1Hospital Ruber Internacional, Madrid, Spain; 2University of Colorado, Anschutz Medical Campus, Aurora, CO, USA; 3Stichting Epilepsie Instellingen
Nederland, Zwolle, the Netherlands; 4Fondazione Policlinico Universitario Agostino Gemelli, IRCCS, Roma, Italy; SUniversita Cattolica del Sacro
Cuore, Roma, Italy; ’Massachusetts General Hospital, Boston, Massachusetts, USA; ’Krankenhaus Mara, Bethel Epilepsy Center, Medical School OWL,
Bielefeld University, Bielefeld, Germany; 8University of Melbourne, Austin Health, Heidelberg, Victoria, Australia; °The Florey Institute of
Neuroscience and Mental Health, University of Melbourne, Parkville, Victoria, Australia; 1°University of Melbourne, Royal Children’s Hospital,
Parkuville, Victoria, Australia; 1*Murdoch Children’'s Research Institute, Parkville, Victoria, Australia; 12University Hospital Antwerp, Antwerp,
Belgium; 13Reference Centre for Rare Epilepsies, Necker Enfants Malades Hospital, APHP, Member of the European Reference Network (ERN)
EpiCARE, Paris, France; 14Institut Imagine, U 1163, Paris, France; 15Université Paris Cité, Paris, France; University Hospital of Bonn, Member of the
ERN EpiCARE, Bonn, Germany; ’Medical Center—University of Freiburg, Faculty of Medicine, University of Freiburg, Freiburg, Germany; 18Bambino
Gesu Children’s Hospital, IRCCS, Member of the ERN EpiCARE, Rome, Italy; 1°University Hospitals KU, Leuven, Belgium; 2°Clinica Universidad de
Navarra, Pio XII, Pamplona, Spain; 21Plejady Medical Center, Krakow, Poland; 22UCB, Monheim am Rhein, Germany; 23UCB, Slough, UK; 2*Veramed,
London, UK; 25UCB, Morrisville, NC, USA; 26UCB, Colombes, France; 2’Weill Institute for Neurosciences and Benioff Children’s Hospital, University of
California San Francisco, San Francisco, CA, USA

Antonio Gil-Nagel, MD, PhD?; Kelly G Knupp, MD, MSCS, FAES?;
Boudewijn Gunning, MD3; Domenica Immacolata Battaglia, MD, PhD45;
Elizabeth A. Thiele, MD, PhDS¢; Tilman Polster, MD7;

Ingrid E. Scheffer, MBBS, PhD, FRACP, FRS89/10,11,

Final Results From a Long-Term Open-Label Extension Study (Up to 4 Years):
Tolerability of Fenfluramine and Global Functioning of Pediatric and Adult
Patients With Dravet or Lennox-Gastaut Syndromes

An-Sofie Schoonjans, MD, PhD2; Rima Nabbout, MD, PhD13:14,15;
Kerstin Alexandra Klotz, PhD1%17; Nicola Specchio, MD, PhD, FRCP18:19;
Rocio Sanchez-Carpintero, MD, PhD29; Marta Zolnowska, MD21;
Anne-Liv Schulz, MD22; Lily Perrin, MSc23:24; Najla Dickson, MD?25;
Mélanie Langlois, PhD25; Amélie Lothe, PhD25; Joseph Sullivan, MD?7

Figure 3. Last Visit CGI-I Global Ratings Relative to CGI-S at Baseline of This OLE
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Introduction

 Dravet syndrome (DS) and Lennox-Gastaut syndrome (LGS) are rare, lifelong developmental
and epileptic encephalopathies characterized by high seizure burden and cognitive and
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« The primary objective was to assess the long-term safety and tolerability of fenfluramine, including
cardiovascular safety
»  Echocardiograms (ECHOs) were performed at baseline, then scheduled every 6 months (every
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« A secondary objective was to evaluate patient global functioning using Clinical Global Impression— ig 1 8.2 5.2 4.7 17 L
Improvement (CGI-I) ratings, globally and for specific domains, at last treatment visit relative to Clinical «  Consistent with prior studies, the results of this OLE study further affirm the continued clinical benefit of long-term FFA use in both pediatric and adult patient populations with DS or LGS. 0 | '
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and investigator

« Outcomes are presented by DS or LGS and by age group, where applicable; some age group analyses were
conducted post hoc, as were analyses of mean daily dose and overall treatment exposure

»  Descriptive statistics were used

CGI-I Global Rating

CGI-I, Clinical Global Impression—-Improvement; CGI-S, Clinical Global Impression—Severity; DEE, developmental and epileptic encephalopathy; DS, Dravet syndrome;
LGS, Lennox-Gastaut syndrome; OLE, open-label extension.

Figure 1. Study Design . i i " il - - - .
g L g - The mtost common E)jafellr:je gl?b|al'ﬁ"GIIASffagZQZSO/WEf mark<t%_d|ytl” (113 [27.4%]) as assessed by Figure 2. Treatment Exposure in This Study and Overall Exposure Since the Start
Study 1503/EP0212 (NCT02823145)13 parent/caregiver and “moderately '“ (1411 - o]) Y 'nve.s,',ga Or - of Fenfluramine
DS OLE (including patients from RCTs [Study 1501/EP02082*, Study 1504/EP0210?, *  On CGI-S, more adults were rated “markedly ill”, “severely ill”, or "among the most extremely ill” by both mThis study = Overall

« Three patients discontinued the study due to an AE (Table 2); serious TEAES were reported in Conclusions
67 (16.3%) patients and 5 (1.2%) were deemed related to treatment by investigators (Table 3) « In this final OLE study analysis of pediatric and adult patients with DS or LGS treated with

«  Within each DEE, rates of TEAEs were comparable by age group fenfluramine up to 4 years, TEAEs were consistent with the known safety profile of

Study 1502/EP0209>*] and a de novo cohort of adult patients with DS) caregiver and investigator (57.5%, 48.8%) vs pediatric patients (47.4%, 35.4%) « At last visit, 7% and >10% reduction in body weight was reported in 22/390 (6/250 [DS], 16/140 [LGS]) fenfluramine; no new or unexpected safety signals and no cases of VHD or PAH were reported
- This is consistent with ratings for the CGI-S subdomains of cognition and behavior Al 729.5 (8-1544) and 12/390 (3/250 [DS], 9/140 [LGS]) patients, respectively . Global functiémin a5 assessed by CGI-I ratings that encompass both seizure and non-seizure
Study 1601/EP0214 (Part 2, NCT03355200) «  The most commonly used ASMs, started before entry into this OLE and continued concomitantly with N=412 1464.5 (171-2800) « There was no evidence of a clinically significant effect of fenfluramine on electrocardiogram parameters OULCOMES. Was in%’ roved or stabl?al in over 900/9 of all atientz receiving fenfluramine
LGS OLE with patients who participated in part 1 (RCT) Study 1900/EP0215 (NCT03936777) fenfluramine while in the study, were valproate (all forms, n=280, 68.0%), clobazam (n=233, 56.6%), (QTcF) and there were no patients with pulmonary arterial hypertension (PAH; pulmonary arterial systolic treatment’_ this sup aste a sustained dlinical benefit Cg’ntinuin from fegnﬂuramine exposUre in
and diazepam (n=138, 33.5%) pressure of >35miHo) the revio’us 0 englgbel studies ° P
« At any point in this OLE study, 77/412 (18.7%) patients received concomitant CBD (any form), of LGS 940.0 (123-1445) No cases of valvular heart disease (VHD) were reported prev pen-! _ _ . _ .
Study 1602/EP0207 (NCT03467113)15 whom 45/77 (58.4%) were those with LGS n=147 1371.0 (599-1960) «  Three patients with mild aortic regurgitation (AR) met the definition for aortic valvulopathy; * Slllnlcall_y meanln’gful improvement (global CGI-I ratings _Of very much improved” or
Phase 1 study in patients with DS or LGS to assess FFA safety with concomitant CBD - Of the 412 enrolled patients, 360 (87.4%) completed the study or transitioned to commercial product, 2/3 patients had mild AR at study baseline (and at every ECHO recorded) and one patient (with trace much improved”) was observed in over one-third of patients
. and 52 (12.6%) discontinued the study (disposition by DEE and age group in Table 2) AR at study baseline) had a single instance of transient mild AR at Month 18 of fenfluramine * Global and subdomain CGI-I ratings by caregiver and investigator were generally
apatients receiving any form of CBD were not eligible to participate in the DS RCTs. DS 440.0 (8—1544) bl . f . . I . . h . . I b I Consistent
bConcomitant stiripentol t permitted in Study 1501/EP0208 and Study 1502/EP0209. . - . -
CBoDn,c(?ar\];Inaart])idsiollr;lplgg,oDrLzJaf/Ztngyn[:ierLTr:e?FFIR, feunf}luramine; LGS, E:nnoxlegstaut syndrome; OLE, open-label extension; RCT, randomized controlled trial. Table 2- StUdy DISpOSItIOI‘I, FFA Exposure, and FFA Dally Dose by DEE and Age n=265 1520.0 (171—2800) Ta -e 4' Preportlon o Pedlatrlc and”Adu t ?atlel‘lts Wlt LaSt V|S-|t CGI I -G O a . W|th|n each DEE Safety Outcomes and patient global functioning were genera”y Comparable
Group Ratings of "Improved or No Change” Relative to CGI-S at Baseline of This Study by age droup
Results LS ' ' ' ' ' ' ' ' Age Group Investigator Y age group . . .
, _ 0 _ 0 . _“ n=147 0 200 400 600 800 1000 1200 1400 1600 DS 2 to <18y, N=192 182/188 (96.8%) 182/188 (96.8%) « Data from this OLE study (median fenfluramine exposure of 2 years) support the continued
* Atotal of 412 patients were enrolled (DS: 265 [64.3%], LGS: 147[35.7%]) and comprised the safety Median (range) Exposure (days) n=264 > 0 0 clinical benefit of fenfluramine and its positive risk/benefit profile in pediatric and adult
population; modified intent-to-treat (mITT) population comprised 410 patients Age group 2to <18y 218y 2to <18y 218y 2to <18y 218y 218y, n=72 69/70 (98.6%) 69/70 (38.6%) ) . POST ;
) _ n=193 n=72 n=92 n=55 n=285 n=127 . . . . . . . LGS 2 to <18y, n=91 79/91 (86.8%) 82/91 (90.1%) patients with DS or LGS, as observed in prior studies
- Respectively, 262 (63.6%) and 143 (34.7%) patients enrolled from Study 1503 (DS OLE)!3 and Completed the study?, n (%) 186 (96.4) 71 (98.6) 65 (70.7) 38 (69.1) 251 (88.1) 109 (85.8) » Median overall exposure, including fenfluramine treatment in previous studies, was 1464.5 days n=146 518y, n=55 43/52 (82.7%) 43/52 (82.7%)
14 / . . . C o o _ = = , N= /0 A
Study 1601 (LGS OLE) o Discontinued, n (%) 7 (3.6) 1 (1.4) 27 (29.3) 17 (30.9) 34 (11.9) 18 (14.2) (range, 171-2800), Figure 2. _ o _ Al 2 to <18y, n=283 261/279 (93.5%) 264/279 (94.6%)
« 0Of 412 enrolled patients, 285 (69.2%) were pediatric (2 to <18 years old) and 127 (30.8%) were adult Reason for discontinuation, n (%) + Median overall exposure in patients with DS was 1520.0 days (range, 171-2800) and in patients with N=410 >18y, n=127 112/122 (91.8%) 112/122 (91.8%) References
— — . . . . Epilepsia. 2011; | 2):3-9. 2. Zuberi SM, et al. Epilepsia. 2022;63(6):1349-97. 3. hio N, et al. Epilepsia. 2022;63(6):1398-442. 4. Martin P, et al. / Sci. 2021;
(=18 years old) Adverie event 0 0 2(2.2) 1(1.8) 2(0.7) 1(0.8) LGS, 1371.0 days (range, 599-1960) CGI-I, Clinical Global Impression—Improvement; CGI-S, Clinical Global Impression-Severity; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome. izﬁré')vziifsfc?.’fa"i’é’inzﬁlétiﬁ(i‘%‘;‘im?cﬁxzeﬁ Pzgs;:cf pz/lozegioéﬁ))fgggsszoéz M6a3r(t|6n) 33 :? a?.7P/?arfs;?:;;//I?%2‘ P::s;ecfpégglalOz(%zeggé%1392\3N|‘:332II é‘c“l"i’i'l” Zp/?;:sbjg;‘;/y 3032’92(%2)1
 Most baseline characteristics were balanced betwween the DEE diagnoses (Table 1) Lok of efficacy 40D ; s | 7@ | veo | 769 Table 3. Safety Summary by DEE and Age Group . On caregiver and investigator CGI-I global evaluation, most patients were rated as “improved or no L5755 P () o on (g i) Sy o o & Lol Sl ot oot zae St o sty
° A h|gher proportion Of patients W|th LGS (3740/0) VS those Wlth DS (2720/0) enrO”ed as adUltS Lost to fO||OW-Up 0 0 1 (1.1) 5 (3.6) 1 (0.4) 2 (1.6) " Change" relative tO the rating at the entrance Of thlS StUdy (already on fenﬂuramine) (Figure 3)’ 14. Knupp KG, et al. Epilepsy Behav. 2025;173:110753. 15. Zhang Roper R, et al. American Academy of Neurology (AAN) 2025 Annual Meeting, April 5-9, 2025, San Diego, CA.
« In both DEE groups, a median of 3.0 ASMs had been previously tried and then continued concomitantly gh\tfid?” _‘iﬁgiSiO”I , (8 5 , (‘1) 5 égé}l; . (3 o égg-‘l‘; . ((3) - _m nﬁfw m assessments by caregiver and investigator were generally aligned within the DEEs ﬁf!‘“g‘g'engelgtft e Koo, P10 (05, S, LK) o i e deelment o e ot S B A, P, BCFS o oty reel, L5 o e S D o o et
i i ubject wi rawa . : : : : " 1 A\H n H H H H ol : isgsore Ior \?vraiuin o;ainioowri: asesisaairrl::;awuirr;1 Tvne're unde by UC .' ul or0 rirsr::a:sauggsa: e_evea: rr;;r;v: eersoﬁsaeréeasnreszgrcra rani :e:gr,n ::;n e' n ei'nian ial ouiozg exreuiie;i s'e?/e A ense;rlria |VISIort;soearcoven *
with fenfluramine (DS: range, 0-7; LGS: range, 0-6) e 5 m H 1 (18) 9 1 (08) 2to<i8y| >18y |2to<i8y| =18y |2to<i8y| =18y «  CGI-I global ratings of “improved or no change” between age groups within each DEE were similar ;T:h!r?geuat;%;ngﬁé Sk U, oo 1 h“a{a,eceigid et g o e, Sk, o ;ogenig;dcgnsgltméff_ees_’ o Becoder, %ﬂaﬁg nd et a1 vt supot o Gt o ey montongerd mmbe
«  Of the patients with DS, 143 (54.0%) previously tried 3—4 ASMs and 23 (8.7%) previously tried Missing® 1(0.5) 0 4 (4.3) 1(1.8) 5(1.8) 1(0.8) Age group n=193 n=72 n=92 n=55 n=285 n=127 (Table 4) Eihyohorn, and UCD. EAT was  pld consultant fo Bococes, GW Pharme, Lialiws, Nabelpheria, Noer Pharme, S10ke, ant 2ogen: feceved rescarch fncing fom Biocoden and QW Pharma; and was cinial il e P for G Phara,
0 . . . . 0 . ) . R . . . . R . Neurelis, SK Life Sciences, Stoke, and Zogenix. TP has received research funding from Zogenix; was consultant for Jazz Pharmaceuticals and Zogenix; was speaker for Desitin, Jazz Pharmaceuticals, Novartis, Shire, UCB, and Zogenix; and was
>5 ASMs; 97 (66.0%) patients with LGS had previously tried 3—4 ASMs and 20 (13.6%) had Mean daily dose (SD), mg/kg/day 0.5(0.2) 0.4 (0.1) 0.6 (0.1) 0.4 (0.1) 0.5(0.2) 0.4 (0.1) Patients with any TEAEs, n (%) 134 (69.4) | 49 (68.1) | 80(87.0) | 48(87.3) | 214 (75.1) | 97 (76.4) . Ratings of “improved or no change” by caregiver and investigator in CGI-I subdomains were generally dinicl il st P forMarins and Zogenx. €5 s srved o scientiic adisoryboard for Bioarin e, e Encoded GiaxosmirKine, Knopp, Longboar, i, Takeda, U and enon; ecsived speaker honorar rom skuments,
previously tried >5 ASMs FFA exposure in this study, days 449.0 370.0 993.0 894.0 730.0 722.0 Patients with serious TEAES, n (%) 19(9.8) | 10(13.9) | 22(23.9) | 16(29.1) | 41(144) | 26 (20.5) comparable (Table 5) e e el o e e S
= - = Median (raHQE) (8—1544) (182—1431) (189—1443) (123—1445) (8—1544) (123—1445) Patients Wlth TEAES |eading tO study Dca, n (0/0) 0 0 2 (22) 2 (36) 2 (07) 2 (16) - - = - - n future r{e\;enuelclm Pendipg paFent,W061/0i0176 (filed: 2008): tl;erape,utic canpoumI:I; hasla patent for éCNlAtesting.held by Bionomics anq licensed to various diagnostic cqmpanies; and has a patent molecular d!agnostic/.theragnostic Farget
Table 1. Baseline Characteristics aCompleted means completed 36 months of treatment (24 months in Denmark) or transitioned to commercial fenfluramine. ®3 deaths were attributed to cardiac : ; _ b 0 Table 5. Proportlon of Last Visit CGI-I Subdomain Ratlngs of Improved or iggeb:rrlﬁrf]uffé?:;alfrlgrfﬁrg'lz.egl\:/p;%éFrELE)N%)ﬁthz]szr?.:éggggir?g‘jzggirizo(xfsoci%iuﬁgggjﬁiéﬁg:gsla.a ;g:eInDé(\ix}Zpr?ffrr)]aATSaSkégge%Z?/Jrens:asrﬂ:rzugﬁgréggir:.fogﬁg'Xwggi.fg:f;ltgi\oév?cr::ﬁgtEgiz gﬁ:)?l“a);lnRg\ij\? ‘;‘;:;:gs &icv?rﬁg
ALL arres (n~1), non-compaction cardiomyopathy (n=1), and satus epieptcus (=1; none were deerred by the investigator o be related to FFA, Six patients with Patients with treatment-related TEAES', n (%) 20004 | 8125 | 14(15.2) | 8(115) | 33 (119) | 17(134) No Change” Relative to CGI-S at Baseline of This Stud s st Zoor, o U Kl e ol e T i, i s e oot s o s s s o Al St G P, orris o, nd U |
N=412 “missing” disposition data were incorrectly reported as having completed the study but had not completed 36 months of treatment (or 24 months in Denmark), Patients with treatment-related serious TEAESa, n (0/0) 0 1 (14) 1 (11) 3 (55) 1 (04) 4 (31) y fgr Ergale;, GWkRese?jrch, Ovid/{'akedé, Malrinut?,lgnd Zo;genix. A-LlS, ND, ML, and AgI:; are employéees of UCB with stockldovl\:llnershilpt.1 LP was a consultan;/ad;isor;or UCB. 15 hahs receiv:d grant supplort from Biophardm, Enéloded, Mga;inu.s,
so have no reported reason for discontinuation. . . . _— Longboard, Stol €, an Zogenix; was consu tant/a visqr or Asceneuron, Dravet Syndrome Foundation, Epygenix, Encoded, GW Pharma, Knopp, Longboard, and Neurocrine; has stock options in Epygenix; received travel support from Zogenix;
Age group 2 to ;;g y 21872y 2to <9128 Y 21?—,5‘-,’ 2to ;;'g y Zlfzy7 DEE, developmental and epileptic encephalopathy; DS, Dravet syndrome; FFA, fenfluramine; LGS, Lennox-Gastaut syndrome; SD, standard deviation; y, years. _T_::Ents Wlt:: -LE_AES Ilzé:/jm?: th)I deithc:c n (O/(OO)/) 1(05) 0 1(1.1) 1(1.8) 2(0.7) 1(08) Cognition 249 /25896 5%) 250/256 (7 7%) T e o et Lonsbosea s mow Lundbeck; Zongenix is now part of UCE.
n= n= n= n= n= n= . . ] s reported in >210% of all patients, n (% DS : ' :
g —— +  Mean fenfluramine (SD) daily dose throughout this OLE study: 0.5 (0.2) mg/kg/day Coronavirus infection 30(155) | 13(8.1) | 20(21.7) | 22(40.0) | 50 (17.5) | 35 (27.6) =264 Behavior 226/258 (87.6%) 242/256 (94.5%) I Copy of this poster, Use your smartphone o scan the OR code or contact UCBCares®
in Study 1900, y (range) 10 (3-17) 20 (18-33) 10 (3-17) 22 (18-37) 10 (3-17) 21.0 (18-37) « In both DEE groups, mean daily dose was lower in adult (0.4 [0.1] mg/kg/day) vs pediatric patients - Motor abilities 236/258 (91.5%) 246/256 (96.1%) / e
! I " " . . . . . .
in >tudy W ey group )4 g/kg/day) vs p p Seizure 20(10.4) | 6(83) | 25(27.2) | 12(21.8) | 45(15.8) | 18(14.2) " ; ; Phone: +1-844-599-CARE (2273)
Male sex, n (%) 109 (56.5) 35 (48.6) 48 (52.2) 29 (52.7) 157 (55.1) 64 (50.4) (0.5 [0.2] mg/kg/day), Table 2 Pyrexia 30 (15.5) | 9 (12.5) 9(9.8) | 6(10.9) | 39(13.7) | 15(@11.8) 6R Segiten 131/143 (91.6%) 134/143 (93.7%) ol UCBCaresuch. com
Median welght, kg? (range) 29.9 56.5 31.8 57.3 30.5 57.1 «  Median fenfluramine exposure in this study was 2 years (729.5 days [range, 8—1544]; Figure 2) Nasopharyngitis 27(14.0) | 7(9.7) | 10(10.9) | 5(9.1) | 37(13.0) | 12(9.4) n=146 Behavior 123/143 (86.0%) 132/143 (92.3%) ' '
! (13.6-88.2) (35.0-101.6) (12.8-78.8) (27.1-90.8) (12.8-88.2) (27.1-101.6) . i ; i i _ i ; i a0ne patient did not have AE listed as the primary reason for discontinuation as noted in Table 2. bTreatment-related is based on the investigator’s assessment. Motor abilities 128/143 (89.5%) 132/143 (92.3%) . - .
i ; Median €Xposure In patlents with DS was 440.0 days (range' 8 1544) and in patlents with LGS was ‘Three deaths were attributed to cardiac arrest (n=1), non-compaction cardiomyopathy (n=1), and status epilepticus (n=1); none were deemed by the investigator Cognition 380/401 (94.8% 384/399 (96.2% American Association of Neuroscience Nurses Annual Conference
Median number of prior and 3 (06 3 (17 3 (06 3 (16 3 (06 3 (17 940.0 days (123-1445) b ctod 1o EFA g /401 ( ) /399 ( )
concomitant ASMs® (range) (0-6) (1-7) (0-6) (1-6) (0-6) (=7 ' e e et bC. discontinuation: et . . . Al Behavior 349/401 (87.0%) 374/399 (93.7%) Dallas, TX, USA | March 21-24, 2026
« Exposure in either DEE was higher in pediatric patients (Table 2) AE, adverse event; DC, discontinuation; DEE, developmental and epileptic encephalopathy; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome; N=410 ; : ; : :
aWeight available in 283/285 pediatric and 124/127 adult patients. bPrior and concomitant ASMs are those started before Visit 1 and still ongoing at Visit 1. posu g P P TEAE, treatment-emergent adverse event. Motor abilities 364/401 (90.8%) 378/399 (94.7%) Previously presented at American Epilepsy Society 79th Annual Meeting, Atlanta, GA, USA | December 5-9, 2025

ASMs, antiseizure medications; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome.

CGI-I, Clinical Global Impression—-Improvement; CGI-S, Clinical Global Impression—Severity; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome.
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