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OVEI‘VIEW « In the OLE, median time to TEAE onset and percent of patients with resolution of
Introd uction o) {} first occurrences were reported for the following TEAESs:
+ Decreased appetite (n=40): median time to onset, 51.5 days
* Lennox-Gastaut syndrome (LGS) is a developmental and epileptic @ QUESTION ﬁ INVESTIGATION ' 1_397p.p ! | t( : )29 tl. tl 72 50, ' Y
encephalopathy characterized by drug resistant seizures of multiple typest2 What data are available related to the onset and duration of treatment The safety and effectiveness of FFA were evaluated in previously published studies, specifically a 14-week randomized controlled trial (range, ); resolution in 29 patients (72.5%] _
« Fatigue (n=33): median time to onset, 60 days (range, 1-362); resolution

emergent adverse events (TEAES) reported in the clinical trials of fenfluramine (RCT) and subsequent open-label extension (OLE) study (NCT03355209). This post hoc analysis of those studies describes the time of
(FFA) in patients with Lennox-Gastaut syndrome (LGS)? onset and duration of TEAEs reported in 210% of patients in those studies.

« There are a range of anti-seizure medications (ASMs) available that vary in
mechanism of action, efficacy, and safety and tolerability3

« Since a patient-focused approach involves a balance of ASM safety and

in 25 patients (75.8%)
« Nasopharyngitis (n=31): median time to onset, 87 days (range, 9-360);
resolution in 100% of patients

Sigf/?gg?suﬁiﬁg glr? 3 %i:ﬁir;; @M (AE) ErEl Eaisieles s liperalit ier O RESULTS « Seizure (n=27): median time to onset, 92 days (range, 1-267); resolution
I &, i ' . . 0
- - - N Table. Median Time to Onset and Proportion of Patients With Resolution of First . Figure. Proportion of Patients With Resolution of First Occurrence in 22 patients (81.5%)
« Fenfluramine (FFA) is currently approved for the management of seizures . | . : . . . . .
e Y ann y Occurrences of TEAEs Reported in =10% of Patients in the FFA RCT  of TEAEs Reported in 210% of Patients in the FFA OLE * Flexible dosing in the OLE limited analysis of time to resolution

associated with LGS in the US in patients >2 years old,* and as add-on . .
treatment for patients >2 years old with seizures associated with LGS in the * TEAEs reported in 210% of patients per

Placebo FFA 0.2 mg/kg/day | FFA 0.7 mg/kg/day o « Late-onset first occurrence of TEAEs could be related to other ASMs introduced
n=87 n=89 n=87 § 100 1 or dose increases that took place during the OLE study

EU, UK, Japan, and Israel>8 rand_omlz_ed treatment group of tha RCT, : e
. . : . median time to onset, and proportion of Diarrhea, n (%) 10 (11.2) 11 (12.6) 1 81.5
« The FFA LGS clinical trial program involves a phase 3 trial of two parts: a patients with resolution of first Median time to onset, days (range) NA 9.5 (2-86) 16 (2-86) § » 80 72.5 e
i i 9 - i 10 ) % of patients with resolution 90.0% 90.9% 1 =70 =
randomized controlled trial (RCT)? and open-label extension (OLE) Sl R ER G T eEe TR £ Ceaaee nt A e CO“C'USIOI‘]S
(NCT03355209) ) Vomiting, n (%) 12 (13.5) = 60 1
T | sl e L), NA Sl NA & 50 - These results provide further insight on TEAEs reported by >10% of
- : « In the OLE, TEAEs reported in 210% of 1 o of patients with resolution 100% 4 40 - antc i ol i
ObJECtlve patients inéluded' decpreased appetite § Fatigue, n (%) 9 (10.3) 16 (18.4) g 30 A patients in the LGS clinical trials
. . . . . . ' ! Median time to onset, days (range 4 (1-99 NA 6.5 (1-41 ! ) ; . : : :
- This post hoc analysis describes the time of onset and duration of treatment (16.2%), fatigue (13.4%), 3 i days (range) e ceaor) 3 20 1 - Incidence of first onset of TEAEs was most common during the RCT titration
emergent adverse events (TEAEs) reported in the FFA RCT and OLE nasopharyngitis (12.6%), and seizure Pyrexia, n (%) 10 (11.5) 9 (10.1) j 13 T phase and the flexible dose phase in the OLE
(10.9%); percent of patients with 1 Median time to onset, days (range) 28.5 (2-92) 20 (5-92) NA 3 _ N _ . : : : : :
resolutio,n of first occurrence is described § % of patients with resolution - - § Decreased Fatigue Nasopharyngitis Seizure Resolutlor_1 was re|:_)orted in a high proportion of patients regardless of FFA
Methods in the Figure Decreased appetite, n (%) 10 (11.5) 18 (20.2) 31 (35.6) appetite (n=33) (n=31) (n=27) dose received in either the RCT or OLE
_ _ o 1 Median time to onset, days (range) 10 (1-85) 10 (1-69) 11 (1-91) 1 (n=40) . .

« In the RCT, patients with LGS (aged 2-35 years) enrolled from study sites in North § % of patients with resolution 80.0% 22.2% 4520, § TEAE » These data demonstrate that FFA is generally well tolerated, which may
America, Europe, and Australia were randomized to FFA 0.2 mg/kg/day or 1 Somnolence, n (%) 9 (10.3) 9 (10.1) 15 (17.2) . Median time positively contribute to health-related quality of life outcomes in patients
FFA 0.7 mg/kg/day (maximum 26 mg/day) or p|acebo Median time to onset, days (range) 14 (1-96) 17 (1-75) 6 (1-95) to onset, 51.5 (1-397) 60 (1-362) 87 (9-360) 92 (1-267) with LGS

. . . . . % of patients with resolution 55.6% 77.8% 80.0% days (range)

) After 2 Weeks t|trat|0n and 12 Weeks malntenance N the RCT’ patlents COUld enrou FFA, fenfl i NA, not licable, si the TEAE d in <10% of patients in that RCT domized trolled trial; TEAE FFA, fenfl i OLE label extensi TEAEsS, treat t t ad t
. oy , fenfluramine; NA, not applicable, since the occurred in o of patients in that group; , randomized controlled trial; S, , fenfluramine; OLE, open-label extension; s, treatment emergent adverse events.
in the OLE part where they were transitioned to FFA 0.2 mg/kg/day for 1 month, P i gl g P 9retp - P 9 References
then were flexibly titrated to effect and tolerability >Month 2 (see overview in 1. Gastaut H, et al. Epilepsia. 1966;7(2):139-79.

Fi 1 For a copy of 2. Cross JH, et al. Front Neurol. 2017;8:505.
igure ) : — Co NCLUSIO NS the poster scan 3. Strzelczyk A, Schubert-Bast S. CNS Drugs. 2021;35(1):61-83.
* Changes in concomitant ASMs were not permitted during the RCT ’ 5. UC. Fntepla 2.2 mafmL orel soution [semmary of product charecenistics]. Bruselies, BE: 2004,
* In the OLE, patients must have remained on a stable ASM regimen, including First occurrences of TEAEs are reported early in FFA treatment and are associated with high percentages of resolution. FFA continues to be a well-tolerated treatment option for patients with LGS. B L. B 2 e Lo OB e e oo g <117 AP 2024,
21 concomitant ASM, for the first 6 months of the study; decreases in doses 8. Nippon Shinyaku Co. Ltd. 2024. https://www.nippon-shinyaku.co.ip/file/download.php?file_id=7484;
or discontinuation of ASMs were allowed after Month 6 but treatment with >1 ?b Enupp E,Get ?l'|J/,l_cM/-/‘ Neyrc;ﬁoggzg‘iZf)(i)ggSZG“-
. . . Knupp KG, et al. Epilepsia. ; :139-51.
concomitant ASM was required 11. Data on file. UCB; 2024
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» Decreased appetite (20.2%) 4 4 9 ! 9.5 2 14 1.5 NA NA 20 3 10 15 17 18
FFA 0.2 + Vomiting (13.5%) 2 day days (2-86) | (1-60) | (1-101) | (1-54) (5-92) | (1-10) | (1-69) | (4-98) | (1-75) | (1-42)
LGS LN DL Sl 2me /- ] =89
RCTO:11 m%li kgslg d)ay 69 (77'5) 42 (47'2) Eyllar;;i:sa( 1((1) 11'3/0/) 0) 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15_' 1 n=8 (range) For a copy of this poster, use your smartphone to scan the QR code, download from the website below,
= ° 170 or contact UCBCares®
* Somnolence (10.1%) L I | N FFA0.7 |n Phone: +32 2 559 92 00
. T l 0 — T T T ; ; ; ; ' . 11 10 16 9 31 14 15 12 one: ¥
FFA 0.7 E:tc_reaasczcljsazge)tlte (35.6%) Titration Maintenance 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 cr:1ag/kg/ (I;’I:d;an, 16 5 NA NA 6.5 51 NA NA 1 55 5 6 14.5 L Email: UCBCares@ucb.com
mg/kg/day 78 (89.7) 52 (59.8) . Sommolence (17.2%) Weeks in RCT Months in OLE ey (ronge) (2-86) | (1-32) (1-41) | (4-101) (1-91) | (497) | (1-95) | (4-75) ot ot Amerca Enleney Sociey 75t Aol e
(n=87) : : reviously presented at American Epilepsy Socie nnual Meeting
Diarrhea (12.6%) Los Angeles, CA, USA | 6—10 December 2024
. Decreased appetite (16.2%) 3TEAEs reported in 210% of patients in either treatment group were: decreased appetite, somnolence, fatigue, pyrexia, diarrhea, and vomiting. bTE.AEs reported in 2 patients aThe maximum end of the range was due to one patient. Presented at the 16th European Paediatric Neurology Society Congress
LGS Any dose . Fatigue (13.4%) on the last day of FFA treatment in the RCT, a few days beyond 14 weeks (98 days), which accounts for TEAEs listed at Week 15. “TEAEs reported in 210% of patients were: FFA, fenfluramine; LGS, Lennox-Gastaut syndrome; NA, not applicable, since the TEAE occurred in <10% of patients in that group; OLE, open-label extension; RCT, randomized controlled trial; Munich, Germany | 8-12 July 2025
203 (82.2) 127 (51.4) < 7o decreased appetite, fatigue, nasopharyngitis, and seizure; there were no first occurrences of these after Week 57. TEAEs, treatment emergent adverse events
OLE'? (N=247) ) g:;ﬂ?gi?g%@s)(lz's%) FFA, fenfluramine; OLE, open-label extension; PBO, placebo; RCT, randomized controlled trial; TEAESs, treatment emergent adverse events. ' 9 '
O . (o]

FFA, fenfluramine; LGS, Lennox-Gastaut syndrome; OLE, open-label extension; RCT, randomized controlled trial; TEAE, treatment
emergent adverse event.
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