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Purpose: Differentiating between Dravet syndrome and non-Dravet SCN1A-related phenotypes is important
for prognosis regarding epilepsy severity, cognitive development, and comorbidities. When a child is
diagnosed with genetic epilepsy with febrile seizures plus (GEFS+) or febrile seizures (FS), accurate prognostic
information is essential as well, but detailed information on seizure course, seizure freedom, medication use,
and comorbidities is lacking for this milder patient group. In this cross-sectional study, we explore disease
characteristics in milder SCN1A-related phenotypes and the nature, occurrence, and relationships of
SCN1A-related comorbidities in both patients with Dravet and non-Dravet syndromes.
Methods: A cohort of 164 Dutch participants with SCN1A-related seizures was evaluated, consisting of 116
patients with Dravet syndrome and 48 patients with either GEFS+, febrile seizures plus (FS+), or FS.
Clinical data were collected from medical records, semi-structured telephone interviews, and three
questionnaires: the FunctionalMobility Scale (FMS), the Pediatric Quality of Life Inventory (PedsQL)Measurement
Model, and the Child or Adult Behavior Checklists (CBCL/ABCL).
Results:Walking disabilities and severe behavioral problems affect 71% and 43% of patients with Dravet syndrome
respectively and are almost never present in patients with non-Dravet syndromes. These comorbidities are strongly
correlated to lower quality-of-life (QoL) scores. Less severe comorbidities occur in patients with non-Dravet
syndromes: learning problems and psychological/behavioral problems are reported for 27% and 38% respectively.
The average QoL score of the non-Dravet group was comparable with that of the general population. The majority
of patients with non-Dravet syndromes becomes seizure-free after 10 years of age (85%).
Conclusions: Severe behavioral problems and walking disabilities are common in patients with Dravet syndrome
and should receive specific attention during clinical management. Although the epilepsy course of patients
with non-Dravet syndromes is much more favorable, milder comorbidities frequently occur in this group as well.
Our results may be of great value for clinical care and informing newly diagnosed patients and their parents
about prognosis.
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1. Introduction

Pathogenic variants in SCN1A can cause several different epilepsy
syndromes, with varying disease severities [1–5]. The most common
and severe associated condition is Dravet syndrome,which is character-
ized by intractable epileptic seizures and a slowing of the psychomotor
development in the second year of life, which results in mild to severe
intellectual disability (ID).Walking difficulties and behavioral problems
are common comorbidities [6–9]. Milder phenotypes include genetic
epilepsy with febrile seizures plus (GEFS+) syndrome and febrile
.

ccess article under
seizures (FS and febrile seizures plus (FS+)), in which usually no ID is
present, and the epilepsy has a milder course [4,10]. Although the
majority of school-aged, adolescent, and adult patients with SCN1A-
related disease can easily be classified as having Dravet syndrome or
not, these different phenotypes may have a similar presentation at
onset [11,12].

SCN1A encodes for the α-subunit of a neuronal sodium channel,
Nav1.1. Pathogenic variants cause a reduction in sodium currents in
gamma-aminobutyric acid (GABA)-ergic inhibitory interneurons,
which leads to hyperexcitability of neuronal networks and the occur-
rence of seizures [13,14]. These reduced sodium currents, furthermore,
impair Purkinje cells, causing motor disorders [15,10] and contribute
to the development of behavioral problems and cognitive disabilities
the CC BY license (http://creativecommons.org/licenses/by/4.0/).
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[16]. The association of SCN1A pathogenic variants with multiple syn-
dromes can be partly explained by the consequences of different muta-
tion types: pathogenic variants that lead to a complete loss of function
of the channel are virtually always associated with severe phenotypes
whereas milder disturbances in channel function usually cause milder
phenotypes [17]. However, in clinical practice, it remains difficult to
fully predict the effects of all variants on channel function.

Differentiating between Dravet syndrome and non-Dravet SCN1A-
related phenotypes is understandably of extreme importance for fami-
lies and physicians. The presence or absence of ID and the frequency
and severity of seizures both significantly alter the level of care an
affected child requires. Furthermore, severe comorbidities, such as
walking disabilities or behavioral problems, are frequently reported in
Dravet syndrome [7–9,18–23] andmay pose a heavy burden on affected
families. Behavioral problems have been identified as the strongest
independent predictor for lower quality-of-life (QoL) scores [24]
and are reported to often be a cause of stress and concern for parents
[23,25]. Motor disorders have been shown to contribute significantly
to lower health-related QoL (HRQoL) scores as well [24].

However, also, when a child is diagnosed with a milder SCN1A-
related disorder, such as GEFS+ or FS, accurate information about the
disease course and prognosis is essential. Many studies have reported
on the clinical spectrum of different SCN1A-related syndromes [12,17,
26], but detailed information on seizure course, seizure freedom,
medication use, and comorbidities is lacking for the milder patient
group. Although ID is thought to be exclusive to patients with Dravet
syndromes, there are reports of patients with non-Dravet syndromes
that show a mild cognitive impairment or neuropsychiatric symptoms
[27–29]. However, the incidence of these problems in patients with
non-Dravet SCN1A-related epilepsy is unknown, as they are mostly
described in case reports.

We describe here the detailed clinical data of a large cohort of
Dutch patients affected by SCN1A pathogenic variants (n = 164),
consisting of patients with Dravet syndrome as well as GEFS+, FS+,
or FS. We explore the nature, occurrence, and relationships of
SCN1A-related comorbidities in both the Dravet and non-Dravet
groups, to improve the counseling of patients and their parents. We
furthermore give a detailed overview of the disease course of
patients with non-Dravet syndromes to provide more insight in the
clinical spectrum of the less severe SCN1A-related disorders.

2. Methods

2.1. Participants

A previously described cohort [11,30] of 164 patients affected by
SCN1A-related seizures was included in this study. Only symptomatic
participantswith heterozygous pathogenic or likely pathogenic variants
(classes IV and V, according to the American College ofMedical Genetics
and Genomics criteria [31]) in SCN1Awere included. All eligible individ-
uals of at least 4 years of age known to the University Medical Center
Utrecht were approached. Patients below the age of 4 years were ex-
cluded since syndrome classification and estimation of disease severity
are less reliable for younger children. Informed consent was obtained
from participants or their legal caretakers, according to the Declaration
of Helsinki. The study was approved by the Ethical Committee of the
University Medical Center Utrecht.

2.2. Clinical data

Detailed clinical data were retrospectively collected from medical
records of all participants, and a semi-structured telephone interview
was conducted when possible at the time of inclusion (n = 155).
Interviews were conducted with participants themselves if they were
adults andmentally competent; in all other cases, interviews were con-
ducted with parents of patients. Participants, or parents of participants,
were asked the kind of education the participants were following or had
followed andwhether they had any learning problems or psychological
problems. If parents of patients were interviewed and not the patients
themselves, they were also asked whether their children showed any
behavioral problems (for other patients reported as missing data). The
same information was extracted from medical files. Furthermore,
three questionnaires were completed by participants in specific age
groups, or their parents, at the time of inclusion:

• The Dutch version of the Functional Mobility Scale (FMS), to classify
the general functional mobility in six categories for children aged
4–18 years [32] (Hugh Williamson Gait Laboratory, The Royal
Children's Hospital Melbourne, Australia, Part of the Gait CCRE,
www.rch.org.au/gait, Graham 2004);

• The Dutch version of the PedsQL Measurement Model, to measure
HRQoL on a 0–100 scale for participants aged 0–25 years [33];

• The Dutch parent report version of the Child Behavior Checklist
1.5–5 years (CBCL 1.5–5) or 6–18 years (CBCL), or the Dutch version
of the Adult Behavior Checklist 18–59years (ABCL) to evaluate behav-
ioral and emotional problems [34,35]. Behavioral problems in the
clinical range on the “total problems” scale are reported (p-scores
N90, according to the CBCL manual).

Cognitive functioning at the time of inclusionwas classified in a con-
sensus meeting by a child neurologist, neuropsychologist, and clinical
geneticist and rated on a five-point scale based on available data on in-
telligence quotient (IQ) and developmental level, (1 = no ID (IQ or de-
velopmental quotient (DQ) N85), 2 = borderline ID (IQ or DQ 70–85),
3 = mild ID (IQ or DQ 50–70), 4 = moderate ID (IQ or DQ 30–50),
5 = severe or profound ID (IQ or DQ b30)).When no (recent) IQ or DQ
was available, the assessment was made based on school functioning,
communication, and/or adaptive behavior. All participants were
categorized into two clinical subgroups: Dravet syndrome or non-
Dravet syndrome. Dravet syndromewas diagnosed based on previously
published criteria [36]. The diagnoses were in line with recently
published recommendations [37]. The non-Dravet group consisted of
patients with either GEFS+ or FS. Seizure severity was classified
based on seizure frequency for both minor seizures (defined as short
absences, short focal seizures, or myoclonias) and major seizures
(defined as all other seizure typeswith loss of consciousness or prolonged
seizures) at the time of inclusion (score 4 = daily seizures, score 3 =
weekly seizures, score 2 = monthly seizures, score 1 = yearly
seizures, score 0 = seizure-free (N1 year)).

2.3. Descriptive analyses

Data on major disease outcomes (cognitive functioning, seizure
severity, walking difficulties, behavioral problems, and HRQoL) are
reported as total counts, percentages, or mean/median scores for all
patients, and additional detailed clinical information (on seizure
frequency, antiepileptic drug (AED) use, learning problems, and psy-
chological/behavioral problems) is reported per age group for patients
with non-Dravet syndromes.

2.4. Statistical analyses

No statistical testingwas performed to formally assess differences in
outcomes between patients with Dravet and non-Dravet syndromes,
since these outcomes were used to classify each patient and therefore,
differ per definition between the groups. Correlations between different
outcomes were calculated with Spearman's rank-order correlation.
Differences between groups were calculated with either Pearson's
chi-square test or Fisher's exact test for binary and categorical variables
or a Mann–Whitney U test for continuous and ordinal variables.
Statistical analyses were performed using SPSS statistics software
(IBM SPSS Statistics for Windows V21, Armonk, NY: IBM Corp.).

http://www.rch.org.au/gait
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All reported tests were performed 2-tailed with an alpha-level for sig-
nificance of p b 0.05. Correlations for the non-Dravet group only were
only investigated for the group of patients below 20 years old, because
childhood learning and behavioral problems may not have been
reported reliably for older patients because of recall biases.

3. Results

The characteristics of the study population are depicted in Table 1.
The Dravet syndrome subgroup consisted of 116 patients belonging
to 112 different families, and the non-Dravet group consisted of
48 patients belonging to 28 different families. Six families had
members in both the Dravet and non-Dravet categories. The median
age of patients with Dravet syndrome and patients with non-Dravet
Table 1
Characteristics of the study population.

n
Age median (years, range)
Age grouped (years, n)

– 4–7
– 8–11
– 12–15
– 16–19
– 20+

Sex: male (n)
Mutation type (n)

– Missense
– Pore region/loop
– Elsewhere

– Splicing
– Nonsense/frameshift/rearrangement

Cognition scorea (n)
– 1: no ID (IQ or DQ N85)
– 2: borderline ID (IQ or DQ 70–85)
– 3: mild ID (IQ or DQ 50–69)
– 4: moderate ID (IQ or DQ 30–49)
– 5: severe or profound ID (IQ or DQ b30)

Slowing of development after first year of life (yes, n)

Development of epilepsy with multiple seizure types (yes, n)
Major seizure frequencyb (n)

– Seizure-free
– Yearly seizures
– Monthly seizures
– Weekly seizures
– Daily seizures

Minor seizure frequencyb (n)
– Seizure-free
– Yearly seizures
– Monthly seizures
– Weekly seizures
– Daily seizures

Quality of lifec

– Completed questionnaires (n)
– Average total score (range)

Behavioral problemsd

– Completed ABCL/CBCL questionnaires (n)
– Clinical range (n)
– Behavioral problems reported by parents during telephone interview

FMS scoree (n)
– Uses a wheelchair (1)
– Independent walking on flat surfaces (5)
– Independent walking on all surfaces (6)
– Missing

a Based on available data on IQ and developmental level, adjusted for age at assessment
functioning, communication, and adaptive behavior.

b Currently. 4=daily seizures, 3=weekly seizures, 2=monthly seizures, 1=yearly seizure
Major seizures: all other seizure typeswith loss of consciousness or prolonged seizures. Number

c Quality-of-life total score, based on results of PedsQL Measurement Model questionnaire. S
d Clinical range: patients that score N90% on the “total problems” scale on the Child Behavio
e Scoresmeasured by the FunctionalMobility Scale (FMS) to classify functionalmobility for c

3, or 4 (uses a walker or frame, uses crutches, or uses sticks, respectively).
syndromes was 14 years and 22 years respectively. Important differ-
ences between both groups were seen for all five major outcomes.

3.1. Cognitive outcome

All patients could be assessed for cognitive outcome. Almost half of
all patients with Dravet syndrome had a severe cognitive disability
(score 5, 45%) whereas almost all patients with non-Dravet syndromes
had normal cognitive capacities (score 1, 90%) except for five, whohad a
slight delay (score 2, 10%) (Table 1). Since cognitive functioning is a
defining characteristic used to classify Dravet syndrome, this is an
expected outcome. Cognitive disabilities worsened with age in patients
with Dravet syndrome; over 60% of patients of 20 years and older had a
score of 5, in contrast to only 25% of patients aged 7–8 years (Fig. S1).
Complete cohort Dravet Non-Dravet

164 116 48
15 (4–67) 14 (4–48) 22 (4–67)

29 20 9
28 22 6
31 25 6
11 8 3
65 41 24
83 (51%) 65 (56%) 18 (38%)

87 (53%) 44 (38%) 43 (90%)
58 29 29
29 15 14
16 (10%) 13 (11%) 3 (6%)
61 (37%) 59 (51%) 2 (4%)

46 3 (3%) 43 (90%)
15 10 (9%) 5 (10%)
20 20 (17%) 0 (0%)
31 31 (27%) 0 (0%)
52 52 (45%) 0 (0%)
106 (65%) 97 (87%)

(4 missing)
9 (19%)

133 (83%) 113 (97%) 20 (44%)

43 (26%) 8 (7%) 35 (73%)
27 (17%) 16 (14%) 11 (23%)
27 (17%) 25 (22%) 2 (4%)
51 (31%) 51 (44%) 0
16 (10%) 16 (14%) 0

76 (46%) 31 (27%) 45 (94%)
9 (6%) 7 (6%) 2 (4%)
8 (5%) 8 (7%) 0
23 (14%) 23 (20%) 0
48 (29%) 47 (41%) 1 (2%)

93 71 22
61.1 (13–99) 52.6 (13–86) 88.5 (63–99)

122 80 42
37 (30%) 34 (43%) 3 (7%)
72 (54%)
(31 missing)

70 (66%)
(10 missing)

2 (7%)
(21 missing)

26 (31%) 26 (41%) 0
19 (23%) 19 (30%) 0
38 (46%) 18 (29%) 20 (100%)
81 53 28

. When no (recent) IQ or DQ was available, the assessment was made based on school

s, and 0=seizure-free.Minor seizures: short absences, short focal seizures, ormyoclonias.
s of participants are given for dichotomized scores (score 0–1= rarely, score 2–4=often).
caled 0–100; a higher score indicates a higher health-related quality of life.
r Checklist 1.5–5, 6–18 years, or the Adult Behavior Checklist 18–59 years.
hildren aged 4–18 years. Scores for the 500-meter range are used. No participants scored 2,
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Interestingly, nine patients with non-Dravet syndromes experienced a
slowing of development after the first year of life as well; however, in
two cases, the delay was only temporary, and none of these patients
developed ID.

3.2. Seizure severity

All patients could be assessed for seizure frequency. Many patients
with Dravet syndrome experienced major seizures weekly (44%) and
minor seizures daily (41%). In the non-Dravet group, both major and
minor seizures occurred much less frequently, with most patients
being seizure-free at the time of inclusion (73%) (Table 2). If seizures
did still occur in the non-Dravet group, theseweremostly yearly events
(23%). The youngest patients with non-Dravet syndromes had most
seizures: only 38% of 4- to 9-year olds were seizure-free whereas 82%
of 10- to 19-year olds and 100% of patients older than 40 years were
seizure-free. Although 71% of patients with non-Dravet syndromes
had used maintenance treatment, 60% was medication-free at the
time of inclusion. Larger percentages of older patients were medica-
tion-free than younger patients were medication-free than younger
patients (87% of 40+-year olds versus 38% of 4- to 9-year olds).
Interestingly, one patient with non-Dravet syndrome experienced
minor seizures (myoclonias) daily. This 16-year old girl used to have
generalized tonic–clonic seizures but had been seizure- and medica-
tion-free between ages 4 and 10 years old, after which seizures
reappeared. At the time of study, she had monthly focal seizures with
impaired awareness and a few myoclonias per day while being treated
with topiramate and levetiracetam. She was not diagnosed with Dravet
syndrome because she had a normal intellect (IQ 91), and her seizure
course is unusual for Dravet syndrome.

3.3. Functional mobility

Sixty-three patients with Dravet syndrome and 20 patients with
non-Dravet syndromes could be assessed for functional mobility.
Patients with Dravet syndrome showed either no walking disabilities
(independent walking on all surfaces, score 6), minor walking disabil-
ities (independent walking on level surfaces, score 5), or used a wheel-
chair (score 1) on a 500-meter range. Over 40% of patients with Dravet
Table 2
Characteristics of patients with non-Dravet syndromes.

All patients
with
non-Dravet
syndromes

Patients
non-Dra
syndrom
(4–9 yea

n 48 13 (27%)
Major seizure frequencya (n)

– Seizure-free 35 (73%) 5 (38%)
– Yearly seizures 11 (23%) 8 (62%)
– Monthly seizures 2 (4%) 0
– Weekly seizures 0 0
– Daily seizures 0 0

Minor seizure frequencya (n)
– Seizure-free 45 (94%) 12 (92%)
– Yearly seizures 2 (4%) 1 (8%)
– Monthly seizures 0 0
– Weekly seizures 0 0
– Daily seizures 1 (2%) 0

AEDb use (n)
– Has at some point used maintenance treatment 34 (71%) 11 (85%)
– Currently no maintenance treatment 29 (60%) 5 (38%)

Learning problemsc (n) 13 (27%) 4 (31%)
Psychological/behavioral problemsd (n) 18 (38%) 5 (38%)

a Currently. Minor seizures: short absences, short focal seizures, or myoclonias. Major seizur
b Antiepileptic drugs.
c Any problem for which extra educational assistance is necessary: e.g., special education, re
d Answered “yes” to the question “are there any behavioral issues?” or behavioral issues

medical files.
syndrome already used a wheelchair at age 4–8 years; this was 50% at
14–18 years (Fig. 1). Patients with non-Dravet syndromes did not
show any walking disabilities on the FMS.

3.4. Behavioral problems

Eighty patients with Dravet syndrome and 42 patients with non-
Dravet syndromes could be assessed for behavioral problems by
CBCL/ABCL questionnaires. Thirty-seven patients (30%) showed behav-
ioral problems in the clinical range (Table 1); all but three were patients
with Dravet syndrome (43% versus 7%). One of the patients with non-
Dravet syndromes with behavioral problems in the clinical range is a
32-year-old father of a son with Dravet-syndrome, who was found to be
mosaic for their pathogenic SCN1A variant in previous research [30,38].
Since his epilepsy was well controlled and no ID was present, he was
not diagnosed with Dravet syndrome; he, however, does have psycho-
social problems, among which an autism spectrum disorder, an active
substance addiction, and aggressivity. The second patient (14 years
old) has an autism spectrum disorder and an IQ of 90; she has been
seizure-free since 2.5 years but has previously experienced different
seizure types, including multiple absences per day. The third patient is
28 years old and has a normal intellect but was schooled at a low level
and now works in a sheltered environment because of his epilepsy
and memory problems. He has around 10 generalised tonic-clonic
seizures (GTCS) per year. Most behavioral problems in the clinical
range were reported in younger patients with Dravet syndrome: 60%
of 4- to 11-year olds score within the clinical range whereas less than
30% of 20+-year-old patients do (Fig. 2A). One hundred six patients
with Dravet syndrome and 27 patients with non-Dravet syndromes
could be assessed for behavioral problems during the telephone inter-
view. Parents of patients responded “yes” to the question “are there
any behavioral problems?” during the telephone interview in 66% of
the patients with Dravet syndrome while only 7% did in patients with
non-Dravet syndromes (Table 1). The CBCL/ABCL data were missing
for 36 patients; similar percentages of parents reported behavioral
problems during the telephone interview for patients with andwithout
CBCL/ABCL results. Most behavioral problems were reported during the
telephone interview for patients with Dravet syndrome between 8 and
11 years old (N80%, Fig. 2B).
with
vet
es
rs old)

Patients with
non-Dravet
syndromes
(10–19 years old)

Patients with
non-Dravet
syndromes
(20–39 years old)

Patients with
non-Dravet
syndromes
(≥40 years old)

11 (23%) 9 (19%) 15 (31%)

9 (82%) 6 (67%) 15 (100%)
1 (9%) 2 (22%) 0
1 (9%) 1 (1%) 0
0 0 0
0 0 0

10 (91%) 8 (89%) 15 (100%)
0 1 (11%) 0
0 0 0
0 0 0
1 (9%) 0 0

9 (82%) 6 (67%) 8 (53%)
7 (64%) 4 (44%) 13 (87%)
6 (55%) 3 (33%) 0
5 (45%) 5 (56%) 3 (20%)

es: all other seizure types with loss of consciousness or prolonged seizures.

peating a class, extra support needed.
, psychological symptoms or (signs of) psychiatric disease mentioned in interview or
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Fig. 1. Functional Mobility Scale (FMS) scores on a 500 m range per age group. Scores range from 1 to 6, although patients only scored 1 (“uses wheelchair”), 5 (“independent on level
surfaces”), or 6 (“independent on all surfaces”).
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3.5. QoL

Seventy-one patients with Dravet syndrome and 22 patients
with non-Dravet syndromes could be assessed for HRQoL. Patients
with Dravet syndrome showed lower HRQoL scores than patients with
non-Dravet syndromes (average 52.6 versus 88.5, Table 1, Fig. 3). Scores
tended to worsen with age (Fig. S2).
3.6. Learning and behavioral problems among patients with non-Dravet
syndrome

Although patients with non-Dravet syndromes were significantly
less affected on all five major outcome scales than patients with Dravet
syndrome, we did observe subtle problems in this group (Table 2).
Twenty-seven percent had encountered some kind of learning
problem for which extra educational assistance was necessary (see
Supplementary data 1 for specific problems). None of the patients
over 40 years old reported to have experienced problems while
following primary or secondary education.

Behavioral problems, like attention-deficit, autistic features, or anx-
iety, were reported for 38% of patients with non-Dravet syndromes
among all age groups, although their CBCL score was not in the clinical
A         ABCL/CBCL questionnaires                 

Fig. 2. A: Percentage of patients with behavioral problems in the clinical range according to
responded “yes” to the question “are there any behavioral problems?” during the telephone in
range except for three. Two of these 18 patients had not completed the
CBCL questionnaires (see Supplementary data 1 for specific problems).

3.7. Correlations between outcomes

In the complete cohort, FMS scores were strongly related to
cognitive outcomes, seizure severity, and QoL scores: patients with
more severe walking disabilities had a more severe cognitive dis-
ability (rs = −0.682, p b 0.0005, Fig. S3A), a higher seizure fre-
quency (rs = −0.537 for major seizures and rs = −0.492 for
minor seizures, both p b 0.0005, Fig. S3B), and a lower QoL score
(rs = 0.668, p b 0.0005, Fig. S3C). Most behavioral problems were
observed in patients with a mild cognitive disability (Fig. 4A, B); less
behavioral problems were seen in patients with cognitive outcome
scores on both ends of the spectrum. Behavioral problems in the clinical
range of the ABCL/CBCL questionnaires were positively related to major
seizure frequency (rs = 0.260, p = 0.004, Fig. S4A) in the complete
cohort; however, in patients with Dravet syndrome, most behavioral
problems were reported in patients that are seizure-free or experience
daily seizures (Fig. S4B). Furthermore, patients with behavioral prob-
lems in the clinical range scored significantly lower on the QoL ques-
tionnaire (rs = −0.523, p b 0.0005, Fig. S4C). In the complete cohort,
cognitive outcome scores were significantly related to major seizures
B        Parent report telephone interview

CBCL/ABCL questionnaires, per age group. B: Percentage of patients for which parents
terview, per age group.



Fig. 3. Distribution of PedsQL scores to indicate health-related quality of life (HRQoL) for
patients with Dravet syndrome and non-Dravet syndromes.
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(rs = 0.693, p b 0.0005) and minor seizure frequencies (rs = 0.511,
p b 0.0005) (Fig. S5A, B).

In the non-Dravet group only, the presence of any learning
problems was significantly associated with a lower QoL score
(median score of 86.45 versus 92.95, p = 0.006 (Mann–Whitney U,
U = 19, z = −2.708), Fig. S6A). No statistically significant differ-
ences in QoL scores were found between patients with and without
psychological/behavioral problems (p = 0.188, Fig. S6B). Patients
with psychological or behavioral problems more often used AEDs
than patients without these problems (p=0.013, χ2-test). No differ-
ences in percentages of medication-free patients were observed
between patients with and without learning problems (p = 0.408,
χ2-test). Furthermore, no differences in percentages of seizure-free
patients were observed between patients with and without learning
problems (p = 0.421, χ2-test) or psychological or behavioral
problems (0.421, Fisher's exact test).

4. Discussion

No universally used consensus guidelines for the diagnosis of Dravet
syndrome exist, and many studies use different criteria [37,39–41].
The main diagnostic criteria in most studies relate to the epilepsy phe-
notype and cognitive development. Walking disabilities and behavioral
A

n=50 n=15 n=20 n=31 n=52

Fig. 4. A: Percentage of patients with behavioral problems in the clinical range according to AB
parents responded “yes” to the question “are there any behavioral problems?” during the telep
problems are usually not included, even though many studies have
already acknowledged that they are common and important features
of Dravet syndrome [6–9,18,19,37,42] while they are virtually never
present in patients with non-Dravet syndromes with pathogenic SCN1A
variants. Both walking disabilities and behavioral problems can emerge
early in the disease course of Dravet syndrome, affecting a large
percentage of patients before the age of 8 years; 79% of children with
Dravet syndrome between 4 and 8 years in our cohort had a walking
disability, which is in line with recent research [19]. Gait disturbances
have already been described in patients as young as 2 years of age
[9,19]. Our overall percentage of patients with Dravet syndrome with a
walking disability (score 5 or lower, 54%) is between percentages
previously reported: Brunklaus et al. [7] found a motor disorder in 36%
of patients with Dravet syndrome whereas Lagae et al. [19] found
walking disabilities in 79%. These differences are likely due to used
definitions; factors such as skeletal malalignment, behavioral issues,
epilepsy severity, and pain can affect functional mobility as well.
Furthermore, the FMS assesses functional mobility on a distance of
maximal 500 m while other studies incorporated no distances [19].
Behavioral problems in the clinical range were most frequently seen
between 4 and 11 years of age, when assessed by CBCL/ABCL question-
naires. This is in contrast to previous studies that have found an increase
of behavioral problems with age (although these problems had been
observed in children b2 years of age already) [7,19]. Our different
results might be due to differences in measurement tools and data
collection. Interestingly, parents of patients with Dravet syndrome re-
ported behavioral problems more frequently in the interview (66%)
than patients scored in the clinical range of the CBCL/ABCL question-
naires (43%); this might indicate that scores in the subclinical range are
perceived to be very burdensome as well. This high percentage
underlines the impact of these issues on families and the importance
of accurate management. Behavioral problems were much more
common among patients with Dravet syndrome than in patients
with non-Dravet syndromes (43 versus 7%), and the three patients
with non-Dravet syndromes that scored in the clinical range of the
ABCL/CBCL questionnaires had a relatively severe non-Dravet SCN1A
phenotype. Our data suggest that walking difficulties and behavioral
problems, based on official assessments, could be useful when counsel-
ing patients with SCN1A pathogenic variants; they are strong indicators
for a more severe disorder when observed at a young age.

Both walking disabilities and behavioral problems showed a strong
correlation with cognitive outcomes, seizure frequencies, and QoL
scores. Similar findings have been reported previously, and behavioral
problems have been identified as the most important predictors of a
worse HRQoL score [7,19]. Interestingly, the relationship between
cognitive disability and frequency of behavioral problemswas not linear
B

n=50 n=15 n=20 n=31 n=52

CL/CBCL questionnaires, per cognitive outcome score. B: Percentage of patients for which
hone interview, per cognitive outcome score.
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but hyperbolic: most problems were seen in patients with a mild ID. A
reason for this could be that more severely disabled patients are less
capable of aberrant behavior; however, it might also be due to the fact
that CBCL questionnaires have been proven to be less reliable in the
assessment of children with moderate, severe, or profound ID [43]. Total
scores cannot be calculated when many questions are not applicable
because of cognitive impairment, which occurs more frequently in
patients with a worse cognitive outcome. Nevertheless, when parents
were asked if they thought their child showed any behavioral problems,
a similar pattern was observed. A hyperbolic relationship was also
found between seizure frequency and behavioral problems in Dravet
syndrome, although inversed: most behavioral problems were seen in
patients that were seizure-free or experienced daily seizures. This nonlin-
ear relationship indicates that behavioral problems are not completely
subject to an epileptic encephalopathy disease model, as previously
suggested [19,44]. Recent research has shown that SCN1A variants could
lead to changes in the dopamine system that may contribute to behav-
ioral problems, irrespective of seizure activity [45]. This, together with
the large impact of behavioral problems on HRQoL scores and the high
number of families affected by it, calls for more attention regarding
recognition of behavioral problems. Handling these issues and developing
coping strategies for parents require more emphasis during treatment,
which should not only focus on suppressing seizures.

Patients with non-Dravet syndromes seem to have a good prognosis:
the majority of our patients was reported to be seizure-free after
10 years of age, and seizure freedom was reported for all patients
over 40 years of age, in most cases, without maintenance treatment.
However, some of the older participants represented parents of children
with SCN1A-related seizures that were tested subsequently after a
diagnosis was made in their children. They may have gone undiagnosed
if their children had not been assessed for mutations, and our results
may therefore not be fully applicable to young probands with SCN1A-
related epilepsy. Seven of the 15 patients in the 40+ age group were
parents of affected children and had never used antiepileptic medica-
tion themselves, so it is unlikely that they would have been diagnosed
individually. It is, furthermore, worth noting that pathogenic SCN1A
variants do not have a 100% penetrance: although our study only de-
scribes symptomatic patients, we are aware of four mutation-carrying
GEFS+ family members that never experienced any seizures (not
included in this study). However, although patients with non-Dravet
syndromes showed better outcomes on the used questionnaires, subtle
comorbidities were still observed in this group. It is known that
neuropsychological and cognitive problems are common in epilepsy
in general [46–50], and it is, therefore, not surprising that similar prob-
lems are observed in the non-Dravet group. Although the use of differ-
ent methods makes comparing the exact results difficult, and we
investigated a small cohort (only 24 patients with non-Dravet syn-
dromes b20 years of age), we, nonetheless, observe relatively similar
percentages of problems in our patient group and cohorts consisting
of patients only diagnosed with epilepsy: 26% of patients between 7
and 16 years old in our cohort had repeated a grade, and 60% required
special educational assistance compared with 26% and 51% respectively
in an epilepsy cohort [48]. Psychological/behavioral problems were
observed in 40% of patients between 5 and 17 years old and in 37% of
patients over 16 years old in our cohort, compared with 31.4% in
children with childhood seizures [49] and versus 30.6% in patients
with epilepsy [47] in the same age groups. Furthermore, similar per-
centages of patients with symptoms of attention deficit hyperactivity
disorder (ADHD) (10% vs 14.3%), depression (5% vs 4%), and anxiety
(15% vs 12.3%) were seen in patients between 5 and 17 years old in
our cohort and in patients with idiopathic epilepsy respectively [46].
Although according to the International League Against Epilepsy
(ILAE), criteria [51], usually, no developmental impairments are
expected in non-Dravet SCN1A phenotypes, we report five patients
with non-Dravet syndromes (10%) with a cognitive outcome score
of 2 (borderline ID). Their disorder could not be classified as Dravet
syndrome, since they were seizure-free withminimal or nomedication
at the time of inclusion, and three had never developed any secondary
seizure types. Furthermore, a borderline ID (IQ 70–85) represents the
IQ score range between −1 and −2 standard deviation (SD) from the
mean (100) and is thus observed in 13.6% of the general population.
It can consequently be expected to also occur in a small part of the
non-Dravet group, as described by several authors [27–29]. In addition,
borderline ID might be a family characteristic in these patients. We
therefore argue that a slight cognitive impairment does not necessarily
indicate a diagnosis of Dravet syndrome.

Our study has several limitations. In the non-Dravet group, all of the
more subtle problems (not captured by the standardized question-
naires) were reported by patients or their parents during telephone in-
terviews or mentioned by clinicians in medical files, and no official
assessments were used to evaluate the problems. Our results therefore
reflect issues that they regardedmost important, rather than structured
measurements and may be subject to recall and response biases. To
minimize this effect, we limited our analyses in this group to patients
younger than 20 years. In these patients, the occurrence of problems
at school was independent of seizure and/or medication freedom at
the moment of inclusion. These problems may however, already have
occurred while medication was still being used or when seizures were
still active, so we cannot exclude a causal relationship. Interestingly,
although psychological/behavioral problems occurred independently
of seizure freedom, they occurred more often in patients that still used
medication. This implies that psychological/behavioral problems
might at least be partly due to medication side effects. In other studies
however, no such relation was found [46,48]. It is worth noting that
although significantly lower QoL scores were found in patients with
problems at school, the average QoL scores of the non-Dravet group is
comparable with that of the general population [33].

By analyzingmultiple outcomes in patientswith Dravet syndrome to-
gether with patients showing milder SCN1A-related phenotypes, we are
able to assess different disease burdens over a large part of the SCN1A-
spectrum. Both groups show distributions at different ends of the
spectrum, and in general, a clear distinction between these syndromes
can therefore be made, not only based on regularly used clinical criteria
such as cognitive impairment and seizure severity but also on other co-
morbidities: severe behavioral problems and walking disabilities, which
can already occur at a young age in patients with Dravet syndrome and
are almost never seen in patients with non-Dravet syndromes. These is-
sues should receive specific attention during clinical management of
the disease. However, as in patients with other epilepsies, comorbidities
occur in a substantial part of patients with non-Dravet syndromes as
well. Although these problems are less severe than in patients with
Dravet syndrome, they can still have a large impact on patients and
their families. Our study provides valuable information on the disease
course and comorbidities in these patients, which can be of great
value when counseling newly diagnosed patients and their parents.

Acknowledgments

This study was supported by the “Stichting VriendenWKZ” (project
1614054) on behalf of Stichting Panta Rhei, the Dutch Epilepsy
Foundation (project 2017-01), and the COFRA foundation (grant
reference number 5589).

Competing interests

None of the authors has any competing interests to disclose.

Ethical publication statement

We confirm that we have read the Journal's position on issues
involved in ethical publication and affirm that this report is consistent
with those guidelines.



259I.M. de Lange et al. / Epilepsy & Behavior 90 (2019) 252–259
Appendix A. Supplementary data

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.yebeh.2018.09.041.

References

[1] Claes L, Ceulemans B, Audenaert D, Smets K, Löfgren A, Del-Favero J, et al. De novo
SCN1A mutations are a major cause of severe myoclonic epilepsy of infancy. Hum
Mutat 2003;21:615–21. https://doi.org/10.1002/humu.10217.

[2] Mulley JC, Scheffer IE, Petrou S, Dibbens LM, Berkovic SF, Harkin LA. SCN1A
mutations and epilepsy. Hum Mutat 2005;25:535–42. https://doi.org/10.1002/
humu.20178.

[3] Depienne C, Trouillard O, Saint-Martin C, Gourfinkel-An I, Bouteiller D, CarpentierW,
et al. Spectrum of SCN1A genemutations associated with Dravet syndrome: analysis
of 333 patients. J Med Genet 2009;46:183–91. https://doi.org/10.1136/jmg.2008.
062323.

[4] Escayg A, MacDonald BT, Meisler MH, Baulac S, Huberfeld G, An-Gourfinkel I, et al.
Mutations of SCN1A, encoding a neuronal sodium channel, in two families with
GEFS+2. Nat Genet 2000;24:343–5. https://doi.org/10.1038/nature4441023a.

[5] Sadleir LG, Mountier EI, Gill D, Davis S, Joshi C, DeVile C, et al. Not all SCN1A epileptic
encephalopathies are Dravet syndrome. Neurology 2017;89:1035–42. https://doi.
org/10.1212/WNL.0000000000004331.

[6] Dravet C. Les epilepsies graves de l’enfant. Vie Med 1978;8:543–8.
[7] Brunklaus A, Ellis R, Reavey E, Forbes G, Zuberi S. Prognostic, clinical and

demographic features in SCN1A mutation-positive Dravet syndrome. Brain 2012;
135:2329–36.

[8] Rilstone JJ, Coelho FM, Minassian BA, Andrade DM. Dravet syndrome: seizure control
and gait in adults with different SCN1A mutations. Epilepsia 2012;53:1421–8.
https://doi.org/10.1111/j.1528-1167.2012.03583.x.

[9] Gitiaux C, Chemaly N, Quijano-Roy S, Barnerias C, Desguerre I, Hully M, et al. Motor
neuropathy contributes to crouching in patients with Dravet syndrome. Neurology
2016;87:277–81. https://doi.org/10.1212/WNL.0000000000002859.

[10] Catterall WA, Kalume F, Oakley JC. Na V 1.1 channels and epilepsy. J Physiol 2010;
588:1849–59. https://doi.org/10.1113/jphysiol.2010.187484.

[11] de Lange IM, Gunning B, Sonsma ACM, van Gemert L, van Kempen M, Verbeek NE,
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;59:1154–65. https://doi.org/10.1111/epi.14191.

[12] Cetica V, Chiari S, Mei D, Parrini E, Grisotto L, Marini C, et al. Clinical and genetic
factors predicting Dravet in syndrome in infants with SCN1A mutations. Neurology
2017;88:1–8.

[13] Yu FH, Mantegazza M, Westenbroek RE, Robbins CA, Kalume F, Burton KA, et al.
Reduced sodium current in GABAergic interneurons in a mouse model of severe
myoclonic epilepsy in infancy. Nat Neurosci 2006;9:1142–9. https://doi.org/10.
1038/nn1754.

[14] Ogiwara I, Miyamoto H, Morita N, Atapour N,Mazaki E, Inoue I, et al. Nav1.1 localizes
to axons of parvalbumin-positive inhibitory interneurons: a circuit basis for epileptic
seizures in mice carrying an Scn1a gene mutation. J Neurosci 2007;27:5903–14.
https://doi.org/10.1523/JNEUROSCI.5270-06.2007.

[15] Kalume F, Yu FH,Westenbroek RE, Scheuer T, Catterall WA. Reduced sodium current
in Purkinje neurons from NaV1.1 mutant mice: implications for ataxia in severe
myoclonic epilepsy in infancy. J Neurosci 2007;27:11065–74. https://doi.org/10.
1523/JNEUROSCI.2162-07.2007.

[16] Han S, Tai C, Westenbroek RE, Yu FH, Cheah CS, Potter GB, et al. Autistic behavior in
Scn1a+/− mice and rescue by enhanced GABAergic transmission, 489; 2012;
385–90. https://doi.org/10.1038/nature11356.Autistic.

[17] MengH, XuHQ, Yu L, Lin GW,HeN, Su T, et al. The SCN1Amutation database: updating
information and analysis of the relationships among genotype, functional alteration,
and phenotype. HumMutat 2015;36:573–80. https://doi.org/10.1002/humu.22782.

[18] Dravet C. The core Dravet syndrome phenotype. Epilepsia 2011;52:3–9. https://doi.
org/10.1111/j.1528-1167.2011.02994.x.

[19] Lagae L, Brambilla I, Mingorance A, Gibson E, Battersby A. Quality of life and
comorbidities associated with Dravet syndrome severity: a multinational cohort
survey. Dev Med Child Neurol 2017. https://doi.org/10.1111/dmcn.13591.

[20] Ragona F. Cognitive development in childrenwith Dravet syndrome. Epilepsia 2011;
52:39–43. https://doi.org/10.1111/j.1528-1167.2011.03000.x.

[21] Villeneuve N, Laguitton V, Viellard M, Lépine A, Chabrol B, Dravet C, et al. Cognitive
and adaptive evaluation of 21 consecutive patients with Dravet syndrome. Epilepsy
Behav 2014;31:143–8. https://doi.org/10.1016/j.yebeh.2013.11.021.

[22] Knupp KG, Scarbro S, Wilkening G, Juarez-Colunga E, Kempe A, Dempsey A. Parental
perception of comorbidities in children with Dravet syndrome. Pediatr Neurol 2017;
76:60–5. https://doi.org/10.1016/j.pediatrneurol.2017.06.008.

[23] Villas N, Meskis MA, Goodliffe S. Dravet syndrome: characteristics, comorbidities,
and caregiver concerns. Epilepsy Behav 2017;74:81–6. https://doi.org/10.1016/j.
yebeh.2017.06.031.

[24] Brunklaus A, Dorris L, Zuberi SM. Comorbidities and predictors of health-related
quality of life in Dravet syndrome. Epilepsia 2011;52:1476–82. https://doi.org/10.
1111/j.1528-1167.2011.03129.x.

[25] Nolan KJ, Camfield CS, Camfield PR. Coping with Dravet syndrome: parental
experiences with a catastrophic epilepsy. Dev Med Child Neurol 2006;48:761–5.
https://doi.org/10.1017/S0012162206001629.

[26] Gambardella A, Marini C. Clinical spectrum of SCN1A mutations. Epilepsia 2009;50:
20–3. https://doi.org/10.1111/j.1528-1167.2009.02115.x.
[27] Ceulemans BPGM, Claes LRF, Lagae LG. Clinical correlations of mutations in the
SCN1A gene: from febrile seizures to severe myoclonic epilepsy in infancy. Pediatr
Neurol 2004;30:236–43. https://doi.org/10.1016/j.pediatrneurol.2003.10.012.

[28] Myers KA, Burgess R, Afawi Z, Damiano JA, Berkovic SF, Hildebrand MS, et al. De
novo SCN1A pathogenic variants in the GEFS+ spectrum: not always a familial
syndrome. Epilepsia 2017;58:e26–30. https://doi.org/10.1111/epi.13649.

[29] Mahoney K, Moore SJ, Buckley D, Alam M, Parfrey P, Penney S, et al. Variable
neurologic phenotype in a GEFS+ family with a novel mutation in SCN1A. Seizure
2009;18:492–7. https://doi.org/10.1016/j.seizure.2009.04.009.

[30] de Lange IM, Koudijs MJ, van 't Slot R, Gunning B, Sonsma ACM, van Gemert LJJM,
et al. Mosaicism of de novo pathogenic SCN1A variants in epilepsy is a frequent
phenomenon that correlates with variable phenotypes. Epilepsia 2018:1–14.
https://doi.org/10.1111/epi.14021.

[31] Richards S, Azi N, Bale S, Bick D, Das S, Gastier-Foster J, et al. Standards and
guidelines for the interpretation of sequence variants: a joint consensus recommenda-
tion of the American College of Medical Genetics and Genomics and the Association
for Molecular Pathology. Genet Med 2015;17:405–24. https://doi.org/10.1038/gim.
2015.30.Standards.

[32] Graham HK, Harvey A, Rodda J, Nattrass GR, Pirpiris M. The functional mobility scale
(FMS): responsiveness to change, 24; 2004; 514–20.

[33] Varni JW, Seid M, Kurtin PS. PedsQL™ 4.0: reliability and validity of the pediatric
quality of life inventory™ version 4.0 generic core scales in healthy and patient
populations. Med Care 2001;39:800–12. https://doi.org/10.1097/00005650-
200108000-00006.

[34] Verhulst FC, Van den Ende J. Dutch version of the Child Behavior Checklist
1,5–5 years (CBCL 1.5–5). Child Behavior Checklist (CBCL) and Adult Behavior Check-
list 18–59years (ABCL). TheNetherlands: ErasmusMC-SophiaKinderziekenhuis; 1991.

[35] Achenbach TM. The Achenbach system of empirically based assessment (ASEBA):
development, findings, theory, and applications. Burlington: VT Univ Vermont Res
Cent Child Youth, Fam; 2009.

[36] Verbeek NE, Van Der Maas NAT, Jansen FE, Van Kempen MJA, Lindhout D, Brilstra
EH. Prevalence of SCN1A-related Dravet syndrome among children reported with
seizures following vaccination: a population-based ten-year cohort study, 8; 2013.
https://doi.org/10.1371/journal.pone.0065758.

[37] Wirrell EC, Laux L, Donner E, Jette N, Knupp K, Meskis MA, et al. Optimizing the
diagnosis and management of Dravet syndrome: recommendations from a North
American Consensus Panel. Pediatr Neurol 2017;68:18–34.e3. https://doi.org/10.
1016/j.pediatrneurol.2017.01.025.

[38] Verbeek NE, Van KempenM, GunningWB, RenierWO,Westland B, Lindhout D, et al.
Adults with a history of possible Dravet syndrome: an illustration of the importance
of analysis of the SCN1A gene. Epilepsia 2011;52:23–5. https://doi.org/10.1111/j.
1528-1167.2011.02982.x.

[39] Jansen F, Sadleir L, Harkin L, Vadlamudi L, McMahon J, Mulley J, et al. Severe
myoclonic epilepsy of infancy (Dravet syndrome): recognition and diagnosis in
adults. Neurology 2006;67:2224–6.

[40] Commission on Classification and Terminology of the International League Against
Epilepsy. Proposal for revised classification of epilepsies and epileptic syndromes.
Epilepsia 1989;30(4):389–99. https://doi.org/10.1111/j.1528-1157.1989.tb05316.x.

[41] Harkin LA, McMahon JM, Iona X, Dibbens L, Pelekanos JT, Zuberi SM, et al. The
spectrum of SCN1A-related infantile epileptic encephalopathies. Brain 2007;130:
843–52. https://doi.org/10.1093/brain/awm002.

[42] Rodda JM, Scheffer IE, McMahon JM, Berkovic SF, Graham HK. Progressive gait
deterioration in adolescents with Dravet syndrome. Arch Neurol 2012;69.
https://doi.org/10.1001/archneurol.2011.3275.

[43] Koskentausta T, Iivanainen M, Almqvist F. CBCL in the assessment of psychopathol-
ogy in Finnish children with intellectual disability. Res Dev Disabil 2004;25:341–54.
https://doi.org/10.1016/j.ridd.2003.12.001.

[44] Brunklaus A, Zuberi SM. Dravet syndrome — from epileptic encephalopathy to
channelopathy. Epilepsia 2014;55:979–84. https://doi.org/10.1111/epi.12652.

[45] Maeda H, Chiyonobu T, Yoshida M, Yamashita S, Zuiki M, Kidowaki S, et al.
Establishment of isogenic iPSCs from an individual with SCN1Amutation mosaicism
as a model for investigating neurocognitive impairment in Dravet syndrome. J Hum
Genet 2016;61:565–9. https://doi.org/10.1038/jhg.2016.5.

[46] Lee SY, Park JH, Park SJ, Kim Y, Lee KY. Cognitive function and neuropsychological
comorbidities in children with newly diagnosed idiopathic epilepsy. J Korean Med
Sci 2018;33:1–11. https://doi.org/10.3346/jkms.2018.33.e17.

[47] Rai D, Kerr MP, McManus S, Jordanova V, Lewis G, Brugha TS. Epilepsy and psychiat-
ric comorbidity: a nationally representative population-based study. Epilepsia 2012;
53:1095–103. https://doi.org/10.1111/j.1528-1167.2012.03500.x.

[48] Oostrom KJ, Smeets-Schouten A, Kruitwagen CLJJ, Peters ACB, Jennekens-Schinkel A.
Not only a matter of epilepsy: early problems of cognition and behavior in children
with “epilepsy only”—a prospective, longitudinal, controlled study starting at
diagnosis. Pediatrics 2003;112:1338–44. https://doi.org/10.1542/peds.112.6.1338.

[49] McDermott S, Mani S, Krishnawami S. A population-based analysis of specific
behavior problems associated with childhood seizures. J Epilepsy 1995;8:110–8.
https://doi.org/10.1016/0896-6974(95)00019-A.

[50] Lin JJ, Mula M, Hermann BP. Uncovering the lifespan neurobehavioral comorbidities
of epilepsy. Lancet 2012;380:1180–92. https://doi.org/10.1109/TMI.2012.2196707.
Separate.

[51] International League Against Epilepsy. Dravet syndrome, 14; 2010; 32. https://doi.
org/10.1002/pnp.181.

[52] Guerrini R, Falchi M. Dravet syndrome and SCN1A genemutation related-epilepsies:
cognitive impairment and its determinants. Dev Med Child Neurol 2011;53:11–5.
https://doi.org/10.1111/j.1469-8749.2011.03966.x.

https://doi.org/10.1016/j.yebeh.2018.09.041
https://doi.org/10.1016/j.yebeh.2018.09.041
https://doi.org/10.1002/humu.10217
https://doi.org/10.1002/humu.20178
https://doi.org/10.1002/humu.20178
https://doi.org/10.1136/jmg.2008.062323
https://doi.org/10.1136/jmg.2008.062323
https://doi.org/10.1038/nature4441023a
https://doi.org/10.1212/WNL.0000000000004331
https://doi.org/10.1212/WNL.0000000000004331
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0030
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0035
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0035
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0035
https://doi.org/10.1111/j.1528-1167.2012.03583.x
https://doi.org/10.1212/WNL.0000000000002859
https://doi.org/10.1113/jphysiol.2010.187484
https://doi.org/10.1111/epi.14191
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0060
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0060
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0060
https://doi.org/10.1038/nn1754
https://doi.org/10.1038/nn1754
https://doi.org/10.1523/JNEUROSCI.5270-06.2007
https://doi.org/10.1523/JNEUROSCI.2162-07.2007
https://doi.org/10.1523/JNEUROSCI.2162-07.2007
https://doi.org/10.1038/nature11356.Autistic
https://doi.org/10.1002/humu.22782
https://doi.org/10.1111/j.1528-1167.2011.02994.x
https://doi.org/10.1111/j.1528-1167.2011.02994.x
https://doi.org/10.1111/dmcn.13591
https://doi.org/10.1111/j.1528-1167.2011.03000.x
https://doi.org/10.1016/j.yebeh.2013.11.021
https://doi.org/10.1016/j.pediatrneurol.2017.06.008
https://doi.org/10.1016/j.yebeh.2017.06.031
https://doi.org/10.1016/j.yebeh.2017.06.031
https://doi.org/10.1111/j.1528-1167.2011.03129.x
https://doi.org/10.1111/j.1528-1167.2011.03129.x
https://doi.org/10.1017/S0012162206001629
https://doi.org/10.1111/j.1528-1167.2009.02115.x
https://doi.org/10.1016/j.pediatrneurol.2003.10.012
https://doi.org/10.1111/epi.13649
https://doi.org/10.1016/j.seizure.2009.04.009
https://doi.org/10.1111/epi.14021
https://doi.org/10.1038/gim.2015.30.Standards
https://doi.org/10.1038/gim.2015.30.Standards
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0165
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0165
https://doi.org/10.1097/00005650-200108000-00006
https://doi.org/10.1097/00005650-200108000-00006
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf8000
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf8000
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf8000
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0175
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0175
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0175
https://doi.org/10.1371/journal.pone.0065758
https://doi.org/10.1016/j.pediatrneurol.2017.01.025
https://doi.org/10.1016/j.pediatrneurol.2017.01.025
https://doi.org/10.1111/j.1528-1167.2011.02982.x
https://doi.org/10.1111/j.1528-1167.2011.02982.x
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0195
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0195
http://refhub.elsevier.com/S1525-5050(18)30647-4/rf0195
https://doi.org/10.1111/j.1528-1157.1989.tb05316.x
https://doi.org/10.1093/brain/awm002
https://doi.org/10.1001/archneurol.2011.3275
https://doi.org/10.1016/j.ridd.2003.12.001
https://doi.org/10.1111/epi.12652
https://doi.org/10.1038/jhg.2016.5
https://doi.org/10.3346/jkms.2018.33.e17
https://doi.org/10.1111/j.1528-1167.2012.03500.x
https://doi.org/10.1542/peds.112.6.1338
https://doi.org/10.1016/0896-6974(95)00019-A
https://doi.org/10.1109/TMI.2012.2196707.Separate
https://doi.org/10.1109/TMI.2012.2196707.Separate
https://doi.org/10.1002/pnp.181
https://doi.org/10.1002/pnp.181
https://doi.org/10.1111/j.1469-8749.2011.03966.x

	Outcomes and comorbidities of SCN1A-�related seizure disorders
	1. Introduction
	2. Methods
	2.1. Participants
	2.2. Clinical data
	2.3. Descriptive analyses
	2.4. Statistical analyses

	3. Results
	3.1. Cognitive outcome
	3.2. Seizure severity
	3.3. Functional mobility
	3.4. Behavioral problems
	3.5. QoL
	3.6. Learning and behavioral problems among patients with non-Dravet syndrome
	3.7. Correlations between outcomes

	4. Discussion
	Acknowledgments
	Competing interests
	Ethical publication statement
	Appendix A. Supplementary data
	References


