The Impact of Disease Severity on Responder Rates in a Phase 2b Study of XEN1101, a Potent,
Selective Potassium Channel Opener, in Adults With Focal Epilepsy (X-TOLE)

Roger Porter,' Jacqueline French,” Emilio Perucca,’ Martin Brodie,' Cynthia Harden,” Constanza Luzon Rosenblut,” Jenny Qian,” Christopher Kenney,” Gregory N. Beatch®

tUniversity of Pennsylvania, Philadelphia, PA; °New York University Grossman School of Medicine and NYU Langone Health, New York, NY; >*Monash University, Melbourne, Victoria, Australia, and University of Melbourne (Austin Health), Heidelberg, Victoria, Australia;
“University of Glasgow Department of Medicine and Therapeutics, Western Infirmary, Glasgow, Scotland; > Xenon Pharmaceuticals Inc., Vancouver, BC, Canada

| NTRO D U CT'O N = A prior post hoc analysis of X-TOLE suggested that the efficacy of RESU LTS Figure 2. Baseline Seizure Sub-Group Analysis CO N C LUS | 0 N S

XEN1101 25 mg QD with food, measured by the median percentage 100 - XEN1101 25 mg QD 100 - Placebo
= XEN1101 is a novel, potent K7 potassium channel opener in change (MPC) in monthly FOS frequency, may be most pronounced Demographics and Baseline Characteristics 00 - 00 - = Consistent with the significant MPC
develo?mznt for tl’:e t‘reatr.nent of f(zjcal O‘nse(.jt SEIZur.es (ZPS)’dprler;ary IN pal'ients with less-severe disease22 = At DBP base“ne) paﬁents in the 25 mg group (n=114) had a median 80 80 7 FEd UChOn |n X‘TOLE, 54.5% Of the
eneralized tonic-clonic seizures, an major aepressive adisoraer- . : . . . ' ' ' ' [ . . .
5 ' = Another widely used efficacy endpoint for evaluating ASM efficacy o1 12.8 monthlyoselzures ar‘xd had trieg a.nd dlscont|6nued a median patients in the 25 mg group achieved
= X-TOLE is a completed Phase 2b, randomized, double-blind, placebo- is the percentage of patients with a >50% reduction in seizure of 6 ASMs; 48.2% were taking 3 concomitant ASMs® (Table 2) g the benchmark of RR50
controlled, parallel-group, dose-ranging, multicenter study with an frequency during a given treatment period compared with baseline, = Patients in the placebo group (n=114) had a median of 13.4 monthly 2 . _ -

: . . . . : . . . e +N_
ongoing optional 5-year open-label extension (OLE) evaluating the known as the responder rate or RR50. We report the potential impact seizures and had tried and discontinued a median of 6 ASMs at * This effect was observed in a difficult-to
efficacy, safety, and tolerability of XEN1101 administered with food as of baseline disease severity on the RR50 in patients treated with DBP baseline; 49.1% were taking 3 concomitant ASMs® (Table 2) treat patient population

° ° ° ° 6 . ) ) ) ) . .
adjunctive treatment in adults with FOS XEN1101 25 mg QD in X-TOLE Table 2. Demographm and ?BP Baseline Characteristics of the = XEN1101 was relahvely more effec-nve
« In X- i i Placebo and 25 mg Groups : : ST
In X TOLE, XEN].].O]. (10, 20, and 25 mg once dally [QD] Wlth fOOd) g p Placeto (ne11) NENT101 25 me (no11) N patlents Wlth IndlcatOrS Of Iess_severe
showed a dOSE'dependent, hlghly StahShca”y Slgnlﬁca nt, and M ET H 0 DS N A a T B e 279 (137) 387 (13) - Overall >8.5 Seizures/mo <8.5 Seizures/mo Overall >8.5 Seizures/mo <8.5 Seizures/mo dlsease In the trlal pOpU |atIOn
. . . d d : : : : (n=112) (n=83) (n=29) (n=114) (n=84) (n=30)
rapid-onset reduction in FOS frequency®’ S o | | | >65 5 (4.4) 1(0.9) Baseline Seizure Baseline Seizure -
. . " Key EIIglblllty criteria: agEd 18-/5 years with a dlagr\OSlS of focal <65 109 (95.6) 113 (99.1) Note: All doses taken with food. RR50, percentage of patients with a 250% reduction in seizure frequency. - Th ese ﬁndlngs SuggeSt that XEN 1101
= XEN1101 was generally well tolerated, with adverse events consistent ' nternational L Acainst Epil teria (22 )23 Sex, n (%) _ _ _ _ . .
th | hed antisel dications (ASMs)¢ ePliepsy per international Leagle Agdinst EPNEPSY Criteria (=2 years), Female 61 (53.5) 54 (47.4) Figure 3. Tried and Stopped Sub-Group Analysis may be appropriate for use in patients
with common Y prescripe antiseizure medications ( MS) . . Mal 53 (46.5) 50 (52.6)
>4 countable focal seizures per month during a planned 8-week : alie w - - 100 - XEN1101 25 mg QD 100 - Placebo with focal epilepsy across the spectrum
. . . . o ] egion, n (%
* Compared to other recent adult FOS clinical studies (Table 1), X-TOLE baseline period, and receiving stable treatment with 1 to 3 ASMs Furope 57 (58.8) 58 (59.6) 00 00 £ i "
incl difficult-to-treat patient population given the baseline seizure : : : North America 47 (41.2) 46 (40.4) OT diS€ase severity
) ¢ szd . er of tried Z pd P gd or of = A total of 325 patients were randomized to an 8-week double-blind Baseline seizure frequency per mo 80 - 80 -
rden, number of tri nd stopped ASMs, and number of concomitant : :
uraen, nimber ortried and stopp / period (DBP) and treated across 3 active treatment groups or placebo Mean (SD) 27.3 (38.5) 23.5 (30.4) 20 - ACKNOWL EDGMENTS v |
ASMS during the StUdy6 . . . Median 13.4 12.8 . - Medical writing support was provided by
ina?2:1:1:2 ratio (25 mg: 20 mg: 10 mg: placebo) QD with fOOd,' Background ASM use, n (%) " 60 - )I?obm SPrEIth’ PhD,gf'I'IheI Curry Rockefeller Group, LLC (Tarrytown, NY), and was funded by
3 enon Pharmaceuticals Inc.
Table 1. Summary of Recent FOS Trials: Baseline Seizure Frequencies Figure 1) L 12 (195} IL (2] S 50-
. 2 ASMs 46 (40.4) 48 (42.1) e FU N DING Xenon Pharmaceuticals Inc.
and Concomitant ASMs e ! Studv Desi AV 56 (49.1) 55 (48.2) 40 -
BL Median |gure : u y ESIgn..:.. Number of prestudy ASMs failed, n (%) 0. (;DdIS(E:LOH_SlJbRENS Roggr Po(r)ter Easlloeen a cg.nsult?jn; for Aitherna, Axon.is,I |
BL Median | Monthly B 5 29 (25.4) 31(27.2) Ja entl,. nglg:ral, ho;:g oard, euroclrm.e, ;c]su a, Iglsshagl,fe flo|’qar|]5 .Ienons grrrcmaceutl;as n;.h
Monthly Seizure Concomitant | Concomitant $ —TQ I_ — YT 35 (74.6) 33728 o acqueline French has numerous relationships on behalf of the Epilepsy Study Consortium wit
S Frequency, Allowed ASMs <2, ASMs = 3, B >V, : : various commercial and academic er?tltl.es (consult!ng, sa.Iary support, research §upport, travel
prase | Tonin | reauaney | wieaan”[concomnane| %ot | ot - I 5\ prase 2o stady and year LE ecian (0% G0G0-50 606050 mburemen, o sered o the eda bar), g Ko Praracesid o she
Drug (Study Years) | (Population) | Mean (SD)* | (Min, Max) ASMs Patients Patients 4w%te?<s 8 weeks 8-week double-blind period (DBP) 5-year open-label extension (OLE) ASM, antiseizure medication; IQR, interquartile range. relationships. Emilio Perucca has received speaker or consultancy fees from Angelini, Arvelle,
Phase 2b 325 13.5 ' L | | ' ' ' 0 - , : : : Biogen, Eisai, GW Pharma, Janssen, PMI Life Sciences, Sanofi, Shackelford Pharma, Sintetica,
XEN11016 N/A} 1to 3 49 5% 50.5% . . . o o Overall Prior ASM >6 Prior ASM <6 Overall Prior ASM >6 Prior ASM <6 SK Life Sci sun Ph Takeda UCB Ph X Ph Heals | d7 :
(2019-2021) |  (Safety) (13.5,13.5) XEN1101 25 mg QD Efficacy Results: Baseline Disease Severity Impact on (n=112) (n=45) (n=67) (n=114) (n=47) (n=67) Miartin Brodie has nothing to declare. Cynthia Harden, Constanza Luzon Rosenblut, Jenny Qian
Phase 2 S I Tried and Stopped ASMs Tried and Stopped ASMs hristopher Kenney, and Gregory N. Beatch are employees of and own stock or stock options in
659 8.7 S RR50 in the 25 mg Grou PP PP Christop v gory ploy P
Cenobamate®® |and 3 8.5(1.9) 1to3 70.1% 29.6%" &D J‘:,E, N XEN1101 20 mg QD* g p Note: All doses taken with food. ASM, antiseizure medication; RR50, percentage of patients with a 250% reduction in seizure frequency. Xenon Pharmaceuticals Inc.
(Safety) (5.5, 11)
——— — : Ex Open-Label Extension {20 mg QD7) Baseline Seizure Sub-Group Analysis REFERENCES
= & - i i _ i 1. ClinicalTrials.gov. A Study to Evaluate XEN1101 as Adjunctive
o 2101 22353? - 1919 T 90 w5 96.1% 3 9o 2 -rgc - XEN1101 10 mg QD* Flgure 4' Concomltant ASMS SUb Group AnaIySIS Therapy in Focal Epilepsy (X-TOLE). https://clinicaltrials.gov/study/NCT03796962 2. ClinicalTrials.
rivaracetam (ITT) 1(1.3) (7.0, 11.8) o) 17 .870 o' Final 6-Week Follow-up - RRSO Was achieved by 655% Of patients Wlth SSS SeiZU res 100 - XEN1101 25 mg QD 100 - Placebo gov. A Study to Evaluate ).(E.N110.1 as Adjunctive Therapy in Primary Ge.ngralizc.ad Tonic-Clonic Sei-
(2005-2014) (if not entering OLE) zures (X-ACKT). https://clinicaltrials.gov/ct2/show/NCT05667142 3. ClinicalTrials.gov. A Random-
ez [ | o o o | e | o per month at baseline and 50.6% with >8.5 seizures per month; Sy AENLO Yo ol oGS TLES) Tyl
0 3% % * - i : : —— : : study . ClinicalTrials.gov. A Study to Evaluate the Safety, Tolerability an cacy
(2005-2007) (Safety) Administered as a once-daily capsule with food with no titration required. QD, once daily. Wlth p|ace bo treatment’ RRSO was h|gher (200% VS 131%) in the of XEN1101 in Major Depressive Disorder (X-NOVA). https://clinicaltrials.gov/study/NCT05376150
Perampane|**2 Phase 2 . ] . 80 80 - 5. ClinicalTrials.gov. A Randomized Study of XEN1101 Versus Placebo in Focal-Onset Seizures
and 3 (1526) 11.9(1.8) (9 éllii 3) 1to3 64.8% 33.2% * Post hoc analyses Were perfOrmed to assess the influence of <8.5 vs >8.5 seizure per month su b-group (Flgure 2) 20 20 (X-TOLE2). https://clinicaltrials.gov/study/NCT05614063 6. French JA, et al. JAMA Neurol.
B Safety ' ' .5, 14. ' ' . . . . . . l | 2023;d0i:10.1001/jamaneurol.2023.3542 7. Kenney C, et al. Rapid onset of efficacy of XEN1101,
(2007-2010) baseline disease severity as indicated by selzure frequency (S85 and Number Of Tried and Stopped ASMs Sub GrOup AnaIySiS 0 " a novel potassium channel opener, in adults with focal epilepsy: results from a phase 2b study
Phase 2 415 . . - o 27 o V7 X-TOLE) [Abstract ber: 2.236]. 2022. https: . t. bstractslisti id-onset-of-
e 2 oom | (s | WAt | st |12 | 100 0% >8.5 seizures per month), number of concomitant ASMs (<2 or =3), 2 2 ety ofen 101 movel potasshum-channel-opener-in adetorwith-focal-oolensy-resalts
_ . 0 . : . _ _ Y oy oY | | _
Lacosamide™*" | phase 2 579 e and number of previously tried and stopped ASMs (median of <6 RRS0 wa(sjachleoved br:' 64.2% of patusntls W';h <6 tried and stopped = ; = ; ;r.olzlaiszhéf,eeiz.smycg/tvc:slof'z%hz%?fgs(sl');eztsa-lzié\.’effgfghzxgze(i'gf(g,fi)/izs?;128?2;2525'(1):
d3 12.5 (2.7 ) 1to 3 67.6% 32.4% . . . ' * Wi 40 - 40 - 57-66. 11. Klein P, et al. Epilepsia. 2015;56(12):1890-1898. 12. French JA, et al. Neurology.
?znoozt—zooe) (Safety) “7 | (09,165 i and >6) on the responder rate, defined as the RR50 in monthly ASMs and 40.0% with >6 ASMs; with placebo treatment, RR>0 2010-75(6)-5i|9r152§t 1 5;553"5 et al Epifeps)ia 2014-55(1)-47-22“14. Vae: paesschen W, et al
. o o/\ . | | 10;75(6): . , . . ; : . , .
— — _ , " , _ : : Was hlgher (194/) vs 8.5 A)) in the <6 vs >6 tried and StOppEd ASMs 30 30 Epilepsia. 2013;54(1):89-97. 15. French JA, et al. Neurology. 2012;79(6):589-596. 16. French JA,
ASM, antiseizure mgd:cahon; BL, baseline; FOS, focal onset seizure. .Calcul.ated as the mean (SD) ofmed/gn monthly seizure FOS frequency from basehne to the DBP. The post hOC ana|y5|5 data ) et al. Epilepsia. 2013;54(1):117-125. 17. Krauss GL, et al. Acta Neurol Scand. 2012;125(1):8-15.
frequency reported in each referenced study. "Calculated as the median (min, max) of median monthly seizure frequency re- b_ (F 3) 20 - 20 - , , ]
. A ; . ; . . . : : : : SUp-group \rigure 18. Krauss GL, et al. Neurology. 2012;78(18):1408-1415.
ted h d study. *R Itiple stud / 5S dditi | patient dt treat
ported in each reference study. “Requires multiple stu ies for analysis. ome additional patients received temporary treat- presented below perta|n to patlents given 75 mg QD with food 19. Ben-Menachem E, et al. Epilepsia. 2007:48(7):1308-1317.
ment with a fourth ASM. "Subset of.anents. used benzod/qzep/nes as needed. *Not reported. ''As reported. **Not calculated . . 10 - 10 - 20. Chung S, et al. Epilepsia. 2010;51(6):958-967. 21. Halasz P, et al
due to method used to report baseline median monthly seizures. (25 mg grOUp) Con comi tan t ASMS SUb -Gr Oup An al y SIS 0 0 Epilepsia. 2(309;50(3):443-453. 22’. Leung J, et al. The impact c')f disease
] . ) ] ] ] i _ - _ severity on efficacy from a phase 2b study of XEN1101, a novel potassium
* The study population of X-TOLE included a spectrum of disease —The <8.5 and >8.5 seizures per month frequency was based on the » RR50 was achieved by 56.9% of patients treated with e A i ) Lse e channel opener, in adults with focal epilepsy (X-TOLE) [Abstract number:

. . . . . ] ] ] ] ] o ] ] ] 2.233]. 2022. https://aesnet.org/abstractslisting/the-impact-of-disease-
severity, allowing for comparison of the effect of baseline disease average median baseline seizure frequencies of the cenobamate 1-2 concomitant ASMs throughout and 51.9% treated with Concomitant ASM Concomitant ASM severity-on-efficacy-from-a-phase-2b-study-of-xen1101--a-novel-

. . L . . . . . Note: All doses taken with food. ASM, antiseizure medication; BL, baseline; RR50, percentage of patients with a 250% reduction in potassium-channel-opener--in-adults-with-focal-epilepsy-(x-tole)
severity characteristics on efficacy outcomes randomized controlled trials (Table 1) 3 concomitant ASMs throughout the study (Figure 4) seizure frequency. 23. Fisher RS, et al. Epilepsia. 2017;58(4):522-530.

Poster 2.259 | American Epilepsy Society Annual Meeting | December 1-5, 2023 | Orlando, FL IIE X E N O N®



