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A targeted literature review was conducted to identify papers detailing the symptoms, burden, and impacts of Dravet syndrome (DS) and Lennox-Gastaut syndrome (LGS) – both those directly and not directly related to seizures. In addition, studies were included on the adverse events and side effects associated with antiseizure medications (ASMs) used to treat these two conditions (including highly purified cannabidiol [CBD]; Epidiolex® in the USA [Greenwich Biosciences, Inc.] and Epidyolex® in the UK, EU, and Australia [GW Pharma (International) B.V.]). Papers providing evidence on the beneficial effects of CBD beyond seizure control were also sought. Findings from this review were used to inform the development of the semi-structured interview guide.

Two search strategies were developed, which are shown in Supplementary Table 1. These two literature searches were conducted in Medline and Embase. The first search strategy (Search I) was designed to expand on the results of two previous targeted literature reviews of DS and LGS symptoms and health-related quality of life (HRQL), which were conducted by Acaster Lloyd Consulting Ltd (ALC). This search strategy was limited to only papers published between January and October 2020 to identify publications produced subsequent to the original searches. It included the same search terms as the two previous reviews conducted by ALC, apart from the omission of ‘caregiver’ (eg, ‘carer’ and ‘parent’) and ‘methodology’ search terms (eg, ‘focus group’ and ‘survey’) as these were deemed not relevant to the interview guide development. Papers identified from the two previous reviews (ie, those published prior to 2020) were also included in the current targeted literature review.

The second search strategy (Search II) was designed to identify review papers on the safety and tolerability of ASMs used to treat DS and LGS. In addition, as GW Pharmaceuticals and Greenwich

 (
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Biosciences (both now part of Jazz Pharmaceuticals, Inc.) highlighted two further ASMs (ie, cenobamate and perampanel) not originally included as search terms in Search //, review papers on these specific medications were also identified at a later point. GW Pharmaceuticals and Greenwich Biosciences (both now part of Jazz Pharmaceuticals, Inc.) provided papers on the beneficial effects of CBD beyond seizure control for inclusion in the review.

Supplementary Table 1. Search strategy.

	
	Search terms

	No.
	Search I
	Search II

	1
	“Lennox gastaut” [Title; abstract] OR LGS [Title; abstract] OR Dravet [Title; abstract] OR “Severe myoclonic epilepsy of infancy” [Title; abstract] OR SMEI [Title; abstract]
	“Lennox gastaut” [Title; abstract] OR LGS [Title; abstract] OR Dravet [Title; abstract] OR “Severe myoclonic epilepsy of infancy”
[Title; abstract] OR SMEI [Title; abstract] OR Chronic epilepsy [Title; abstract] OR “Epileptic encephalopathy” [Title; abstract] OR “Refractory epilep*” [Title; abstract] OR “Drug-resistant epilep*” [Title; abstract] OR “Treatment-resistant epilep*” [Title; abstract] OR “Pharmacoresistant epilep*” [Title; abstract] OR “Uncontrolled epilep*” [Title; abstract] OR “Intractable epilep*” [Title; abstract] OR “Epilepsy, drug resistant”

	2
	“Health-related quality of life” [Title; abstract] OR “Quality of life”
[Title; abstract] OR QoL [Title; abstract] OR HRQL [Title; abstract] OR HRQoL [Title; abstract] OR Burden [Title; abstract] OR Impact* [Title; abstract] OR Symptom* [Title; abstract] OR Function* [Title; abstract] OR Experience [Title; abstract]
	“Side effect*” [Title; abstract] OR “Adverse event*” [Title; abstract] OR Safety [Title] OR Tolerability [Title] OR Tolerable [Title]

	3
	1 AND 2
	Epidyolex [Title; abstract] OR Epidiolex
[Title; abstract] OR Cannabidiol [Title; abstract] OR Tetrahydrocannabidiol [Title; abstract] OR Stiripentol [Title; abstract] OR Clobazam
[Title; abstract] OR Valproate [Title; abstract] OR Fenfluramine [Title; abstract] OR Clonazepam [Title; abstract] OR Lamotrigine [Title; abstract] OR Felbamate [Title; abstract] OR Rufinamide [Title; abstract] OR Levetiracetam [Title; abstract] OR
Zonisamide [Title; abstract] OR Topiramate [Title; abstract]

	4
	Limit to 2020 – Current
	1 AND 2 AND 3

	5
	NA
	Limit to 2015 – Current


Abbreviations: HRQoL, health-related quality of life; LGS, Lennox-Gastaut syndrome; NA, not applicable; QoL, quality of life; SMEI, severe myoclonic epilepsy of infancy.
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Data were extracted on the symptoms, burden, and impacts of DS and LGS on patients and their caregivers, including both those that are seizure and non-seizure related. Data were also extracted on adverse events and side effects found to be associated with ASMs, and on the beneficial impacts of CBD beyond seizure control, in patients with treatment-resistant epilepsy.
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The first search strategy yielded a total of 114 hits, and the second search strategy identified 371 hits. A total of 44 studies were selected for data extraction, including 9 identified from Search I, 12 identified from Search II, 8 provided by GW Pharmaceuticals and Greenwich Biosciences (both now part of Jazz Pharmaceuticals, Inc.), 11 already identified by the two reviews previously conducted by ALC, and 4 that were later identified following the supplementary search for specific review papers on cenobamate and perampanel. The remainder of the 105 search results from Search I, and the 358 search results from Search II, did not meet the inclusion criteria. A summary of the 44 studies included in the targeted literature review is presented in Supplementary Tables 2–4. Studies on the symptoms, burden, and impacts of DS and LGS on patients and their caregivers are summarized in Supplementary Table 2. In addition, papers reporting adverse events and side effects associated with ASMs, and on the beneficial impacts of CBD beyond seizure control, are presented in Supplementary Tables 3 and 4, respectively.

Supplementary Table 2. Included studies on the symptoms, burden, and impacts of DS and LGS.

	Study
	Sample
	Description of study scope

	Berg et al. (2019)1
	Caregivers of children with severe early-life epilepsy
	Seizure burden in severe early-life epilepsy for patients and caregivers

	Berg et al. (2020)2
	Caregivers of children with developmental epilepsies
	Impact of severe developmental impairments in developmental epilepsies

	Brown et al. (2020)3
	Children with DS
	The cognitive, behavioral, psychological, and social functioning of individuals with DS

	Campbell et al. (2018)4
	Caregivers of patients with DS
	Impact of caring for a child with DS

	Gallop et al. (2009)5
	Literature review
	Impact of LGS on patient and caregiver HRQL

	Gallop et al. (2010)6
	Caregivers of patients with LGS
	Development of a conceptual model of patient and caregiver HRQL in LGS

	Gibson (2014)7
	Caregivers of patients with LGS
	Impact of LGS on caregiver HRQL

	Jansson et al. (2020)8
	Systematic review
	The prevalence of intellectual disability and behavioral difficulties in individuals with DS

	Knupp et al. (2017)9
	Caregivers of patients with DS
	Comorbidities in patients with DS

	Lagae et al. (2018)10
	Caregivers of patients with DS
	QoL and comorbidities in caregivers of patients with DS

	Nabbout et al. (2018)11
	Caregivers and healthcare professionals of patients with DS
	Development and content validation of patient- and caregiver-relevant outcomes in DS for use in future DS clinical trials

	Nabbout et al. (2019)12
	Caregivers of patients with DS
	Impact of DS on families beyond seizures

	Nabbout et al. (2020)13
	Caregivers of patients with DS
	Impact of childhood DS on caregivers

	Sinoo et al. (2019)14
	DS patients / caregivers
	Quantifies prevalence of behavioral difficulties and HRQL issues in patients with DS

	Strzelczyk et al. (2019)15
	Caregivers of patients with DS
	Cost and cost-driving factors and QoL among patients and caregivers with DS

	Villas et al. (2017)16
	Caregivers of patients with DS
	Prevalence of comorbidities and caregiver concerns


Methods included validated survey instruments, medical records, clinical assessment, and semi- structured interviews.
Abbreviations: DS, Dravet syndrome; HRQL, health-related quality of life; LGS, Lennox-Gastaut syndrome; QoL, quality of life.

Supplementary Table 3. Included reviews reporting adverse events and side effects associated with ASMs.
	Study
	Drug
	Description of study scope

	Balagura et al. (2020)17
	Rufinamide
	Efficacy and safety of rufinamide as adjunctive treatment in patients with LGS

	Bresnahan et al. (2019)18
	Clobazam
	Efficacy, effectiveness, and tolerability of clobazam as an add‐on therapy for individuals with drug‐resistant
generalized-onset and focal‐onset seizures

	Bresnahan et al. (2019)19
	Topiramate
	Effectiveness and tolerability of topiramate when used as an add-on treatment for people with drug-resistant
focal epilepsy

	Chen et al. (2019)20
	Levetiracetam
	Efficacy and safety profile of levetiracetam as add-on therapy in patients with refractory epilepsy

	Dozières-Puyravel et al. (2019)21
	Perampanel
	Evidence-based review on the use of perampanel for the treatment of focal-onset seizures in pediatric patients

	Elliot et al. (2019)22
	Primarily CBD
	Benefits and harms of cannabis-based products for pediatric patients with epilepsy

	Frampton (2019)23
	Stiripentol
	Efficacy and safety of stiripentol as adjunctive therapy of refractory generalized tonic-clonic seizures in individuals with DS

	Hoy (2016)24
	Topiramate
	Efficacy and safety of topiramate extended release as adjunctive therapy in patients with partial-onset seizures or primary generalized tonic-clonic seizures

	Hsu et al. (2013)25
	Perampanel
	Efficacy and safety of perampanel in the treatment of partial-onset epilepsy

	Lattanzi et al. (2016)26
	Brivaracetam
	Efficacy and safety of brivaracetam as add-on treatment for drug-resistant partial epilepsy

	Lattanzi et al. (2018)27
	CBD
	Efficacy and safety of CBD as adjunctive treatment in patients with epilepsy

	Lattanzi et al. (2020)28
	Cenobamate
	Efficacy and safety of adjunctive cenobamate for the treatment of focal-onset seizures in adult patients with epilepsy

	Panebianco et al. (2018)29
	Rufinamide
	Efficacy and tolerability of rufinamide when used as an add‐on treatment in people with refractory epilepsy

	Panebianco et al. (2020)30
	Lamotrigine
	Efficacy and tolerability of lamotrigine as an add‐on treatment for people with drug‐resistant focal epilepsy

	Striano et al. (2018)31
	Rufinamide
	Efficacy and tolerability of rufinamide in the treatment of individuals with LGS

	Stockings et al. (2018)32
	Primarily CBD
	Efficacy and tolerability of cannabinoids as adjunctive treatments for individuals with treatment-resistant epilepsy

	Trinka et al. (2020)33
	Perampanel and Brivaracetam
	Efficacy and safety of perampanel to brivaracetam in the adjunctive treatment of individuals with focal-onset seizures

	Yi et al. (2019)34
	Levetiracetam
	Efficacy, safety, and economics of levetiracetam for epilepsy


Abbreviations: ASM, antiseizure medication; CBD, cannabidiol; DS, Dravet syndrome; LGS, Lennox- Gastaut syndrome.

Supplementary Table 4. Included papers on the beneficial impacts of CBD beyond seizure control.

	Study
	Sample
	Description of study scope

	Gaston et al. (2019)35
	Adult patients with treatment-resistant epilepsy
	QoL in adults enrolled in an open-label study of CBD for treatment-resistant epilepsy

	Martin et al. (2019)36
	Adult patients with treatment-resistant epilepsy
	Long-term cognitive effects of an open-label study of CBD for treatment-resistant epilepsy

	Morgan et al. (2015)37
	Children with
treatment-resistant epilepsy
	Neurocognitive or neurobehavioral impacts of CBD-enriched cannabis in children with treatment-resistant epilepsy

	Porter and Jacobson (2013)38
	Parents of children with treatment-resistant epilepsy
	Efficacy and safety of CBD-enriched cannabis in children with treatment-resistant epilepsy

	Press et al. (2015)39
	Children and adolescents with epilepsy
	Efficacy and safety of cannabis extracts in children and adolescents with epilepsy

	Rosenberg et al. (2017)40
	Children with treatment- resistant epilepsy
	Caregiver-reported QoL in children enrolled in an open-label study of CBD for treatment- resistant epilepsy

	Silvennoinen et al. (2021)41
	Adults with DS
	Impacts of CBD on seizures, cognition, and HRQL among individuals with DS participating in the early access program

	Thompson et al. (2020)42
	Children, adolescents, and teenagers with treatment- resistant epilepsy
	Adverse or beneficial cognitive or functional adaptive effects associated with CBD in the treatment of children, adolescents, and teenagers with treatment-resistant epilepsy

	Tzadok et al. (2016)43
	Children with epilepsy
	Efficacy and safety of CBD-enriched cannabis in children with treatment-resistant epilepsy

	Wilson et al. (2015)44
	Young adults with treatment-resistant epilepsy
	Efficacy, adverse effects, and other beneficial effects of CBD in young adults with treatment- resistant epilepsy


Abbreviations: CBD, cannabidiol; DS, Dravet syndrome; HRQL, health-related quality of life; QoL, quality of life.
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Overall, HRQL is substantially impacted in patients with both DS and LGS.5,15 Factors contributing to low patient HRQL and increased burden of disease are summarized below.

Mobility


General mobility issues (eg, impaired motor skills and coordination) independent of seizures have been reported in both DS and LGS.2,6,7,12,15,16 Many patients with DS or LGS use a wheelchair or an adaptive stroller as their primary means of mobility.7,16 Gait issues have uniquely been reported in patients with DS.9,16

Cognition


Most people with DS or LGS have cognitive impairments, which usually become more apparent with age.3,8,11 Cognitive functioning can vary markedly in individuals with DS, with some individuals demonstrating global impairment and others demonstrating a discordant neuropsychological profile.3

In both conditions, cognitive impairment can impact the child’s ability to speak and communicate, which may result in frustration.2,6,11 Cognitive impairment may also impact on the child’s ability to take part in social and leisure activities and care for themselves, and can determine whether they attend a mainstream or specialist needs school.6 Patients with DS or LGS commonly have learning and behavioral difficulties and impaired social functioning, such as attentional difficulties, aggression, and deficits in emotional expression and social skills.3,5,11,12,14 Cognitive impairment and behavioral problems are both independent predictors of poorer HRQL in patients with DS, with behavioral problems found to be the strongest predictor.8,14

Miscellaneous


Reduced appetite and eating difficulties (eg, eating a decreased variety of food, needing assistance feeding) independent of seizures have additionally been reported in DS.2,9,11–13

Epileptic Seizures


Seizures in DS and LGS have a substantial negative impact on patient HRQL.1,6,7 High seizure frequency and severity are associated with a higher number of comorbidities and emergency treatment events in DS.10,15 In both conditions, seizures can cause injuries.6,15 Individuals with LGS have been reported to use wheelchairs and wear protective helmets to protect themselves from injury when having a seizure.6 Some patients with DS or LGS have also been reported to avoid social and leisure activities due to the unpredictability of seizures, fear of injury, and seizure triggers (eg, excitement, temperature changes).1,6,11 Seizures can additionally impact on the ability of children with LGS to care for themselves (eg, due to incontinence).6 In both DS and LGS, sleep disturbance due to nocturnal seizures has been reported.6,16

[bookmark: Caregiver HRQL and Family Burden]Caregiver HRQL and Family Burden

The burden of both DS and LGS has a considerable impact on the overall HRQL of caregivers.4–7 The demands of caregiving can result in caregivers having limited or no time for themselves, or for social and leisure activities.1,6,7,11 Caregiving for patients with DS or LGS may also negatively impact careers (eg, quitting a job), which can lead to reduced family income and caregiver stress and anxiety because of financial concerns.1,5,6,12,13,15

Mobility issues, cognitive impairments, and behavioral difficulties are key contributors to the DS and LGS caregiver burden.1,6 Use of wheelchairs or adaptive strollers, and the need for home modifications, contribute to a considerable physical and financial impact on caregivers.7,13,16 Cognitive impairments and behavioral difficulties can also impact on many daily activities and contribute to the stigma associated with DS and LGS experienced by caregivers.7,16 Appetite and feeding-related issues are commonly reported concerns for caregivers of individuals with DS.9

Seizures in individuals with DS or LGS have a substantial negative impact on the caregiver burden.1,4,6,7 As an immediate response to seizures, caregivers must be alert and able to step in promptly to avoid their child injuring themselves, administer rescue medication, or take their child to emergency hospital visits.1,6,7 Caregivers’ sleep may also be affected by nocturnal seizures and general fear of sudden

unexpected death in epilepsy in DS and LGS, which can lead to fatigue and sleep deprivation.1,5,6,16 The unpredictability of seizures can affect caregivers’ ability to make plans and take part in social and leisure activities, which can result in a withdrawal from social life.1,6 This can impact the entire family and lead to siblings of the child with DS or LGS receiving less attention from their parents.1,7 Stigma associated with seizures and lack of support and understanding from family and friends has been reported by caregivers, resulting in them feeling socially isolated.1,6,7 Social isolation and a constant fear of seizures have additionally been reported to lead to anxiety, depression, stress, and emotional exhaustion.1,6,7,13,15 Caregivers have reported a sense of loss and unfulfilled expectations of their life.6

[bookmark: Adverse Events and Side Effects Associat]Adverse Events and Side Effects Associated with ASMs

A summary of the adverse events and side effects that have been reported by reviews on the safety and tolerability of ASMs used to treat epilepsy, including in patients with DS and LGS, is provided in Supplementary Table 5. These ASMs include CBD, as well as other add-on medications that can be given to treat DS and LGS in conjunction with CBD. A wide range of adverse events and side effects were reported in the reviews. Those that were most commonly reported across the different medications include irritability, ataxia, dizziness, diarrhea, somnolence, fatigue, decreased appetite, and upper respiratory infection. Other most commonly reported adverse events and side effects for specific medications include:

· Brivaracetam: Dizziness, fatigue, irritability, and somnolence26

· CBD: Somnolence, drowsiness, diarrhea, and decreased/changes in appetite22,27,32

· Cenobamate: Somnolence, dizziness, fatigue, balance disorder, and diplopia28

· Clobazam: Mood changes, drowsiness, and dizziness18

· Lamotrigine: Ataxia, dizziness, nausea, and diplopia30

· Levetiracetam: Somnolence, dizziness, infection, anxiety, and irritability20,34

· Rufinamide: Somnolence, headache, dizziness, nausea, vomiting, fatigue, upper respiratory tract infection, mood changes, asthenia, and nasopharyngitis17,29,31
· Perampanel: Dizziness, somnolence, headache, fatigue, nasopharyngitis, worsening seizures, irritability, behavioral changes, and gait disturbance21,25,33

· Stiripentol: Drowsiness, decreased appetite, and ataxia23

· Topiramate: Ataxia, concentration difficulties, dizziness, fatigue, paraesthesia, somnolence, thinking abnormally, and weight loss19,24

[bookmark: Beneficial Impacts of CBD Beyond Seizure]Beneficial Impacts of CBD Beyond Seizure Control

Evidence suggests that CBD may have beneficial effects on patient quality of life (QoL), distinct from its proven effect in reduction of seizure frequency. In 2 open-label studies of CBD for treatment-resistant epilepsy in adult and pediatric patients, HRQL was assessed at baseline and following treatment.35,40 In the study with pediatric patients, a significant improvement in mean overall Quality of Life in Childhood Epilepsy Questionnaire scores was found after 12 months of treatment with CBD (mean 45.7) compared with baseline (mean 37.8).40 Subscale analyses also showed significant improvements in energy/fatigue, memory, other cognitive functions, control/helplessness, social interactions, and behavior, at 12-month follow up.40 These improvements in HRQL were not found to be significantly associated with a reduction in seizure frequency or adverse events, which may indicate that CBD has beneficial non-seizure-related impacts that are independent from the treatment response.40 Similarly, in the study with adult patients, a significant improvement was found in mean Quality of Life in Epilepsy Inventory-89 total scores from enrollment (mean 49.4) to 1 year following treatment with CBD (mean 57.0).35 This improvement in HRQL was found to be significantly associated with mood but not with seizure frequency, severity, or adverse events.35

A further study assessed adaptive function and HRQL in pediatric patients with treatment-resistant epilepsy, at baseline and at 3 and 6 months following treatment with CBD.37 Findings of interim analyses, at 3 months, showed significant improvements in school-related QoL and reductions in school-related problems. No significant differences were found in the adaptive function domains of communication, daily living, socialization, and motor skills. However, the authors of this abstract hypothesized that after 6 months of treatment, participants may demonstrate improvements in more of the domains assessed.37

A recent observational clinical audit at 2 UK neurology centers participating in the early access program for CBD in adults with DS assessed cognition and HRQL using the Caregiver Global Impression

of Change (CGIC) measure at baseline and 3- and 6-month follow up.41 Caregiver CGIC, as reported by the caregiver, was improved in 8 out of 18 individuals (47.1%), including 6 families who reported improvement in the individual’s cognitive abilities and language skills.41

Findings also showed that CBD does not appear to cause adverse events involving cognition or adaptive function over 1 year of treatment, which has been found to be associated with other antiepileptic treatments (see Supplementary Table 5).42 In 2 open-label safety studies, the cognitive effects of CBD in pediatric and adult patients with treatment-resistant epilepsy were examined using standardized cognitive testing (NIH Toolbox Cognition Battery) at baseline and 1-year follow up.36,42 No significant changes were found in most cognitive function domains, in both child and adult patients who were able to complete the testing. However, in the study with pediatric patients, a modest decline was found in 1 cognitive domain (Dimensional Change Card Sort Test).42 Anecdotal evidence on the benefits of CBD beyond seizures has also been reported by patients and caregivers in retrospective studies assessing the effectiveness of CBD in treatment-resistant epilepsy. These benefits have been reported to include improvement in behavior/alertness, language, communication, mood, and sleep.38,39,43


Supplementary Table 5. Adverse events and side effects of ASMs.

	
	
Cannabidiol
	
Rufinamide
	
Clobazam
	
Topiramate
	
Stiripentol
	
Levetiracetam
	
Lamotrigine
	
Brivaracetam
	
Perampanel
	
Cenobamate

	Behavioral/ psychiatric
	–
	Mood changes17,29,31 Anxiety29,31 Depression29,31 Panic attacks29,31 Irritability29,31 Aggression31
Suicidal behavior and ideation17
	Irritability18 Depression18 Disinhibition18 Change in behavior18
	Concentration difficulties19 Speech difficulty19 Memory impairment19,24 Psychomotor slowing19,24 Suicidal ideation24
Aphasia24
	–
	Anxiety20 Irritability20 Depression34
	–
	Irritability26
	Irritability21,25,33 Anxiety25 Aggression33 Behavioral changes21 Nervousness21 Restlessness21 Reduced vigilance21
	–

	Nervous system
	Ataxia32 Status epilepticus22,32 Convulsion32
	Status epilepticus31 Seizures17 Dizziness17,29
Loss of coordination17,29 Transient seizure aggravation31 Headache17,29 Nystagmus17 Psychomotor
hyperactivity17 Tremor17
	Vertigo18
	Ataxia19,24 Convulsion24 Dizziness19,24 Headache19,24
	Ataxia23
	Dizziness20
	Ataxia30 Dizziness30 Headache30
	Dizziness26
	Dizziness21,25,33 Headache33 Worsening seizures25 Ataxia25
Confusional state25
	Dizziness28 Balance disorder28 Diplopia28 Hyper- sensitivity28

	Gastro- intestinal
	Diarrhea22,27,32 Vomiting27 Gastric pain32
	Diarrhea17,31 Vomiting17,29,31 Constipation17,31
Nausea17,29
	–
	Vomiting19 Nausea19
	Nausea23
	Diarrhea20 Nausea20
	–
	–
	–
	–

	Eye
	–
	Diplopia17,29
	–
	–
	–
	–
	Diplopia30
	–
	–
	–

	Sleep
	Somnolence27 Fatigue27,32 Drowsiness/
sedation27,32
	Somnolence17,29,31 Fatigue29 Drowsiness17,31
Impaired sleep29
	Drowsiness18
	Somnolence19,24 Fatigue19,24
	Somnolence23 Drowsiness
/sedation23
	Somnolence20 Fatigue20,34
	Somnolence30 Fatigue30
	Somnolence26 Fatigue26
	Somnolence21,25,33 Fatigue21,25,33 Impaired sleep33
Drowsiness21
	Somnolence28 Fatigue28

	Musculo- skeletal
	–
	Abdominal pain17
	–
	–
	–
	–
	–
	–
	Fall25
Gait disturbance25
	–

	Blood
	–
	Anemia17 Lymphadenopathy17 Leukopenia17 Neutropenia17 Thrombocytopenia17
	–
	–
	–
	–
	–
	–
	–
	–

	Metabolism
	Decreased / change in appetite27,32
	Decreased appetite17,29,31 Weight loss17 Anorexia /
eating disorder17
	–
	Weight loss19,24
	Decreased appetite23
	–
	–
	–
	–
	–

	Cardio- vascular system
	Thrombo- phlebitis32
	Right bundle branch block17
	–
	–
	–
	–
	–
	–
	–
	–



 (
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	First degree atrioventricular block17
	
	
	
	
	
	
	
	

	Skin
	–
	Rash17,31 Acne17
	–
	Paraesthesia
19,24
	–
	–
	–
	–
	Rash21
	Rash28 Redness28 Itchiness28

	Liver
	Increased amino- transferases27,32
Hepatoxicity32
	Hepatic enzymes increased17
	–
	–
	–
	–
	–
	–
	–
	–

	Immune system
	Upper respiratory infection27 Pyrexia27 Pneumonia32
	Upper respiratory infection17,31 Bronchitis31 Cough31 Pyrexia29,31 Pneumonia17 Nasopharyngitis17 Ear infections17
Sinusitis17 Rhinitis17
	–
	–
	–
	Flu syndrome20 Infection20
	–
	–
	Nasopharyngitis25 Upper respiratory infection25
	–


Abbreviations: ASM, antiseizure medication.
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