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Comparative Effectiveness of Fenfluramine Versus

Cannabiciol in Dravet Syncrome: A Numbers e s o e S
Needed to Treat Indirect Comparison Analysis

Overview

QUESTION (O RESULTS

How many patients with Dravet syndrome (DS) need to be treated with \ 3B Responder rates were numerically higher in patients with active treatment than with placebo treatment
fenfluramine (FFA) for one patient to reach clinically meaningful or « NNTs were higher with CBD (irrespective of CLB use and with concomitant CLB use) compared to FFA (Fig 1)

profound seizure reduction? How does this differ from the number of ] ] ] ] ]
patients who need to be treated with cannabidiol (CBD)? Figure 1. NMA-Adjusted Responder Rates for Reductions in MCSF by Analysis

Q ﬂ A. Full Population Irrespective of Concomitant CLB Use B. Including Only CBD+CLB Patients From CBD Studies
ﬁ I NVE STIGATIO N 1.9(1.7, 2.3) 1.5(1.3,1.9) 1.9(1.7,2.3) 1.5(1.3, 1.9)

100- | 100 |

« A systematic literature search for published randomized controlled 151,24 L5(12.24 W Placebo
91 — 90 i CBD 10 mg/kg/d

trials (RCTs) of FFA or CBD in patients with DS was updated 2.4(1.9,4.4) 2.4(19,4.4)
. Doses of FFA compared to placebo: | o 84 17(1.2,2.0) | S B CBD 20 mglkg/d
0.4 mg/kg/d with concomitant stiripentol (STP, max: 17 mg/d)? 80- 80- 79 Lo(1a5a FFA 0.4 mg/kg/d
« 0.2 or 0.7 mg/kg/d without concomitant STP (max: 26 mg/d)>23 35(2.4,8.6) — ® FFA Q.7 mg/kgld
« Doses of CBD compared to placebo*> 66
« 10 or 20 mg/kg/d irrespective of concomitant clobazam (CLB) use
« 10 or 20 mg/kg/d with concomitant CLB use
« Bayesian network meta-analyses (NMAs) of the 5 RCTs were used to
estimate the odds ratio (OR) of achieving >25%, >50% (clinically
meaningful), and >75% (profound) reduction in monthly convulsive
seizure frequency (MCSF) for FFA vs placebo and CBD vs placebo
Numbers-needed-to-treat (NNTs) were found using the NMA-adjusted
responder rates and ORs
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camm CONCLUSIONS

* « The NNT vs placebo to achieve clinically meaningful reduction in MCSF 0-

was 1.5 for patients treated with either dose of FFA
The NNT vs placebo to achieve clinically meaningful reduction in MCSF

was 6.3-8.0 for patients treat_ed with CE_’D irrespec’Five of CLB USE, and Note: Values above comparison bars indicate NNT (credible interval) for CBD vs placebo and for FFA vs placebo.
4.9-7.3 for patients treated with CBD with concomitant CLB use CBD, cannabidiol; FFA, fenfluramine; MCSF, monthly convulsive seizure freedom; NE, not estimable; NMA, network meta-analysis; NNT, number-needed-to-treat.

The lower NNT vs placebo seen with FFA treatment reflects an T ¥
advantage over CBD in terms of efficacy Poster ID: 279
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Backg rou nd Table 2. Comparison of Study Design, Baseline Characteristics, and Figure 2. Pairwise ORs vs Placebo for Achieving =25%, =50%, and =75%
Demographics Across RCTs Reductions in MCSF A) Responder Rates Using Populations Irrespective of

- Dravet syndrome (DS), a developmental and epileptic encephalopathy, presents Concomitant CLB Use and B) Responder Rates Using Subgroup of CBD Trial

with treatment-resistant seizures, including convulsive seizures | study1 Study 3 Study 2 GWPCARE1B | GWPCARE2 Population With Concomitant CLB Use

« High convulsive seizure frequency increases risk of premature death 0.4 mg/kg/d FFA CBD irrespective

C o, ) . i FFA, no STP (max, 26 mg/d): : 20 mg/kg/d CBD
« Standard antiseizure medications (ASMs) used to treat seizures associated with Treatment groups 0.2 or 0.7 mg(/kg/d I i Sl irrespgectigve of g Of CL5: 1001 20 A B
DS are stiripentol (STP), clobazam (CLB), and valproate (VPA) Placebo (max, 17mg/d) o, b mg/kg/d 225% reduction in MCSF
« Fenfluramine (FFA) and cannabidiol (CBD) are the most recently FDA- and EMA- Placebo Placebo Treatment 5 R [05% Gl Tresument : OR [95% CI]
approved adjunctive treatments for DS Study design Phase 3 placebo-controlled RCT FFA 0.4 - 6.4 [2.6, 16.7] FFA 0.4 o 6.4 [2.6, 16.8]
 There are no direct comparisons of FFA and CBD Baseline 6 weeks 4 weeks FEA 07 e 156 [7.4, 35.8] FFA 0.7 - 15.6 [7.4, 35.6]
« The recommended starting maintenance and maximum doses: Titration 2 weeks 3 weeks 2 weeks
« FFA: 0.2 and 0.7 mg/kg/d, respectively (max daily dose: 26 mg/d®) Maintenance 12 weeks BERTD H 130724 CHRIDHELE ™ 15[08;34]
. . 7 I g :
b CBdD- 19 ?nd Zto mg/ kg/ d / respether Study centers 38 482 28 23 38 CBD20 ;- 2.3[1.4,3.8] CBD20+CLB ;- 3.2[1.6, 6.5]
« Drug-drug interactions:
. . Year(s 2016-2017 2017-2020 2016-2018 2015 2015-2018 PSP SR, ey o i R Wi el
« FFA: metabolism affected by STP (max daily dose: 17 mg/d) ©) . Diagnosed with DS 001 04 1 10 100 1000 001 04 1 10 100 1000
« CBD: bidirectional pharmacokinetic interactions with CLB (CLB dose reduction 518 : :
. y old o Diagnosed with DS >50% reduction in MCSF
recommended) =07 reduction in
. . . . .= - . Kev inclusi 21 stable ASM * 2-18y old Treatment OR [95% CI] Treatment OR [95% CI]

. Num_ber_s-needed-to-t_r_eat (NNTSs) prov_lde an important metric to assist clinicians in E_’ty nciusion e >4 convulsive seizures per 4-week period during 12 »  >1 stable ASM ; :
making informed decisions when considering new treatments for patients by critena weeks prior to screening e >4 convulsive seizures during the FFA 04 i s AEpuTy FFA 0.4 . v mapea
comparing treatments to a single placebo value® e 26 convulsive seizures during the baseline period baseline period FFA 0.7 e 25.7 [11.3, 66.5] FFA 0.7 . e 258[114,667)

» Indirect comparisons can be made using network meta-analyses (NMAs) with >2 in the first and last 3 weeks :

A previous analysis® demonstrated that NNTs for FFA to achieve monthly convulsive Endpoint definitions cBD10 P “A T CBD10+CLE il 2l
seizure frequency (MCSF) reduction vs placebo were 1.8-3.5 (=50%; clinically Reduction in Percent change in MCSF between baseline and combined titration and maintenance period in CBD20 :w 2.3 [1.4, 4.1] CBD20+CLB e 3.0 [1.5, 5.9]
significant) and 1.9-4.9 (=75%; profound) convulsive seizures patients who received active treatment vs placebo I S e

Responder rates Proportions of participants achieving >25%, >50%, or 75% reduction in MCSF during the 001 01 1 10 100 1000 001 04 1 10 100 1000
O b = e CtiV e P combined titration and maintenance period vs baseline
J Serious TEAEs Reported over the combined titration and maintenance period 275% reduction in MCSF
« To indirectly compare MCSF-reduction efficiency for FFA/CBD using NNT, vs placebo Study size 119b 142b 87 120¢ 198¢ Treatment 5 OR [95% CI] Treatment 5 OR [95% CI]
Methods iggD(years), Mean 0.0+ 47 0.3 447 01448 0.8 & 48 9.3 & 44 FFA 0.4 o 32.9 [5.1, 916.9] FFA 0.4 ° 32.7 [5.1, 947.3]
FFA 0.7 I 31.0 [10.3, 142.9] FFA 0.7 —— 30.8 [10.1, 142.3]
- A systematic literature review, initially conducted up to Jun 2020, updated Nov 2021 S2:E WAL, (Y6 64(53.5) 75514) 20 (57:3) 62/1.7) 4 (87.5) : :
- Updated Jul 2024 to confirm; no further studies identified Geographic regions, n (%) o = PolE 18l CEDIIEEE T SIS
« Systematic searches for English-language published randomized controlled trials United States 70 (58.8) 50 (35.2) 22 (25.3) 72 (60) 93 (47) CBD20 ;. 2.7[13,6.1] CBD20+CLB .- 2.7[1.2,6.7]
(RCTs) of FFA and CBD at licensed doses conducted in PubMed and Embase Rest of the world 49 (41.2) 92 (64.8) 65 (74.7) 48 (40) 105 (53) et SR s S 061'"'3"1""'”2 o e
» Detailed search strategies have previously been described™® Number of ASMs, Median (range) vor R o T o
* The intent-to-treat populatlons from the studies were included and presented PreVious. AR ki (0-26) 5 (0_19) Comparing the odds ratio for achieving reduction in MCSF for each active treatment vs the network placebo rate. The dotted line
. . . . Concomitant 2 (0-5) NR 3 (1-5) 3 (1-5) represents the network placebo rate. The x-axis is CBD, cannabidiol; CLB, clobazam; CBD10, cannabidiol 10 mg/kg/d irrespective
Table 1. Studies Included in the Literature Review Concomitant ASMs¢, n (%) of concomitant clobazam use; CBD10+CLB, cannabidiol 10 mg/kg/d with concomitant clobazam use; CBD20, cannabidiol 20
Stud Concomitant use of ASM mg/kg/d irrespective of concomitant clobazam use; CBD20+CLB, cannabidiol 20 mg/kg/d with concomitant clobazam use; CI,
uay Publication Treatment groups - ] u ' CLB 70 (59) 80 (56.3) 82 (94.3) 78 (65) 126 (63.6) confidence interval; FFA 0.4, fenfluramine 0.4 mg/kg/d; FFA 0.7, fenfluramine 0.7 mg/kg/d; MCSF, monthly convulsive seizure
name with PK interaction = . frequency; OR, odds ratio.
Sudy 1 Lagae et al, Lancet Placebo aﬁ‘ gronise' 71 (59) 82 (57.7) 77 (88.5) 71 (59) 139 (70.2)
20193 FFA, 0.2 mg/kg/d
e No STP STP 0 0 87 (100) 51 (42) 71 (35.9) =
Sullivan et al, FFA, 0.7 mg/kg/d Conclusions
Blacebo e —— 30 (25) 38 (26.8) 21 (24.1) 31 (26) 46 (23.2) * In an indirect comparison, NNT vs placebo for patients with DS treated with
Nabbout et al, JAMA FFA Iy | than for th treated with CBD 14-15 K
Study 2 , FFA, 0.4 ma/kg/d Concomitant STP i g IS numerically lower than for those treated wi over weeks
Neurol. 20201 Baseline MCSF, Median (range) ) ] : :
' Max daily dose: 17 mg/d 14 (3-213)  Previous studies have suggested that differences in NNTs between
GWPCARELg  Devinsky et al, NEJM, Placebo FFA 0.4 - - N=43 - - treatments of +0.5 are clinically meaningful!3
20177 CBD, 20 mg/kg/d . . 20.7 (4.8-124) 13 (2.7-2701 - Differences in NNTs vs placebo between FFA and CBD range from 3.1
Irrespective of concomitant FFA 0.7 ( ) ( ) - - - :
Miller et al. JAMA Placebo clobazam n=40 n=48 (FFA 0.4 vs CBD10, =75% reduction) to 15.4 (FFA 0.7 vs CBD10, >25%
GWPCARE?2 ' CBD, 10 mg/kg/d 14 (IQR: 6-31) ducti
Neurol, 20205 ' CBD10 . . _ _ reduction)
CBD, 20 mg/kg/d n=66 . . . 5 5 . . .
. r on ient with D hiev linically meaningful r ion in MCSF
Licensed maintenance regimens of FFA and CBD were included in the meta-analysis; therefore, while FFA 0.2 mg/kg/d was tested 13.1 (4-238.4) n= For one pat ent t S to achieve a ¢ == Y £ g e edUCt o CS
in the included studies, the dose group was not included in the meta-analysis. CBD10+CLB - - = - 45 VS |3|aCebO-
ASM, antiseizure medication; CBD, cannabidiol; FFA, fenfluramine; PK, pharmacokinetic; STP, stiripentol. 124 (3 9 1717) 9 (IQR' 6 21) ° TWO patients WOUld need to be treated Wlth FFAO4 or FFA 07
. . . CBD20 - - - TS o . - - -
- Doses recommended for DS were utilized for this analysis: n=61 n=67 Approximately 6 patients would need t? be treated with CBD20
 FEAC: 0.4 mGold it concomtantSTP (A 0.0 nd 07 mofigid bt SOWAB o o oo asccite
concomitant STP (FFA 0.7) = A 7 0 eS| GHELT VSHTES
_ _ _ Placebo 27.3,(3.3-147.3) 12.7,(4.0,229) 10.7,(3-163)  14.9(3.7-718) 17 (IQR: 7-51) - - 1
« CBD’: 10 or 20 mg/kg/d_lrrespectlvc_a of concomitant CLB use (CBD10, CBD20) n=256 n=40 n=48 n=44 n=59 n=65 burdenion patients, their families, and the healthcare system
and 10 or 20 mg/kg/d with concomitant CLB use (CBD10+CLB, CBD20+CLB) I 17 (3, 448.9)
- The CBD+CLB population was identified by a previous publication?! n=79 References
+ Repeated treatment dose groups were pooled across studies Full study 24.1 (2.2-623.5) NR 13 (3.7-1717) 12 (IQR: 6-33) 1. Nabbout R, et al. JAMA Neurol. 2020;77(3):300-8.
, - population® 2. Sullivan J, et al. Epilepsia. 2023;64(10):2653-66.
- FFA 0.7: Studies 1 and 3 ZThe numbe_r of_sites i_ncludeg overlap with S_tudy 1—the difference between the two studies is time. 3. Lagael, et al. Lancet. 2019;394(10216):2243-54.
« (CBD20, CBD20+CLB: GWPCARE1B and GWPCARE?2 ES” iﬂgﬁ:ﬁg I'pé':ﬁézgV%agfezgsnzf;fgjanFEg\eo2 mg/kg/d. 4. Devinsky O, et al. N Engl J Med. 2017;376(21):2011-20.
» Placebo groups were pooled across all studies to produce a placebo for the %Al concomitant ASMs included in original publications are listed. g' mg'BerFI-’ it a," ﬂm Ne”[O/' 2|020|’7t-7(5) olL32l £ oroduct characteristics]. Bruxelles. BE: UCB: 2024
“The full study population in Studies 1 and 3 includes FFA 0.2 mg/kg/d, which is not included in the analysis. . - N ep_a .2 mg/mL oral solution [S_ummary OF product characteris 'CS]_' _ruxe €s, bt. d . _
network ASM, antiseizure medication; CBD, cannabidiol; CLB, clobazam; DS, Dravet syndrome; FFA, fenfluramine; IQR, interquartile range); MCSF, /. B.V. GPI. Epidyolex 1(_)0 mg/ml oral solution [summary of product characteristics]. Amersfoort, The Netherlands:
Outcomes monthly convulsive seizure frequency; NR, not reported; RCT, randomized controlled study; STP, stiripentol; TEAE, treatment-emergent adverse g gW PharTaj_(IntemC?tlolcal); SeptZeOnIZe{ 11(?5 26()) 1296 20
event. : itrome, L. Innov Clin Neurosci. ; -6):26-30.
. i i iavi >7)50/ >ENO 9. Sullivan J, et al. Eur J Paediatr Neurol. 2021,;31:10-4.
grl:/éAi ;vseo;e rLelsdeuC:: tti?) f?:\IT/IaCtSeFthe odds ratios (ORs) of achieving >25%, >50%, 10, Linley W. et al. Medxiv, 2022.
= 0 Responder rates 11. Gunning B, et al. Acta Neurol Scand. 2021;143(2):154-163.
. - ind Acti . . . : . . : 12. Owen RK, et al. Res Syn Meth. 2019;10:569-581.
Treatment vs baseline period; active treatment vs placebo rate for the network » Responder rates were numerically higher in patients with active treatment than with 15 olivan S, Cross . Eleney Banay, 2001 121(P AY: 108061
» Placebo rate for the network: weighted average of placebo across the studies placebo treatment (Fig 2)
- NMAs were conducted using the Metalnsight web-based tool'? using fixed NNTs (Fiq 1 Acknowledgements
effects given the Shape of the network 2 ( .Ig ) : UCB Pharma-sponsored. The authors thank the patients and their caregivers in addition to the investigators and their
+ The OR of achieving a specified reduction in MCSF for each treatment group vs * To achieve one 250% MCSF reduction event vs placebo: teams who contributed to the trials. The authors acknowledge Tom Grant, PhD (UCB Pharma, Slough, UK), for
network placebo rate and the assumed control risk (ACR) of the network placebo * NNT is 4-5 times higher with CBD vs FFA treatment managing the development of the poster, and Mari Willeman, PhD, and Scott Bergfeld, PhD (PharmaWrite, Princeton,
were used to recalculate treatment responder rates « NNT is 1.5-3 times higher with CBD+CLB vs FFA treatment NJ), for medical writing and editorial assistance, which was funded by UCB Pharma.
- . ' >75% MCSF reduction event vs placebo: =
« NNTs were determined for each responder rate vs the network placebo rate To achieve one 2 | _ |
ina the followi tion: P P « NNT is 3-7 times higher with CBD vs FFA treatment and with CBD+CLB vs FFA Disclosures
using the roliowing equation. freatment CA: Employee of HEOR Value Hub, contracted by UCB Pharma during the study.
SK, VT: Employees of UCB Pharma.
NNT =1/ |ACR-((ORXACR)/(1-ACR+0ORXACR .
/ I (( )/ ( )) I For a copy of this poster, use your smartphone to scan the QR code,
Results Limitations: download from the website below, or contact UCBCares®
Participants  NNTs _for th_|s a_naly5|s were calculated in the context of RCTs, wh_ere patient | Website: UCBposters.com/EEC2024; Poster ID: 279
P selection criteria may not completely represent the real-world patient population _
. Study design, baseline characteristics and demographics were similar across e There were minor differences in study design, noted in the results Phone: +32 2 559 92 00
studies (Table 2) with a few numerical differences in baseline characteristics: « Concomitant use of CLB and valproate was higher in Study 2 than in other studies, Email: UCBCares@ucb.com
Study 2: Concomitant CLB rate higher (94.3% vs 56.3-65%) and concomitant while concomitant use of levetiracetam was lower in Study 2 than in other studies
levetiracetam rate lower (12.6% vs 22-28.2%) vs other studies  Further, concomitant treatment was required for some treatment groups
Study 2 and GWPCARE2: Concomitant VPA rate higher (70.2-88.5%) vs anaIKIZIed: | T it | - Presented at the 15 European Epilepsy Congress |
. _ 0 [ J
other studies (57.7-59%) patients In tL_l y 2 were treate w_|t concomltant Rome, Italy | 7-11 September 2024
Study 1: Median baseline MCSF higher (20.7-27.3) vs other studies (10.4-17) - All CBD+CLB patients were treated with concomitant CLB
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