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OVEWIEW Table 2. Safety Summary (N=87)

Fenfluramine 0.7 mg/kg/day Placebo
n=42 n=45

Background
. Cyclin-dgependent kinase-like 5 (CDKL5) deficiency disorder (CDD) is an ultra-rare, drug- @ QU ESTION %ﬁ INVESTIGATION

i =li i 1 ) . ) L . . . . . . o . . . . . . Patients with any TEAE, n (%) 32 (76.2) 35(77.8)
resistant, i(z“nked developmental and epileptic encephalopathy caused by CDKL5 gene What is the efficacy and safety from the phase 3 randomized . Eligible patients (1-35 years old) with confirmed/likely pathogenic CDAL5 mutation, clinical CDD diagnosis, and Secondary endpoints included: achievement of >25%, >50%, >75%, and 100% CMSF reduction from : : ao .
mutations® controlled trial to support the use of fenfluramine for the >4 countable motor seizures/week as reported by caregivers were randomized to fenfluramine 0.7 mg/kg/day baseline during T+M; ratings of clinically meaningful improvement (‘much improved’ or ‘very much Patients with related TEAES®, n (%) 17 (40.5) 13 (28.9)
« CDD is associated with infantile-onset epilepsy and global developmental delay?3 treatment of seizures in patients with CDD? (max 26 mg/day) or placebo over 14 weeks (2-week T, 12-week M) improved”) on CGI-I by investigators and caregivers at end of T+M; and percentage change from Patients with serious TEAESP<, n (%) 6 (14.3) 3(6.7)
- While the goal of antiseizure medication (ASM) treatment is to control seizures, seizure The primary efficacy endpoint was percentage change in CMSF from baseline over T+M vs placebo baseline in monthly GTCS frequency over T+M Patients with related serious TEAES?, n (%) 2 (4.8) 0 (0.0)
freedom is rare;* effective and well-tolerated ASM options are limited> Patients with TEAEs of special interestd, n (%) 0 (0.0) 0 (0.0)
« Fenfluramine, a multimodal serotonergic and sigma-1 receptor modulator approved in O RESU LTS Patients with TEAEs with outcome of death, n (%) 0(0.0) 0(0.0)
the US to treat seizures in patients (=2 years old) with Dravet syndrome (DS) and ‘% Patients with TEAEs leading to discontinuation of the studye, n (%) 3(7.1) 3(6.7)
Lennox-Gastaut syndrome (LGS)5, was safe and effective in an open-label, investigator- Efficacy (mITT, n=86) 3 - Safety (N=87) TEAES reported in >10% of patients in either treatment group, n (%)
initiated, single-center trial in 6 patients with CDD (mean treatment duration of - - - . 3 . . . 3 . i
c3m On'ths)9 P ( Median Percentage Change in CMSF from Baseline During 14-Week T+M = Overview of Secondary Efficacy Endpoint Results ~ TEAEs Most Commonly Reported in Each Study Group Pyrexia 8(19.0) 7(15.6)
. : : Diarrh 8 (19.0 6 (13.3
Ob -ective SEA 0.7 a/d ] n=42 n=44 90 - B FFA 0.7 mg/kg/day Placebo Somnolence 8 (19.0) 2 (4.4)
J * mg/ g/ 2; _47.6 (P<0.001) : Achievement of >50% reduction in CMSF over T+M, n (0/0) 19 (452) 2 (45) <0.001 i " 80 - n=42 n=45 Decreased appetite 7 (167) 5 (111)
+ Here we report the primary results from the randomized placebo-controlled trial n= § geezon N CGI-1 rating of ‘much improved’ or ‘very much improved" at end 16 (38.1) 3(6.8) . £ 70 - N TS 4(9.5) 11 (24.4)
. . . . ! i i 0 . . :
(RCT, NCT05064878) portlon of an |nternat|0na|, multicenter phase 3 StUdy of Median Difference: il Endpoints of T+M by investigator, n (%) .g 60 - aTreatment-related is based on the investigator’s assessment. bSerious TEAEs included urinary tract infection (n=2), metapneumovirus infection (n=1),
fenfluramine in patients with CDD 1 -52.7% 3 Percentage change in GTCS from baseline over T+M, median (n=32) -61.5 (n=14) -13.5 (n=18) 0.0992 E 50 - RSV pneumonia (n=1), dfe;creased alppetite (n=d13, andldyskinesia (rr11=1|) in gatients on fer;flure:jminﬁ, and gastroenteritiszhpneumc))perr]itonfeum, ﬁnd hypoxiadi?fthef
0 _ : : : 3 patients on placebo. cAfter re-analysis, one additional patient in the placebo group was found to have a serious TEAE (hypoxia); therefore, this percent differs from
(95% CI: -70.0, - 36.7) ! Achievement of 225% reduction in CMSF over T+M, n (%) 31(73.8) 8 (18.2) <0.001 "5 40 - the abstract (4.4%). 9TEAEs of special interest included: suicidal thoughts, ideation, or gestures; valvular heart disease; pulmonary arterial hypertension. eAside from
Placebo 7.8 B Additional Achievement of >75% reduction in CMSF over T+M, n (%) 9(21.4) 1(2.3) 0.024 o 30 | 19.0 19.0 19.0 24.4 the 4 total patients who discontinued this RCT, another 2 patients had a TEAE with onset during the RCT that led to discontinuation during the open-label extension
n=44 e - EETET B Achievement of 100% reduction in CMSF over T+M, n (%) 2 (4.8) 0 (0.0) Non-estimableb | © 20 - . : : 15.6 13.3 E%th (x:'ggn'izzggé’é:fr)(;”e d trial RSV, resoi o
i . 4 i . , ; , respiratory syncytial virus; TEAEs, treatment-emergent adverse events.
M EthOd S ) - BRI CGI-I rating of ‘much improved or ‘very much improved’ at end 3
| . 22 (52.49) 1(2.3) <0.001 | 10 A
. e L e . . . ; of T+M by caregiver, n (%) ;
« Key patient eligibility criteria included: age 1-35 years, confirmed or likely pathogenic : : : ' ' : : : : ' : | 0 - . i SECO ; i .
Cl)yKE5 mUtatiOgn Clti:zl]ical CDD diagnC)SiS \?Vlth epllgpsy O,nset in the first yegrpof ||fg 0 -10 20 -30 40 -50 -60 -70 -80 -90 -100 aThe analysis of percentage change from baseline in monthly GTCS frequency was conducted in the subset of patients who had GTCS at baseline (n=32 out of 86); therefore, there Pyrexia Diarrhea Somnolence Nasopharyngitis Pyrexia Diarrhea Additional TEAEs reported by 25% of patlents in each group were.
. .. . ! duced statistical for this analysis. ®Non-estimable due to placeb havi tients with 100% reduction in CMSF. <One patient had a missing CGI-I rating b ! . ina: i i i %) cai i i i
' ' Median % Change From Baseline in CMSF During T+M z\;arsegrﬁleL:C:t I:si \I/?slifin%oggs ﬁm:pultsec?r;asgsﬁon-rzgp%iljn;? (d%m%is?rgt?nC;n% ?éo;rgveaég‘r?t)r:otr?: ;;Ee::rr]ci:r‘::lreported irrftrl:g Iaot;]stl;]act was 53rj;°zadfgto auseaorplr?ilzg as den:)a:nlir:gtoyr. Commonly Reported TEAEs Fenfluramine: upper resplratory tract infection (95 /0)1 S€iZzure, urinary tract infection

>4 countable motor seizures/week as reported by caregivers, treatment with >1 antiseizure and insomnia (each reported in 7.1% of patients)

treatment and <4 concomitant ASMs, not including rescue : . . o : .
Aft 4 K basell b i " d pati i domized 1:1 t . ° ammm For a copy ofthe poster and « Placebo: seizure, insomnia, and irritability (each reported in 8.9% of patients); upper
° - " D an accompanyin , SCan: . . . ay s . « agn ag s .
¢ ?lr a \_Neeo 7ase 'Ee 3 >ervation peF'SG’ pa 'den > wlere I;an omlzez ' kot_tcec?lve T s CONCLUSIONS py e respiratory tract infection, cough, vomiting, conjunctivitis, gastroenteritis, and viral
enfluramine 0.7 mg/kg/d (maximum of 26 mg/d) or placebo over a 2-week titration (T) « Fenfluramine provided significantly greater reduction in CMSF compared with placebo and was generally well tolerated; no new safety signals were identified N infection (each reported in 6.7% of patients)
period, followed by a 12-week maintenance (M) period (Figure 1) - A significantly greater number of patients demonstrated clinically meaningful improvement in global functioning when treated with fenfluramine vs placebo as rated by investigators and caregivers T . Rates of patients with any TEAEs were similar in both groups (Table 2); no new safety
« The primary efficacy endpoint was the percentage change from baseline in countable motor - Fenfluramine may be a promising therapy for treating seizures in patients with CDD ,&ﬁﬁ signals were identified in patients on fenfluramine '
seizure freq uency (CMSF) over the 14-wk T+M period VS placebo Abbreviations: CDD, Cyclin-dependent kinase-like 5 (CDKL5) deficiency disorder; CGI-I, Clinical Global Impression-Improvement; CI, confidence interval; CMSF, countable motor seizure frequency; FFA, fenfluramine; GTCS, generalized tonic-clonic seizure; mITT, modified intent-to-treat; PLS, plain language summary; PAH, pulmonary arterial hypertension; TEAE, treatment-emergent adverse event; T+M, titration+maintenance; VHD, valvular heart disease. AR o No cases of valvular heart disease or pu|m0nary arterial hypertension were observed
« The mITT population comprised all patients who received >1 dose of study drug and for
. : . . o . . :
whom =1 week of post randomization seizure diary data was available (_C:])l}geljsll{;,]ngdaitgc?;éesg}n)aL-;E':EtssvivnezﬁerepplggteebdoI;r(]f,lp(ZSﬁ o) patients in the fenfluramine
. 0
« Key secondary endpoints: achievement of a >50% CMSF reduction from baseline durin . . . . . :
T+yM VS Iacer}/:JO' eprcenta e of patients with ratinas of clinically meaninaful im roveme?nt _ _ _ _ _ ] ] ] ] . . At last visit, weight loss of >27% was reported in 0 and 3 (6.7%) patients in the fenfluramine
P P georp ng y 1ing P - One patient had no countable motor seizures during the baseline period and thus, Figure 2. Median Percentage Change in CMSF and GTCS From Baseline Versus Figure 4. CGI-I Ratings at End of T+M (mITT)a Vel wei 100 : : i
(‘much improved’ or ‘very much improved’) on Clinical Global Impression-Improvement _ _ _ ' and placebo groups, respectively; weight loss of >10% was reported in no patients receiving
(CGL-T) b pinvesti atorsrét the en dpof T+M: percentade chanae fprom baseling i monthi 86 patients made up the mITT population (fenfluramine, n=42; placebo, n=44) Placebo (mITT Population)? A. Investigator Ratings fenfluramine and 1 (2.2%) receiving placebo
i yd toni -gl o GTCS) » P g M 9 laceb y *  Most patients enrolled in this study were female and pediatric (Table 1) A. Median Percentage Change in CMSF From B. Median Percentage Change in GTCS From
generalized tonic-clonic seizure ( _ ) frequency over VS placebo _ « Valproate (fenfluramine, 45%; placebo, 47%) and clobazam (fenfluramine, 48%; Baseline During 14-Week T+M vs Placebo Baseline During 14-Week T+M vs Placebo 100 -
« Additional secondary endpoints: achievement of >25%, >75%, and 100% CMSF reduction placebo, 38%) were the most frequently used concomitant ASMs in both study groups mFFA 0.7 mg/kg/day - Placebo = FFA 0.7 mg/kg/day - Placebo 90 - IFFA4 20-7 mg/kg/day Plaze320
. . . . . . . . - R . . . . . n= n= ™
from baseline during T+M; percentage of patients with ratings of clinically meaningful «  One (2%) and 2 (4%) patients randomized to fenfluramine and placebo, respectively, n=42 n=44 n=14 n=18 804 ) Conclusions
improvement on CGI-I by caregivers at end of T+M; percentage change from baseline in received concomitant ganaxolone 0 - 0 - o 70 | B0 (TR 8% t(if]E‘C:be)
monthly frequency of all seizures during T+M; mean change from baseline in monthly - Statistically significant differences in the primary and 2 key secondary efficacy endpoints e E -2.8 £ E ‘qc'; 60 - Juch Improved or 60.5  In this first RCT evaluating fenfluramine in patients with CDD, fenfluramine provided
: . . . - - - " — e uch Improve . A/ H H g
frequency of CMS-free days during T+M were observed with fenfluramine compared with placebo (Figure 2A, Figure 3, Figure 4A); S g -20 A S -20 - -13.5 B < W(ko_ooi) significantly greater reduction in CMSF compared with placebo
« Safety and tolerability were evaluated in the safety population (all randomized patients who fenfluramine was associated with numerically greater reductions in GTCS compared with oS oL a 20 f 1 357 » A significantly higher proportion of patients receiving fenfluramine demonstrated
received >1 dose of study drug) placebo (Figure 2B) %E 40 1 ga 40 1 \3 31.0 : o 6 clinically n_1eaningfu| improvement in global functioning vs placebo _ -
« The median percentage reduction from baseline in monthly frequency of all seizures during S % 60 - -47.6 S E 60 - o 30 - . 1.4 . Fe.nﬂuramme was generally well tolerated; no new Safety signals were identified in
Results T+M was higher in the fenfluramine group compared with the placebo group: 43.7% vs £T P<0.001 29 —61.5 201 o this RCT _ _ .
: : : , : 4.0%, respectively 5's & 0 b 10 - : 4.7 4.8 « TEAEs were consistent with those reported and known from the DS and LGS clinical
A total of 87 patients were randomized and comprised the safety population (fenfluramine e o . Lo -80 - 2 2 -80 1 P=0.099 0.0 0.0 2.3 0.0 0.0 e 813 : : :
: P _ . mpris ty pop (fe L « The median change from baseline in monthly frequency of CMS-free days during T+M was S E TE o .l . . . . [ . . trials,3-13 including no cases of valvular heart disease or pulmonary arterial
n=42; placebo, n=45); of these, 3 (7.1%) patients in the fenfluramine group discontinued : : . . >0 Median Difference of —52.7% =0 Median Difference of —40.5% . N h e
d d ts (AE d1(2.2% tient in the placeb 6.4 days in the fenfluramine group compared with 0.1 day in the placebo group 9 100 - ity @ -100 - o Very much Much Minimally ~ Nochange  Minimally Much worse Very much ypertension
tr_eatme_nt ue to adverse events (AEs) and 1 (2.2%) patient in the placebo group ] . .. . @ (95% CI: ~70.0, ~36.7) @ (95%CL: ~71.0, 6.1) improved  improved  improved worse worse « The results of this study suggest that fenfluramine may be a promising therapy for
d|SCOnt|nued due to an AE before the end Of the RCT Table 1. Basellne Demographlc and Cllnlcal CharaCterIStlcs (N=87) apvalues for the differences in CMSF and GTCS between fenfluramine and placebo were calculated using nonparametric ANCOVA; the magnitude of differences CGI-1 Rating by Investigator treating Seizures in patients Wlth CDD
° 1 i H i i . i d using Hodges-Leh hod. PReduced istical d 32 f Il 86 pati having GTCS at baseline.
Overall, 83 patients (38 and 44 in the fenfluramine and placebo groups, respectively) e 5 Craince IEnl T, o ovr S5 TS o Tt arin G1C, G e conk bire; T o et to-vet N
completed this RCT, all of whom intended to go onto Part 2/OLE Median age, years (range) 6.5 (1-29) 7.0 (1-35) T+ tration and maintenance. ] N o B. Caregiver Ratings
i i 9%y 9 ' ' Figure 3. Proportion of Patients Who Achieved Specific Reductions in CMSF Over 100 -
Figure 1. Study Design Age group, <18 years, n (%) 37 (88) 40 (89) . Ref
Female sex, n (%) 36 (86) 40 (89) T+M (mITT Population) 90 A B FFA 0.7 mg/kg/day Placebo eferences |
Part ]_ - RCT . 100 - _41b n=44 1. Weaving LS, et al. Am J Hum Genet. 2004;75(6):1079-93. 2. Olson HE, et al. Pediatr Neurol. 2019;97:18-25. 3. Fehr S, et al. Fur J Hum Genet. 2013;21(3):266-73.
Weight, kg, mean (SD) 23.7 (12.9) 23 (10.2) m 80 - n= - 4. Dell'lsola GB, et al. Epilepsy Behav. 2025;171:110504. 5. Kalinowska-Doman A, et al. Seizure. 2025;131:391-6. 6. FINTEPLA® (fenfluramine) oral solution
) ) ) ) Tried ASMS, n (°/o) FFA 0.7 mg/kg/day Placebo 52.4% (FFA) vs 2.3% (placebo) [prescribing information]. Smyrna, GA: UCB, Inc.; December 2023. 7. Devinsky O, et al. Epilepsia. 2021;62(7):€98-e102.
Baseline Titration Maintenance 12 6 (14) 8 (18) 80 - 3.8 n=42 n=44 @ 70 4 achieved & CGII rating of
4 WeekS 2 Weeks 12 WeekS 3—4 21 (50) 16 (36) (] c *Much Improved’ or ACknOWIedgements
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2 Baseline =1 N = — £ 4 12 (29) 7 (16) 4.5 4.8 9.8 11.4
< Observation N iy >52 0(0) 2 (4) 23 0.0 10 - 45 4.9 _ o
) = ) X . . 0 L 0.0 2.3 2.4 0.0 0.0 GRS For a copy of this poster and an accompanying plain language summary (PLS), use your smartphone to scan
Qv s ) 3 Prior select surgical procedures, n (%) 0 : r— [ | Yo i IEE  the QR code or contact UCBCares®
- [ >259 >50% >75% 100% ' ' ' ' ' ' ' PR LT
K g = Placebo? = Post-Dose/ Epilepsy surgery 1(2) 0(0) 225% ini ini : Phone: +1-844-599-CARE (2273
5 ~N A |— Cardiac Corpus callosotomy 1(2) 3(7) Responder Rates Very much Much Minimally No change Minimally ~ Much worse Very much one: +1-844-599- (2273)
e b Gastrostomy 4 (10) 10 (22) JOR: 14.80 17.12 11.56 NEE improved improved improved worse worse Email: UCBCares@ucb.com
Follow-up Vagal nerve stimulator implantation 1(2) 7 (16) ,?fvﬁl uCeI.! (4-26, 61611-04) (3-33,08001-38) (1-3%, 3;34) mEb CGI-I Rating by Caregiver
CMSF per 28 days, median (range) 24 (o2 49 (0-1382) aPvalues, odds ratios and confidence intervals for the differences between fenfluramine and placebo were obtained via logistic regression. 2P values for tf;e CGI-I rating comparisons were calculated with Fisher’s exact test. American Epilepsy Society 79th Annual Meeting
. - - - N B - ] _ _ _ _ . - bNon-esti : i i % on i _ bData missi tient.
R o croong standardof care. Cardiac fllow-up Visit conducted 6 months after ast FFA dose fn patients ciscontinuing the study or not continuing FFA after Per protoco, pafients could not be on >4 concomitant ASMs; two patients were on concomitant benzodiazepines for other indications. C'\Il,o Qoﬁ’ittl:ln;r?gelzeir?t%?’v?l;péahzgle?cgc)rl?#tgglzvrlggtg? s%?ifrr;:t?r\gét:]erlfc)s;/ng??ecr?gﬂrg:n?:ls;FNE, non-estimable; OR, odds ratio. CGaIfI,ngﬁﬁliggl glrogg?Iﬁplreenssion—lmprovement; FFA, fenfluramine; mITT, modified intent-to-treat; T+M, titration+maintenance. Atlanta ’ G A, USA | December 5—9 ’ 2025

study completion. ASMs, antiseizure medications; CMSF, countable motor seizure frequency; SD, standard deviation.



