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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xe:ii:l 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
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= Despite the availability of several new antiseizure medications (ASMs), approximately 30% of Upto o) . (N=T14) (N =46) (N=51) (N=T14) dlSerss) ?

patients still experience uncontrolled seizures. With each ASM failure, the likelihood of achieving Aweeks 8 weeks Sy XENI101 Levetiracetam L) 27(58.7) cliEat) 76(66.7) 214(65.8) 0 Overall 0 Overall 18.2%
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and if this fails, 11.6% with the second, and 4.1% with the third .§-. YEN1101 Perampanel 48(42.1) 25 (54.3) 20(39.2) 46(40.4) 139(42.8) £ (N=83) £ (N=84) 18.2%
= XENT1101is a novel, small molecule, selective KCN02/3(K,7.2/7.3) potassium channel opener being €  10mgQd Lamotrigine 47(41.2) 19(41.3) 19(37.3) 43(37.7) 128(39.4) & <osspims 70.6% & <osseimo e,

developed for the treatment of epilepsy. In the recently completed X-TOLE Phase 2b clinical study, ;°p,'ram?;e gggg;; %3((;'73‘05)) ;;((21321)) 2%((2%?)) 11267((??59;; | | | | | | | |

the clinical efficacy, safety, and tolerability of XEN1101administered as adjunctive treatment was Placebo Oomsam' — ' ' ' ' ' 80 100 0 20 40 60 80 100

: ) : ) Upto'5 years xcarbazepine 43(37.7) 14(30.4) 16(31.4) 38(33.3) 11(34.2) _ .
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= Compared to other adult FOS clinical studies, X-TOLE included a “difficult-to-treat” patient 2412 20 mg QD post.Dose) Jif (125t Visit) \éflgro'c acid 32,;(28;) 13(139064) ]g (;g'z) 23;(31'? 23 (gg'g) P y

population given the baseline seizure burden, number of prior failed ASMs, and number of = Subjects were randomized for an 8-week, double-blind phase to one of three active treatment Br?\/;rzacrztam 30E26'3; 9219'?3 11§21 '6)) 28?24'6; - 524'0; = Median monthly FOS reduction was 58.0% in subjects who failed < 6 ASMs at baseline and 43.0%

concomitant ASMs during the study groups or placebo ina 2:1:1:2 ratio (XEN110125 mg: 20 mg: 10 mg: placebo) Eslicarbazepine 23(20.2) 1(23.9) 11(21.6) 24(21.1) 69(21.2) in subjects who failed > 6 ASMs
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Background = Sub-group analyses were performed to assess the role of disease severity in patients with differing Cgﬁﬂgg?xgium 22%((%3'52)) 3%;; 135127765)) %82'73)) 275((%8’96))
= Table 1summarizes the combined median baseline monthly seizure frequencies and concomitant Egii!?ﬁifahnirzgt@;'33fii’gntahrziltyuzz;s?Ir']r;efzﬁgxirﬁgb;ggfﬂbgl;r:ablsgg;c ggﬁ;{ﬁ',ﬁgqﬁsm’ and Gabapentin 20(17.5) 7(15.2) 6(11.8) 13(11.4) 46(14.2) - ) 52.8% _ (NeTe 18.2%

ASMs reported in select FOS clinical studies for cenobamate, brivaracetam, perampanel, 25 mg treatment group ' Pregabalin 18(15.8) 8(17.4) 3(5.9) 15(13.2) 44(13.5) 2 ot ASMa G 8 o ASMaE

lacosamide, and ezogabine. Of the studies not restricted to 1to 2 concomitant ASMs, ~64.8% or . _ . ' . Clonazepam 14(12.3) 8(17.4) 7(13.7) 14(12.3) 43(13.2) K (N=45) 43.0% ki (N=47) 14.0%

more of subjects were on <2 ASMs at study start. Of the combined studies (N = 6176) with reported = The post hoc analysis was categorized by <8.5and > 8.5 seizures per month for baseline seizure Retigabine 8(7.0) 5(10.9) 6(11.8) 8(7.0) 27(8.3) C  priorasMss 58.0% © prorasize 20.0%

median baseline monthly seizure frequencies for each treatment arm, the mean and median were burden, <6 and > 6 prior failed ASMs (median), and = 3 or <2 concomitant ASMs (pre-specified) ) . (N=67) o (N=67) o
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= Of the reported ASMs taken prior to study start, 13.3 to 47.8% of subjects failed > 5 ASMs that Table 4. Antiseizure Medications Taken at Time of Study Entry (Baseline ASMs) by >10% of Subjects

participated in brivaracetam studies,®4%87and 45.3 t0 52.9% of subjects failed >7 ASMs in D E M O G RA P H | C S ASM Placebo XEN110110mg | XEN110120mg | XEN110125mg Total
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lacosamide studies®>! i = Median monthly FOS reduction was 60.9% for subjects with 1-2 concomitant ASMs and 50.8% for

| | | - | Demographic and Baseline Characteristics (Safety Population) t:[:noosta”rg:gz ggggg; 12882; :S ((g;g; 22823 19042((23; g) subjects with 3 concomitant ASMs
Ei?}folﬁﬁ:mrzg%:f Recent FOS Trials: Evaluation of Combined Baseline Seizure Frequencies and = The median seizure frequency in X-TOLE was 13.5/month at baseline; 50.8% study subjects were Brivaracetam 25(21.9) 11(23.9) 13(25.5) 30(26.3) 79(24.3) XENTI0125 mg 0D Placebo
taking 3 concomitant ASMs; and median number of ASMs failed prior to study entry was 6 (Table 2) Clobazam 20(17.5) 11(23.9) 13(25.5) 31(27.2) 75(23.1) overall overall
Baseline . , , . Levetiracetam 24(21.1) 13(28.3) 10(19.6) 18(15.8) 65(20.0) & (N=112) 52.8% Z (N=T14) 18.27%
el Monthly = Table 3 summarizes the most common ASMs started and stopped prior to X-TOLE, with > 40% of Eslicarbazepine 21(18.4) 7(15.2) 11(21.8) 18(15.8) 57(17.5) € €
Monthly Seizure Concomitant | Concomitant 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) g VRS 50.8% 2 BN 20.5%
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Frequency, | Median |Concomitant| % of % of = Most subjects were taking 2 to 3 ASMs at study entry, with 40.3% and 50.8% taking 2 and 3 ASMs BeeliliaaE il IZ{10%5) Sl0E) alih) 15(13.2) 37(11.4) S BSLNASM<? 50,95, S BSLNASM<? o
Drug (Study Years)| (Population) | Mean(SD) | (Min, Max) ASMs subjects subjects regpectively. The most common Concomita'nt ASMS(TabIe 4)were Iamotrigine, Iacosa.mide, ;s;?g;prﬁzeel 128;3 iﬁgg; ;EE;; 12((;1.01;) 33??((113.12)) o (N=57) 9% o (N=57) 2%
. Phase 2 and 3 559 ) » brivaracetam, cIobaz.am, Igvetlracetam, eslicarbazepine, carbamazepine, oxcarbazepine, : - : : - A L
Cenobamate™ (2011-2015)  (Safety) 8.5(1.9)  8.7(5.5,1) 1to 3 70.1% 29.6% perampanel, and zonisamide R ES U LTS MPG from Baseline MPC from Baseline
*Valproic acid and valproate sodi bined.
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Phase 2 153 Table 2. Demographic and Baseline Characteristics Efficacy Results: Median Percent Change (MPC) from Baseline?
N/A N/A 1to 2 99.3%*** 0%
perampanefiieisis  (2008-2007)  (Safety) _ XEN1101 TOTAL = XEN1101demonstrated a dose-dependent reduction from baseline in median monthly FOS frequency = X-TOLE met the primary and key secondary efficacy endpoints with
Phase2and3 1526 1.9 (18) 1.9(9.3,143) 1to3 64.8°% 35,99, (N=114) 10mg(N=46) | 20mg(N=51) | 25mg(N=114) (N=325) of 33.2% (P=0.035, n=48), 46.4% (P<0.001, n=51), and 52.8% (P<0.001, n=112)in the 10 mg, 20 mg, and YENT101 d : istically sianifi q q q
(2007-2010)  (Safety) Age in years, mean(SD) 42.9(13.7) 40.0(12.1) 41.7(13.6) 38.7(13.1) 40.8(13.3) 25 mg groups, respectively, compared to placebo (18.2%, n=114) Change from Baseline emonStratlng a statistica y signi Icant, dose- epen ent
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|
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Ez0gabine ™ Pha:ezand3 e Male, n (%) 53 (46.5) 19(41.3) 25(49.0) 60(52.6) 157(48.3) frequency in baseline; n — — — g frequency, and number of failed ASMs, the X-TOLE study enrolled
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" As reported. Baseline seizure frequency 10.5 10.9 52 53 = of patients with < 8.5 seizures/month, and in patients that failed <
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= Patients aged 18-75 years (inclusive) with an International League Against Epilepsy [ILAE 20 diagnosis 3,n(%) 56 (49.1) 24(52.2) 29(56.9) 56(49.1) 165(50.8) ANCOVA model 0 - = These post hoc analyses suggest that efficacy may be more robust
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