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Post Hoc Analysis of Fenfluramine for Lennox-Gastaut Syndrome
by Baseline Frequency Quartiles of Seizures Associated With a Fall

Kelly G. Knupp!; Rima Nabbout234; Ingrid E. Scheffer-:6.7:8; Joseph Sullivan®; Sameer M. Zuberil®11l: Katherine C. Nickels!?; Lieven Lagael314: Renzo Guerrinil>16;
James Wheless1’:18; Patrick Healy!®; Mélanie Langlois?%; Jayne Abraham!®; Amélie Lothe2%; Antonio Gil-Nagel?!

IUniversity of Colorado Anschutz Medical Campus, Aurora, CO, USA; 2Reference Centre for Rare Epilepsies, Necker Enfants Malades Hospital, APHP, Member of the European Reference Network (ERN) EpiCARE, Paris, France; 3Institut Imagine, U 1163, Paris, France; 4Université Paris Cité, Paris,
France; >The Florey Institute of Neuroscience and Mental Health, University of Melbourne, Melbourne, Victoria, Australia; ®Austin Hospital, Austin Health, Melbourne, Victoria, Australia; ‘Royal Children's Hospital, Melbourne, Victoria, Australia; 8Murdoch Children’s Research Institute, Melbourne,
Victoria, Australia; *Weill Institute for Neurosciences and Benioff Children’s Hospital, University of California San Francisco, San Francisco, CA, USA; 1%Paediatric Neurosciences Research Group, School of Health & Wellbeing, University of Glasgow, Glasgow, UK; 11Royal Hospital for Children,
Glasgow, UK; 12Mayo Clinic, Rochester, MN, USA; 13University of Leuven, Leuven, Belgium; 14Leuven Childhood Epilepsy Center, Leuven Brain Institute, UZ Leuven, Member of the ERN EpiCARE, Leuven, Belgium; >Meyer Children’s Hospital IRCCS, Member of the ERN EpiCARE, Florence, Italy;
16University of Florence, Florence, Italy; 1“University of Tennessee Health Science Center, Memphis, TN, USA; 18Le Bonheur Children’s Hospital, Memphis, TN, USA; 1°UCB, Smyrna, GA, USA; 20UCB, Colombes, France; 2!Hospital Ruber Internacional, Madrid, Spain

(?) QUESTION 2% INVESTIGATION

« Are the efficacy and/or safety of fenfluramine (FFA) in « In LGS, various factors contribute to severity of the disease, including, but not limited to, high seizure frequency

patients with Lennox-Gastaut ;c,yndrome (LGS) affected by . In this post hoc analysis of the FFA randomized controlled trial (RCT)2 in patients with LGS, baseline frequency of seizures associated with a
the disease severity at patient’s pre-FFA baseline? fall was used as a surrogate marker of disease severity to evaluate efficacy and safety of FFA across a spectrum of patients who participated
in that study

O. RESULTS

Quartiles (Q) of Baseline Seizures Associated With a Fall per 28 days (N=263) Baseline Characteristics by Quartiles of Baseline Frequency of Seizures Associated With a Fall
(N=263)
Q1 (n=65): 2-34 Q2 (n=66): 35-76
Age, mean (SD), years 14.2 (7.1) 17.2 (7.4) 14.3 (6.9) 9.3(7.0)
» Placebo, n=26 « Placebo, n=26 Sex
« FFA 0.2 mg/kg/day, n=21 « FFA 0.2 mg/kg/day, n=20 Male, n (%) 38 (58.5) 40 (60.6) 38 (57.6) 30 (45.5)
« FFA 0.7 mg/kg/day, n=18 e FFA 0.7 mg/kg/day, n=20 Female, n (%) 27 (41.5) 26 (39.4) 28 (42.4) 36 (54.5)
Baseline weight, n (%)
<37.5 kg 25 (38.5) 20 (30.3) 32 (48.5) 47 (71.2)
>37.5 kg 40 (61.5) 46 (69.7) 34 (51.5) 19 (28.8)
BMI, mean (SD) 19.9 (4.8) 21.3 (5.2) 19.4 (5.7) 18.2 (4.0)q
Q3 (n=66): 77-175 Q4 (n=66): 177—2943 Prior ASMs,® median (range) 8 (2-16) 8 (1-20) 8 (1-18) 7 (2-19)
« Placebo, n=14 « Placebo, n=21 Concomitant ASMs,c median (range) 3 (1-4) 3 (1-4) 3 (1-5) 3 (1-4)
* FFA 0.2 mg/kg/day, n=25 « FFA 0.2 mg/kg/day, n=23 Placebo, n 26 26 14 21
* FFA 0.7 mg/kg/day, n=27 * FFA 0.7 mg/kg/day, n=22 i Median (range) 23.8 (2-34) 47.5 (35-76) 105.5 (78-171) 348 (177-1761)
o;e;]etilze::gs FFA 0.2 mg/kg/day, n 21 20 25 23
Associated Median (range) 21.8 (4.1-32) 51.5 (35-75) 118 (77-175) 399 (199.8-2943)
With a Fall
FFA 0.7 mg/kg/day, n 18 20 27 22
Median Percent Change From Baseline in Frequency of Seizures Associated Median (range) 20 (6.5-31) 56.5 (38-75) 111 (77-173) 460 (183-1803)

With a Fall by Baseline Quartiles

aBMI in 65 patients. PPrior ASMs are defined as any ASM with a start date prior to the first dose of FFA. <Concomitant ASMs are defined as any ASM with start or stop date after the
first dose of FFA.
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Abbreviations: ASMs, anti-seizure medications; BMI, body mass index; CGI-I, Clinical Global Impression—-Improvement; FFA, fenfluramine; GTCS, generalized tonic-clonic seizures; Q, quartile; RCT, randomized controlled trial; SD, standard deviation; TEAEs, treatment-emergent adverse events.

METHODS

« For the 14-week RCT, patients were randomized to FFA 0.2 mg/kg/day or FFA 0.7 mg/kg/day (maximum = « Quartiles of baseline frequency of generalized tonic-clonic seizures (GTCS; Q1-Q4) were also used to describe
26 mg/day) or placebo median change from baseline in frequency of GTCS
« Various outcomes and endpoints were described by 4 quartiles (Q1-Q4) of baseline frequency of seizures associated « These were included as part of the Epilepsy Study Consortium (ESC)-confirmed seizures associated with a fall
with a fall, including: and also reported alone as a separate outcome
« Baseline characteristics « Inthe FFA LGS RCT, ESC-confirmed seizures associated with a fall included the following types: generalized
« Median change from baseline in frequency of seizures associated with a fall tonic-clonic, focal to bilateral tonic-clonic, tonic, or atonic
- Ratings of clinically meaningful improvement on Clinical Global Impression-Improvement (CGI-I) scale by - Descriptive statistics were used

investigator and caregiver at last visit, and
« Incidence of treatment-emergent adverse events (TEAES) occurring in 210% of patients grouped by quartiles
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These results support the use of FFA across the spectrum of LGS disease severity




