The Impact of Disease Severity on Efficacy from a Phase 2b Study of XEN1101, a Novel Potassium Channel Opener, in Adults with Focal Epilepsy (X-TOLE)
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X-TOLE Study Design

Prior ASMs (Safety Population)

Baseline Seizure Sub-Group Analysis

8 weeks Table 3. Antiseizure Medications Taken Prior to Study (Excluding Ongoing Medication) » Seizure reduction was 70.6% for subjects with < 8.5 seizures/month at baseline compared to
i XEN1101 50.8% for those with > 8.5 seizures/month.
Introduction T ASM Placebo XENT10110mg XENT10120mg XENT101 25mg Total
+ Despite the availability of several new antiseizure medications (ASMs), approximately 30% of Uptod 8 weeks Tt | %) : (N=T4) N =46) N=sD N=n) (N=325) XENTI0125 mg 0D Placebo
weeks F XEN1101
. . . . . . A .. & levetiracetam 78(68.4) 27(58.7) 33(64.7) 76 (66.7) 214(65.8)
patients still experience uncontrolled seizures. With each ASM failure, the likelihood of achieving » 2 20 mg QD Follow-Up . overall overall
. . . o . . S T Eligible ] (1 Week Follow-Up carbamazepine 66(57.9) 20(43.5) 26(51.0) 64 (47.4) 166(51.1) o No2) o (o) 18.2%
seizure gontrol with eagh subsequent ASM regimen decrea§es, 50.56% with the first ASM regimen, creening Subjects A  ETTE Post-Dose) [ (LstVisit valproic acid* 52 (45.6) 23(50.0) 30(58.8) 55(48.2) 160(49.2) 8 B
and if this fails, 11.6% with the second, and 4.1% with the third.! ) 10 mg QD lacosamide 48(42.1) 18(39.1) 25(49.0) 50(43.9) 141(43.4) @ 8.5seiz/mo @ >8.5seiz/mo 18.9%
_ _ _ _ perampanel 48(42.1) 25(54.3) 20(39.2) 46 (40.4) 139(42.8) £ (N=63) £ (N=84) '
« XEN1101is a novel, small molecule, selective KCNQ2/3 (Kv7.2/7.3) potassium channel opener being — lamotrigine 47(41.2) 19(41.3) 19(37.3) 43(37.7) 128(39.4) & osseizimo & assemo
developed for the treatment of epilepsy. In the recently completed X-TOLE Phase 2b clinical study, Up to 3 years topiramate 40(35.1) 20(43.5) 21(41.2) 46(40.4) 127(39.1) =T NL29) 70.6% =5 S N30) 18.8%
the clinical efficacy, safety, and tolerability of XEN1101administered as adjunctive treatment was Randomization Optional Open Label Extension F*;";'vw-l;P Follow-Up zonisamide 37(32.5) 17(37.0) 22(43.1) 40(35.1) 116 (35.7) | . . | . ! . . | . ! !
evaluated in adults with focal onset seizures (FOS).2 212 I postDose) Il (-25tVist) oxcarbazepine 43(37.7) 14(30.4) 16(31.4) 38(33.3) 111(34.2) 0 20 40 B0 B0 00 °20 s0 B0 B0 00
phenytoin 38(33.3) 11(23.9) 20(39.2) 33(28.9) 102(31.4) MPC from Baseline MPC from Baseline
» Comparedto other adult FOS clinical studies, X-TOLE included a “difficult-to-treat” patient . : . . clobazam 35(30.7) 9(19.6) 15(29.4) 28(24.8) 87(26.8) . . .
: : . . . . * Subjects were randomized for an 8-week, double-blind phase to one of three active treatment ; -
population given the baseline seizure burden, number of prior failed ASMs, and number of ) o S oand ph ) brivaracetam 30(26.3) 9(19.6) 11(21.6) 28(24.6) 78(24.0) Prior Failed ASMs Sub-Group Analysis
tant ASMs during the stud groups or placeboina2:1:1:2 ratio (XEN110125 mg: 20 mg: 10 mg: placebo). eslicarbazepine 23(20.2) 11(23.9) 1(21.8) 24(21.1) 69(21.2) . . . . . .
concomitan S auring the stuay. ) L . . . phenobarbital 23(20.2) 8(17.4) 14(27.5) 22(19.3) 67(20.6) * Median monthly FOS reduction was 58.0% in subjects who failed < 6 ASMs at baseline and 43.0%
* Sub-group analyses were performed to assess the role of disease severity in patients with differing : . . .
4 - . ) . . gabapentin 20(17.5) 7(15.2) 6(11.8) 13(11.4) 46(14.2) in subjects who failed > 6 ASMs.
Background baseline characteristics, namely baseline seizure burden, number of prior failed ASMs, and Sreaalln 18(15.8) 8(17.4) 3(5.9) 15(13.2) 44 (13.5)
. _ ' ' ' _ . concomitant ASMs during the study. The following post hoc analyses pertain to the clonazepam 14(12:3) 8 (17:4) 7(13..7) 14(12:3) 43(13:2) XEN110125mg 0D Placebo
. Xgﬂﬂ sumtmgr}zesIthef[clzr%rgmlr)e.d nlwe:jlec\jp bafsellne mbonthli/ silz‘ure frecguenmes and corlmomltant 25 mg treatment group. retigabine 8(7.0) 5(10.9) 5(11.8) 8(7.0) 97(8.3) - -
s reported in selec clinical studies for cenobamate, brivaracetam, perampanel, ) . . . . ; - - codi - et 52.8% el 18.2%
. . . . . o 1 valproic acid, valproate sodium, and valproate semisodium combined (N=112) (N=114)
lacosamide, and ezogabine. Of the studies not restricted to 1to 2 concomitant ASMs, ~64.8% or gﬂred%?ihggﬁgi%/s'fi;VrafsaﬁzgeggHée(?n?éisaifaar?(?;??fr f;'ig;e:o?ﬁi;gr‘]?gtgl\ggz bfes_z“neecﬁc?ézdl;re . . > z
more of subjects were on < 2 ASMs at study start. Of the combined studies (N = 6176) with reported ' P ' - pre=sp ' Concomitant ASMs (Safety Populatlon) § o A ) 43.0% % T A ) 14.0%
median baseline monthly seizure frequencies for each treatment arm, the mean and median were 8.5 was based on the average baseline seizure frequencies of cenobamate RCTs (Table 1) & T
10.1(+¥2.2)and 9.6 (min 5.5, max 16.5), respectively. Table 4. Antiseizure Medications Taken at Time of Study Entry (Baseline ASMs) by > 10% of Subjects Prio”"{SN'”':gﬁ 58.0% Prior ﬂ(SN”:éﬁ 20.0%
. : ° ; ; D E M O G R A P H I C S ASM Placebo XEN110110mg XENT10120mg XENT10125mg Total
T o o NN
ety ' . . 2 Demographic and Base"ne Characteristics (Safety Population) Iamotrig!ne 33(28.9) 14(30.4) 16(31.4) 39(34.2) 102 (31.4) MPC from Baseline MPC from Baseline
: lacosamide 35(30.7) 14(30.4) 17(33.3) 28(24.6) 94(28.9) ) .
» The median seizure frequency in X-TOLE was 13.5/month at baseline; 50.8% study subjects were blri‘t’)aracetam gg(ﬁ;g; H ggg; gggg; 33?((55’23)) 77%((22‘?:?)) Concomitant ASMs Sub—Group AnaIyS|s
H i . H H H Clobazam 5 5 5 . .
Table 1. Summary of Recent FOS Trials: Evaluation of Combined Baseline Seizure Frequencies and Concomitant ASMs taklng 3 concomitant ASMS, and medlan number Of ASMS falled prlor to StUdy entry was 6 (Table 2) Ievet|racetam 24(211) 13(283) 10 (196) 18(158) 65(200) @ Medlan m0nth|y FOS redUCtlon was 609% fOI’ SUbJeCtS Wlth 1_2 COﬂComItant ASMS and 508% fOI’
Bacel + Table 3 summarizes the most common ASMs started and stopped prior to X-TOLE, with > 40% of \e/::lpcr?)rit():zzceigine ]zggzgg 170((1;-27)) ]1[1)((%;%)) 12822; gzgég)) subjects with 3 concomitant ASMs.
aseline i i ; : : T : : : : : :
i Monthly subjects failing levetiracetam, carbamazepine, valproic acid+ lacosamide, and perampanel. carbamazepine 17(14.9) 7(15.2) 7(13.7) 18(15.8) 49 (15.1) XENTIO! 25 mg 0D Placebo
Monthly Seizure Concomitant Concomitant R ; ; : % % ; oxcarbazepine 12(10.5) 5(10.9) 5(9.8) 15(13.2) 37(11.4)
Seire | Freawenor, Mowed RSO3 Romes | lostaublestswersiedngdio8ASHe sty i 1030 and SO0 ang2and SIS parampana wizs) o oaws o wmh o Bm) | I —
Phase TotalN  Frequency,  Median  Concomitant % of % of 5P Y. : , : Y gine. . ' zonisamide 14(12.3) 4(8.7) 7(13.7) 8(7.0) 33(10.2) 7 (N=112) 52.8% @ (N=114) 18.2%
Drug (Study Years) (Population) Mean(SD)  (Min, Max) ASMs subjects subjects brivaracetam, clobazam, levetiracetam, eslicarbazepine, valproic acid#, carbamazepine, ¢ o _ o . I <
s o oxcarbazepine, perampanel, and zonisamide. valproic acid, valproate sodium, and valproate semisodium combined .‘g BSLN Q{SNE;S} 5057, lg BSLN A(SNM:E;} 205,
cenobamate2 8.5 (1.9) 8.7 (5.5, 1) 1to 3 70.1% 29.6%* tvalproic acid, valproate sodium, and valproate semisodium combined S S
(20Mm-2015)  (Safety) S BSLNASM<2 50.9% S BSLNASM<2 149,
. \1cs, Phase2and3 1919 ) - Table 2. Demographic and Baseline Characteristics . . L ° (N=57} ' °© (N=57) '
brivaracetam?>® (2005—20']4) (|TT) 9.1 (13) 9.0 (70' ”8) 1t02 96.1% 3.8% Placebo XEN1101 XEN1101 XENT1101 TOTAL Eff'Cacy ReSUItS: MEdIan Percent Change (MPC) from Basellne [I] 2I0 ql[] 6ID 8IO 160 [I] 2IQ qlg BIU 8|O ‘|OI[]
Phase 2 153 N/A N/A 1t0 2 99,39, %+ 0% (N=T4) 10mg(N=46)  20mg(N=61)  26mg(N=114) (N=326) - XENT1101demonstrated a dose-dependent reduction from baseline in median monthly FOS frequency MPC from Baseline MPC from Baseline
Serampaneli s (2005-2007)  (Safety) Age in years, mean (SD) 42.9(13.7) 40.0(12.1) 41.7(13.8) 38.7(13.1) 40.8(13.3) of 33.2% (p=0.035, n=46), 46.4% (p<0.001, n=51), and 52.8% (p<0.001, n=112) in the 10 mg, 20 mg, and
Phase 2 and 3 15626 9 (1.8) 1.9(9.3,143) 1to3 64.8°% 35.99, Age at study entry category 25 mg groups, respectively, compared to placebo(18.2%, n=114)
(2007-2010)  (Safety) > 65, n(%) 5(4.4) 2(4.3) 4(7.8) 1(0.9) 12(3.7) CONCLUSIONS
Phase 2 415 Placebo | XENTIOT | XENTIOI Change from Baseline
(2002-2004)  (Safety] N/A 1-13%** 1t02 100% 0% <65,n(%) 109(95.6) 44(95.7) 47(92.2) 113(99.1) 313(96.3) (N=114) | ,JOmg | 20mg
lacosamide8910 Y Gender (N=46) | (N=51) in Seizure Frequency « X-TOLE met the primary and key secondary efficacy endpoints with XEN1101 demonstrating a statistically
Phase 2 and 3 879 o o . 60 - significant, dose-dependent reduction from baseline in monthly FOS frequency compared to placebo ina
(2004-2006) (Safety) >0 27 TB(88,165)  1tos o7.6% sas Female, n (%) 61(53.5) 27(58.7) 26(51.0) 54 (47.4) 168 (51.7) Eggﬂr{jf:ﬁ“gjse“n on T4 46 51 n G 52 8% difficult-to-treat population.
I & °
Phase 2 396 8.8 (11) 85(7.9.10.4) 1to2 gg 9o *** 1,09 %+ Male, n(%) 53(46.5) 19(41.3) 25(49.0) 60(52.6) 157 (48.3) egian 01,031 B4 174 45 28 E 46.4% * Based on the number of concomitant ASMs, baseline seizure frequency, and number of failed ASMs, the X-TOLE
_ (<2007) (ITT) ; ediani i, [8.0,30.1] [8.0,55.6] [7.5,36.4] [8.4,24.6] study enrolled a difficult-to-treat patient population. In the 25 mg dose group, XEN1101reduced seizure
ezogabine!”1819 Region (] . . i : . . .
9 Phase 2 and 3 843 o0 frequency in sub-groups of patients with < 8.5 seizures/month, and in patients that failed <6 ASMs or were on
i | (Gereny | V0 RS s s 69.8% 30.2% Europe, n (%) 67(58.8) 51(67.4) 32(62.7) 68(59.6) 198(60.9) Monthly seizure - . 51 - S 40 - 1-2 concomitant ASMs by 70.6%, 58.0% and 60.9%, respectively, compared with placebo(18.8%, 20.0% and
. . frequency in the DBP; n - 33.2% 14.2%, respectively).
* Some additional patients received temporary treatment with a 4t antiepileptic drug North America, n (%) a7 (1:2) [3(52:6) 19157:3) B0 127(39.1) oy e — — o
** Subset of patients used benzodiazepines as needed ; ; : . . . . = +  These post hoc analyses suggest that efficacy may be more robust in patients with less severe disease, which
“** As reported el i Medianl01, 03] [54,251] [35412] [30,249] [25136] S e Yot ey P
Q mirrors likely use of XEN1101if approved.
Mean (SD) 27.3(38.5) 35.5(40.9) 29.0(42.0) 23.5(30.4) 27.4(36.9) d o
Medi 13.4 17.4 14.5 12.8 13.5 [T S g 114 46 ol 112 g 20 {22
edian . . . . . baseline to the DBP; n o
ODS -
M ET H D Background ASM Use Median[O1, 03] -18.2 -33.2 {5 /i -52.8 © References
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