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INTRODUCTION RESULTS Efficacy - Statistically significant improvement in PGI-C was seen with AZK 25 mg versus PBO; CONCLUSIONS

improvement was also seen with AZK 15 mg (Figure 5)

Azetukalner (AZK) is a novel, potent K, 7 channel opener being developed for the Participants  Statistically significant, dose-dependent reductions in MPC in monthly FOS frequency from baseline were seen over _ _ . .
treatment of focal onset seizures (FOS), primary generalized tonic-clonic seizures - - - - the 12-week DBP, AZK versus PBO (Figure 3A) ~ Improvements with AZK were also seen in CGI-C (PBO, 23.1%; AZK 15 mg, 37.7%; * AZK treat t lted i tatistically significant, dose-d dent
’ ’ ¢ Atotal of 380 participants were randomized; 374 participants received PBO or o . _ AZK 25 mg, 38.5%; both nominal P<0.05 vs PBO) réatment resuited In a statistically signiticant, dose-aependen
major depressive disorder, and bipolar depression’ treatment (PBO [n=125], AZK 15 mg [n=125], AZK 25 mg [n=124]), and 97% of * Dose-dependent reductions in MPC in weekly FOS frequency were observed from baseline to week 1, AZK versus ’ ’ reduction from baseline in median monthly FOS frequency over the
* In the completed phase 2b X-TOLE study (NCT03796962), AZK demonstrated dose- participants completing the DBP entered the OLE (Figure 2) PBO (Figure 3B) Figure 5. Patient Global Impression of Change (PGI-C) at Week 12 12-week treatment period versus PBO
dependent, statistically significant seizure frequency reductions and was generally « Baseline demographic and clinical characteristics were generally comparable across e Early dose-dependent reductions in weekly FOS frequency increased over time during the 12-week DBP with - AZK treatment showed a statistically significant, dose-dependent
. 0, ?
well tolerated® groups (Table 2) AZK15 mg and 25 mg (Figure 3C) ::5?5) 26.4% increase in number of responders, with >50% reduction in monthly
* Long-term efficacy and safety of AZK is being evaluated in the ongoing 7-year — Participants had hlghIY treatment-reswtant epilepsy, with a median of 5 [:irlor_ Figure 3. FOS Frequency During the DBP 46.4% 1 FOS frequency for AZK versus PBO
X-TOLE open-label extension (OLE) study?® ASMs, a median baseline seizure frequency of 12.75 per month, and 51.3% using AZK 15 mg OR 2.56 (95% CI: 1.48, 4.43) - Pl t of effi ith both AZK 15 and 25 ith
— : : o 3 concomitant ASMs A Primary endpoint: MPC in monthly B Key secondary endpoint: MPC in weekly (n=125) ’ SR apid onset of efficacy was seen with bo and s> mg, Wi
X-TOLE2 (NCT05614063) was a phase 3, multicenter, randomized, double-blind, FOS f durine the DBP FOS f duri k 1 of the DBP 45.29 ** statistically significant reduction in weekly FOS frequency during
placebo-controlled study evaluating the clinical efficacy, safety, and tolerability of requency aduring the requency during week 1 of the AZK 25 mg . . ot 136, 4.0 week 1 for AZK 25 mg versus PBO
AZK as adjunctive treatment in adults with FOS Figure 2. X-TOLE2 Study Disposition PBO AZK AZK PBO AZK AZK =24 ' 1 1 1 - L e . .
e . 0 0 0 0 0 0 * Statistically significant improvement in PGI-C was seen with
* Here we report initial findings from the X-TOLE2 study (data cutoff: February 26, 0% 15 mg 25 mg y 15 mg 25 mg 0% 10% 20% 30% 40% 50% WY [T R PG R e e Wi Sllse e i [#61LE vk
2026), which, alongside the results from X-TOLE, will support the planned New Entered i 0 0% ici i 9 . LT . i
) N, along . PP P " er(en:é%rf)e"mg Participants at least much improved (%) AZK 15 mg, and in CGI-C with both AZK doses (nominal P values)
Drug Application for AZK in FOS o -10% -10% *%p<0.01; +11P<0.001 (nominal)®
i > Scree.nlng faflures.(n=135) PGI-C is a key secondary endpoint. PGI-C change is defined as participants experiencing at least much improved (ie, “much improved” and “very e AZK safety ﬁndings were consistent with the phase 2b X-TOLE
Baseline period failures (n=94) much improved”) at week 12. PGI-C response at week 12 evaluated in the mITT population. 3 . . . e .
Participants randomized — -20% _ -20% *P value associated with PGI-C AZK 15 mg dose is nominal due to statistical hierarchy. study®; no new safety signals were identified, and the benefit-risk
M ETH O DS (N=380)° &\"‘ °\° AZK, azetukalner; Cl, confidence interval; mITT, modified intent-to-treat; OR, odds ratio; PBO, placebo. profile remains favorable
O -30% O -30% f . _— .
* Eligible adults taking 1 to 3 antiseizure medications (ASMs) were randomized AZK 15 mg AZK 25 mg S % Safety ¢ X-TOLE2 results will support the regulatory submission of AZK in
1:1:1 to receive AZK (15 or 25 mg) or placebo (PBO) with food once daily (QD) (n=127) (n=126) -40% -40% * AZK was generally well tolerated with a dose-dependent incidence of TEAEs consistent FOS and could mark the next generation of ASMs available to
for 12 weeks with no titration period (Figure 1; Table 1) . . . with the safety profile observed in X-TOLE DBP2 (Table 3) people living with epilepsy
—  After the double-blind period (DBP), eligible participants were offered the Receive((insflilg;l)treatment Received(s:gfglst)reatment Received(:t_ulc;y;)treatment -50% -50% -43:':/’ — The most common TEAEs across all AZK groups included dizziness, somnolence,
option of entering d 6'year OLE Did not receive study treatment Did not receive study treatment Did not receive study treatment -60% - -53.2% -60% - headaChe' and fatlgue . . . .
(n=2) (n=2) (n=2) Hkkk * The most common TEAEs leading to permanent treatment discontinuation across AZK References
Figure 1. X-TOLE2 Study Design Completed DBP 116 Completed DBP 119 Completed DBP 97 , _ _ groups were dizziness (3.2%), headache (1.6%), fatigue (1.6%), gait disturbance (1.2%), o — . _
Entered OLE 114 Entered OLE 115 Entered OLE 93 C Exploratory endpoint: MPC in weekly FOS frequency for each week during the DBP? coordination abnormal (1.2%), and speech disorder (1.2%) L C"f:'Ca'Tr(';'-‘;g‘zg)'dj";'f'ffé’;CT:’”?)G%ZZ goszid\z\to eva'(;*ah;e XiN21610210§Z adjunctive therapy in focal
o . ok . . . . . L epilepsy (X- . Updated September 24, . Accessed Marc 3 .
' X—TO L E :"‘-:5; Did not complete DBP 9 Did not complete DBP 6 Did not complete DBP 27 0% - No Smgle TEAE led to permanent treatment discontinuation in >5% of participants https://clinicaltrials.gov/study/NCT03796962
8109.5 o ANV B 5 Adverseevent = Adverseevent 16 -19.3% * Four nonserious TEAEs of urinary retention events were reported: 1 participant in the 2. ClinicalTrials.gov identifier: NCT05614063. A randomized study of XEN1101 versus placebo in focal-onset
12-week DBP 6-year OLE® Lack of Efﬁcacy 1 Withdrawal by participant 1 Withdrawal by participant 10 PBO group’ 1 |n the AZK 15 mg group’ and 2 |n the AZK 25 mg group (no dose reductlon seizures (X-TOLEZ) Updated March 13, 2026. Accessed March 26, 2026.
Pr.otocol violation . 1 Other 1 -20% " required) https://clinicaltrials.gov/study/NCT05614063
w S AZK 25 mg QD® OLE Withdrawal by participant 3 -33.3% P=0.08 o —0 q L L . . . 3. ClinicalTrials.gov identifier: NCT05716100. A randomized study of XEN1101 versus placebo in focal-onset
%DE ..% (AZK 25 mg QDa) ¢ * ¢ ;\-; . i : -26.7% — The 1 AZK 15 mg part|C|pant was hOSpItahZEd for acute pSVChOSIS, which included seizures (X-TOLE3). Updated March 12, 2026. Accessed March 26, 2026.
= 0 N ATk 1t o S -40% A catheterization and discontinuation of AZK; both the event of psychosis and urinary https://clinicaltrials.gov/study/NCT05716100
5 S _§ mg Q - el n=125 in safety/mITT population®* n=125 in safety/mITT population®* n=124 in safety/mITT population®< '5_) retention resolved thereafter 4. ClinicalTrials.gov identifier: NCT05667142. A study to evaluate XEN1101 as adjunctive therapy in primary
= 2 Inal s-week Tollow-up S -47.6% R . . . . . . . generalized tonic-clonic seizures (X-ACKT). Updated March 12, 2026. Accessed March 26, 2026.
7S &% PBO QD? (if not entering OLE) T ticipants did not meet randomization eligibility criteria but domized. bSafet lation defined as all randomized 00% 1 45.2%, P<0.01 ° Nk? nOtabII'(:-"Welght galrl:)'l seve:je' a”erglf ras(;]es' et eglfihe!lumf?r DmIE;JFEUIar nupsi/jclinicaltrials.gov/ct2/how/NCTO9667142
aTwo participants did not meet randomization eligibility criteria but were randomized. Safe opulation aerined as all ranaomize: - . , . .. . . e . . .
partic?pantsF\)Nho received >1 dose of study treatn%lent.zmITT population defined as all randor\r/ﬂF;eg participants who received >1 dose of ° abnormalities, or notable cardiovascular adverse events occurre uring the 5. Cllnlcal'ltrlals..gov identifier: NCT06775379. A randomized study of azetukalner versus placebo in major
o _ _ _ . _ _ _ study treatment during the DBP.. . o . _80% i -70.4% ° The |nc|dence Of TESAES was IOW and S|m||ar across groups (Table 3) depressive disorder (X-NOVA2). Updated October 22, 2025. Accessed March 26, 2026.
aAdministered as a once-daily capsule with food with no titration period. "{NCT05718817; patients who successfully completed the AZK, azetukalner; DBP, double-blind period; mITT, modified intent-to-treat; OLE, open-label extension; PBO, placebo. . . . . https://clinicaltrials.gov/study/NCT06775379
DBP with 280% compliance with study medication were eligible to enter the OLE. _ — TESAEs reported in >1 participant were dysarthria (n=2), tremor (n=2), confusional 6. ClinicalTrials.gov identifier: NCTO7076407. A randomized study of azetukalner versus placebo in major
ﬁéifl;kza::uelzallsnz:; Ilg\éiftcligc)ajlﬁgillarg(;:ﬁoadr:ng?\f Bgtch))f)edna?:jpE)%ZdAZLti:?s:rzggr:;oct;li:,r;?ail:wlj;%gl ngéii}on; PBO, placebo; i . L L -100% : : : : : : : : : : : | state (n=2): and fall (n=2); all occurred in the AZK 25 mg group depressive disorder (X-NOVA3). Updated December 9, 2025. Accessed March 26, 2026.
QD, once daily. Table 2. Baseline Demographic and Clinical Characteristics https://clinicaltrials.gov/study/NCT07076407

0 1 2 3 4 5 6 7 8 9 10 11 12 Table 3. TEAEs During the X-TOLE2 DBP 7. ClinicalTrials.gov identifier: NCT07172516. A randomized study of azetukalner versus placebo in depressive

Characteristics PBO AZK'15 mg AZK 25 mg Overall Week episodes associated with bipolar | or Il disorder (bipolar depression) (X-CEED). Updated February 3, 2026.
(n=125) (n=125) (n=124) (n=374) PBO n= 125 125 125 125 122 122 121 119 119 119 116 116 114 Summary of TEAES, n (%) AZK 15 mg AZK 25 mg AZK any dose Accessed March 26, 2026. https://clinicaltrials.gov/study/NCT07172516
. ‘ (n=125) (n=125) (n=124)

Table 1. X-TOLE2 DBP Eligibility Criteria
(n=249) . French JA, et al. JAMA Neurol. 2023;80(11):1145-1154.

Select InCIUSion criteria Age, mean (SD), years 399 (124) 38.3 (119) 41.8 (143) 40.0 (129) AZK 15 mg, nf 125 123 123 122 122 122 122 122 122 121 121 121 114 =

0o

9. F hJA etal.P ted at A i Epil Society A | Meeting; D ber 5-9, 2025; Atlanta,
oo 1s Age at study entry category, e e et o1 om0t et o001 Gr:’nL(jSA. Pgstzr 3'r§§2|j1 ed at American Epilepsy Society Annual Meeting; December anta
ge = years n (%) All endp’oints evalljated in the nI1ITT population. At least 1 TESAE 3 (2-4) 4 (3-2) 7 (5-6) 11 (4-4)
o Ni . . . . . aParticipants with <4 evaluable seizure days in a week were not counted for weekly seizure frequency in that week. :
Dlagn05|5 (22 years) of focal epllepsy accordlng to the International League AgamSt <65 years 122 (97'6) 121 (96'8) 117 (94'4) 360 (96‘3) AZK, azetukalner; DBP, double-blind period; FOS, focal onset seizure; mITT, modified intent-to-treat; MPC, median percent change; PBO, placebo. At least 1 TE.AE Iea.dmg .tO permanent 4 (3,2) 6 (4_8) 18 (14.5) 24 (9.6) .
Epilepsy 2017 classification criteria >65 years 3(2.4) 4(3.2) 7 (5.6) 14 (3.7) treatment discontinuation QCT??(‘{Y]LE?SME?TS' ts. their famnili q . d the clinical trial sit
o . _ _ . o o ) ) ) o Anv TEAE leadine to death 0 0 0 0 e thank the study participants, their families and caregivers, and the clinical trial sites
* Receiving stable treatment with 1 to 3 ASMs for 21 month prior to screening and Sex, n (%) * Key secondary endpoint: There was a statistically significant, dose-dependent increase in the proportion of participants i z — - and staff that contributed to this trial.
during baseline/DBP Female 69 (55.2) 62 (49.6) 59 (47.6) 190 (50.8) with a 250% reduction (RR50) in monthly FOS frequency from baseline through the DBP (Figure 4A) Most common TEAEs (25% in any treatment group), n (%) Medical writing and editorial support were provided by Nathan Yardley, PhD, and Heidi Reinholdt, MS,
R . . . . . . . . Nervous system disorders 32 (25.6 37 (29.6 73 (58.9 110 (44.2 MA, of Helios Global Group, and funded by Xenon Pharmaceuticals Inc. (Vancouver, BC, Canada).
* Countable seizure frequency (over 8-week baseline period) of >4 focal seizures/month WENS ol B0 B sl Len e, Dose-dependent increases in the. proportion of participants with a 275% and a 290% reduction in monthly FOS Vot sy (25.6) (29.6) (58.9) (44.2) We thank Cythnia Harden, MD, for contributions to study design, Alex Sedkov, PhD, for contributions to
on average, recorded in an eDiary Region, n (%) frequency were also observed (Figure 4A) Dizziness 4(3.2) 12 (9.6) 39(31.5) 51(20.5) the statistical analysis, and Joanne M. Wagner, PhD, for critical review of the poster.
N o o North America 54 (43.2) 52 (41.6) 52 (41.9) 158 (42.2) A 100% reduction in monthly FOS frequency was attained by a greater proportion of participants with AZK 25 mg than Headache 8 (6.4) 8 (6.4) 14 (11.3) 22 (8.8) DISCLOSURES:
ASM, antiseizure medication; DBP, double-blind period. Ex-North America 71 (56.8) 73 (58.4) 72 (58.1) 216 (57.8) with PBO (nominal P<0.05; Figure 4B) Somnolence 9(7.2) 10 (8.0) 12 (9.7) 22 (8.8) Jacqueline A. French, W. Curt LaFrance, Jr, Philippe Ryvlin, Eugen Trinka, Vicente Villanueva, and
. . . . . o T 2 (1.6) 2 (1.6) 15 (12.1) 17 (6.8) Robert Wechsler are members of the X-TOLE2 Steering Committee. Jacqueline A. French has numerous
Sel Effi Endboi AZK vs PBO BMI, mean (SD), kg/m? 26.1(5.5) 27.0 (6.0) 27.3 (5.5) 26.8 (5.7) — Post hoc analysis of the modified intent-to-treat (mITT) population showed that a greater proportion of participants ) : : : : relationships on behalf of the Epilepsy Study Consortium with various commercial and academic entities
elect Efficacy Endpoints (AZK vs PBO) Age atepilepsy onset, mean 149 (13.1)  16.2(124)  166(140)  159(132) achieved seizure freedom over time with AZK in the final 8, 6, and 4 weeks of the DBP (nominal P<0.05 vs PBO) sl : - (28 L2 (BT L5 (50, e o o oral board).
* Primary endpoint: (SD), years Balance disorder 2(1.6) 1(0.8) 8(6.5) 9(3.6) and no other income from these relationships. W. Curt LaFrance, Jr has received personal
— Median percent change (MPC) in monthly (28 days) FOS frequency from Duration of epilepsy {years) Figure 4. Responder Rate by Treatment Group B PEO (n=125) Dysarthria 0 0 8(6.5) 8(3.2) caitor publishing royalties from a pablication relating o heagthcare. Hi mettution has received
baseline through the DBP Mean (SD) 25.96 (13.66)  23.12(13.19) 26.18 (14.30) 25.09 (13.75) A B - Psychiatric disorders 15 (12.0) 16 (12.8) 31 (25.0) 47 (18.9) research support from the US Department of Defense. Philippe Ryvlin has served on an advisory board
* Key secondary endpoints Becelne selfurs fraquency 0% - e85 OSSR Pl Confusional state 1(08) 0 B0s)  13(52) etron. Socoson S erti & o Nowrige, G oo latrihéine Bosbasr asvei
. .. . . . -day F 0 mg \n= General disorders and administration LivaNova, IIEisai, Epilolg, UCB, Biogen, Sa'nofi, Jazz Phlarmaceutica’ls, and Actavis, an’d his institution I
- Proportlon of pa rt|C|pa nts with 250% reduction in monthly (28 days) FOS ) 12.50 12.50 14.34 12.75 50% 30% ~ site conditions 13 (10-4) 11 (8-8) 27 (21-8) 38 (15-3) received grants from Biogen, UCB, Eisai, Red Bull, Merck, Bayer, the European Union and FWF
frequency from baseline through the DBP Median (IQR) (7.21, 39.50) (7.11, 28.47) (8.13, 36.44) (7.56, 32.97) — ? Osterreichischer Fond zur Wissenschaftsforderung, Bundesministerium fiir Wissenschaft und
— MPCi Kly (7 days) FOS f £ baseline th h K1 et 27 st 4O =2, 20 00, 2. e < Fatigue 8 (6.4) 5 (4.0) 14 (11.3) 19 (7.6) Forschung, and Jubildumsfond der Osterreichischen Nationalbank. Vicente Villanueva has participated
oo In Yvee \% 'a-ys rec‘]uewcy rorp ase me” rougn wee Particip:fmts taking e 40% A 2‘; o t Gait disturbance 0 2 (1.6) 12 (9.7) 14 (5.6) in advispry boa_rds and symposia organized by Angelini, Bial, Biocodex, Eisa.i, Jazz Eharmace_uticals,
oportion of participants scoring “much improved” or better on the concomitant ASM, n (%) 5 & 20% . Novartis, Paladin, Takeda, UCB, and Xenon. Robert Wechsler has been a clinical trial investigator for
: H _ o 0 13.7% Gastrointestinal disorders 19 (15.2 14 (11.2 22 (17.7 36 (14.5 Aquestive, Cerevel, Eisai, Eliem, Engage Pharmaceuticals, Epalex, Equilibre, Greenwich Biosciences, Jazz
Patient Global Impression of Change (PGI C) at week 12 1 13 (10.4) 15 (12.0) 10 (8.1) 38(10.2) c 30% -g t T 12.8% . ( ) ( ) ( ) ( ) Pharmaceuticals, Otsuka, Receptor Neuroscience, SK Life Science, Third Rock, UCB, Xenon, and Zogenix;
*  Other endpoints: 2 43 (34.4) 49 (39.2) 52 (41.9) 144 (38.5) g_ o 11.3% Constipation 1(0.8) 4(3.2) 8 (6.5) 12 (4.8) has served on advisory boards and/or carried out consulting work for Aquestive, Cerevel, Eisai, Engage
: ’ : : ’ ! g 20% % 10% Eye disorders 9 (7_2) 6 (4.8) 24 (19'4) 30 (12_0) Pharmaceuticals, Engrail, Greenwich Biosciences, Jazz Pharmaceuticals, Novella, Otsuka, SK Life Science,
— MPCin weekly (7 days) FOS frequency for each week of the DBP 3 69 (55.2) 61 (48.8) 62 (50.0) 192 (51.3) o 2 R — e > (L6) 10 (8.1) 12 (4.8) and UCB Pharmaceuticals; has received speaker bureau honoraria for Aquestive, Eisai, Jazz
_ . .. . o o o . . ) i . . o Ision blurre . . . . Pharmaceuticals, Neurelis, SK Life Science, and UCB; has pay-for-call arrangements with St. Luke’s
Proportlon of partICIpantS.Wlth 275%, 290%, and 100% reduction in 28 day ASMs tried and discontinued 10% Sl 1(0.8) 0 8 (6.5) 8(3.2) Health System in Boise, ID; has served as the medical director of the Epilepsy Center at St. Luke’s Health
FOS frequency from baseline through DBP before study entry, n 0% 0% piopia : : : System in Boise, ID, and as the president of the Epilepsy Foundation of Idaho; and is a member of
_ : P : “ : ” o . (] ° Injury, poisoning and procedural the Epilepsy Study Consortium and the Executive Committee of the Consortium
Proportion of pa rticipants scoring “much improved” or better on the Clinical Median (IQR) 5.0(3.0,9.0) 5.0(3.0, 8.0) 6.0 (3.0, 8.0) 5.0(3.0, 8.0) 50% »759 590% 100% 100% 100% 100% cojmglitr:)ations & P 18 (14.4) 13 (10.4) 11 (8.9) 24 (9.6) of Private Epilepsy Centers. Gregory N. Beatch, Monica B. Dhakar,
Global Impression of Change (CGI-C) at week 12 CYP3A4 inducer ASM use, n (%) B - B DBP Final 8 ks Final 6 ks Final 4 k Peter B. Forgacs, Constanza Luzon Rosenblut, Joseph W. Mcintosh,
Inal & weeks Final b weeks Final 4 weeks Fall 5 (4.0) 6 (4.8) 9(7.3) 15 (6.0) Rostam Namdari, Jenny Qjan, and Christopher Kenney are employees
No 38 (30.4) 35 (28.0) 44 (35.5) 117 (31.3) ReSponder rate Responder rate Renal and urinary disorders a4 (3 2) A (4 8) 18 (14 5) 24 (9 6) of and own stock or stock options in Xenon Pharmaceuticals Inc.
Safety Endpoints Yes 87 (69.6) 90 (72.0) 80 (64.5) 257 (68.7) : : . )
For 250% der rate (k d dpoint): *P<0.05; **P<0.01; ***P<0.001; ****P<0.0001. iuri FUNDING:
° Severity and frequency of treatment—emergent adverse events (TEAES) and Evaluated in the safety population. Fg; 275%/?58‘;3186‘:rZs(pgxt:lsee:?:teir{ei;IoF:(a)Itr;r)y en;points), P<values are :ominalz ’rP<0.<05; t1P<0.01 t11P<0.001. Pollakiuria ! (0'8) 0 / (5'6) / (2.8) This study is funded by Xenon Pharmaceuticals Inc.
. ASM, antiseizure medication; AZK, azetukalner; BMI, body mass index; CYP3A4, cytochrome P450 3A4; FOS, focal onset seizure; Proportion of participants experiencing >50%/>75%/>90%/100% reduction in monthly FOS frequency in the mITT population. AZK, azetukalner; DBP, double-blind period; PBO, placebo; TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious
treatment-emergent serious adverse events (TESAES) IQR, interquartile range; PBO, placebo; SD, standard deviation. AZK, azetukalner; DBP, double-blind period; FOS, focal onset seizure; mITT, modified intent-to-treat; PBO, placebo. adverse event.

Poster: 7 | American Academy of Neurology (AAN) Annual Meeting | April 18-22, 2026 | Chicago, IL, USA




	Slide 1

