Analysis of Safety, Tolerability and Clinical Global
Impression-Improvement Scale Ratings in Patients

With Dravet Syndrome Enrolled as Adults in a
Fenfluramine Open-Label Extension Study

@ QUESTION

What data from the Dravet syndrome (DS) clinical development program are available

to support the use of fenfluramine (FFA) in adult patients?

Overview
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e Patients with DS who enrolled in the open-label extension (OLE) as adults and received at least one dose of FFA were evaluated, including:

o Patients who participated in a DS randomized controlled trial (RCT) and were 18 years before receiving FFA in the OLE, and

o Adults who enrolled in the OLE de novo (without participating in an RCT)

e Incidence of treatment-emergent adverse events (TEAES) and ratings on Clinical Global Impression-Improvement (CGI-I) scale as of the last OLE data cut
(January 2023) are reported

Q\ RESULTS

« Forty-five adult patients were included in the analysis (see
Figure)

« 24 were female (53.5%) and mean age + SD was 22.0 + 4.1
years; SCN1A+ in 93.2% of patients with known status
(n=44)

« 97.8% of patients experienced =1 TEAE; TEAEs occurring in
>15% of patients were decreased appetite, somnolence,
upper respiratory tract infection, fatigue, and decreased
blood glucose; there were no cases of valvular heart disease
or pulmonary arterial hypertension observed

* Clinically meaningful improvement (“very much improved” or
“much improved”) was reported at last visit by 70.7% and
69.1% of caregivers and investigators, respectively (see
Table)

eamm CONCLUSIONS

Figure. Adult Patients in OLE (N=45) and Duration of

FFA Treatment
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DS, Dravet syndrome; FFA, fenfluramine; OLE, open-label extension; RCT, randomized controlled trial.

Table. CGI-I Scores at Last Visit as Rated by Caregivers and Investigators

Rating, n (%)

Much improved

No change

Minimally worse

Very much worse

Very much improved

Minimally improved

Caregivers (n=41) Investigators (n=42)

13 (31.7) 12 (28.6)

16 (39.0) 17 (40.5)
6 (14.6) 10 (23.8)
1(2.4) 2 (4.8)
2 (4.9) 1(2.4)
0 (0.0) 0 (0.0)
3 (7.3) 0 (0.0)

CGI-I, Clinical Global Impression-Improvement.
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This analysis of FFA use in adult patients for up to 3 years revealed no new or unexpected safety signals and demonstrated clinically meaningful benefit, suggesting the potential use of FFA as an [=]

anti-seizure medication in this subpopulation.
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Introduction

« Dravet syndrome (DS) is a rare, lifelong, treatment-resistant developmental
and epileptic encephalopathy (DEE) characterized by high seizure burden
and multiple comorbidities!

 High seizure frequency is associated with worsening of comorbidities
and a lower quality of life (QOL)?2

« While DS onset occurs in infancy, it persists into adulthood and there is
long-term risk for poor outcomes

« A survey of caregivers of patients with DS in Europe revealed that only
11% of adults surveyed (n=100) were seizure free?

« In a 10-year, prospective health-related quality of life (HRQoL) study,
epilepsy severity was associated with reduced HRQoL in the older
patient group (=16 years old)?3

 Additionally, cognitive impairment in older patients contributes to
worsened HRQoL*>

 Antiseizure medications (ASMs) that reduce seizure burden and can be
used effectively into adulthood are needed

« Fenfluramine (FFA; Fintepla, UCB, Brussels, Belgium) is approved in the US,
UK, EU, Israel, and Japan for the treatment of seizures associated with DS
in patients >2 years of age®-10

« Three randomized controlled trials (RCTs, NCT02682927, NCT02826863,
NCT0296898) of FFA use in DS included patients aged 2-18 yearsii-13

« An interim report of the open-label extension (OLE) study demonstrated
sustained clinically meaningful reductions in seizure frequency in 232
patients, mean age 9.1 years, over 256 days (range, 58-634)14

Objective

This analysis aims to describe use of FFA in patients who enrolled in the DS
OLE study as adults (=18 years old).

Methods

« Study design for the RCTs!!-13 and OLE* have been previously described

« In the OLE, patients began FFA at 0.2 mg/kg/day; dose could then be
titrated based on effectiveness and tolerability after 4 weeks

« In February 2018, a protocol amendment of the OLE study allowed
enrollment of adult patients de novo

 For this analysis, patients who participated in an RCT and turned 18 years
old prior to enrolling in the OLE or who enrolled in the OLE de novo
(without previous FFA use) as adults were included

« QOutcomes of interest included: patient demographics, disposition, incidence
of treatment-emergent adverse events (TEAES), mean daily dosage groups,
FFA treatment duration, and proportion of patients rated as demonstrating
clinically meaningful improvement on the Clinical Global Impression-
Improvement (CGI-I) scale

 Clinically meaningful improvement includes scores of "much improved”
or “very much improved”

 Descriptive statistics were used
 Final data cut date was 27 January 2023

Results

« Forty-five patients were adults (=18 years old) at OLE enrollment:
« 14 patients previously participated in a Phase 3 RCT
« 31 adults enrolled in the OLE without participating in an RCT

« Demographics are described in Table 1

« 11 (24.4%) patients were 18 years old at enrollment and 34 (75.6%)
were >18 years old

« Mean daily dose and treatment duration was known in 39 patients; notably
19/39 patients were dose-capped (Table 1)

« 33 (73.3%) patients transitioned to another OLE study and 4 (8.9%)
patients transitioned to commercial FFA; 2 patients each discontinued due
to an adverse event, lack of efficacy, and other (Table 1)

« 44 (97.8%) patients experienced at least one TEAE (Table 2); 8 patients
experienced >1 serious TEAE

« There were no deaths among these patients and no cases of valvular heart
disease or pulmonary arterial hypertension

« At last visit, 29/41 (70.7%) caregivers and 29/42 (69.1%) investigators
reported clinically meaningful improvement on CGI-I (Figure 1)

Table 1. Demographics and FFA Characteristics of Patients Enrolled as

Adults in the DS OLE

Age at enrollment (years)
Mean £ SD
Range
Sex, n (%)
Male
Female

SCNV1A pathogenic variant present, n (%)?

Weight at baseline (kg)
Median (range)

BMI at baseline (kg)®P
Median (range)

Concomitant ASMs (number)
Median (range)

Patient disposition, n (%)
Completed all study visits

Transitioned out of OLE
Discontinued FFA early

FFA mean daily dose, n (%)c
<0.3 mg/kg/day
0.3 to <0.5 mg/kg/day
>0.5 mg/kg/day
Dose-capped patients, n (%)c
17 mg while on concomitant STP (n=8)
26 mg without concomitant STP (n=31)

FFA treatment duration/exposure, months
Median (range)

aQut of 44 patients, unknown in 1 patient.
bReported for 44 patients; height was not available for one patient.
cDosing and exposure available for 39 patients.

22.0 £ 4.1
18.0-32.0

21 (46.7)
24 (53.3)

41 (93.2)
58.2 (31.0-113.0)
21.9 (13.5-38)
3.0 (1.0-10.0)

2 (4.4)

37 (82.2)

6 (13.3)

22 (48.9)
14 (31.1)
3 (6.7)

7 (87.5%)
12 (38.7%)

14.4 (0.2-36.2)

ASMs, anti-seizure medications; BMI, body mass index; DS, Dravet syndrome; FFA, fenfluramine; OLE, open-label extension; SD, standard deviation;

STP, stiripentol.

Table 2. Treatment Emergent Adverse Events Occurring in 215% of
Patients Who Enrolled as Adults in the DS FFA OLE (N=45)

Patients reporting =1 TEAE, n (%)
TEAES occurring in 215% of patients, n (%)
Decreased appetite
Somnolence
Upper respiratory tract infection
Fatigue
Decreased blood glucose

44 (97.8)

20 (44.4)
11 (24.4)
10 (22.2)
8 (17.8)
8 (17.8)

DS, Dravet syndrome; FFA, fenfluramine; OLE, open-label extension; TEAEs, treatment emergent adverse events.

Figure 1. Caregiver and Investigator CGI-I Scores at Last Visit
Caregiver CGI-I Scores (n=41)?
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Investigator CGI-I Scores (n=42)b
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CGI-I, Clinical Global Impression-Improvement.
aThere were no ratings of “much worse” on CGI-I by caregivers.
bThere were no ratings of “much worse” or very much worse” on CGI-I by investigators.
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Minimally worse
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Very Much Improved
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Minimally Improved
No Change
Minimally Worse

Conclusions

In this analysis of adults with DS treated with FFA for up to 3 years, there
were no new or unexpected safety signals observed. Additionally, CGI-I
scores from caregivers and investigators demonstrated clinically meaningful
benefit which may contribute to positive effects on HRQoL. These data
support the use of FFA as an anti-seizure medication in this subpopulation
of adults with DS.
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