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» Does treatment with fenfluramine in adults with Lennox-Gastaut » In this post hoc analysis of a randomised controlled trial (RCT) and open-label extension (OLE) evaluating fenfluramine in the treatment of adults with LGS, everyday EF was examined via
syndrome (LGS) improve everyday caregiver-reported executive the Behavior Rating Inventory of Executive Functioning®—Adult Version (BRIEF®—A) Indexes/Composite: Behavioral Regulation Index (BRI), Metacognition Index (MI), and Global Executive
function (EF)? Composite (GEC). Adults with LGS in the study were rated on the BRIEF®—A by caregivers; T-scores from baseline, end of RCT (n=67), and OLE month 12 (n=41) were used.

» Is there a relationship between change in frequency of seizures » The percentages of adults with clinically meaningful improvement/worsening and their relationships with change in frequency of seizures associated with a fall per 28 days were evaluated.
associated with a fall and change in everyday EF in adults? » The percentage of adults with T-scores >65 (a clinically significant score suggesting difficulties in everyday EF) at baseline, end of RCT, and OLE month 12 was summarised.

A greater percentage of adults with LGS treated with Correlations between change in seizures associated with a fall per 28 days The percentage of adults with LGS and T-scores =65 decreased on the MI and GEC following

fenfluramine showed clinically meaningful improvement and change in BRIEF®—A Indexes/Composite were negligible to moderate treatment with fenfluramine (pooled) and increased in the placebo group

(RCI=90%) on BRIEF®—A Indexes/Composite vs adults BRI MI GEC

in the placebo group at end of RCT [ et s s T pecbayy ot poske |

B Pooled FFA (n=42) Placebo (n=25) OLE month 12 (n=41) P —————— RCT baseline = 29 RCT baseline = 60 RCT baseline = 52
100 - 9 ted with a fall -13.1 -6.6 -20.1 RCT EOS 29 RCT EOS 43 RCT EOS 41
associated with a tall per (-854.5 to 254.9) | (-151.9t0 30.3) | (-1194.2 to 36.8)
28 days, median (range) ] ] )
q 80 ! ! ! Change in BRI T-score, 1 2 - RCT baseline 32 RCT baseline 44 RCT baseline 36
S 60 { p=0.1671 | 0=0.0053 | p=0.0187 | median (range) (=30 to 38) (-10 to 22) (=30 to 37) RCT EOS 28 RCT EOS 52 RCT EOS 52
£ ! ' 39 142 Correlation, p -0.004 -0.126 0206 0 TTTTTTTTTI|TTTTTTooTTTTTT TTTmTmmmomomoooooomooos oo
8 401 2 1 32 33 : 33 : Change in MI T-score, -1 ) -1 RCT baseline 24 RCT baseline 54 RCT baseline 46
& 20 - 12 i . i 8 i median (range) (—47 to 48) (-9 to 45) (46 to 50) OLE month 12 20 OLE month 12 46 OLE month 12 37
0 I ! ! ! Correlation, p -0.101 0.178 —0.206 0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 80 100
- Change in GEC T-score, -0.5 2 -2 . o . o Pati Ly
BRI MI GEC median (range) (~38 to 47) (-7 t0 37) (=37 to 48) Patients (./‘;)0 et FFA (voi2) Pa;::::so( (:3 ) oL (na) atients (%)
BRIEF®—A Index/Composite Correlation, p -0.081 0.024 -0.239 - - -

BRI, Behavioral Regulation Index; BRIEF®—A, Behavior Rating Inventory of Executive FunctioninEg@‘—AduIt Version; EOS, end of study; FFA, fenfluramine;
. , . o GEC, Global Executive Composite; LGS, Lennox-Gastaut syndrome; MI, Metacognition Index; OLE, open-label extension; RCI, Reliable Change Index;
Fenfluramine ‘per dose’ analysis reported in Figures 2-4. RCT, randomised controlled trial.
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A greater percentage of adults with LGS treated with fenfluramine during the RCT showed clinically meaningful improvement on everyday EF vs adults in the placebo group.
These improvements were observed with a nominal increase from the RCT at OLE month 12.
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Change in everyday frequency of seizures associated with a fall was not correlated with caregiver-reported EF, suggesting partially independent outcomes.
The percentage of adults treated with fenfluramine who had caregiver-reported improvements on everyday EF suggests non-seizure benefits of fenfluramine in everyday life.
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Table 1. Demographics and baseline characteristics CLINICALLY SIGNIFICANT SCORES
RCT (n=67) OLE (n=41)

== == Pooled FFA MDD  The percentage of adult patients with T=65 decreased from baseline to RCT EOS on all
FFA Placebo <0.3 mg/kg/d Indexes/Composite with fenfluramine treatment and increased on MI and GEC in the placebo
(n=18) (n=24) (n=42) | (n=25) n=22) group (Figure 4A).

Background

. Z:Z:E, ”zalglélsts,l with Lennox-Gastaut syndrome (LGS) exhibit moderate to severe intellectual Age, mean (52), years 23.7 (4.3) 24.8 (4.6) | 24.3(4.5) | 25.0(4.9) 23.2 (3.5) 25.4 (3.4) - In the OLE, the percentage of adults with T>65 treated with fenfluramine MDD <0.3 mg/kg/d
- _ . . _ . Sex., male, n (%) 14 (77.8) 16 (66.7) 30 (71.4) 15 (60) 17 (77.3) 14 (73.7) decreased on all Indexes/Composite (Figure 4B).
 The Behavior Rating Inventory of Executive Functioning®—Adult Version (BRIEF®—A) is a Weight, mean (SD), kg 63.9 (19.1) | 60.2(16.1) | 61.8(17.3) | 62.7 (18.0) | 52.5(9.9) 72.5 (13.2p
rating sca:le validated for adults 18-90 years of age used in <2:I3|n|cal practice to evaluate the I:;szil::: ;rst:mr;g ?;ith . 685 . o 50 sos 450 Figure 4. Percentage of adults with T-scores =65 on BRIEF®—A
carcelglvgrst %ersPet;t'Ve Ofl gveryda(yj/ texeCUt'VG lf.”RCt'on (EF)' N tkhe4a5b|||ty to engage in fall per 28 days, median (16-1556) | (4.1-343) | (4.1-1556) | (12270) | (4.1-1556) (16-285) Indexes/Composite at RCT baseline and at A. RCT EOS (day 99, n=67) and B. OLE
goa O|j|en 3 prO em SO V.|ng, an (0] accomp IS eVery ay .aS Sty . (range) month 12 (n=41) — by fel‘lfll.ll‘amine dose
« A previous post hoc analysis of a 14-week Phase III randomised controlled trial (RCT; Number of prior ASMs
NCT03355209) of fenfluramine demonstrated improvements in adults 18-35 years of age Mean (SD) 10(37) 103(47) | 10.2(43) | 93(48) NA NA A.
with LGS treated with fenfluramine on everyday EF as assessed by the BRIEF®—A.6 Median (range) 10 (3-17) 11(1-18) | 10.5(1-18) | 8(2-19) BRI MI GEC
- Fenfluramine dose groups (0.7 mg/kg/d, 0.2 mg/kg/d) were pooled. pumbereticoncomitant
ASMs RCT baseline 33 RCT baseline 67  RCT baseline 56
Mean (SD) 3.2 (0.8) 2.8 (1.1) 2.9 (1.0) 3.2 (0.9) 3.0 (1.0) 3.1 (0.9) RCT EOS 28 RCT EOS 56 RCT EOS 50
Median (range) 3(2-4) 3(1-4) 3(1-4) 3(1-4) 3(1-4) 3(1-4)
Concomitant ASMs?, n (%) ’ ) )
25 54
c - Valproate (all forms) 9 (50 17(708) | 26(61.9) | 16 (64.0) 16 (72.7) 12 (63.2) RCT baseline RCT baseline RCT baseline 20
ObJectlve Lamotrigine 7 (38.9) 9(37.5) 16 (38.1) | 15(60.0) 9 (40.9) 11 (57.9) RCT EOS 29 RCT EOS 33 RCT EOS 33
Clobazam 7 (38.9) 8 (33.3) 15(35.7) | 11(44.0) 8 (36.4) 7 (36.8)
. . . . . Lacosamide 6 (33.3) 4(16.7) 10(23.8) | 3(12.0) 6 (27.3) 3 (15.8) RCT baseline 32 RCT baseline 44 RCT baseline 36
+ In this post hoc analysis of the RCT and its open-label extension (OLE; final database lock), Levetiracetam 6(33.3) 3 (12.5) 9(214) | 3(12.0) 4(18.2) 1(5.3) RCT EOS 28 RCT EOS 52 RCT EOS 52
we deSCI’Ibe fenﬂuramlne'assouatEd ca I’egIVEI’- reported Changes in everyday EF by 3At entry to OLE; ®For RCT, ASMs reported in 225% of any treatment group, and for OLE, reported in 220% of any dose group. T T T T 1 T T T T 1 T T T T 1
BRIEF®—A scores in adults Wlth LGS ASM, antiseizure medication; FFA, fenfluramine; MDD, mean daily dose; NA, not applicable; OLE, open-label extension; RCT, randomised controlled trial. 0 20 40 60 80 100 0 20 40 60 80 100 0 20 40 60 80 100
Figure 2. Percentage of adults with cllnlcally.meanmgful improvement Patients (%) Patients (%) Patients (%)
(RCI=90%) on BRIEF®—A Indexes/Composite at A. RCT EOS (day 99, n=67) and
B. OLE month 12 (n=41) — by fenfluramine dose Wiy ol gy okl ossey
Methods A. N 100 7 W FFA 0.7 mg/ka/d FFA 0.2 mg/kg/d Placebo B. BRI M1 GEC
S 80 4 (n=18) (n=24) (n=25)
g 607 . . .
« In the 14-week RCT, adults with LGS (2-35 years of age) were randomised to receive T 33 33 33 28 38 RCT baseline 23 RCT baseline 50 RCT baseline 46
fenfluramine 0.7 mg/kg/d (maximum 26 mg/d), fenfluramine 0.2 mg/kg/d, or placebo. B %0 17 12 g
. I i
« Adults who completed the RCT were eligible to enter the OLE. _- . 4 - OLE month 12 27 OLE month 12 6 OLE month 12 “
- Adults were transitioned to fenfluramine 0.2 mg/kg/d and flexibly titrated up to 0.7 mg/kg/d 0- BRI MI GEC
(maximum 26 mg/d) based on effectiveness and tolerability after month 1. BRIEF®—A Index/Composite RCT baseline 26 RCT baseline 58 RCT baseline 47
« In this post hoc analysis, adults (18-35 years of age) with caregiver-completed BRIEF®—A at B. 100 —
baseline and: ~ g u 552222?'3 mg/kg/d 5521;?'3 mg/kg/d OLE month 12 [ 11 OLE month 12 47 OLE month 12 32
- RCT end of study (EOS; day 99) were included in the RCT analyses. ) 60 4 -_ @ - .
- OLE month 12 were included in the OLE analyses. 2 0 36 3 41 42 0 20 40 60 80 100 0 20 40 60 80 10 0 20 40 60 80 10
o . . . (7} - . - .
 BRIEF®—A Indexes/Composite include the Behavioral Regulation Index (BRI), Metacognition s 26 Patients (%) Patients (%) Patients (%)
i i H a 20
Index (MI), and Global Executive Composite (GEC) (Figure 1). - W FFA 0.3 mg/kg/d FFA <0.3 mg/kg/d
® 0 BRI MI GEC (n=22) (n=19)
Figure 1. BRIEF®—A Indexes/Composite
9 / P BRIEF®—A Index/Composite Higher T-scores are associated with greater impairment in everyday EF. Scores of T>65 are clinically elevated and associated with potential difficulties.
- ) ) ) o _ _ BRI, Behavioral Regulation Index; BRIEF®—A, Behavior Rating Inventory of Executive Functioning®—Adult Version; EF, executive functioning; EOS, end of study;
Ve BRI, Behavioral Regulation Index; BRIEF®—A, Behavior Rating Inventory of Executive Functioning®—Adult Version; EOS, end of study; FFA, fenfluramine; FFA, fenfluramine; GEC, Global Executive Composite; MI, Metacognition Index; OLE, open-label extension; RCT, randomised controlled trial.
GEC, Global Executive Composite; MI, Metacognition Index; OLE, open-label extension; RCI, Reliable Change Index; RCT, randomised controlled trial.
?e:avno;;llkegulatlon anﬁgﬂitﬁiifﬂiﬂ’té’égagifé n";‘”d Table 2. Proportions of adults with LGS showing clinically meaningful worsening
: e:l( ) | solving g P (RCI=80%) on BRIEF®—A Indexes/Composite T-scores from RCT baseline
The ability to regulate . _ _
behaviour and emotions Global Executive Includes: starting on, planning, RCT (n=67) OLE (n=41)
ludes: lling impulses: Composite and organising tasks/activities; FFA FFA FFA MDD FFA MDD
I?cu _es.bcohntrt_) ing IrT;]pu ses; (GEC) remaining attentive and focussed; 0.7 mg/kg/d 0.2 mg/kg/d Pooled FFA Placebo =0.3 mg/kg/d <0.3 mg/kg/d hi h Ivsi linicall inaful . q
f};epdngg I’eegUTE\l/tlﬁ']ugrsevrTYIO?ian' maintaining information in (n=18) (n=24) (n=42) (n=25) (n=22) (n=19) » Int rlit; [C)Io;t oc an.?_ yS|st,I C |n|cat y meanlntg u m'flprovementstln e(:jvelzzy a‘¥hEEGvéetre o
i i i BRI, 11 (26.2 reporte a significan reater percentage of caregivers to adults wi reate
and being aware of social cues ¢ work|_ng n.1emor_y ('_39’ for ) n (%) 4(22.2) 7(29.2) :0(6099)a 8(32) 5(227) 5(26.3) _p Y > 9 Y9 P 9 g ) !
and one’s own behaviours planning); monitoring success in ° p=0. with fenfluramine at the end of the RCT (day 99) compared with those in the
achieving goals . 5 (27.8) 4(167) p9=(()2012"3‘21a 12 (48) 5 (22.7) 4(21.1) placebo group.
\L - Improvements were reported at OLE month 12 in up to 47% (MI) of adults with LGS.
GEC, 4(22.2) 4(16.7) 8 (19) 11 (44) 5(22.7) 3(15.8) o S i
n (%) p=0.02842 | - The percentage of adults with clinically significant scores in everyday EF on the
a lue is th It of a chi- d test lacebo. — 1 i
« BRIEF®—A raw scores were transformed into T-scores (mean +SD: 50 + 10) based on a BpR\I/,aBu:h:v'\ofal\—eRs:gu;;tiams Ilmstlii?rBeRIEe;E’iSA,p;;Ea\?ior Rating Inventory of Executive Functioning®—Adult Version; FFA, fenfluramine; GEC, Global Executive BRIEF®—A decreased fo”Ong fenfluramine treatment at RCT day 99 and OLE
. . . Composite; LGS, Lennox-Gastaut syndrome; MDD, mean daily dose; MI, Metacognition Index; OLE, open-label extension; RCI, Reliable Change Index; month ]_2
normative sample according to the Professional Manual.! RCT, randomised controlled trial. h lati b T R
- Higher BRIEF®—A T-scores are associated with greater caregiver-perceived impairment in ) . . . . ® = UGS oG i sl s et Sl ac s e lics Rl
executive EF « Correlations between change in frequency of seizures associated with a fall and BRIEF®—A fall per 28 days and everyday caregiver-reported EF, suggesting that everyday EF
' . I e Indexes/Composite were negligible to weak (Figure 3). improvements were not secondary to improved seizure outcomes.
- BRIEF®—A T-scores =65 (T=65) are clinically significant and suggest difficulties in everyday EF.2 / P S (Fig ) 2 U 2
« Median changes in BRIEF®—A T-scores from baseline to RCT EOS and OLE month 12 for the Figure 3. Median reduction in frequency of seizures associated with a fall per
BRI, MI, and GEC were calculated. 28 days and correlation with T-scores in adults at A. RCT EOS (day 99, n=67) and R f
- Reliable Change Indexes (RCIs) were used to determine clinically meaningful improvement B. OLE month 12 (n=41) — by fenfluramine dose ererences
(RCI=90% certainty) and worsening (RCI>80% certainty) in T-scores from baseline. A c3 1. Cross JH, et al. Front Neuro/ 2017;8:505.
- Spearman’s correlations were conducted to examine the re|ati0nship5 between change in - 5 % 50 2. Roth RM, _et al. BRIEFP—A: Behavior Rating Inventory of Executive Function®—Adult Version [professional manual].
BRIEF®—A T-scores and seizures associated with a fall per 28 days. §8F 4 . Psychological Assessment Resources, Inc.; 2005.
. . . =] . . ;72:29-48.
- The percentage of adults with T>65 at baseline was compared with that at RCT EOS and OLE R 30 3 B?n_son NF, etal. J sch Psycho/2019,?2 29-48
month 12. ; @ 5 20 11 7 4. Gioia GA, et al. J Head Trauma Rehabil 2010;25(6):433-439.
853 10 5. Slick DJ, et al. Child Neuropsych 2006;12(3):181-189.
3 '5 0 6. Bishop KI, et al. European Epilepsy Congress 2022; Poster #811.
=0 FFA 0.7 mg/kg/d FFA 0.2 mg/kg/d Placebo
n=18 n=24 n=25
R It Change in BRI T-score  Median (range) _1((_30 © 3)8) _0(5 2 to)27) 2((_10 o 22) UCB-sponsored. UCB was involved in the design of the study, the collection, analysis, and interpretation of data, and
esu S 9 Spearman'sgp -0.232 0113 20.126 review of the poster. The authors thank the patients and their caregivers in addition to the investigators and their
Change in MI T-score  Median (range) -1 (-36 to 48) ~0.5 (~47 to 42) 2 (=9 to 45) teams who contributed to this trial. The authors acknowledge Katerina Kumpan, PhD, CMPP (UCB, Slough, UK) for
Spearman’s p -0.073 -0.129 0.178 managing the development of the poster, and Mari Willeman, PhD, and Courtney Breuel, ELS, of the Sensified Division
. . . . Change in GEC T-score  Median (range) -0.5 (=36 to 47) -1(-381t037) 2(-7t037) of Woven Health Collective, LLC, for writing and editorial assistance (funded by UCB). Author disclosures: D Breuillard
Data from 67 adl.JltS with LGS from the RCT (fenfluramine 0.7 mg/kg/d, maximum 26 mg/d, Spearman’s p 0.138 0.056 0.024 has received honoraria for consulting and lectures from Biocodex, Eisai, and Jazz Pharmaceuticals. KG Knupp has
n=18; fenfluramine 0.2 mg/kg/d, n=24; placebo, n=25; Table 1) were evaluated. o received research grants from Encoded Therapeutics, Stoke, and Zogenix (now part of UCB); consulting fees from
- In the OLE, 41/67 adults with LGS were included (fenfluramine mean daily dose [MDD] B. 5 - 50 34 Bizcgﬁx}sr?iol"larén, ang Ep»;%enix; andt_otf:e)r ;U!;lt)ortlas E Eata and Szfety Monilt?ring Bzard mterff\ber fgom lE_P_YgﬁniX
>0. — . H <0. — . == 40 an arma (now Jazz armaceuticails). rzeiczy as recelived personal rees and grants from Angelini arma,
20.3 mg/kg/d, n=22; fenfluramine MDD <0.3 mg/kg/d, n=19) § § & 3 Biocodex, Desitin Arzneimittel, Eisai, Jazz Pharmaceuticals, Takeda, UCB, and UNEEG medical. DM Andrade has
TR : 20 14 received unrestricted educational grants from Biocodex; participated as an advisor and/or consultant for Biocodex,
BRIEF®—A T-SCORES AND CHANGE IN SEIZURES ASSOCIATED WITH ; = 10 Epygenix, Marinus_, Stoke, and UCB; and cond_ucted research for_ UCB. P Hgaly, J Abraham, A Lothe are employees of
A FALL 853 and stockholders in UCB. R Nabbout has received research funding from Biocodex, GW Pharma (now Jazz
T -g 0 Pharmaceuticals), Neuraxpharma, and UCB; consultancy and/or lectures fees from Advicenne, Biogen, BioMarin, Eisai,
« Median changes in T-scores for all BRIEF®—A Indexes/Composite indicated improvement or no za FFA 28;31 ;‘29)/ kg/d FFA <?r"31 '1“99;/ kg/d GW Pharma (now Jazz Pharmaceuticals), Longboard, Novartis, Nutricia, Orion, Servier, Stoke, Takeda, and Zogenix
change in RCT fenfluramine groups and in the OLE, but worsening in the placebo group _ _ = = (now part of UCB); and has been an investigator (last 5 years) for Eisai, Jazz Pharmaceuticals, Nutricia, Takeda,
- Change in BRI T-score Median (range) -3 (-21to0 37) -2 (30 to 23) and UCB.
(Flgure 2, Table 2) Spearman’s p -0.057 -0.370 16th E E _I C
- A significantly greater percentage of adults treated with fenfluramine (pooled) improved on Change in MI T-score  Median (range) 0 (4610 50) 25t 40 uropean Epilepsy Congress
MI (p=00053) and GEC (p=00187) VS placebo. Change in GEC T-score  Median (range) -0.5 (=37 to 48) -2 (-36 to 37) AthenS, Greece I 5-9 September 2026
Spearman’s p 0.003 -0.382

- A significantly lower percentage of adults treated with fenfluramine (pooled) worsened on 1, Behavioral Requltion Indes EOS, enl o stucy; FF, feniramine; GEC, Gl Executive Composit; M1, Metacoaniion Index; OLE, apen-abel xtenson Originally presented at the American Epilepsy Society 79th Annual Meeting,
MI (p=0.0234) and GEC (p=0.0284) vs placebo. RCT, randomised controlled trial. o T Y T ' Atlanta, GA, USA | 5-9 December 2025
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