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ove I‘VIEW Figure 3. Patients Rated as "Improved?” or "No Change” by Investigator
= According to CGI-I (Efficacy Population, N=8)
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troductio | QUESTION INVESTIGATION .
 Dravet syndrome (DS) and Lennox-Gastaut syndrome (LGS) are lifelong g7
developmental and epileptic encephalopathies characterized by treatment- « What is the safety profile of fenfluramine (FFA) when co-administered with cannabidiol (CBD)? « This phase 1, open-label study (NCT03467113) enrolled patients 2-18 years old with Dravet syndrome (DS) or Lennox-Gastaut syndrome (LGS) who were 90 1 8.7 80 857
resistant seizures and developmental delay as well as cognitive and « What are the plasma concentrations of FFA and norfenfluramine (norFFA) when co-administered receiving unregulated products containing CBD (n=1 patient with LGS was receiving Epidiolex®) 80 1
behavioral impairmentsi- with CBD? Patients had a 4-week baseline phase, <4-week titration phase, <104-week maintenance phase, and <6-month follow-up . 70 1
« Fenfluramine (FFA) is currently approved for the management of seizures FFA was initiated at 0.2 mg/kg/day and incrementally increased by 0.2 mg/kg/day to a target dose of 0.7 mg/kg/day (maximum 26 mg/day) to be £ 60 1
associated with DS and LGS in patients >2 years old in the US,® and as continued throughout the maintenance phase; patients receiving concomitant stiripentol were excluded E 50 -
add-on treatment for patients >2 years old with seizures associated with % 40 -
DS and LGS in the EU, UK, and Japan,’-® among other countries0.11 2 5
 Multiple antiseizure medications (ASMs) are typically needed to manage Q RESU LTS Figure. TEAEs Reported in =2 Patients in the Overall -+ In DS, the median change from baseline in convulsive seizure frequency per 28 days was -65.6% 50 | s 20 143
seizures associated with both DS and LGS S Safety Population (N=9) -+ In LGS, the median change from baseline in seizures associated with a fall per 28 days was -23.2% 10 :
« FFA and CBD have different mechanisms of action,®12 increasing the - A total of 9 patients were enrolled (4 DS; 5 LGS) and were included in the o —— « Six of 7 patients (85.7%) with measurements were rated as “improved” according to Clinical Global o n=0 n=7 i) n=4
likelihood that these drugs may be co-prescribed!> safety and PK populations; 8 patients were included in the efficacy experienced nasopharyngitis - Impression-Improvement (CGI-I) scores at their final study visit (Table) Morth 3 Marth ¢ Morth 9 Mot 12 Mordh 15 Morth 24
- Both FFA and CBD are metabolized by hepatic cytochrome P450 enzymes population (n=3 DS, mean [SD] duration of FFA 587.3 [95.0] days; n=5 f ] ] ] ] ] n= n= n= n= n= n=
(CYP),>1>16 suggesting the potential for drug-drug interactions LGS, mean duration of FFA 525.5 [211.3] days) expeﬁ:nf::: 's‘:;/:r),mence Ww— " Rated as Improved  # Rated as no change®
« CBD inhibits multiple CYP enzymes in vitro (CYP1A2, CYP2B6, CYP2CS, . Al patients reported >1 treatment emergent adverse event (TEAE); Month 3 (128) Rated roved Rated shane ::I(?I?Irogm_enlt(\;/\l/ats) clqunted as a?Iy improvemintl:z\(/)vgl/wE‘_‘rminilglalilcy’:c, “dm/uch’l’ a?d “\(eryé_much” combined.
CYP2C9, CYP2C19, and CYP3A4),12 including CYPs implicated in FFA nasopharyngitis (55.6%, n=2 DS; n=3 LGS) and somnolence (44.4%, 3 (33.3%) i Vonth & :8 . 10-0 0. , Clinical Global Impression-Improvement; , end of study/early termination.
metabolism (CYP1A2, CYP2B6, and CYP2D6, with possible additional n=2 DS; n=2 LGS) were most common (see Figure) experienced decreased ?ppetite, pyrexia, ; Mg:th o 22:72 6 ((85 7)) 1 (14.3) Limitations
metabolism by CYP2C9, CYP2C19, and CYP3A4/5)°; thus, potential +  No valvular heart disease or pulmonary arterial hypertension were HPPEr TESPItony fact Infecton, or vomiing  Month 12 (n=7) ; (10'0) 0 - Interpretation of these data is limited by the small numbers of patients
phalrm?cgklnetlc (G e G itz eliLes Ganlinzd dieule b observed during echocardiographic monitoring conducted routinely until 6 2 (22.2%)  Month 18 (n=5) 4 (80.0) 1 (20.0) *  There were significant missing seizure diary and study medication diary data,
evaluate months after study drug discontinuation or end of study § experienced hypoglycemia, laceration, ' Month 24 (n=7) 6 (85.7) | (14.3) thus, all efficacy data should be interpreted with caution
» Over 75% of FFA is metabolized to a pharmacologically active § lethargy, rhinorrhea, or urinary tract infection § - ' « At the time of this study, pharmaceutical CBD (Epidiolex®) was not yet
i ; 6 3 3 aPercentages used the number of patients who completed CGI-I measurements at each visit as the denominator. : : .
meT:a.bollte, norfe.nfluramme (norFFA) . . | TR, SR TS B G P s e e approved, thus patients received unregulated products containing CBD
« Cannabidiol (CBD, Epidiolex®) was not approved for use at the time this « Therefore, patlen_ts may no’; have achieved therapeutic doses of CBD or
study was initiated, but has since been approved for the treatment of . could have experienced variable CBD doses
seizures associated with DS and LGS in the US and Europe!®16 == CONCLUSIONS e - Enroliment in this study was terminated after a Canadian clinical trial examined
- _ . _ safety, PK, and efficacy of FFA and CBD using pharmaceutical CBD (Epidiolex®)
Ob = e CtiV e e FFA was generally well tolerated at doses of 0.2 to 0.7 mg/kg/day (up to 26 mg/day) when administered with a stable, uncontrolled dose of CBD in children and young adults with DS and LGS at controlled therapeutic doses!?
J e Seizure reduction and CGI-I scores are within the range of those found in phase 3 trials of the same dose range of fenfluramine in patients with DS and LGS
« Here we assess the safety, tolerability, PK, and efficacy of FFA co- e Plasma concentrations of FFA and norFFA are within normal ranges observed in phase 3 trials of FFA without concomitant CBD in patients with DS and LGS

Conclusions

FFA was generally well tolerated at doses of 0.2 to 0.7 mg/kg/day (up to 26
mg/day) when administered with a stable dose of CBD in children and

administered with CBD in patients 2-18 years of age with DS or LGS

Method S Results Safety Figdu::eBg. IVtIe;Iianst’Lag::(aPConclestra)tion vs Time Profiles of FFA, norFFA, young adults with DS and LGS
_ _ . i > : an at Da opulation . : :

+ This phase 1, open-label study (NCT03467113) enrolled patients 2-18 years old, Pemoaraphic and Baseline Characteristics Al patients reported 21 TEAE (Table 2); of 62 TEAFs reported, y P Among the TEAES observed, most were consistent with the spectrum
with DS or LGS, and receiving a stable dose of CBD grap nasopharyngitis (55.6%; n=5) and somnolence (44.4%; n=4) were most of central nervous system-related adverse events observed in other
At studv initi t', h tical CBD (ie, Epidiolex®)  vet FDA « A total of 9 patients (DS, n=4; LGS, n=5) were enrolled and received >1 dose common; no valvular heart disease or pulmonary arterial hypertension were 1007 CBD studies with FFA
apSrng dlr;r:gl ;Ovrgngbfer?]afr?: LIJCr?ite g Stalti,s Eé Iaoc(ca;(ss tv(‘)'agBrg)W’;es "ot controlled of FFA and were included in the Safety population observed during echocardiographic monitoring . . Efficacy endpoints measured in this study were within the range of those
Pati had a 4 K baseline oh <4 ' K titration oh <104 K  All 9 patients had =1 FFA plasma concentration measurement and were - There was 1 serious adverse event (SAE) in the study that was not related to - FFA found in phase 3 trials of the same dose range of FFA in patients with DS

» Patients had a h-wee daie6|ne P ﬁsfe,”_ -weeF_tltratlo: phase, = 10%-wee included in the PK population study treatment: a patient with DS experienced respiratory distress requiring E o0 norFFA and LGS
mamtena_nFe_ phase, and <6-month fo OYV'UP ( |gure_ ) . 8 patients were included in the Efficacy population; 1 patient with DS was hospitalization who recovered without dose modifications 2 « However, these results should be interpreted with caution due to the

« FFA was initiated at 0.2 mg/kg/day and incrementally |r_1creased by excluded for not meeting criteria regarding seizure diary entries . No deaths or discontinuations due to TEAEs were reported g / - low number of patients in the study, and the extent of missing data
0.2 mg/kg/day to a target dose of 0.7 mg/kg/day (maximum 26 mg/day) « 7 patients completed the study with satisfactory medication diary entries, with s for seizure diary entries

- Eligibility criteria included: a clinical diagnosis of DS or LGS where seizures were a mean treatment duration of 552 days and mean compliance of 78.6% ' Table 2. Total TEAEs and TEAEs Reported in =2 Patients Overall 5 60 « Plasma FFA and norFFA concentrations were within the range of phase 3 DS
not completely controlled by current ASM regimen, patients must be receiving a ' _““ § and LGS trials of the same FFA dose without concomitant CBD or stiripentol
stable dose of CBD for >4 weeks prior to first FFA dose, and the source of CBD Table 1. Patient Characteristics, Demographics, and Concomitant ASMs n=5 s *—— « There is no need for dose adjustments when FFA is administered with
was expected to remain consistent for >3 months; patients receiving stiripentol Dravet Lennox-Gastaut Total TEAEs 34 28 62 o CBD
concomitantly or in the 28 days prior to screening were excluded syndrome syndrome Any TEAE, n (%) 4 (100) 5 (100) 9 (100) E 407 « Plasma concentrations of CBD in this study were in the range reported in

« The primary endpoint was incidence of treatment-emergent adverse events Characteristic n=4 n=>5 Nasopharyngitis 2 (50.0) 3 (60.0) 5 (55.6) = Phafglg and phase 3 trials of Epidiolex (5, 10, 20 mg/kg/d) in DS and
(TEAES) Median age (range), years 7.45(3.9-17.9) | 8.30(6.2-17.6) | 8.30(3.9-17.9) Somnolence 2 (50.0) 2 (40.0) 4 (44.4) & LGS™

*  Exploratory endpoints included: plasma concentrations of FFA and norFFA after Sex, n (%) Decreased appetite 2 (50.0) 1(20.0) 3 (33.3) B 201 References
>7 days of FFA treatment at the target dose, change from baseline in monthly Pvraxia p— - p— = 1. Cross JH, et al. Front Neurol, 2017:8:505. 2. Dravet C. Epilepsia. 2011;52(suppl 2):3-9. 3. Scheffer IE, et al.
convulsive seizure frequency (MCSF) for patients with DS and change from Male 1(25.0) 3 (60.0) 4 (44.4) yrexi (50.0) (20.0) (33.3) gopggpggl‘z‘é ?011379;38452%:5612[1%:13' 4} zm;;rjiT séhg,L:tSal. Ep//epéf- 54022662332)3:1343_35 F5 tSchcc;ig N, /et il. EpI//eplsf-

. . : . . . . Upbper respiratory tract ; : -442. 6. , Inc. . Smyrna, GA; Marc . 7. . Fintepla 2.2 mg/mL oral solution
bas_ellne I selzure_s aSS(_)CIated with a fall for Patl_ents with LGS’ pergept of Female 3 (75.0) 2 (40.0) 5 (55.6) . I;P ti P Y 2 (50.0 1 (20.0 3(33.3 [summary of product characteristics]. Bruxelles, BE; 2024. 8. UCB Pharma LTD. Fintepla 2.2 mg/ml oral solution
patients rated by investigators as demonstrating improvement on Clinical Global Race, White, n (%) 4 (100) 5 (100) 9 (100) infection (50.0) (20.0) (33.3) 0 l l l l l [summary of product characteristics]. Slough, Berkshire; April 2024. 9. Nippon Shinyaku Co. Ltd. 2024.

I ion-I CGI-I | h visi ! ! ° Vomitin 1(25.0) 2 (40.0) 3(33.3) Pre-dose 1 2 4 6 https://www.nippon-shinyaku.co.jp/file/download.php?file_id=7484. 10. UCB Pharma S.A. Fintepla ® Leaflet for the
mpression-Improvement ( ) scale at each visit g — : : :
26.6+12.3 28.0+9.8 27.4£10.3 . Hours doctor. Ministry of Health Israel, https://israeldrugs.health.gov.il/#!/medDetails/169%2041%2036976%2099; 2024
. . Weight, kg, mean x SD (range) ' ' B ' ' Hypoglycemia 1 (25.0) 1 (20.0) 2 (22.2) _ [accessed September 16, 2024]. 11. UCB Pharma. Fintepla®(fenfluramine hydrochloride) 2.2 mg/ml oral solution
F|gure 1. StUdy Des'Qn (12.0-41.8) (16.3-41.5) (12.0-41.8) el 1 (25.0) 1 (20.0) 2(22.2) aAfter >7 days‘of treatment with 'FFA. . [Australian product information]. Malvern, Australia; November 28, 2024. 12. Chen JW, et al. Ann Pharmacother.
158425 156427 157424 : : : CBD, cannabidiol; FFA, fenfluramine; norFFA, norfenfluramine. 2019;53(6):603-11. 13. Wirrell EC, et al. Epilepsia. 2022;63(7):1761-77. 14. Auvin S, et al. Epilepsia Open.
Baseline Phase Maintenance Phase Follow-up BMI, mean % SD (range) ) . ) ) ) ) Lethargy 1(25.0) 1 (20.0) 2(22.2) 2025;10(1):85-106. 15. Administration FaD. 2018.
4 weeks <104 weeks <6 months ! (12.9-18.6) (12.6-18.5) (12.6-18.6) . Efﬁcacy https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm611046.htm. 16. B.V. GPI. Epidyolex 100
« Day -28 and -15: baseline - Continued administration of FFA and CBD |+ Physical exam Concomitant ASM use, n (%)? 4 (100) 5 (100) 9 (100) rhhorres =) ° 2ie22) In the titration and maintenance periods, median change from baseline in g]g/ml T)ral ig'%tgig [Sll;mlgqa'g I(BJf prOTU&CI:Qa'\:acterlistiCSS]- Amerzfoortll -II\-/Ihe Neth((a)rlangS: 2\3/\/2?32"8139 (ICnlEerInationli\alg;
. ' r o = - - * Iitratl | r | r | I eptember . 17. Boyd B, et al. Child Neurology Society Annual Meeting, October 23-26, , Charlotte, NC.
Zenzucrglf_rlequency, FCHO, ﬁ%ﬁgﬁ;ﬁ%’gﬂg& 6,9, 12,18, and 24 and ECHO - Urinary tract infection 1 (25.0) 1 (20.0) 2(22.2) convulsive seizure frequency per 28 days,, was -65.6% in DS (n=3) and median 18. Devinsky O, et al. Neurology. 2018 Apr 3;90(14):e1204-e1211. 19. Greenwich Biosciences, Inc. EPIDIOLEX®
. Day -1: initiate 0.2 mg/kg/d ' Cannabidiol 4 (100) 5(100) 9 (100) DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome; TEAE, treatment-emergent adverse event. o : . o (cannabidiol) oral solution, CV [prescribing information]. Carlsbad, CA; December 2018.
A ' M Sy 2 (50.0) 2 (40.0) 2 @4 ) change from baseline in seizures associated with a fall per 28 days was -23.2% Acknowledgements
vetir . . . . _
Rufi id 0 4 (80.0) 4 (44.4) Plasma Concentrations ::I;l L_GS g‘l]_S) int iod. >80% of patient ith CGL-I ; UCB-sponsored. The authors acknowledge Glenn Morrison, PhD, for his contribution to the current work, Gill Hill and
CBD, cannabidiol; CGI-I, Clinical Global Impressions-Improvement scale; d, day; ECHO, echocardiogram; FFA, ufinamide - - . : - ; . uring the maintenance period, 2380% of patients wi -I measurements Bobby Jacob, PharmD (UCB), for managing the development of the poster, and Eric Scocchera, PhD, and Scott
fenfluramine; norEFA, norfenfiuramine; PK, pharmacokinetics. Clo ) (500) (200 3 333) Me/dlaLn pre dose Fl)lasm?j iﬁncr?n’;ratlcons for I;FA;_and CBD v;czerg ?3&17 and 26.t6 were rated as improved at all n’1 aintenance visits Bergfeld, PhD (PharmaWrite, LLC, Princeton, NJ, USA), for writing assistance (funded by UCB).
obazam - - : ng/mL, respectively, and the highest concentrations were 72. ours post- - i
. . (Figure 3) Disclosures
Valproateb 3(75.0 0 3(33.3 dose) and 81.3 ng/mL (2 hours post-dose), respectively (Figure 2) . : : : RZR, AM, BB, ML, SE, DM: Empl f UCB with stock hip.
For a copy of this poster, use your smartphone to scan the QR code, or contact UCBCares® aRepo:e:i:lonTDatients overall, BIncluding divalproex o(r Valpzoic v ( ) . Median pre-dose norFFA plasma conc,entration was 25.2 ng/mL and the * No patlents worsened accordlng to |nvest|gator-rated CGI-I scores SP: No relevant disclosures. mployees o with stock ownership
Phone: +1-844-599-CARE (2273) ASM, antiseizure medication; BMI, body mass index; DS, Dravet syndrome; LGS, Lennox-Gastaut syndrome; SD, highest concentration was 37.0 ng/mL at 6 hours post-dose Presented at American Academy of Neurology 2025 Annual Meeting

Email: UCBCares@ucb.com standard deviation. San Diego, CA, USA | April 5-9, 2025



https://www.nippon-shinyaku.co.jp/file/download.php?file_id=7484
https://israeldrugs.health.gov.il/#!/medDetails/169%2041%2036976%2099
https://www.fda.gov/newsevents/newsroom/pressannouncements/ucm611046.htm.%2011

	Safety, Tolerability, Pharmacokinetics, and Efficacy of Fenfluramine in Combination With Cannabidiol: Results From an Exploratory Phase 1 Study

