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Background

« Fenfluramine (FFA oral solution) is FDA-approved for the treatment of seizures associated with DS and LGS
in patients >2 years old!

« Due to VHD and PAH identified when the FFA oral tablet formulation was used as a weight loss agent (at
60-120 mg/day), FFA oral solution is only available in the US through a Risk Evaluation and Mitigation
Strategy (REMS)!

» Prescribers and dispensing pharmacies must be certified through REMS and patients must also be
enrolled in REMS to receive FFA

Baseline Repeat ECHO is needed every 6 months during treatment ECHO 3-6
ECHO prior |1 A ‘ mof?ths
to starting / \ after

FFA Up to 0.7 mg/kg/day or StOIEFFXng
maximum of 26 mg/day

Increase weekly

based on efficacy = OR
and tolerability

- /

1. UCB, Inc. FINTEPLA® (fenfluramine) oral solution [prescribing information]. Smyrna, GA; March 2023.
DS, Dravet syndrome; ECHO, echocardiogram; LGS, Lennox-Gastaut syndrome; PAH, pulmonary arterial hypertension; STP, stiripentol; VHD, valvular heart disease.



Objective

« The FDA has required a post-marketing CV safety registry study to continue monitoring, evaluating, and
reporting VHD, PAH, and/or other CVAEs in patients on FFA

* Here, we provide interim results from the CV safety registry study, since FDA approval of FFA oral
solution (June 2020)

f b Definitions as agreed with FDA:
REMS Mild or greater aortic regurgitation or moderate
s or greater mitral regurgitation associated with
4 b d Clinical A SII_EII\D’IS Rl restricted valve motion, valve thickening,
~ ~ studies and and/or physical signs or symptoms attributable
Pharmaco- to valve disease
- expanded
vigilance REMS-defined
dCCeSS PAH Elevated PASP >35 mmHg
5]
g ) g programs )

CV safety

Objective:
To characterize the risk of potential development of VHD
and/or PAH in patients exposed to FFA in the US.

registry
study

aFor Pre-REMS exposure data only.

CV, cardiovascular; CVAEs, cardiovascular adverse events; FDA, Food and Drug Administration; FFA, fenfluramine; PAH, pulmonary arterial hypertension; PASP, pulmonary arterial systolic pressure; REMS, Risk Evaluation and Mitigation Strategy;
VHD, valvular heart disease.



Methods — Data Collection

» 0Ongoing prospective, observational, cohort study of patients treated with FFA in the US
Data collection period: June 25, 2020, through June 24, 2024

« From REMS! specifically, data were collected from various forms

REMS Prescriber Enroliment Form

REMS Patient Status Form

REMS Patient Status Form

Prior to sarti

FOR PRESCRIBERS

‘The prescriber must consider the benefits

FANY
. g o regurgitation,
(e, valve thickening or restrictive valve motion)
. y i i mm Hg)
Instructions )
+ Before the startof treatment

treatment

+_Submit the completed form oniine at

via fax o 1-833-568-6198, or via mail to 1710 N Shelby Oaks Dr, Ste 3, Memphis, TN 38134

PATIENT INFORMATION

“indicates required field

REMS CVAE Reporting Form

REMS Cardi Adverse Event ing Form

FOR PRESCRIBERS

My
the echocardiogram.
Instructions

710N Shelby Oaks Dr, Ste 3, Memphis, TN 38134

(PAH)

via fax to 1-833-568-6198, orvia mail to

Ifyes, to the best of your knowledge,

PATIENT INFORMATION “indicates required field
- TiastName

Date of Birth (MM/DD/YYYY)": | Patient REMS ID™:

Address Line 7

Address Line 2

Gy e [2IP Code™

Hias te pationt boen exposed 1o pror o exolmentin the REMS (e, incaitiasy | [Tves One Dloontinow

PRESCRIBER INFORMATION

“indicates required field

REMS Prescriber Enrollment Form FOR PRESCRIBERS
Instructions
1. Review the Prescribing Information, Prescriber Training, and REMS Program Overview
2 y orfaxto
1-833-568-6198 or malto 1710 N Shelby Oaks Dr, Ste 3, Memphis, TN 36134
3. Complete all this form these steps, ¥ I
certification within 2 business days
PRESCRIBER INFORMATION * indicates required field.
First Name- PractcelFaciity Name':
Last Name*: Address Line 1*:
Degree: [Jwo [ oo [ e []PA [ Jomer Address o2
National Provider Identfler (NPI)': oty Sae: 2P Code®
‘State License Number: Practice/Facility Phone*:
Prescriber Email*: Practice/Facility Fax":

Specialty”

O O

Primary Contact at Ofice First Name:

Primary Contact at Office Last Name:

O O

O orer..,

Primary Contact Tite:

Are primary contact phone and fax numbers difierent  No [ ] Yes []
from practcefaciity phone and fax numoers?
(Ifyes, please complete the following 2 ields)

Preferred Method of Communication: [ ] Email [] Phone [] Fax

Primary Contact Direct Phone Number:

First Name".

TiastName-

Natonal Provider Igentifier (NPY)

| Prescriber REMS ID*:

+ Enrollin the REMS by completing this form

Primary Contact Email Primary Contact Fax Number:
y completing, si 3
*  Reviewthe Prescribing Information (P1), Prescriber Training, and REMS Program Overview

ol r bbmitit o the REMS

Before treatment nitiation, to prescribe
* Give the patient a copy of the Patient Guide

toa patient, | will:

. g
symptoms of valv and the
inftiaton), every Guide
. pai nt Form to the REMS
. Assess ating treatment by obt
and authorization for treatment o the REMS using the Patient Status Form
During treatment, every 6 months, | will:
+ Counsel ths after treatm:
discontinuation using the Patient Guide
- Assess by obts D
the
1 will
. e by obtaining an o e

. transfer of

1. https://www.finteplarems.com/

First Name® [ Last Name":
Date of Birth (VM/DDIYYYY)" [Patient REMS 1D:
‘Address Line 1
‘Address Line 2
City" [State” [2IP Code™
Height (cm)" [ weight (k' [BMI:
PRESCRIBER INFORMATION “indicates required field
First Name": [Last Name"
National Provider IGentiier (NP1 [Prescriver RENS 0.
‘Address Line 1
i
City™: [State: [ZIP Code™
Phone" [Fax: [Emait
[DOSING INFORMATION
Current dose of mokgiday Total mgiday
YY)
| i patientis no longer on end date (MM/DDIYYYY)
ECHOCARDIOGRAM RESULTS “indicates required field
Date of echocardiogram (MM/DDIYYYY)':
Regurgiation (check only 1 box per row)
L S o
Valve | Absent/Trace | Mild | Moderate [ Severe.
\ | O \ O J m
i | \ 0 \ m
Elevaled pulmonary arterial sysiolic pressure (PASP 35 mm Ho) (select one)” Tvs [
Please provide PASP value: mm Hg
Any other (ie, » Cyes [OnNo
H; form pr ly for this patient? [ ] Yes  [] No
Have any of the previously reported abnormaliies changed? Oves [ o
Authorization for Treatment
I this patient authorized to receive 7 (select one)" Oves [ONo
Ifthis patient s not authorized to receive please provide the reason(s) (select all that apply)”
[ chengesin o ] gnosisof VD or PAH L] aiready discontinued
[J Noncompliance with echocardiogram ] Other esse oot
if finc VHD, PAH, or ty have been reported on REMS wi -up
i REMS within 3 business days of receipt.
Signature” Print Name Dato
Submitted by Prescriber Delegate [ ] Prescriver

CVAE, cardiovascular adverse event; FFA, fenfluramine; REMS, Risk Evaluation and Mitigation Strategy.

‘Adaress Line 1

Address Line 2
Gy [Site" 2P Cose”
Phone’: [Fax: [Emar:
CARDIOVASCULAR ADVERSE EVENT INFORMATION “indicates required field
Date of echocardiogram (MM/DDIYYYY):
i car
Vaivular heart disease (VD) crteria
Tboxper
Vave g oserate Severe
Aortc [m]
[Miral
Restriled valve mofon? (check which vavels) | [] Aoric Witral NA
avels)) [ Aortc Wiral NA
Puimonary Arera Hypertersion (PAH) cferia
[m) [m]
pressure >35 mm Hg); PASP reacing mmHg
O
Gheck ony 1 box perow.
e
Vaive Thid Woderals [Severs
Pumonic In] in]
euspd [ [m] g
[T ves [no 3 -
Were! 3 [ [dves [n %) I
Soseof atihe tmeof e event___ mghgtayand__ mgfday e e
inthe REMS (V/DDIY Y YY),
[ifpatent s nolonger on (MVDDYYYY)
i the VHD, PAH,or other
Medicaton o ntsventona hrapy [ ] Hosptatzaton [ Discontmeatonoiteatment [ [Joeatr | [TNochange
. o e ? P ot
REMS.
Signature: Date:
Prnt Name:
‘Submited by [ Prescrber Delegate [ Prescrber
Ifthe patient h treatment, REMS.

jou have any questions or need additional information, please visit

Central Time.

or call 1-877-964-3649, Monday through Friday, between 7 au and 7 pu



https://www.finteplarems.com/

Methods — Outcomes

Cases

identified

If information from any source
suggests REMS criteria of VHD or PAH
are met, cases are included in the

analysis

Cases

adjudicated

4 )

We will provide results of
definite or probable
cases following
adjudication review

(irrespective of causality)

Suspected cases are reviewed by an K /

external adjudication committee and
are classified as definite, probable,
possible, or not VHD or PAH

Causality

applied

PAH, pulmonary arterial hypertension; REMS, Risk Evaluation and Mitigation Strategy; VHD, valvular heart disease.

Causality criteria are applied as per
World Health Organization-Uppsala
Monitoring Centre and categorized as
certain, probable/likely, possible,
unlikely or unassessable




Patients Enrolled & Duration of Exposure

Enrolled Set

N=3563

Patients With CV

Events at Enroliment

n=216

Age, years
Mean+SD

Range

Sex, n (%)
Male
Female
Missing
Weight at enroliment (kg)
n
Mean+SD
BMI at enroliment (kg/m?2)

n
Mean£SD

aIncludes FFA exposure from participation in clinical trials or expanded access programs.
BMI, body mass index; CV, cardiovascular; FDA, Food and Drug Administration; FFA, fenfluramine; PAH, pulmonary arterial hypertension; REMS, Risk Evaluation and Mitigation Strategy; SD, standard deviation.

14+10.8
0.1-70.1

1883 (52.8)
1678 (47.1)
2 (0.1)

3554
43.3+£25.5

3115
21.3+£6.6

17.4+13.1
0.1-62.4

124 (57.4)
92 (42.6)
0 (0.0)

216
44.8+25.8

196
21.2+6.9

Of the enrolled set, mean+SD FFA
daily dose was 0.5+0.3 mg/kg/day

or 17.619.3 mg/day

REMS duration of exposure
Total

Patients initiating FFA from REMS

enroliment, patient-years

Total duration of exposure, patient-years

Enrolled Set
N=3563

Patients initiating FFA prior to REMS

enroliment, patient-years
Pre-REMS duration of exposure2

522.8
499.7
1022.6

4588.8
5611.4



Reports of REMS-Defined VHD and REMS-Defined PAH Cases and
Results of Definite or Probable Adjudication

/. No patient had both \

REMS-defined VHD and
REMS-defined PAH

« No patient experienced
symptomatic VHD or —
PAH

« There was no change to
FFA in 14/18 patients;
FFA was discontinued in

the remaining 4 /

4 )
Enrolled Set
(enrolled in REMS and received
>1 dose of FFA)
g N=3563 y
|
4 5 patients (0.14%) met criteria for R
REMS definitions of VHD
13 patients (0.36%) met criteria for
9 REMS definitions of PAH )
4 )
After adjudication
(irrespective of FFA causality):
. J

REMS-defined VHD: Mild or greater
aortic regurgitation or moderate or
greater mitral regurgitation associated
with restricted valve motion, valve
thickening, and/or physical signs or
symptoms attributable to valve disease
REMS-defined PAH: Elevated PASP
>35 mmHg

1 Definite case of VHD
1 Probable case of VHD

J |

2 Definite cases of PAH
1 Probable case of PAH?

a0ne case that did not meet criteria for REMS definition of PAH (PASP=35 mmHg) was adjudicated as a probable PAH. This
patient was likely developing PAH that resolved after discontinuation of FFA. There were no confounding factors and was likely

related to FFA.

FFA, fenfluramine; PAH, pulmonary arterial hypertension; PASP, pulmonary arterial systolic pressure; REMS, Risk Evaluation and Mitigation Strategy; VHD, valvular heart disease.



Adjudication and Causality of Definite and Probable Cases

/ Adjudication WHO-UMC Causality Presence of
Confounders?

[ 1 Definite VHD j— Possibly related ] T

REMS-defined VHD O =

[ 1 Probable VHD? | | Unlikely related ]

[ 2efinite Part | { Both Unlely related |
[ 1 Probablepart | [ Unliely rlated |
\_

aAfter completion of the interim report, this case was re-adjudicated as “definite VHD" but remained unlikely related to FFA.

KKY

REMS-defined VHD: Mild or greater aortic regurgitation or moderate or greater mitral regurgitation
associated with restricted valve motion, valve thickening, and/or physical signs or symptoms attributable to
valve disease

REMS-defined PAH: Elevated PASP >35 mmHg

FFA, fenfluramine; PAH, pulmonary arterial hypertension; PASP, pulmonary arterial systolic pressure; REMS, Risk Evaluation and Mitigation Strategy; VHD, valvular heart disease; WHO-UMC, World Health Organization-Uppsala Monitoring Centre.



Conclusions

» As of data cutoff date, 3563 patients have been enrolled in the FFA REMS representing 5611
patient-years of FFA exposure in the US

* No patients experienced symptomatic VHD or PAH were reported

» The adjudication committee classified 2 cases (0.06%) as definite or probable VHD and 3 cases
(0.08%) as definite or probable PAH

* One of these (definite VHD) was considered possibly related to FFA
« Regular ECHO monitoring enabled early identification of CV events

» Results of this interim report add to the current understanding of the CV safety profile of FFA and
help to inform patients, caregivers, and healthcare providers of the incidence of CVAEs

» FFA's benefit-risk balance is favorable for patients with DS or LGS

« Timely reporting of AEs with high quality information from healthcare providers is important for
assessing the safety profile of FFA

« Ongoing treatment in any patient, including the decision to continue or discontinue FFA, involves
the benefit-risk assessment by the healthcare provider in consultation with patient and caregiver

AEs, adverse events; CV, cardiovascular; CVAEs, cardiovascular adverse events; DS, Dravet syndrome; ECHO, echocardiogram; FFA, fenfluramine; LGS, Lennox-Gastaut syndrome; PAH, pulmonary arterial hypertension; REMS, Risk Evaluation
and Mitigation Strategy; VHD, valvular heart disease.

10






Overview of Data Collection Sources and Types of Data Collected

Data Collection Source

REMS patient enroliment
form

REMS
forms

REMS patient status form

REMS CVAE reporting form

Pharmacovigilance targeted follow-up
form

Clinical studies or early access
programs

Data
Source/Reporter(s)

Patient or caregiver and
prescriber

Prescriber

Prescriber

Prescriber and/or other
HCP involved in the
integrative care of the
patient

Patient or caregiver and
prescriber

Timing of Completion

Enrollment

Before start of FFA

Every 6 months during FFA
treatment

3-6 months after final FFA
dose

At or immediately after
CVAE reported

After CVAE reported or
when CVAE form is
received

Enrollment

alncludes start/end date of FFA, and whether FFA was continued or not and reasons for discontinuation if applicable.
bIncludes whether the CVAE was reviewed by a patient’s cardiologist, if a VHD/PAH diagnosis was made, as well as other information that may assist in evaluating the events.

cIncludes medical history, concomitant medications, recreational drug exposure, and laboratory test results.

CVAE, cardiovascular adverse event; ECHO, echocardiogram; FFA, fenfluramine; HCP, healthcare provider; PAH, pulmonary arterial hypertension; REMS, Risk Evaluation and Mitigation Strategy; STP, stiripentol; VHD, valvular heart disease.

Data Collected

Registration information
Demographics

Height, weight
FFA exposure information?
ECHO results

CVAE information
FFA exposure information?2
(including STP use)

Information re: CVAEP
Other exposure information¢
Medical comorbidities
Concomitant medications
Family history

Pre-REMS exposure

12



Reports not adjudicated as definite or probable (n=13)

« Of the REMS-defined VHD or REMS-defined PAH reports that were not classified as definite or
probable (n=13):

« 3 cases were adjudicated as not PAH

« Due to insufficient or conflicting information to confirm the diagnosis:

9 cases were adjudicated as possible VHD (n=3) or possible PAH (n=6)
1 case requires additional information for complete adjudication

« 12 of the 13 cases had confounding factors

PAH, pulmonary arterial hypertension; REMS, Risk Evaluation and Mitigation Strategy; VHD, valvular heart disease.
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