurol. 2006 May;10(3):114-23. 
doi.org/10.1016/j.ejpn.2006.04.003. PMID: 
16769233 

1430.  Van Schooneveld MMJ, Braun KPJ, Van 
Rijen PC, et al. The spectrum of long-term 
cognitive and functional outcome after 
hemispherectomy in childhood. Eur J 
Paediatr Neurol. 2016 May;20(3):376-84. 
doi.org/10.1016/j.ejpn.2016.01.004. PMID: 
26897542 

1431.  Vannicola C, Tassi L, Barba C, et al. Seizure 
outcome after epilepsy surgery in tuberous 
sclerosis complex: results and analysis of 
predictors from a multicenter study. J 
Neurol Sci. 2021;427:117506. 
doi.org/10.1016/j.jns.2021.117506. PMID: 
34087568 

1432.  Vargas R, Beltrán L, Lizama R, et al. 
Benign rolandic epilepsy and generalized 
paroxysms: a study of 13 patients. Seizure. 
2018 Apr;57:27-31. 
doi.org/10.1016/j.seizure.2018.03.004. 
PMID: 29547828 

1433.  Vasquez A, Gaínza-Lein M, Abend NS, et 
al. First-line medication dosing in pediatric 
refractory status epilepticus. Neurology. 
2020 Nov 10;95(19):e2683-e2696. 
doi.org/10.1212/WNL.0000000000010828. 
PMID: 32913024 

1434.  Vedantam A, Pan IW, Staggers KA, et al. 
Thirty-day outcomes in pediatric epilepsy 
surgery. Childs Nerv Syst. 2018 
Mar;34(3):487-94. doi.org/10.1007/s00381-
017-3639-z. PMID: 29086075 

1435.  Veersema TJ, van Schooneveld MMJ, 
Ferrier CH, et al. Cognitive functioning after 
epilepsy surgery in children with mild 
malformation of cortical development and 
focal cortical dysplasia. Epilepsy Behav. 
2019 May;94:209-15. 
doi.org/10.1016/j.yebeh.2019.03.009. 
PMID: 30974349 

1436.  Vega C, Brenner LA, Madsen J, et al. 
Lexical retrieval pre- and posttemporal lobe 
epilepsy surgery in a pediatric sample. 
Epilepsy Behav. 2015 Jan;42:61-5. 
doi.org/10.1016/j.yebeh.2014.10.003. 
PMID: 25500357 

1437.  Vehmeijer FOL, Van Der Louw EJTM, Arts 
WFM, et al. Can we predict efficacy of the 
ketogenic diet in children with refractory 
epilepsy? Eur J Paediatr Neurol. 
2015;19(6):701-5. 
doi.org/10.1016/j.ejpn.2015.06.004. PMID: 
26206425 

1438.  Velaphi S, Mokhachane M, Mphahlele R, et 
al. Effect of prophylactic phenobarbital on 
seizures, encephalopathy and mortality in 
neonates with perinatal asphyxia. South Afr 
J Child Health. 2013;7(1):17-21. 
doi.org/10.7196/SAJCH.494  

1439.  Vendrame M, Khurana DS, Cruz M, et al. 
Aggravation of seizures and/or EEG features 
in children treated with oxcarbazepine 
monotherapy. Epilepsia. 2007 
Nov;48(11):2116-20. 
doi.org/10.1111/j.1528-1167.2007.01210.x. 
PMID: 17645535 

1440.  Vendrame M, Loddenkemper T, Gooty VD, 
et al. Experience with rufinamide in a 
pediatric population: a single center's 
experience. Pediatr Neurol. 2010 
Sep;43(3):155-8. 
doi.org/10.1016/j.pediatrneurol.2010.04.003
. PMID: 20691934 



D-96 

1441.  Venkatesan C, Young S, Schapiro M, 
Thomas C. Levetiracetam for the treatment 
of seizures in neonatal hypoxic ischemic 
encephalopathy. J Child Neurol. 
2017;32(2):210-4. 
doi.org/10.1177/0883073816678102. PMID: 
27872177 

1442.  Verdian L, Yi Y. Cost-utility analysis of 
rufinamide versus topiramate and 
lamotrigine for the treatment of children 
with Lennox-Gastaut Syndrome in the 
United Kingdom. Seizure. 2010 Jan;19(1):1-
11. doi.org/10.1016/j.seizure.2009.10.003. 
PMID: 19942457 

1443.  Verducci C, Hussain F, Donner E, et al. 
SUDEP in the North American SUDEP 
Registry: the full spectrum of epilepsies. 
Neurology. 2019 Jul 16;93(3):e227-e236. 
doi.org/10.1212/WNL.0000000000007778. 
PMID: 31217259 

1444.  Verhelst H, Boon P, Buyse G, et al. Steroids 
in intractable childhood epilepsy: clinical 
experience and review of the literature. 
Seizure. 2005 Sep;14(6):412-21. 
doi.org/10.1016/j.seizure.2005.07.002. 
PMID: 16087358 

1445.  Verrotti A, Basciani F, Morresi S, et al. 
Thyroid hormones in epileptic children 
receiving carbamazepine and valproic acid. 
Pediatr Neurol. 2001;25(1):43-6. 
doi.org/10.1016/S0887-8994(01)00279-X. 
PMID: 11483395 

1446.  Verrotti A, Basciani F, Trotta D, et al. 
Serum copper, zinc, selenium, glutathione 
peroxidase and superoxide dismutase levels 
in epileptic children before and after 1 year 
of sodium valproate and carbamazepine 
therapy. Epilepsy Res. 2002;48(1):71-5. 
doi.org/10.1016/S0920-1211(01)00322-9. 
PMID: 11823111 

1447.  Verrotti A, Sofia V, Franzoni E, et al. 
Topiramate in frontal lobe epilepsy. Acta 
Neurol Scand. 2007 Feb;115(2):132-5. 
doi.org/10.1111/j.1600-0404.2006.00758.x. 
PMID: 17212619 

1448.  Verrotti A, Scardapane A, Franzoni E, et al. 
Increased oxidative stress in epileptic 
children treated with valproic acid. Epilepsy 
Res. 2008 Feb;78(2):171-7. 
doi.org/10.1016/j.eplepsyres.2007.11.005. 
PMID: 18164182 

1449.  Verrotti A, D'Egidio C, Agostinelli S, et al. 
Cognitive and linguistic abnormalities in 
benign childhood epilepsy with 
centrotemporal spikes. Acta Paediatr. 2011 
May;100(5):768-72. doi.org/10.1111/j.1651-
2227.2011.02159.x. PMID: 21284714 

1450.  Verrotti A, Olivieri C, Agostinelli S, et al. 
Long term outcome in children affected by 
absence epilepsy with onset before the age 
of three years. Epilepsy Behav. 2011 
Feb;20(2):366-9. 
doi.org/10.1016/j.yebeh.2010.12.015. 
PMID: 21227756 

1451.  Verrotti A, Agostinelli S, Prezioso G, et al. 
Epilepsy in patients with Cornelia de Lange 
syndrome: a clinical series. Seizure. 
2013;22(5):356-9. 
doi.org/10.1016/j.seizure.2013.01.017. 
PMID: 23473710 

1452.  Verrotti A, Matricardi S, Capovilla G, et al. 
Reflex myoclonic epilepsy in infancy: a 
multicenter clinical study. Epilepsy Res. 
2013 Feb;103(2):237-44. 
doi.org/10.1016/j.eplepsyres.2012.07.004. 
PMID: 22819072 

1453.  Verrotti A, Cusmai R, Laino D, et al. Long-
term outcome of epilepsy in patients with 
Prader-Willi syndrome. J Neurol. 
2015;262(1):116-23. 
doi.org/10.1007/s00415-014-7542-1. PMID: 
25326049 

1454.  Viggedal G, Kristjansdottir R, Olsson I, et 
al. Cognitive development from two to ten 
years after pediatric epilepsy surgery. 
Epilepsy Behav. 2012 Sep;25(1):2-8. 
doi.org/10.1016/j.yebeh.2012.06.010. 
PMID: 22980073 

1455.  Viggedal G, Olsson I, Carlsson G, et al. 
Intelligence two years after epilepsy surgery 
in children. Epilepsy Behav. 2013 
Dec;29(3):565-70. 
doi.org/10.1016/j.yebeh.2013.10.012. 
PMID: 24201119 

1456.  Vigneswari G, Sofiah A, Hussain IH. 
Lamotrigine as an add-on therapy in 
intractable paediatric epilepsy - the Kuala 
Lumpur hospital experience. Med J 
Malaysia. 2001;56(3):359-64. PMID: 
11732083 



D-97 

1457.  Vilaseca MA, Monrós E, Artuch R, et al. 
Anti-epileptic drug treatment in children: 
hyperhomocysteinaemia, B-vitamins and the 
677C-->T mutation of the 
methylenetetrahydrofolate reductase gene. 
Eur J Paediatr Neurol. 2000;4(6):269-77. 
doi.org/10.1053/ejpn.2000.0379. PMID: 
11277368 

1458.  Villaluz MM, Lomax LB, Jadhav T, et al. 
The ketogenic diet is effective for refractory 
epilepsy associated with acquired structural 
epileptic encephalopathy. Dev Med Child 
Neurol. 2018 Jul;60(7):718-23. 
doi.org/10.1111/dmcn.13687. PMID: 
29451698 

1459.  Villarejo-Ortega F, García-Fernández M, 
Fournier-Del Castillo C, et al. Seizure and 
developmental outcomes after 
hemispherectomy in children and 
adolescents with intractable epilepsy. Childs 
Nerv Syst. 2013;29(3):475-88. 
doi.org/10.1007/s00381-012-1949-8. PMID: 
23114926 

1460.  Ville D, Enjolras O, Chiron C, et al. 
Prophylactic antiepileptic treatment in 
Sturge-Weber disease. Seizure. 
2002;11(3):145-50. 
doi.org/10.1053/seiz.2001.0629. PMID: 
12018956 

1461.  Villeneuve N, Pinton F, Bahi-Buisson N, et 
al. The ketogenic diet improves recently 
worsened focal epilepsy. Dev Med Child 
Neurol. 2009;51(4):276-81. 
doi.org/10.1111/j.1469-8749.2008.03216.x. 
PMID: 19191829 

1462.  Virág L, Murgas M, Kuzelová M. Safety of 
antiepileptic drugs and its relation to the 
quality of life in paediatric patients with 
epilepsy. Klinicka Farmakologie a Farmacie. 
2011;25(2):59-63  

1463.  Visa-Reñé N, Raspall-Chaure M, Paredes-
Carmona F, et al. Clinical experience with 
brivaracetam in a series of 46 children. 
Epilepsy Behav. 2020 Jun;107:107067. 
doi.org/10.1016/j.yebeh.2020.107067. 
PMID: 32302941 

1464.  Visudthibhan A, Visudhiphan P, 
Chiemchanya S, et al. Seizures after 
intracranial surgery in pediatric patients. J 
Med Assoc Thai. 1999 Nov;82 Suppl 
1:S111-6. PMID: 10730529 

1465.  Visudtibhan A, Visudhiphan P, 
Chiemchanya S, et al. Adverse cutaneous 
reactions to phenobarbital in epileptic 
children. J Med Assoc Thai. 2001 
Jun;84(6):831-6. PMID: 11556461 

1466.  Volpon Santos M, Teixeira TL, Ioriatti ES, 
et al. Risk factors and results of 
hemispherotomy reoperations in children. 
Neurosurg Focus. 2020 Apr 1;48(4):E5. 
http://dx.doi.org/10.3171/2020.1.FOCUS19
944. PMID: 32234979 

1467.  Von Der Brelie C, Kuczaty S, Von Lehe M. 
Surgical management and long-term 
outcome of pediatric patients with different 
subtypes of epilepsy associated with 
cerebral cavernous malformations: clinical 
article. J Neurosurg Pediatr. 2014 
Jun;13(6):699-705. 
doi.org/10.3171/2014.2.PEDS13361. PMID: 
24702617 

1468.  Von Lehe M, Wellmer J, Urbach H, et al. 
Insular lesionectomy for refractory epilepsy: 
management and outcome. Brain. 2009 
Apr;132(4):1048-56. 
doi.org/10.1093/brain/awp047. PMID: 
19297505 

1469.  Voronkova KV, Pylaeva OA, Petrukhin AS. 
Efficacy of topiramate (Topamax) in 
epileptic patients of different ages. Neurosci 
Behav Physiol. 2007 Jul;37(6):547-51. 
doi.org/10.1007/s11055-007-0051-2. PMID: 
17657424 

1470.  Vossler DG, Morris GL, Harden CL, et al. 
Tiagabine in clinical practice: effects on 
seizure control and behavior. Epilepsy 
Behav. 2013;28(2):211-6. 
doi.org/10.1016/j.yebeh.2013.05.006. 
PMID: 23770680 

1471.  Voudris KA, Attilakos A, Dimou S, et al. 
Serum amylase, pancreatic amylase and 
lipase concentrations in epileptic children 
treated with carbamazepine monotherapy. 
Clin Chim Acta. 2004 Dec;350(1):175-80. 
doi.org/10.1016/j.cccn.2004.07.021. PMID: 
15530475 

1472.  Voudris K, Attilakos A, Katsarou E, et al. 
Serum total amylase, pancreatic amylase and 
lipase activities in epileptic children treated 
with sodium valproate monotherapy. Brain 
Dev. 2006 Oct;28(9):572-5. 
doi.org/10.1016/j.braindev.2006.04.002. 
PMID: 16730152 

http://dx.doi.org/10.3171/2020.1.FOCUS19944
http://dx.doi.org/10.3171/2020.1.FOCUS19944


D-98 

1473.  Voudris KA, Attilakos A, Katsarou E, et al. 
Early and persistent increase in serum 
lipoprotein (a) concentrations in epileptic 
children treated with carbamazepine and 
sodium valproate monotherapy. Epilepsy 
Res. 2006 Aug;70(2):211-7. 
doi.org/10.1016/j.eplepsyres.2006.05.002. 
PMID: 16781120 

1474.  Wagner K, Buschmann F, Zentner J, et al. 
Memory outcome one year after stereotactic 
interstitial radiosurgery in patients with 
epilepsy due to hypothalamic hamartomas. 
Epilepsy Behav. 2014 Aug;37:204-9. 
doi.org/10.1016/j.yebeh.2014.06.031. 
PMID: 25062290 

1475.  Wallander KM, Ohman I, Dahlin M. 
Zonisamide: pharmacokinetics, efficacy, and 
adverse events in children with epilepsy. 
Neuropediatrics. 2014 Dec;45(6):362-70. 
doi.org/10.1055/s-0034-1387815. PMID: 
25133701 

1476.  Wang DD, Benkli B, Auguste KI, et al. 
Unilateral holohemispheric central nervous 
system lesions associated with medically 
refractory epilepsy in the pediatric 
population: a retrospective series of 
hemimegalencephaly and Rasmussen's 
encephalitis. J Neurosurg Pediatr. 2014 
Dec;14(6):573-84. 
doi.org/10.3171/2014.8.PEDS13613. PMID: 
25303156 

1477.  Wang YY, Wang MG, Yao D, et al. 
Comparison of impact on seizure frequency 
and epileptiform discharges of children with 
epilepsy from topiramate and phenobarbital. 
Eur Rev Med Pharmacol Sci. 
2016;20(5):993-7. PMID: 27010160 

1478.  Wang Y, Chen YB, Zhang YQ, et al. 
Oxcarbazepine oral suspension in pediatric 
patients with partial seizures and/or 
generalized tonic-clonic seizures: a multi-
center, single arm, observational study in 
China. World J Pediatr. 2017 
Dec;13(6):551-9. doi.org/10.1007/s12519-
017-0045-2. PMID: 28646433 

1479.  Wang ZJ, Chen J, Chen HL, et al. 
Association between SCN1A polymorphism 
rs3812718 and valproic acid resistance in 
epilepsy children: a case-control study and 
meta-analysis. Biosci Rep. 2018 Dec 
18;38(6):BSR20181654. 
doi.org/10.1042/BSR20181654. PMID: 
30413604 

1480.  Wang Y, Wang D, Li D, et al. Improvement 
of intellectual outcomes in 20 children with 
refractory epilepsy after individualized 
surgery. Surg Neurol Int. 2018 Oct 8;9:203. 
doi.org/10.4103/sni.sni_381_17. PMID: 
30386673 

1481.  Wang Y, Zhang C, Wang X, et al. Seizure 
and cognitive outcomes of posterior 
quadrantic disconnection: a series of 12 
pediatric patients. Br J Neurosurg. 2020 
Dec;34(6):677-82. 
doi.org/10.1080/02688697.2019.1692785. 
PMID: 31747787 

1482.  Wang ZJ, Kim ES, Noh BH, et al. Alteration 
in brain connectivity in patients with Dravet 
syndrome after vagus nerve stimulation 
(VNS): exploration of its effectiveness using 
graph theory analysis with 
electroencephalography. J Neural Eng. 2020 
Jun 22;17(3):036014. doi.org/10.1088/1741-
2552/ab914f. PMID: 32380482 

1483.  Wang S, Zhang H, Liu C, et al. Surgical 
treatment of children with drug-resistant 
epilepsy involving the Rolandic area. 
Epileptic Disord. 2021 Apr;23(2):376-84. 
doi.org/10.1684/epd.2021.1279. PMID: 
33935027 

1484.  Weber S, Mølgaard C, Taudorf K, et al. 
Modified Atkins diet to children and 
adolescents with medical intractable 
epilepsy. Seizure. 2009 May;18(4):237-40. 
doi.org/10.1016/j.seizure.2008.10.004. 
PMID: 19054697 

1485.  Wehner T, Lachhwani DK, Bingaman W, et 
al. Epilepsy surgery outcome in coexisting 
symptomatic refractory focal epilepsy and 
benign focal epilepsy of childhood. Pediatr 
Neurol. 2011 Jan;44(1):52-6. 
doi.org/10.1016/j.pediatrneurol.2010.07.003
. PMID: 21147388 

1486.  Wei SH, Liu CC, Fan PC. A comparison of 
the efficacy and tolerability of 
oxcarbazepine oral suspension between 
infants and children with epilepsy: a 
retrospective chart review at a single 
medical center in Taiwan. Pediatric Drugs. 
2014 Feb;16(1):83-9. 
doi.org/10.1007/s40272-013-0049-x. PMID: 
24081427 



D-99 

1487.  Weijenberg A, van Rijn M, Callenbach 
PMC, et al. Ketogenic diet in refractory 
childhood epilepsy: starting with a liquid 
formulation in an outpatient setting. Child 
Neurology Open. 2018 May 29;5 
doi.org/10.1177/2329048X18779497. 
PMID: 29872664 

1488.  Weil AG, Middleton AL, Niazi TN, et al. 
The supracerebellar-transtentorial approach 
to posteromedial temporal lesions in 
children with refractory epilepsy. J 
Neurosurg Pediatr. 2015 Jan;15(1):45-54. 
doi.org/10.3171/2014.10.PEDS14162. 
PMID: 25396700 

1489.  Weil AG, Le NMD, Jayakar P, et al. 
Medically resistant pediatric insular-
opercular/perisylvian epilepsy. Part 2: 
outcome following resective surgery. J 
Neurosurg Pediatr. 2016 Nov;18(5):523-35. 
doi.org/10.3171/2016.4.PEDS15618. PMID: 
27472665 

1490.  Weil AG, Lewis EC, Ibrahim GM, et al. 
Hemispherectomy outcome prediction scale: 
development and validation of a seizure 
freedom prediction tool. Epilepsia. 2021 
May;62(5):1064-73. 
doi.org/10.1111/epi.16861. PMID: 
33713438 

1491.  Weiner HL, Carlson C, Ridgway EB, et al. 
Epilepsy surgery in young children with 
tuberous sclerosis: results of a novel 
approach. Pediatrics. 2006 
May;117(5):1494-502. 
doi.org/10.1542/peds.2005-1206. PMID: 
16651302 

1492.  Weinstock A, Ruiz M, Gerard D, et al. 
Prospective open-label, single-arm, 
multicenter, safety, tolerability, and 
pharmacokinetic studies of intravenous 
levetiracetam in children with epilepsy. J 
Child Neurol. 2013 Nov;28(11):1423-9. 
doi.org/10.1177/0883073813480241. PMID: 
23533164 

1493.  Welin KO, Carlqvist P, Svensson A, et al. 
Epilepsy in tuberous sclerosis patients in 
Sweden - healthcare utilization, treatment, 
morbidity, and mortality using national 
register data. Seizure. 2017 Dec;53:4-9. 
doi.org/10.1016/j.seizure.2017.10.005. 
PMID: 29078087 

1494.  Wellmer J, Von Der Groeben F, Klarmann 
U, et al. Risks and benefits of invasive 
epilepsy surgery workup with implanted 
subdural and depth electrodes. Epilepsia. 
2012 Aug;53(8):1322-32. 
doi.org/10.1111/j.1528-1167.2012.03545.x. 
PMID: 22708979 

1495.  Werner T, Treiss I, Kohlmueller D, et al. 
Effects of valproate on acylcarnitines in 
children with epilepsy using ESI-MS/MS. 
Epilepsia. 2007 Jan;48(1):72-6. 
doi.org/10.1111/j.1528-1167.2006.00833.x. 
PMID: 17241210 

1496.  Werth R, Schädler G. Visual field loss in 
young children and mentally handicapped 
adolescents receiving vigabatrin. Invest 
Ophthalmol Vis Sci. 2006 Jul;47(7):3028-
35. doi.org/10.1167/iovs.05-0778. PMID: 
16799049 

1497.  Westerveld M, Sass KJ, Chelune GJ, et al. 
Temporal lobectomy in children: cognitive 
outcome. J Neurosurg. 2000 Jan;92(1):24-
30. doi.org/10.3171/jns.2000.92.1.0024. 
PMID: 10616078 

1498.  Wheeler CE, Temkit M, Wilfong AA, et al. 
Efficacy and tolerability of a whey-based, 
medium-chain triglyceride-enhanced 
ketogenic formula in children with 
refractory epilepsy: a retrospective study. 
Seizure. 2021 May 8;91:29-33. 
doi.org/10.1016/j.seizure.2021.05.001. 
PMID: 34058606 

1499.  Wheless JW, Ng YT. Levetiracetam in 
refractory pediatric epilepsy. J Child Neurol. 
2002 Jun;17(6):413-5. 
doi.org/10.1177/088307380201700603. 
PMID: 12174960 

1500.  Wibisono C, Rowe N, Beavis E, et al. Ten-
year single-center experience of the 
ketogenic diet: factors influencing efficacy, 
tolerability, and compliance. J Pediatr. 2015 
Apr;166(4):1030-6.e1. 
doi.org/10.1016/j.jpeds.2014.12.018. PMID: 
25649120 

1501.  Wiemer-Kruel A, Haberlandt E, Hartmann 
H, et al. Modified Atkins diet is an effective 
treatment for children with Doose syndrome. 
Epilepsia. 2017 Apr;58(4):657-62. 
doi.org/10.1111/epi.13701. PMID: 
28229464 



D-100 

1502.  Wijnen BFM, de Kinderen RJA, Lambrechts 
DAJE, et al. Long-term clinical outcomes 
and economic evaluation of the ketogenic 
diet versus care as usual in children and 
adolescents with intractable epilepsy. 
Epilepsy Res. 2017 May;132:91-9. 
doi.org/10.1016/j.eplepsyres.2017.03.002. 
PMID: 28364726 

1503.  Wilfong A, Schultz R. Zonisamide for 
absence seizures. Epilepsy Res. 2005 Mar-
Apr;64(1):31-4. 
doi.org/10.1016/j.eplepsyres.2005.02.006. 
PMID: 15847848 

1504.  Willems LM, Rosenow F, Schubert-Bast S, 
et al. Efficacy, retention and tolerability of 
everolimus in patients with tuberous 
sclerosis complex: survey-based study on 
patients' perspectives. CNS Drugs. 2021 
Oct;35(10):1107-22. 
doi.org/10.1007/s40263-021-00839-4. 
PMID: 34275102 

1505.  Williams J, Lange B, Phillips T, et al. The 
course of inattentive and hyperactive-
impulsive symptoms in children with new 
onset seizures. Epilepsy Behav. 2002 
Dec;3(6):517-21. doi.org/10.1016/S1525-
5050(02)00532-2. PMID: 12609244 

1506.  Williams S, Basualdo-Hammond C, Curtis 
R, et al. Growth retardation in children with 
epilepsy on the ketogenic diet: a 
retrospective chart review. J Am Diet Assoc. 
2002 Mar;102(3):405-7. 
doi.org/10.1016/s0002-8223(02)90093-3. 
PMID: 11902374 

1507.  Wilmshurst JM, van Toorn R. Use of 
phenobarbitone for treating childhood 
epilepsy in resource-poor countries. S Afr 
Med J. 2005 Jun;95(6):392-6. PMID: 
16100884 

1508.  Wilmshurst JM, Van Der Walt JS, 
Ackermann S, et al. Rescue therapy with 
high-dose oral phenobarbitone loading for 
refractory status epilepticus. J Paediatr Child 
Health. 2010;46(1):17-22. 
doi.org/10.1111/j.1440-1754.2009.01611.x. 
PMID: 19943867 

1509.  Wirrell E, Camfield C, Camfield P, et al. 
Prognostic significance of failure of the 
initial antiepileptic drug in children with 
absence epilepsy. Epilepsia. 
2001;42(6):760-3. doi.org/10.1046/j.1528-
1157.2001.02401.x. PMID: 11422332 

1510.  Wirrell EC, Darwish HZ, William-Dyjur C, 
et al. Is a fast necessary when initiating the 
ketogenic diet? J Child Neurol. 
2002;17(3):179-82. 
doi.org/10.1177/088307380201700305. 
PMID: 12026232 

1511.  Wirrell EC, Wood L, Hamiwka LD, et al. 
Parenting stress in mothers of children with 
intractable epilepsy. Epilepsy Behav. 2008 
Jul;13(1):169-73. 
doi.org/10.1016/j.yebeh.2008.02.011. 
PMID: 18337182 

1512.  Wirrell EC, Laux L, Franz DN, et al. 
Stiripentol in Dravet syndrome: results of a 
retrospective U.S. study. Epilepsia. 2013 
Sep;54(9):1595-604. 
doi.org/10.1111/epi.12303. PMID: 
23848835 

1513.  Wirrell EC, Wong-Kisiel LC, Nickels KC. 
Seizure outcome after AED failure in 
pediatric focal epilepsy: impact of 
underlying etiology. Epilepsy Behav. 2014 
May;34:20-4. 
doi.org/10.1016/j.yebeh.2014.02.032. 
PMID: 24681380 

1514.  Wirrell E, Eckert S, Wong-Kisiel L, et al. 
Ketogenic diet therapy in infants: efficacy 
and tolerability. Pediatr Neurol. 2018 
May;82:13-8. 
doi.org/10.1016/j.pediatrneurol.2017.10.018
. PMID: 29610033 

1515.  Wohlrab G, Boltshauser E, Schmitt B, et al. 
Visual field constriction is not limited to 
children treated with vigabatrin. 
Neuropediatrics. 1999 Jun;30(3):130-2. 
doi.org/10.1055/s-2007-973477. PMID: 
10480207 

1516.  Worden LT, Abend NS, Bergqvist AGC. 
Ketogenic diet treatment of children in the 
intensive care unit: safety, tolerability, and 
effectiveness. Seizure. 2020 Aug;80:242-8. 
doi.org/10.1016/j.seizure.2020.07.003. 
PMID: 32674044 

1517.  Wozniak BD, Loman MM, Koop JI. 
Assessing risk: characterizing language 
performance in pediatric patients with 
intractable epilepsy pre- and post-surgical 
resection. Epilepsy Behav. 
2020;115:107603. 
doi.org/10.1016/j.yebeh.2020.107603. 
PMID: 33334716 



D-101 

1518.  Wray CD, McDaniel SS, Saneto RP, et al. Is 
postresective intraoperative 
electrocorticography predictive of seizure 
outcomes in children? Clinical article. J 
Neurosurg Pediatr. 2012 May;9(5):546-51. 
doi.org/10.3171/2012.1.PEDS11441. PMID: 
22546034 

1519.  Wu Q, Wang H, Fan YY, et al. Ketogenic 
diet effects on 52 children with 
pharmacoresistant epileptic encephalopathy: 
a clinical prospective study. Brain Behav. 
2018 Apr 18;8(5):e00973. 
doi.org/10.1002/brb3.973. PMID: 29761022 

1520.  Wyllie E, Lachhwani DK, Gupta A, et al. 
Successful surgery for epilepsy due to early 
brain lesions despite generalized EEG 
findings. Neurology. 2007 Jul;69(4):389-97. 
doi.org/10.1212/01.wnl.0000266386.55715.
3f. PMID: 17646632 

1521.  Xiao F, An D, Deng H, et al. Evaluation of 
levetiracetam and valproic acid as low-dose 
monotherapies for children with typical 
benign childhood epilepsy with 
centrotemporal spikes (BECTS). Seizure. 
2014 Oct;23(9):756-61. 
doi.org/10.1016/j.seizure.2014.06.006. 
PMID: 24998415 

1522.  Xie G, Zhou Q, Qiu CZ, et al. Ketogenic 
diet poses a significant effect on imbalanced 
gut microbiota in infants with refractory 
epilepsy. World J Gastroenterol. 2017 Sep 
7;23(33):6164-71. 
doi.org/10.3748/wjg.v23.i33.6164. PMID: 
28970732 

1523.  Xing Y, Liu S, Lin Q. Effects of ketogenic 
diet on children with refractory epilepsy, 
electroencephalogram and neurobehavioral 
development. Minerva Med. 2020 Dec 
18;Online ahead of print. 
doi.org/10.23736/S0026-4806.20.07106-2. 
PMID: 33337122 

1524.  Xu RX, Liu ZL, Zhang XW, et al. Surgical 
treatment for intractable epilepsy guided by 
dipole localization. Di Yi Jun Yi Da Xue 
Xue Bao. 2002 May;22(5):458-60. PMID: 
12390717 

1525.  Xu F, Feng QH, Yu L, et al. Effects of 
topiramate versus other antiepileptic drugs 
on the cognitive function of patients with 
epilepsy. Neural Regen Res. 2007 
Feb;2(2):95-8. doi.org/10.1016/S1673-
5374(07)60021-8  

1526.  Yamamoto Y, Takahashi Y, Imai K, et al. 
Influence of uridine diphosphate 
glucuronosyltransferase inducers and 
inhibitors on the plasma lamotrigine 
concentration in pediatric patients with 
refractory epilepsy. Drug Metab 
Pharmacokinet. 2015 Jun 20;30(3):214-20. 
doi.org/10.1016/j.dmpk.2015.01.001. 
PMID: 25825021 

1527.  Yamamoto Y, Takahashi Y, Imai K, et al. 
Individualized phenytoin therapy for 
Japanese pediatric patients with epilepsy 
based on CYP2C9 and CYP2C19 genotypes. 
Ther Drug Monit. 2015 Apr 25;37(2):229-
35. 
doi.org/10.1097/FTD.0000000000000128. 
PMID: 25162219 

1528.  Yamamoto Y, Takahashi Y, Ikeda H, et al. 
Impact of CYP2C19 phenotypes on clinical 
efficacy of stiripentol in Japanese patients 
with Dravet syndrome. Ther Drug Monit. 
2020 Apr;42(2):302-8. 
doi.org/10.1097/FTD.0000000000000676. 
PMID: 31318844 

1529.  Yan N, Xin-Hua W, Lin-Mei Z, et al. 
Prospective study of the efficacy of a 
ketogenic diet in 20 patients with Dravet 
syndrome. Seizure. 2018 Aug;60:144-8. 
doi.org/10.1016/j.seizure.2018.06.023. 
PMID: 29990707 

1530.  Yang KJ, Wang KW, Wu HP, et al. 
Radiosurgical treatment of intractable 
epilepsy with low radiation dose. Di Yi Jun 
Yi Da Xue Xue Bao. 2002 Jul;22(7):645-7. 
PMID: 12376301 

1531.  Yang Z, Liu X, Qin J, et al. A study on 
epileptic negative myoclonus in atypical 
benign partial epilepsy of childhood. Brain 
Dev. 2009 Apr;31(4):274-81. 
doi.org/10.1016/j.braindev.2008.04.004. 
PMID: 18562140 

1532.  Yang MT, Lee WT, Yang YJ, et al. Clinical 
experience with open-label topiramate use in 
epileptic children with CNS anomalies. 
Epilepsy and Seizure. 2010 Apr 7;3(1):84-
95. doi.org/10.3805/eands.3.84  

1533.  Yang PF, Lin Q, Mei Z, et al. Outcome after 
anterior callosal section that spares the 
splenium in pediatric patients with drop 
attacks. Epilepsy Behav. 2014 Jul;36:47-52. 
doi.org/10.1016/j.yebeh.2014.04.019. 
PMID: 24857808 



D-102 

1534.  Yang Z, Li H, Xue J, et al. Myoclonic 
epilepsy in infancy with preceding or 
concurrent afebrile generalized tonic-clonic 
seizures in Chinese children. Brain Dev. 
2017 Nov;39(10):828-35. 
doi.org/10.1016/j.braindev.2017.06.007. 
PMID: 28712486 

1535.  Yang QZ, Spelbrink EM, Nye KL, et al. 
Epilepsy and EEG phenotype of SLC13A5 
citrate transporter disorder. Child Neurology 
Open. 2020 Jun 8;7:2329048X20931361. 
doi.org/10.1177/2329048X20931361. 
PMID: 32551328 

1536.  Yeom JS, Kim YS, Jung S, et al. Changes in 
current-source density of interictal spikes in 
benign epilepsy of childhood with 
centrotemporal spikes following treatment 
with oxcarbazepine. Seizure. 2014 
Aug;23(7):560-6. 
doi.org/10.1016/j.seizure.2014.04.007. 
PMID: 24810209 

1537.  Yeung S, Ferrie CD, Murdoch-Eaton DG, et 
al. Topiramate for drug-resistant epilepsies. 
Eur J Paediatr Neurol. 2000 Jan;4(1):31-3. 
doi.org/10.1053/ejpn.1999.0257. PMID: 
10701102 

1538.  Yildirim M, Bektas Ö, Akinci Góktas Ö, et 
al. Levetiracetam monotherapy in children 
with epilepsy: experience from a tertiary 
pediatric neurology center. Epilepsy Behav. 
2021 Mar;116:107745. 
doi.org/10.1016/j.yebeh.2020.107745. 
PMID: 33508749 

1539.  Yilmaz U, Yilmaz TS, Akinci G, et al. The 
effect of antiepileptic drugs on thyroid 
function in children. Seizure. 2014 
Jan;23(1):29-35. 
doi.org/10.1016/j.seizure.2013.09.006. 
PMID: 24091037 

1540.  Yilmaz Ü, Edizer S, Köse M, et al. The 
effect of ketogenic diet on serum lipid 
concentrations in children with medication 
resistant epilepsy. Seizure. 2021;91:99-107. 
doi.org/10.1016/j.seizure.2021.06.008. 
PMID: 34147890 

1541.  Yilmaz Ü, Nalbantoglu Ö, Güzin Y, et al. 
The effect of ketogenic diet on thyroid 
functions in children with drug-resistant 
epilepsy. Neurol Sci. 2021;Online ahead of 
print. doi.org/10.1007/s10072-021-05225-y. 
PMID: 33846882 

1542.  Yis U, Seçkin E, Kurul SH, et al. Effects of 
epilepsy and valproic acid on oxidant status 
in children with idiopathic epilepsy. 
Epilepsy Res. 2009 Apr;84(2):232-7. 
doi.org/10.1016/j.eplepsyres.2009.02.003. 
PMID: 19261443 

1543.  You SJ, Kang HC, Kim HD, et al. Clinical 
efficacy of zonisamide in Lennox-Gastaut 
syndrome: Korean multicentric experience. 
Brain Dev. 2008 Apr;30(4):287-90. 
doi.org/10.1016/j.braindev.2007.09.004. 
PMID: 17959327 

1544.  You SJ, Kang HC, Ko TS, et al. Comparison 
of corpus callosotomy and vagus nerve 
stimulation in children with Lennox-Gastaut 
syndrome. Brain Dev. 2008 Mar;30(3):195-
9. doi.org/10.1016/j.braindev.2007.07.013. 
PMID: 17825516 

1545.  Youn SE, Park S, Kim SH, et al. Long-term 
outcomes of ketogenic diet in patients with 
tuberous sclerosis complex-derived epilepsy. 
Epilepsy Res. 2020 Aug;164:106348. 
doi.org/10.1016/j.eplepsyres.2020.106348. 
PMID: 32413817 

1546.  Youness ER, Shady MMA, Abd Elaziz A, et 
al. Association of folic acid, vitamin B12, 
and intelligence scores in epileptic children. 
Appl Neuropsychol Child. 2020 May;1-5. 
doi.org/10.1080/21622965.2020.1747020. 
PMID: 32356452 

1547.  Yu C, Ramgopal S, Libenson M, et al. 
Outcomes of vagal nerve stimulation in a 
pediatric population: a single center 
experience. Seizure. 2014 Feb;23(2):105-11. 
doi.org/10.1016/j.seizure.2013.10.002. 
PMID: 24309238 

1548.  Yu J, Luo N, Wang Z, et al. Current status 
of epilepsy treatment and efficacy of 
standard phenobarbital therapy in rural areas 
of Northern China. Int J Neurosci. 2017 Aug 
3;127(8):659-66. 
doi.org/10.1080/00207454.2016.1225047. 
PMID: 27545698 

1549.  Yue J, Liu SY, Yang H. Efficacy of 3 major 
ketogenic diet therapies in children with 
drug-resistant epilepsy. JAMA Pediatr. 2021 
Jan 25;175(4):434. 
doi.org/10.1001/jamapediatrics.2020.5448. 
PMID: 33492351 



D-103 

1550.  Yukawa E, Hokazono T, Satou M, et al. 
Pharmacokinetic interactions among 
phenobarbital, carbamazepine, and valproic 
acid in pediatric Japanese patients: clinical 
considerations on steady-state serum 
concentration-dose ratios. Am J Ther. 2000 
Sep;7(5):303-8. PMID: 11317175 

1551.  Yüksel A, Cengiz M, Seven M, et al. 
Erythrocyte glutathione, glutathione 
peroxidase, superoxide dismutase and serum 
lipid peroxidation in epileptic children with 
valproate and carbamazepine monotherapy. 
J Basic Clin Physiol Pharmacol. 
2000;11(1):73-81. 
doi.org/10.1515/jbcpp.2000.11.1.73. PMID: 
10851665 

1552.  Yum MS, Lee EH, Ko TS. Vigabatrin and 
mental retardation in tuberous sclerosis: 
infantile spasms versus focal seizures. J 
Child Neurol. 2013 Mar;28(3):308-13. 
doi.org/10.1177/0883073812446485. PMID: 
22752486 

1553.  Yun M, Choi YM, Eun SH, et al. Acoustic 
effects of lamotrigine in pediatric patients 
with epilepsy. Brain Dev. 2011 
May;33(5):374-8. 
doi.org/10.1016/j.braindev.2010.07.007. 
PMID: 20797829 

1554.  Zaaimi B, Héberlé C, Berquin P, et al. 
Vagus nerve stimulation induces 
concomitant respiratory alterations and a 
decrease in SaO2 in children. Epilepsia. 
2005 Nov;46(11):1802-9. 
doi.org/10.1111/j.1528-1167.2005.00283.x. 
PMID: 16302861 

1555.  Zaaimi B, Grebe R, Berquin P, et al. Vagus 
nerve stimulation therapy induces changes 
in heart rate of children during sleep. 
Epilepsia. 2007 May;48(5):923-30. 
doi.org/10.1111/j.1528-1167.2006.01019.x. 
PMID: 17509001 

1556.  Zaaimi B, Grebe R, Berquin P, et al. Vagus 
nerve stimulation induces changes in 
respiratory sinus arrhythmia of epileptic 
children during sleep. Epilepsia. 2009 
Nov;50(11):2473-80. 
doi.org/10.1111/j.1528-1167.2009.02190.x. 
PMID: 19682028 

1557.  Zamani G, Tavasoli A, Zare-Shahabadi A, et 
al. Efficacy of pregabalin in childhood 
refractory partial seizure. Iran J Pediatr. 
2014;24(1):100-4. PMID: 25793053 

1558.  Zamani GR, Mohammadi M, Ashrafi MR, et 
al. The effects of classic ketogenic diet on 
serum lipid profile in children with 
refractory seizures. Acta Neurol Belg. 2016 
Dec;116(4):529-34. 
doi.org/10.1007/s13760-016-0601-x. PMID: 
26791878 

1559.  Zamponi N, Rychlicki F, Cardinali C, et al. 
Intermittent vagal nerve stimulation in 
paediatric patients: 1-year follow-up. Childs 
Nerv Syst. 2002 Feb;18(1-2):61-6. PMID: 
11935246 

1560.  Zamponi N, Rychlicki F, Corpaci L, et al. 
Vagus nerve stimulation (VNS) is effective 
in treating catastrophic 1 epilepsy in very 
young children. Neurosurg Rev. 2008 
Jul;31(3):291-7. doi.org/10.1007/s10143-
008-0134-8. PMID: 18446391 

1561.  Zamponi N, Petrelli C, Passamonti C, et al. 
Vagus nerve stimulation for refractory 
epilepsy in tuberous sclerosis. Pediatr 
Neurol. 2010 Jul;43(1):29-34. 
doi.org/10.1016/j.pediatrneurol.2010.03.003
. PMID: 20682200 

1562.  Zamponi N, Passamonti C, Cesaroni E, et al. 
Effectiveness of vagal nerve stimulation 
(VNS) in patients with drop-attacks and 
different epileptic syndromes. Seizure. 2011 
Jul;20(6):468-74. 
doi.org/10.1016/j.seizure.2011.02.011. 
PMID: 21396833 

1563.  Zelnik N, Isler N, Goez H, et al. Vigabatrin, 
lamotrigine, topiramate and serum carnitine 
levels. Pediatr Neurol. 2008 Jul;39(1):18-21. 
doi.org/10.1016/j.pediatrneurol.2008.03.005
. PMID: 18555168 

1564.  Zeng TF, An DM, Li JM, et al. Evaluation 
of different antiepileptic drug strategies in 
medically refractory epilepsy patients 
following epilepsy surgery. Epilepsy Res. 
2012 Aug;101(1):14-21. 
doi.org/10.1016/j.eplepsyres.2012.02.013. 
PMID: 22440744 

1565.  Zhang Y, Wang Y, Zhou Y, et al. 
Therapeutic effects of the ketogenic diet in 
children with Lennox-Gastaut syndrome. 
Epilepsy Res. 2016 Dec;176-80. 
doi.org/10.1016/j.eplepsyres.2016.11.003. 
PMID: 27846468 



D-104 

1566.  Zhang L, Jiang XY, Zhou D, et al. 
Postoperative seizure outcome and timing 
interval to start antiepileptic drug 
withdrawal: a retrospective observational 
study of non-neoplastic drug resistant 
epilepsy. Sci Rep. 2018 Sep 13;8(1):13782. 
doi.org/10.1038/s41598-018-31092-3. 
PMID: 30213952 

1567.  Zhang Y, Zhou S, Zhou Y, et al. Altered gut 
microbiome composition in children with 
refractory epilepsy after ketogenic diet. 
Epilepsy Res. 2018 Sep;145:163-8. 
doi.org/10.1016/j.eplepsyres.2018.06.015. 
PMID: 30007242 

1568.  Zhang H, Yu L, Li H, et al. Effect of low 
glycaemic diet and structured exercise on 
quality of life and psychosocial functions in 
children with epilepsy. J Int Med Res. 2020 
Apr;48(4):300060519893855. 
doi.org/10.1177/0300060519893855. PMID: 
31865832 

1569.  Zhang D, Qiu L, Zhang Y, et al. Efficacy 
and safety of sodium valproate plus 
lamotrigine in children with refractory 
epilepsy. Exp Ther Med. 2020 
Sep;20(3):2698-704. 
doi.org/10.3892/etm.2020.8984. PMID: 
32765764 

1570.  Zhang W, Chen J, Hua G, et al. Surgical 
treatment of low-grade brain tumors 
associated with epilepsy. Int Rev Neurobiol. 
2020 Jan;151:171-83. 
doi.org/10.1016/bs.irn.2020.03.021. PMID: 
32448606 

1571.  Zhao J, Sang Y, Zhang Y, et al. Efficacy of 
levetiracetam combined with sodium 
valproate on pediatric epilepsy and its effect 
on serum miR-106b in children. Exp Ther 
Med. 2019 Dec;18(6):4436-42. 
doi.org/10.3892/etm.2019.8098. PMID: 
31777547 

1572.  Zhao T, Li HJ, Ma L, et al. Safety, efficacy, 
and tolerability of lacosamide for the 
treatment of epilepsy in pediatric patients in 
Uygur, China. Epilepsy Behav. 2021 
Apr;117:107814. 
doi.org/10.1016/j.yebeh.2021.107814. 
PMID: 33611102 

1573.  Zhao T, Li HJ, Yu J, et al. Long-term safety, 
efficacy, and tolerability of levetiracetam in 
pediatric patients with epilepsy in Uygur, 
China: a retrospective analysis. Epilepsy 
Behav. 2021 Jul;120:108010. 
doi.org/10.1016/j.yebeh.2021.108010. 
PMID: 33964540 

1574.  Zhou S, Zhan Q, Wu X. Effect of 
levetiracetam on cognitive function and 
clonic seizure frequency in children with 
epilepsy. Curr Mol Med. 2019;19(9):699-
703. 
doi.org/10.2174/1566524019666190729113
321. PMID: 31362674 

1575.  Zhu D, Wang M, Wang J, et al. Ketogenic 
diet effects on neurobehavioral development 
of children with intractable epilepsy: a 
prospective study. Epilepsy Behav. 2016 
Feb;55:87-91. 
doi.org/10.1016/j.yebeh.2015.12.011. 
PMID: 26773676 

1576.  Zhu X, Li X, Zhang T, et al. Risk factors for 
valproic acid-induced hyperammonaemia in 
Chinese paediatric patients with epilepsy. 
Basic Clin Pharmacol Toxicol. 2018 
Nov;123(5):628-34. 
doi.org/10.1111/bcpt.13049. PMID: 
29791065 

1577.  Zilmer M, Olofsson K. Cannabidiol 
treatment of severe refractory epilepsy in 
children and young adults. Dan Med J. 2021 
Apr 28;68(5):A07200527. PMID: 33913416 

1578.  Zubcevic S, Cengic A, Catibusic F, et al. 
Use of lamotrigine in medically intractable 
epilepsies in children. Med Arh. 
2008;62(3):162-4. PMID: 18822946 

1579.  Zupanc ML, Roell Werner R, Schwabe MS, 
et al. Efficacy of felbamate in the treatment 
of intractable pediatric epilepsy. Pediatr 
Neurol. 2010 Jun;42(6):396-403. 
doi.org/10.1016/j.pediatrneurol.2010.02.013
. PMID: 20472190 

1580.  Zupanc ML, dos Santos Rubio EJ, Werner 
RR, et al. Epilepsy surgery outcomes: 
quality of life and seizure control. Pediatr 
Neurol. 2010 Jan;42(1):12-20. 
doi.org/10.1016/j.pediatrneurol.2009.07.018
. PMID: 20004857 



D-105 

1581.  Arzimanoglou A, Lösch C, Garate P, et al. 
Safety of levetiracetam among infants 
younger than 12 months - results from a 
European multicenter observational study. 
Eur J Paediatr Neurol. 2016 May;20(3):368-
75. doi.org/10.1016/j.ejpn.2016.01.006. 
PMID: 26876768 

1582.  Arican P, Gencpinar P, Cavusoglu D, et al. 
Levetiracetam monotherapy for the 
treatment of infants with epilepsy. Seizure. 
2018 Mar;56:73-7. 
doi.org/10.1016/j.seizure.2018.02.006. 
PMID: 29453114 

1583.  Grinspan ZM, Shellhaas RA, Coryell J, et al. 
Comparative effectiveness of levetiracetam 
vs phenobarbital for infantile epilepsy. 
JAMA Pediatr. 2018 Apr;172(4):352-60. 
doi.org/10.1001/jamapediatrics.2017.5211. 
PMID: 29435578 

1584.  Liu Z, Li J, Yang F, et al. Sodium valproate 
combined with levetiracetam in pediatric 
epilepsy and its influence on NSE, IL-6, hs-
CRP and electroencephalogram 
improvement. Exp Ther Med. 2020 
Sep;20(3):2043-8. 
doi.org/10.3892/etm.2020.8916. PMID: 
32782515 

1585.  Grosso S, Galimberti D, Farnetani MA, et 
al. Efficacy and safety of topiramate in 
infants according to epilepsy syndromes. 
Seizure. 2005 Apr;14(3):183-9. 
doi.org/10.1016/j.seizure.2005.01.006. 
PMID: 15797353 

1586.  Kholin AA, Zavadenko NN, Il'ina ES, et al. 
Relationship between the efficacy and safety 
of topiramate and patients' ages and types of 
epilepsy. Neurosci Behav Physiol. 2014 
Sep;44(7):765-71. doi.org/10.1007/s11055-
014-9981-7  

1587.  Kim JM, Kwon S, Seo HE, et al. Long-term 
effectiveness and tolerability of topiramate 
in children with epilepsy under the age of 2 
years: 4-year follow-up. J Korean Med Sci. 
2009 Dec;24(6):1078-82. 
doi.org/10.3346/jkms.2009.24.6.1078. 
PMID: 19949663 

1588.  Piña-Garza JE, Levisohn P, Gucuyener K, et 
al. Adjunctive lamotrigine for partial 
seizures in patients aged 1 to 24 months. 
Neurology. 2008 May 27;70(22):2099-108. 
doi.org/10.1212/01.wnl.0000285493.08622.
35. PMID: 18077797 

1589.  Piña-Garza JE, Elterman RD, Ayala R, et al. 
Long-term tolerability and efficacy of 
lamotrigine in infants 1 to 24 months old. J 
Child Neurol. 2008 Aug;23(8):853-61. 
doi.org/10.1177/0883073808317348. PMID: 
18660469 

1590.  Sicca F, Contaldo A, Rey E, et al. Phenytoin 
administration in the newborn and infant. 
Brain Dev. 2000 Jan;22(1):35-40. 
doi.org/10.1016/S0387-7604(99)00110-2. 
PMID: 10761832 

1591.  Jackson MC, Jafarpour S, Klehm J, et al. 
Effect of vigabatrin on seizure control and 
safety profile in different subgroups of 
children with epilepsy. Epilepsia. 2017 
Sep;58(9):1575-85. 
doi.org/10.1111/epi.13836. PMID: 
28691157 

1592.  Tanritanir A, Wang X, Loddenkemper T. 
Efficacy and tolerability of rufinamide in 
epileptic children younger than 4 years. J 
Child Neurol. 2021 Mar;36(4):281-7. 
doi.org/10.1177/0883073820967159. PMID: 
33231110 

1593.  Yamada M, Suzuki K, Matsui D, et al. 
Long-term safety and effectiveness of 
stiripentol in patients with Dravet syndrome: 
interim report of a post-marketing 
surveillance study in Japan. Epilepsy Res. 
2021 Feb;170:106535. 
doi.org/10.1016/j.eplepsyres.2020.106535. 
PMID: 33388609 

1594.  Novotny E, Renfroe B, Yardi N, et al. 
Randomized trial of adjunctive topiramate 
therapy in infants with refractory partial 
seizures. Neurology. 2010 Mar;74(9):714-
20. 
doi.org/10.1212/WNL.0b013e3181d1cd4c. 
PMID: 20089937 

1595.  Puri V, Ness S, Sattaluri SJ, et al. Long-term 
open-label study of adjunctive topiramate in 
infants with refractory partial-onset seizures. 
J Child Neurol. 2011 Oct;26(10):1271-83. 
doi.org/10.1177/0883073811406982. PMID: 
21673279 



D-106 

1596.  Manitpisitkul P, Shalayda K, Todd M, et al. 
Pharmacokinetics and safety of adjunctive 
topiramate in infants (1-24 months) with 
refractory partial-onset seizures: a 
randomized, multicenter, open-label phase 1 
study. Epilepsia. 2013 Jan;54(1):156-64. 
doi.org/10.1111/epi.12019. PMID: 
23157581 

1597.  Kim SC, Seol IJ, Kim SJ. Hypohidrosis-
related symptoms in pediatric epileptic 
patients with topiramate. Pediatr Int. 2010 
Feb;52(1):109-12. doi.org/10.1111/j.1442-
200X.2009.02912.x. PMID: 19549063 

1598.  Suo C, Liao J, Lu X, et al. Efficacy and 
safety of the ketogenic diet in Chinese 
children. Seizure. 2013 Apr;22(3):174-8. 
doi.org/10.1016/j.seizure.2012.11.014. 
PMID: 23273808 

1599.  Wu YJ, Zhang LM, Chai YM, et al. Six-
month efficacy of the ketogenic diet is 
predicted after 3 months and is unrelated to 
clinical variables. Epilepsy Behav. 2016 
Feb;55:165-9. 
doi.org/10.1016/j.yebeh.2015.12.008. 
PMID: 26785223 

1600.  Kim SH, Shaw A, Blackford R, et al. The 
ketogenic diet in children 3 years of age or 
younger: a 10-year single-center experience. 
Sci Rep. 2019 Jun 19;9(1):8736. 
doi.org/10.1038/s41598-019-45147-6. 
PMID: 31217425 

1601.  Hoon CK, Yong JK, Dong WK, et al. 
Efficacy and safety of the ketogenic diet for 
intractable childhood epilepsy: Korean 
multicentric experience. Epilepsia. 2005 
Feb;46(2):272-9. doi.org/10.1111/j.0013-
9580.2005.48504.x. PMID: 15679508 

1602.  Liu Y, Wan J, Gao Z, et al. Ketogenic diet 
and growth in Chinese infants with 
refractory epilepsy. Asia Pac J Clin Nutr. 
2021;30(1):113-21. 
doi.org/10.6133/apjcn.202103_30(1).0014. 
PMID: 33787047 

1603.  El-Rashidy OF, Nassar MF, Abdel-Hamid 
IA, et al. Modified Atkins diet vs classic 
ketogenic formula in intractable epilepsy. 
Acta Neurol Scand. 2013 Dec;128(6):402-8. 
doi.org/10.1111/ane.12137. PMID: 
23679058 

1604.  Kim JA, Yoon JR, Lee EJ, et al. Efficacy of 
the classic ketogenic and the modified 
Atkins diets in refractory childhood 
epilepsy. Epilepsia. 2016 Jan;57(1):51-8. 
doi.org/10.1111/epi.13256. PMID: 
26662710 

1605.  Reinholdson J, Olsson I, Edelvik A, et al. 
Long-term follow-up after epilepsy surgery 
in infancy and early childhood - a 
prospective population based observational 
study. Seizure. 2015 Aug;30:83-9. 
doi.org/10.1016/j.seizure.2015.05.019. 
PMID: 26216690 

1606.  Steinbok P, Gan PYC, Connolly MB, et al. 
Epilepsy surgery in the first 3 years of life: a 
Canadian survey. Epilepsia. 2009 
Jun;50(6):1442-9. doi.org/10.1111/j.1528-
1167.2008.01992.x. PMID: 19175388 

1607.  Sugimoto T, Otsubo H, Hwang PA, et al. 
Outcome of epilepsy surgery in the first 
three years of life. Epilepsia. 
1999;40(5):560-5. doi.org/10.1111/j.1528-
1157.1999.tb05557.x. PMID: 10386524 

1608.  Dunkley C, Kung J, Scott RC, et al. 
Epilepsy surgery in children under 3 years. 
Epilepsy Res. 2011 Feb;93(2):96-106. 
doi.org/10.1016/j.eplepsyres.2010.11.002. 
PMID: 21156345 

1609.  Kumar RM, Koh S, Knupp K, et al. Surgery 
for infants with catastrophic epilepsy: an 
analysis of complications and efficacy. 
Childs Nerv Syst. 2015 May 29;31(9):1479-
91. doi.org/10.1007/s00381-015-2759-6. 
PMID: 26022500 

1610.  Iwasaki M, Uematsu M, Osawa SI, et al. 
Interhemispheric vertical hemispherotomy: a 
single center experience. Pediatr Neurosurg. 
2015;50(5):295-300. 
doi.org/10.1159/000437145. PMID: 
26277842 

1611.  Kalbhenn T, Cloppenborg T, Wörmann FG, 
et al. Operative posterior disconnection in 
epilepsy surgery: experience with 29 
patients. Epilepsia. 2019 Sep;60(9):1973-83. 
doi.org/10.1111/epi.16318. PMID: 
31468520 

1612.  Schramm J, Kuczaty S, Sassen R, et al. 
Pediatric functional hemispherectomy: 
outcome in 92 patients. Acta Neurochir 
(Wien). 2012 Nov;154(11):2017-28. 
doi.org/10.1007/s00701-012-1481-3. PMID: 
22941395 



D-107 

1613.  Gaggero R, Consales A, Fazzini F, et al. 
Epilepsy associated with supratentorial brain 
tumors under 3 years of life. Epilepsy Res. 
2009 Dec;87(2):184-9. 
doi.org/10.1016/j.eplepsyres.2009.08.012. 
PMID: 19783404 

1614.  Pinto AL, Lohani S, Bergin AM, et al. 
Surgery for intractable epilepsy due to 
unilateral brain disease: a retrospective 
study comparing hemispherectomy 
techniques. Pediatr Neurol. 2014 
Sep;51(3):336-43. 
doi.org/10.1016/j.pediatrneurol.2014.05.018
. PMID: 25160539 

1615.  Maton B, Jayakar P, Resnick T, et al. 
Surgery for medically intractable temporal 
lobe epilepsy during early life. Epilepsia. 
2008 Jan;49(1):80-7. 
doi.org/10.1111/j.1528-1167.2007.01315.x. 
PMID: 17868049 

1616.  Roth J, Constantini S, Ekstein M, et al. 
Epilepsy surgery in infants up to 3 months 
of age: safety, feasibility, and outcomes: a 
multicenter, multinational study. Epilepsia. 
2021 Aug;62(8):1897-906. 
doi.org/10.1111/epi.16959. PMID: 
34128544 

1617.  Iwasaki M, Iijima K, Kawashima T, et al. 
Epilepsy surgery in children under 3 years 
of age: surgical and developmental 
outcomes. J Neurosurg Pediatr. 2021 Aug 
13;1-9. Online ahead of print. 
doi.org/10.3171/2021.4.PEDS21123. PMID: 
34388720 

 
 

 

 



E-1 
 

Appendix E. PCORI Methodology Standards Checklist: 
Systematic Review 

 



E-2 
 

 

 



E-3 
 

 



E-4 
 

 



E-5 
 

 



E-6 
 

 



E-7 
 

 



E-8 
 

 



E-9 
 

 



E-10 
 

 



E-11 
 

 



E-12 
 

 


	Oct 2022 cover CER 252 Infantile Epilepsies.pdf
	CER 252 Infantile Epilepsies_final
	CER 252 Infantile Epilepsies_final.pdf
	CER 252 Infantile Epilepsies.pdf
	Evidence Summary
	Main Points
	Background and Purpose
	Methods
	Results
	Strengths and Limitations
	Implications and Conclusions

	Introduction
	Background
	Purpose and Scope of the Systematic Review
	Organization of This Report 

	Methods
	Review Approach
	Key Questions
	Analytic Framework
	Study Selection
	Data Extraction and Risk of Bias Assessment
	Data Synthesis and Analysis
	Grading the Strength of the Body of Evidence
	Applicability
	Peer Review and Public Commentary

	Results
	Results of Literature Searches
	Key Question 1. What are the effectiveness and comparative effectiveness of pharmacologic treatments for infantile epilepsies (infants age 1 month to <36 months)?
	Description of Included Evidence
	Key Points
	Summary of Findings
	Strength of Evidence

	Key Question 2. What are the effectiveness and comparative effectiveness of non-pharmacologic treatments for infantile epilepsies (e.g., dietary therapies, surgery, neuromodulation, gene therapy), including comparisons to other non-pharmacologic and/or pharmacologic therapies?
	Description of Included Evidence 
	Description of Included Evidence for Dietary Interventions
	Key Points: Dietary Interventions
	Summary of Findings: Dietary Interventions
	Strength of Evidence: Dietary Interventions
	Description of Included Evidence for Surgery
	Key Points: Surgery
	Summary of Findings: Surgery
	Strength of Evidence: Surgery

	Key Question 3. What are the harms or comparative harms of treatments for infantile epilepsies?
	Description of Included Evidence
	Key Points
	Summary of Findings
	Strength of Evidence


	Discussion
	Findings in Relation to the Decisional Dilemma
	Effectiveness: Pharmacologic Interventions
	Effectiveness: Dietary Interventions
	Effectiveness: Surgical Interventions 
	Harms
	Evidence Gaps

	Strengths and Limitations
	Applicability
	Implications for Clinical Practice, Education, Research, or Health Policy
	Clinical Practice
	Research and Health Policy


	References 
	Abbreviations 

	Appendixes A-D CER 252 Infantile Epilepsies.pdf
	Appendix A. Methods
	Search Strategy
	Inclusion Criteria
	Publication Criteria
	Study Design Criteria
	Patient Criteria
	Intervention Criteria
	Setting Criteria
	Data Criteria

	Risk of Bias Assessment 

	Appendix B. Excluded Studies
	Appendix C. Evidence Tables
	Effectiveness (KQ1 and KQ2)
	Pharmacologic Interventions
	Dietary Interventions
	Surgical Interventions

	Harms (KQ3)
	Pharmacologic Interventions
	Dietary Interventions
	Surgical Interventions 


	Appendix D. Appendix References   


	Appendix E Epilepsy PCORI Methodology Standards Checklist.pdf
	Appendix E. PCORI Methodology Standards Checklist: Systematic Review





