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® A post hoc analysis of the US Expanded Access
Program to evaluate the effectiveness of
cannabidiol (CBD; Epidiolex® [US], 100 mg/mL
oral solution) in patients with Lennox-Gastaut
syndrome (LGS) arising from diverse aetiologies

Conclusions

®* Treatment with cannabidiol in patients with
LGS across different aetiologies was associated
with reductions in frequency of convulsive and
total seizures

A comparative effectiveness analysis versus an
external control arm indicated that CBD reduced
seizure frequency versus placebo

The safety profile of CBD was comparable with
the overall CBD LGS randomised controlled
trial populations

Overall, these findings support CBD use in
patients with LGS, irrespective of LGS aetiology
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Introduction

* Lennox-Gastaut syndrome (LGS) is a severe developmental and epileptic encephalopathy.
The underlying aetiology of LGS is diverse and may encompass genetic causes, structural
abnormalities such as cortical malformations and metabolic disorders, or it may be unknown
or not specified in some patient records'-3

— Figure S1 provides a conceptual framework for the diversity of epilepsies and LGS-related
aetiologies, including structural causes, tuberous sclerosis complex, and genetic/monogenic
epilepsies that may contribute to, or overlap with, LGS. Supplementary material can be
accessed by scanning the poster QR code

— Identification of the underlying aetiologies is important in LGS, as it may provide opportunities
for targeted treatment approaches#

« The efficacy of plant-derived, highly purified cannabidiol (CBD; Epidyolex® [EU]/ Epidiolex® [US],
100 mg/mL oral solution)?® for reducing seizures associated with LGS has been demonstrated in
randomised controlled trials, and its effectiveness in clinical practice is supported by real-world
evidence.®-14 However, data on effectiveness of CBD by underlying LGS aetiology remain limited

« This post hoc analysis evaluated the effectiveness and safety of CBD in patients with LGS arising
from diverse aetiologies, using data from the US Expanded Access Program (EAP). Comparative
effectiveness was assessed versus an external control arm (ECA) derived from the placebo groups
of prior LGS CBD clinical trials®’

Methods

Study design and patients

» This post hoc analysis used data from a multicentre, prospective interventional trial that enrolled
children and young adults with childhood-onset treatment-resistant epilepsies who received CBD
as part of the US EAP (maximum dose range: 25-50 mg/kg/day, at investigator/institutional review
board discretion)

— Note, since regulatory approval of CBD, the maximum approved dose for use in patients
with LGS is 20 mg/kg/day®

» Eligible patients were receiving stable doses of antiseizure medications (ASMs) for 24 weeks
before enrolment

Descriptive analyses: CBD EAP cohort

« Using Case Report Forms, patients diagnosed with LGS were further subclassified based on aetiology,

including LGS associated with structural defects (LGS-structural), genetic epilepsies (LGS-genetic),
or not otherwise specified (NOS)

» Effectiveness: percent change from baseline in median 28-day convulsive and total seizure
frequencies, and responder proportions (250% reduction) at Weeks 12, 24, 36, and 48

« Safety: incidence of treatment-emergent adverse events (TEAEs) was recorded through Week 48

» Descriptive analyses were conducted in the overall LGS population and aetiology subgroups.
Baseline characteristics and safety were summarised in the CBD EAP Safety Analysis Set,
and seizure-frequency and responder endpoints were evaluated in the CBD EAP
Effectiveness Analysis Set

Comparative analyses: CBD EAP versus placebo-LGS ECA

« Comparative effectiveness analysis in the weighted CBD EAP versus placebo-LGS ECA population
estimated average treatment effects for 28-day average convulsive and total seizure frequencies
during the treatment period

« CBD EAP outcomes were compared with a placebo-LGS ECA derived from prior LGS CBD trials,
GWPCARE3 (NCT02224560), and GWPCARE4 (NCT02224690)

» Inverse probability weighting based on propensity scores was applied to balance key baseline
covariates, including age, sex, baseline convulsive seizure frequency, number of concomitant ASMs,
and current clobazam use. Covariate balancing was assessed using standardised weighted mean
differences

« Treatment effects were estimated using weighted log-transformed analysis of covariance,
with log-transformed baseline seizure frequency and treatment group as model covariates

« Sensitivity to hidden bias was assessed using a hidden-bias parameter analysis

« This study was conducted with Epidiolex®, and results of this post hoc analysis do not apply to other
CBD-containing products

Results

Descriptive analyses

Effectiveness: CBD EAP Effectiveness Analysis Set

Figure 1. Median percent change from baseline in convulsive
seizure frequency
Convulsive seizures

Week 12 Week 24 Week 36 Week 48

On=167 32 25 110 158 32 24 102 142 26 19 97 128 24 17 87

—72.9

—80 - —75.9
. Overall LGS population . LGS-structural . LGS-genetic

Median percent change from baseline (%)

LGS-NOS

n values shown below each timepoint represent patients with available convulsive seizure data at that visit.
LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic epilepsies; LGS-NOS, LGS not otherwise specified;
LGS-structural, LGS of structural aetiology.

+ At Week 12, median percent change from baseline in convulsive seizure frequency was —56.4% in the
overall population and ranged from —50.5% to —60.3% across aetiology subgroups (Figure 1)

» Median percent change in convulsive seizure frequency was broadly maintained through Week 48 in
the overall population (-52.9%), LGS-genetic subgroup (-72.9%), and LGS-NOS subgroup (-57.3%);
in the LGS-structural subgroup, reductions were >48% through Weeks 12—-36 and —25.4% at Week 48

Figure 2. Median percent change from baseline in total seizure frequency
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n values shown below each timepoint represent patients with available total seizure data at that visit. Total seizures include convulsive and non-convulsive
seizures. LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic epilepsies; LGS-NOS, LGS not otherwise specified; LGS-structural,
LGS of structural aetiology.

+ At Week 12, median percent change from baseline in total seizure frequency was —47.1% in the overall
population and ranged from —39.3% to —54.5% across aetiology subgroups (Figure 2)

« Median percent change in total seizure frequency was broadly maintained through Week 48 in the
overall population (-52.6%) and LGS-NOS subgroup (-55.2%); reductions were >35% through Weeks
12—48 in the LGS-structural subgroup and 250% through Weeks 24—-48 in the LGS-genetic subgroup

Figure 3. Proportion of responders (250% reduction from baseline)
for convulsive seizures (Effectiveness Analysis Set)
Convulsive seizures

. Overall LGS population . LGS-structural . LGS-genetic
64.0

80

LGS-NOS

60.0

(@)
o

S57-7 559 3 55, _ 55.6

D
o

N
o

0 -
n=167 32 25 110 158 32 24 102 142 26 19 97 128 24 17 87

Week 12 Week 24 Week 36 Week 48

n values shown below each timepoint represent the number of patients with available 250% responder classification for convulsive seizure frequency at that
visit, calculated as responders plus non-responders. Percentages are based on non-missing values.

LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic epilepsies; LGS-NOS, LGS not otherwise specified; LGS-structural,

LGS of structural aetiology.

Proportion of responders (%)

At Week 12, the proportion of responders for convulsive seizure frequency was 55.7% in the overall
population and ranged from 48.5% to 57.7% across aetiology subgroups (Figure 3)

* Across Weeks 12—48, responder proportions were broadly maintained in the overall population
(51.6-56.3%), LGS-genetic subgroup (55.6—64.0%), and LGS-NOS subgroup (50.5-55.9%);
in the LGS-structural subgroup, responder proportions were 48.5-55.6% through Weeks 12—-36
and 40.0% at Week 48

Figure 4. Proportion of responders (250% reduction from baseline)
for total seizures (Effectiveness Analysis Set)
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n values shown below each timepoint represent the number of patients with available 250% responder classification for total seizure frequency at that visit,
calculated as responders plus non-responders. Percentages are based on non-missing values. Total seizures include convulsive and non-convulsive seizures.
LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic epilepsies; LGS-NOS, LGS not otherwise specified; LGS-structural, LGS of
structural aetiology.

« At Week 12, the proportion of responders for total seizure frequency was 48.4% in the overall population
and ranged from 37.5% to 51.6% across aetiology subgroups (Figure 4)

» Across Weeks 12—48, responder proportions were broadly maintained in the overall population
(48.4-53.1%) and LGS-NOS subgroup (47.3—-54.6%); in the LGS-genetic subgroup, responder
proportions were 250% from Weeks 24—48, and in the LGS-structural subgroup ranged from 37.5%
to 46.2%

Baseline characteristics: CBD EAP Safety Analysis Set

Table 1. Baseline characteristics in the overall population and aetiology
subgroups (CBD EAP Safety Analysis Set)

‘ Overall LGS-structural LGS-genetic ‘ LGS-NOS
(N=226) (n=49) (n=32) (n=145)
Age, median (min—max) 13.1 (0-58) 13.6 (3-58) 13.0 (0-21) 13.1 (1-51)
Sex (female), n (%) 81 (35.8) 23 (46.9) 14 (43.8) 44 (30.3)
ASMs, mean (SD) 3.1 (1.3) 3.3 (1.2) 2.8 (1.2) 3.1 (1.3)
Concomitant ASM use, n (%)
Clobazam 125 (55.3) 6 (53.1) 14 (43.8) 5 (58.6)
Levetiracetam 6 (38.1) 0 (40.8) 16 (50.0) 0 (34.5)
Valproate 4 (28.3) 6 (32.7) 5 (15.6) 3 (29.7)
Lamotrigine 0 (26.5) 7 (34.7) 7 (21.9) 36 (24.8)
Rufinamide 0 (22.1) 7 (14.3) 10 (31.3) 3 (22.8)
Topiramate 3 (14.6) 7 (14.3) 3(9.4) 3 (15.9)
Felbamate 7 (11.9) 6 (12.2) 4 (12.5) 7 (11.7)
Stiripentol 1(0.4) 0 1(3.1) 0

ASM, antiseizure medication; CBD, cannabidiol; EAP, Expanded Access Program; LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic
epilepsies; LGS-NOS, LGS not otherwise specified; LGS-structural, LGS of structural aetiology; SD, standard deviation.

* In the overall population (N=226), the mean (standard deviation) age was 13.8 (8.5) years and
approximately two thirds of patients were male

» Clobazam (55% [125/226]), levetiracetam (38% [86/226]), and valproate (28% [64/226]) were the most
common concomitant ASMs (Table 1)

» Baseline characteristics were generally balanced between the overall population and the different EAP
subgroups (LGS-structural: n=49; LGS-genetic: n=32; LGS-NOS: n=145), with some numerical
differences (Table 1):

— Patients with LGS-structural had a higher mean age (15.8) compared with the overall population,
and a higher proportion (47% [23/49]) were female

— Structural and genetic aetiology categories are detailed in Supplementary Tables S1
and S2, respectively

— Compared with the overall population, more patients with LGS-genetic were female (44% [14/32]);
fewer received clobazam (44% [14/32]) or valproate (16% [5/32]); and more received levetiracetam
(50% [16/32]) or rufinamide (31% [10/32])

Safety: CBD EAP Safety Analysis Set
Table 2. Summary of adverse events

Overall LGS-structural | LGS-genetic LGS-NOS
(N=226) (n=49) (n=32) (n=145)

Patients reporting

any TEAE, n (%) 196 (86.7) 126 (86.9)

TEAESs reported in 210% of patients in any group, n (%)
Somnolence 58 (25.7) 8 (16.3) 5 (15.6) 45 (31.0)
Diarrhoea 55 (24.3) 17 (34.7) 10 (31.3) 28 (19.3)
Convulsion 51 (22.6) 11 (22.4) 11 (34.4) 29 (20.0)
Upper respiratory
T YR 38 (16.8) 5(10.2) 5 (15.6) 28 (19.3)
Pyrexia 35 (15.5) 10 (20.4) 7(21.9) 18 (12.4)
Decreased appetite 34 (15.0) 7 (14.3) 5 (15.6) 22 (15.2)
Vomiting 30 (13.3) 5(10.2) 7(21.9) 18 (12.4)
Fatigue 29 (12.8) 6 (12.2) 7(21.9) 16 (11.0)
Pneumonia 27 (11.9) 7 (14.3) 7 (21.9) 13 (9.0)
Nasopharyngitis 23 (10.2) 8 (16.3) 2 (6.3) 13 (9.0)
Decreased weight 23 (10.2) 6 (12.2) 3(9.4) 14 (9.7)
Status epilepticus 21 (9.3) 6 (12.2) 4(12.5) 1(7.6)
Constipation 20 (8.8) 4 (8.2) 4 (12.5) 12 (8.3)
Ear infection 17 (7.5) 6 (12.2) 0 1(7.6)
Aggression 17 (7.5) 3 (6.1) 4 (12.5) 10 (6.9)
Urinary tract infection 16 (7.1) 3 (6.1) 4 (12.5) 9 (6.2)
Influenza 15 (6.6) 1(2.0) 5 (15.6) 9 (6.2)
Sedation 14 (6.2) 6 (12.2) 1(3.1) 7 (4.8)
Insomnia 14 (6.2) 5(10.2) 2 (6.3) 7 (4.8)
Viral gastroenteritis 10 (4.4) 1(2.0) 4 (12.5) 5(3.4)

LGS, Lennox-Gastaut syndrome; LGS-genetic, LGS secondary to other genetic epilepsies; LGS-NOS, LGS not otherwise specified; LGS-structural,
LGS of structural aetiology; TEAE, treatment-emergent adverse event.

» Overall, 196/226 patients (86.7%) reported any TEAE

— The most common TEAEs in the overall population were somnolence (58/226 [25.7%)]),
diarrhoea (55/226 [24.3%)]), and convulsion (51/226 [22.6%]; Table 2)

« Numerical differences were observed across aetiology subgroups (eg, diarrhoea 34.7% and pyrexia
20.4% in the LGS-structural subgroup; convulsion 34.4% and diarrhoea 31.3% in the LGS-genetic
subgroup); however, safety profiles were generally consistent with the overall population

Comparative analyses

Effectiveness: percent change from baseline with CBD EAP
versus placebo ECA

* During the 14-week treatment period, model-based least squares (LS) mean percent changes from
baseline were —51% with CBD EAP versus —24% with placebo ECA for convulsive seizure
frequency, and —49% versus —23%, respectively, for total seizure frequency (Figure 5)

 Compared with placebo ECA, CBD EAP was associated with 36% lower convulsive seizure
frequency (95% confidence interval [Cl]: 24, 46) and 34% lower total seizure frequency
(95% CI: 21, 44) (both P<0.0001; Table 3)

Table 3. Comparative analysis of percentage reductions from baseline and
treatment ratios

Reduction from
baseline, % (95% ClI)

Treatment ratio,
% (95% CI)

P-value

Convulsive seizures

Placebo ECA 24 (16, 31)

36 (24, 46) <0.0001
CBD EAP 51 (44, 57)
Total seizures
Placebo ECA 23 (15, 31)

34 (21, 44) <0.0001
CBD EAP 49 (42, 55)

Treatment ratios estimated from weighted log-transformed ANCOVA and calculated as the difference in the percentage change in geometric mean ratio to
baseline between CBD EAP and placebo ECA arms. The placebo ECA included patients with LGS randomised to placebo in prior CBD trials. Percentage
reductions from baseline and treatment ratios were calculated as (1-estimate) x100.

ANCOVA, analysis of covariance; CBD, cannabidiol; Cl, confidence interval, EAP, Expanded Access Program; ECA, external control arm;

LGS, Lennox-Gastaut syndrome; LS, least squares.

Figure 5. Model-based percent change from baseline for convulsive and
total seizure frequencies with CBD EAP versus placebo ECA
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n values represent the number of participants with seizure counts at the end of the 14-week treatment period. Chart bars show back-transformed model-based
LS mean percent change from baseline during the treatment period; error bars show 95% Cls. The placebo ECA included patients with LGS randomised to
placebo in prior CBD trials.

CBD, cannabidiol; ClI, confidence interval; EAP, Expanded Access Program; ECA, external control arm; LGS, Lennox-Gastaut syndrome; LS, least squares.

Baseline characteristics: CBD EAP versus placebo ECA

Table 4. Baseline characteristics before and after inverse probability
weighting: CBD EAP versus placebo ECA

Unweighted Weighted

CBD EAP Placebo ECA CBD EAP Placebo ECA
(n=175) (n=161) (n=175) (n=161)
‘("‘rgfl;_r:‘n?)'(i;’" 12.8 (0-51) 12.8 (3-45) 12.8 (0-51) 12.8 (3-45)
Sex (female), n (%) 64 (36.6) 74 (46.0) 64 (41.9) 74 (42.2)
Number of ASMs
taken at baseline, 3.1(1.2) 2.9 (0.9) 3.0 (1.6) 3.0 (1.3)
mean (SD)
ASM use, n (%)
Clobazam 105 (60.0) 9 (49.1) 105 (55.2) 79 (55.0)
Levetiracetam 8 (38.9) 8 (36.0) 68 (38.1) 58 (38.4)
Valproate 7 (26.9) 3 (39.1) 7 (27.6) 63 (38.8)
Lamotrigine 5 (25.7) 6 (34.8) 5 (25.2) 56 (33.5)
Rufinamide 5 (25.7) 1(25.5) 5(24.1) 41 (25.4)
Topiramate 23 (13.1) 0 23 (12.8) 0
Felbamate 22 (12.6) 0 22 (12.0) 0
Stiripentol 1 (0.6) 0 1(0.4) 0

Baseline convulsive seizure frequency
Mean (SD) 282.9 (810.0) 219.7 (409.4) 249.2 (990.0) 243.1 (670.3)

Median 84.0 102.7 84.0 102.7
(min-max) (8.0-8596.0) (11.0-4058.0) (8.0-8596.0) (11.0-4058.0)

Baseline total seizure frequency
Mean (SD) 455.9 (1465.5) 437.4 (713.5) 434.2 (2114.5) 465.8 (1097.8)

Median 108.0 177.7 108.0 177.7
(min—max) (8.0-14,982.0) (11.0-4357.0) (8.0-14,982.0) (11.0-4357.0)

Propensity scores were estimated using age, sex, baseline convulsive seizure frequency, number of concomitant ASMs, and current clobazam use.
Total seizures include convulsive and non-convulsive seizures.
ASMs, antiseizure medications; CBD, cannabidiol; EAP, Expanded Access Program; ECA, external control arm; SD, standard deviation.

* When weighted for propensity scores, baseline characteristics were balanced overall between CBD
EAP and external placebo (Table 4)

Strengths and Limitations

» This analysis provides real-world evidence on the effectiveness and safety of CBD in patients with LGS
across diverse underlying aetiologies, including structural and genetic causes

» The aetiology subgroup analyses were descriptive in nature; therefore, statistical significance cannot
be inferred from comparisons between subgroups

» Although the comparative effectiveness analysis incorporated propensity score weighting to balance
key baseline characteristics, residual confounding and differences between the CBD EAP and external
placebo populations cannot be excluded
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Figure S1. Understanding the diversity of epilepsies: a focus on various Lennox-Gastaut syndrome aetiologies in the
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TSC is a rare genetic disorder, caused by a variant in the TSC1/2 gene, leading benign tumours to
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Genes encoding the Nav1.1, Nav1.2, or Nav1.6 voltage-gated sodium channel found in neurons. T ——
Mutations in any of these genes can lead to a range of neurodevelopmental disorders, including

epilepsy, intellectual disability, and autism spectrum disorder, with symptoms and severity varying

widely, even among individuals with the same genetic mutation'4

Mutations in many different genes, such as CDKL5, MECP2, KCTD, and SYNGAP1, have been linked
to the development of a DEE'5-1°

SCN1/2/8A variants

Other monogenetic variants

CDKLS5, cyclin-dependent kinase-like 5; DEE, developmental and epileptic encephalopathy; EEG, electroencephalogram; KCTD, potassium channel tetramerization domain; LGS, Lennox-Gastaut syndrome; MECP2, methyl CpG binding protein 2;
Nav, voltage-gated sodium channels; SCN1a, sodium channel protein type 1 subunit alpha; SYNGAP1, synaptic Ras GTPase-activating protein 1; TRE, treatment-resistant epilepsy; TSC, tuberous sclerosis complex.

Table S1. Structural aetiology diagnoses reported by physicians among patients categorised as having LGS-structural
aetiology (n=49)

_ Underlying reported aetiology’ —

Acquired structural injury 7 (34.7) Epileptic encephalopathy secondary to HIE

—_—

Neonatal HIE with neonatal seizures and hypoglycaemia/sepsis, cortical visual impairment

Hypoxic-ischaemic encephalopathy (also reported as “HIE”)
Cerebral palsy
Temporal lobectomy
Soto’s syndrome and hypoxic-ischaemic encephalopathy
Non-paraneoplastic limbic encephalitis
Perinatal stroke and Lennox-Gastaut syndrome
Probable structural/metabolic hypoxic-ischaemic encephalopathy
Static encephalopathy with intractable epilepsy
Malformations of cortical 17 (34.7) Brain heteroplasia
development (MCD) Congenital brain malformation with left perisylvian polymicrogyria
Congenital brain malformation, band heterotopia
Cortical dysplasia
Epilepsy due to chromosomal encephalopathies and structural cortical malformations
Heterotopia
Hypomelanosis of Ito, periventricular heterotopias
Hypomelanosis of Ito, cortical malformation, right hemisphere

Lennox-Gastaut syndrome with multifocal congenital malformations
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Malformations of cortical or other brain development with or without known genetic determinants

Microdysplasia; Lennox-Gastaut syndrome
Multiple heterotopia
Schizencephaly
Polymicrogyria
Tonic seizures with lissencephaly
Other congenital (non-MCD) 7 (14.3) Congenital hydrocephalus

malformations Congenital malformation of the corpus callosum

L U U &0 I N (L U U N

CHARGE syndrome; craniosynostosis; static encephalopathy; intractable complex partial seizures; agenesis of
corpus callosum and periventricular leukomalacia

Dandy-Walker malformation
Microcephaly
Structural lesion 2(4.1) Focal epilepsy with parietal lesionectomy and TSC7 mutation of unknown significance
Brain tumour
Unknown 6 (12.2) |[diopathic partial epilepsy
Auriculotemporal syndrome
Complex partial seizures with secondary generalisation
Partial symptomatic epilepsy

Refractory symptomatic multifocal epilepsy with different seizure types

RS O, N, (O, . . . . e -

Refractory multifocal epilepsy

aAetiologies were reported as free-text, therefore some conditions may be the same though reported differently.
CHARGE syndrome, coloboma, heart defect, atresia of the choanae, retardation of growth and development, ear abnormalities; HIE, hypoxic-ischaemic encephalopathy; LGS, Lennox-Gastaut syndrome.

Table S2. Genetic aetiology diagnoses reported by physicians among patients categorised as having LGS-genetic
aetiology (n=32)

LGS-genetic 4(12.5)

Aicardi syndrome 6.3)

N N DN

19. MedGen. MECP2 Disorders. Available from: https://www.ncbi.nim.nih.gov/medgen/1055066 (Accessed 17 June 2026).

—
—

PURA mutation
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DCX mutation (6.3)
Dup15q syndrome (6.3)
13913.3 deletion 1(3.1)
9p21.1 deletion 1(3.1)
Angelman’s syndrome 1(3.1)
Angelman-like 1(3.1)
CDKL5 1(3.1)
CHRNA4 1(3.1)
CLCN4 mutation 1(3.1)
EEF1AZ2 mutation 1(3.1)
EIMFS - KCNT1 mutation 1(3.1)
ESES 1(3.1)
GABRB3 variant 1(3.1)
References: 1. Fisher RS, et al. Epilepsia. 2014;55(4):475-482. 2. Kwan P, et al. Epilepsia. 2010;51(6):1069-1077. 3. Raga S, GABRAZ2 1(3.1)
et al. Epileptic Disord. 2021;23(1):40-52. 4. Chin RF, et al. Front Neurol. 2021;12:734612. 5. Guerrini R, et al. Physiol Rev.
2023;103(1):433-513. 6. Scheffer IE, et al. Epilepsia. 2017;58(4):512-521. 7. Strzelczyk A, et al. Orphanet J Rare Dis. GLYCOSYLATION 1P 1(3.1)
2023;18(1):42. 8. Amrutkar CV, Lui F. Lennox-Gastaut Syndrome. In StatPearls [Internet], Treasure Island (FL); StatPearls
Publishing, 2026. 9. LGS Foundation. What causes LGS? Available from: https://www.lgsfoundation.org/about-lgs-2/what-causes- GRINZ2B & CACNA1H mutations 1(3.1)
Igs (Accessed 9 May 2025). 10. Specchio N, et al. Eur J Paediatr Neurol. 2023;47:25-34. 11. Henske EP, et al. Nat Rev Dis
Primers. 2016;2:16035. 12. Na JH, Lee YM. Int J Mol Sci. 2026;27(3):1382. 13. Caban C, et al. App! Clin Genet. 2016;10:1-8. HNRNPU mutation 1(3.1)
14. Menezes LFS, et al. Front Pharmacol. 2020;11:1276. 15. Olson H, et al. Pediatr Neurol. 2019;97:18-25. 16. Parker MJ, et al.
Am J Med Genet A. 2015;167A(10):2231-2237. 17. Genetic and Rare Diseases Information Center (GARD). Available from: KCNQ3 mutation 1(3.1)
https://www.defeatingepilepsy.org/genetic-mutation-series/cdkl5-genetic-mutation-and-epilepsy (Accessed 14 November 2025).
18. MedGen. KCTD?7. Available from: https://www.ncbi.nlm.nih.gov/medgen/388595 (Accessed 17 June 2026). KCNT1 mutation 1(3.1)
(3.1)
(3.1)
(3.1)
(3.1)
(3.1)

Percentages are based on the CBD EAP Safety Analysis Set for patients with LGS secondary to other genetic epilepsies (n=32).

Epidyolex® is approved in the EU for the adjunctive treatment of seizures associated with Lennox-Gastaut syndrome or Dravet CBD, cannabidiol; EAP, Expanded Access Program; LGS, Lennox-Gastaut syndrome.

syndrome, in conjunction with clobazam, in patients 22 years of age; it is additionally approved in the EU for the adjunctive
treatment of seizures associated with tuberous sclerosis complex in patients 22 years of age. Epidiolex® is approved in the US for
the treatment of seizures associated with Lennox-Gastaut syndrome, Dravet syndrome, or tuberous sclerosis complex in patients
=1 year of age.
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What is Lennox-Gastaut syndrome (LGS)?

» LGS is a serious brain disorder that causes seizures and
problems with how a child learns and grows

— Medicines for LGS are available, but many children and adults
who are being treated with them still experience frequent
seizures’

« LGS can have different causes, including gene changes, structural
brain changes, metabolic disorders, or causes that are unknown?3

Why was this analysis done?

What is cannabidiol (CBD)?

= A plant-derived, highly punfied pharmaceutical formulation of CBD
(Epidyolex® [EU)/Epidiolex® [US])* is approved for the treatment
of seizures associated with certain rare forms of epilepsy,
including LGS4>

* Previous clinical trnials have shown that CBD can help reduce
seizures in people with LGSS.7

— However, less is known about whether the effectiveness of
CBD changes depending on the underlying cause of LGS

= This analysis was carried out to determine whether the effect of CBD treatment varnied in people with different underlying causes of LGS and
whether any differences in side effects were seen with CBD. The comparative effectiveness analysis versus an external control arm was used to

indicate the extent of reduction in seizures with CBD when compared with an

% How was this study designed?

This analysis
used data from a
study of children
and young adults

with treatment-

Descriptive analyses

FParticipants received CBD (25-50 mg/'kg/day)*
in addition to their existing antiseizure medications

Based on the cause of their LGS, participants were grouped into:

external placebo arm

Comparative analyses

CBD EAP group
People with LGS receving CBD in
the US Expanded Access Program

resistant epilepsy , !
who received s s 8

CBD under the www

IUS Expanded

Vs

Placebo group
People with LGS receiving placebo as

| GS-not-otherwise-
speciﬁecli (NOS)

Access Program L GS-structural L G5-genetic
(EAP) : i
Measured changes in convulsive® and total seizures® and incidence of
side effects for up to 48 weeks
Outcomes aConvulsive seizure: A seizure bTotal seizures: Any countable

where the person loses muscle
control, leading to jerking, shaking

selzure. LGS s associated with
several different types of

or rhythmical movements® seizure’

part of the previous CBD clinical trnials

Compared changes in convulsive and
total seizures between the two groups

Note: 50 mg/kg/day CBD is not approved for use by any regulatory authorities

people included in the
22 descriptive analysis @ 32

@wiiiﬂﬂﬂ

LGS-structural LGS-genetic LGS-NOS

What were the key characteristics of the people included in this analysis?

33 people included in the
comparative analysis

175 in CBD EAP group 161 in Placebo group
Most people were male in both groups

The characteristics of people in the different LGS groups
I{years}L;wem_ Me;ian' Highest were generally similar between groups and to those of the @ @
0 131 953 ' overall population
M M
Majority were male Feople were taking The most commonly used antiseizure medications were: People were taking an The most commonly used
an average of three average of three antiseizure  medications across both
( medications in both groups  groups were:
28%

Clobazam Levetiracetam

antiseizure medications
e O e ‘55% @%
M F

What were the key results from this analysis?

Proportion of responders (who had their
seizures reduced by at least 50%)

Convulsive seizures Total seizures
Week 12 Week 48 Week 12 Weelk 48

LGS-structural 49% 40% 38% 43%

M LGS-geneic 6% | s5% | [ 53% |

LGS-NOS 56% 92% 52% 55%

Around half of people in all three LGS subgroups had their convulsive or total
seizures reduced by at least 50% after starting CBD treatment. Response rates
remained above 37% at all time points and were generally consistent across the

different causes of LGS

— clobazam
O O O — levetiracetam
Valproate — valproate

People with different causes of LGS experienced sustained
reductions in seizures from baseline after starting CBD treatment

Convulsive seizures Total seizures
0 Week 12 Week 48 Week 12 Weelk 48
£
2 _
= 20
E —25%
s —40 ~35%
= -39%
= —44%
5 60 -51% ~51%
= -y \ ~55% ~-55%
ﬁ —Eﬂ%_ES% _5?-.-"::!
2 w
e —o0 ~73%
=
=
=
—100 LGS-structural M LGS-genetic [ LGS-NOS

FPeople in all three LGS aetiology subgroups expenenced reductions in seizures
after starting CBD treatment. The largest reductions were observed in
convulsive seizures in people with LGS of a genetic aetiology. Seizure

reductions were generally maintained through Week 48

y ~N
People with LGS taking CBD in the EAP experienced fewer
seizures than at baseline after starting treatment

Week 12 Weelk 48
MNo change 0
—20)
£
= ‘s 2
£ 3 —40
£ E
S £ -47.1
g E B0 _56.4 -52.9 -52.6
£ 3
B N
2% _ap M Convulsive seizures
= M Total seizures
Fewer
Selzures 100
People taking CBD experienced fewer convulsive and total seizures after
starting treatment. Improvements were maintained for up to 48 weeks
L v
4 ™

People with LGS receiving CBD experienced fewer seizures
than those receiving placebo

Total seizures

@

Convulsive seizures

I
i
=

Placebo
Placebo

CBD-EAP

(=8
D
2
a8/
o

I
M
=

I
L
=

|
o
=

I
N
—

Percent change from baseline

—60

Feople with LGS receiving CBD in the US EAP expenenced fewer convulsive
and total seizures than those receiving placebo in the CBD RCTs. CBD was
associated with approximately 36% fewer convulsive seizures and 34% fewer
total seizures

the overall safety profiles were generally at least one
similar to that of the overall study population side effect

\. J
-
* The most common side effects in the overall population were:
Safety oy
87% of @:23 - S{
= Although some differences in side effects people > £
were observed between the LGS subgroups, | reported y

26% Somnolence 23% Convulsion

24% Diarrhoea

EtgP What do these results mean?

« CBD treatment was associated with fewer convulsive and total seizures compared with baseline, in people with different

causes of LGS

A comparison of those with LGS receiving CBD in the US EAP with people with LGS receiving placebo in the previous LGS CBD
clinical trials suggested that CBD reduced the frequency of seizures

 The safety profile of CBD was similar to that reported in previous CBD clinical trials and was generally consistent across

people with different causes of LGS

 Qverall, these findings agree with previous clinical trial data that indicate response to CBD treatment in patients with LGS is not

influenced by differing underlying causes




	Slide 1
	Slide 2
	Slide 3

