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Ilcotrokinra, an IL-23 Receptor Targeted Oral Peptide, in Biologic-Naive Participants With Active Psoriatic
Arthritis: Results Through Week 24 of a Phase 3, Randomized, Double-Blind, Placebo-Controlled Study
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Key lakeaways

In biologic-naive pts with active
PsA, once-daily ICO 200 mg
demonstrated both joint and
skin improvements vs PBO at
W16, with ICO 400 mg showing
no additional benefit beyond the
200 mg dose
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Background The ICONIC-PsA 1 Study Design Statistical Analyses

From Binding to its Receptor

Inhibits IL-17A, IL-17F, and IL-22 Production UST 45/90 mg SC at WO, W4, then Q12W, N=91

e For efficacy analyses through W24 for the data presented, pts with the following intercurrent
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Icotrokinra (ICO) is a first-in-class targeted oral peptide that: | tive referen reference. Blinded LTE ® The primary endpoint and multiplicity-controlled secondary endpoints a were teste
e Precisely blocks the interleukin (IL)-23 receptor and inhibits IL-23 pathway signaling’ e Biologic-naive Primary Endpoint at W16: T oW T WiBWB ws2-wioo (at the overall type | error rate of 5%) in a hierarchy order as follows: ACR20, IGA 0/1, HAQ-DI observed th rough W24 dCross
e Approved for the treatment of moderate-to-severe plague psoriasis (PsO) in adult and pediatric * =18 years of age * ACR20 I " ) fFo”r eacg gnc(ljpoint, the.’]E.esting began with ICO combined dose groups versus (vs) PBO, bOth jOI"t and Skln responses
patients (=12 years of age; =40 kg) who are candidates for systemic therapy or phototherapy” e Active PsA fOr >3 months Select Secondary Endpoints _ BO t(:]vY(e:O dy S compa.rlsccl):s be statisticallv sianificant before testing th
e Currently under investigation for the treatment of active psoriatic arthritis (PsA) in the 2 parallel [Mirrooom (23 SWOIIe”é%'Stsz_l?’ te?dLer at Wie: N=552 T . ngxt endpoci)nste groups were required to be statistically signiticant betore testing the AE profiles were comparable
phase 3 ICONIC-PsA 1 (biologic-naive PsA) and ICONIC-PsA 2 (biologic-experienced and o joints, and 20.1mg/dL) e ACR50 and ACRT70 QW ppo N=154 Q . . .
biologic-naive PsA) studies®® s Stming. de3|/o|te prior f?r ctuiren:cc CSDtMARD o IGA /1 (score of O/1 and =2-grade 5:5:5:3 heg 1CO 400 mg QD : ® The UST arm is included to provide a safety reference through W52 dCross groups, with no hew
and/or apremilast treatmen : . ' : — It + d for f | statistical : ith ther treat 5 o o oo
iImprovement from baseline ICO 200 mg QD — IS NOT powered 1or rormal statistical comparison with any otner treatment arms
e Active plaque PsO with =21 PsO P ) ° Safety SIQnaIS IdentlfIEd

Y e Ch f baseline i
o o : = , : an_ o om paseine ! events (ICEs) were considered nonresponders or to have no change from baseline:
plaque of =2 cm in diameter or HAQ %I Score ICO 400 mg QD (ICEs) D g through W24
O bJeCtl\/e IL-12Rp1=intorloukin-12 receptor bota 1. nail changes consistent with PsO —_— | | | | | — - . . o . . .
AEs Through W24 Week 0 2 4 8 12 16 20 24 28 32 40 52 64 76 88 1003124 — Initiated or increased restricted medications (biologics, csDMARDSs, apremilast, Janus
.« re . rimary/secondar arety Ki JAK] inhibitors, t ine ki TYK] inhibitors, cytotoxics, oral corticosteroids,
To report ICO effects al?d s.afetx flnd.l.ngs thl‘.Ol:lgh Week (W). 24 frc.>m the ongoing phase 3 ICONIC-PsA 1 T endpoints follow-up olrnii?/eeitiga]cilc?nelll 'ag;?q ts))“;‘(Z)S;'Irl]Des A'nase [TYK] inhibitors, cytotoxics, oral corticosteroids
StUdy (N CT06878404) In bIO|OgIC-naIV9 paI‘tICIpantS (ptS) Wlth aCtlve PSA Ez;(;;ﬁg;/pz;i ;éﬁhlg gzlsnev/g);igzc;ggii(s; ggﬁ/f;zceg/;g) 5}? i?rcla:_rf/jéﬁ;ﬁi%ggg;g’:iig/ozggi/gg%QZZW:VGeVrZre;;‘ 2in M//é\ergigcgg Sglilsgz ggy/?’f;iigvna;gr/sg); g%i{)%néiszrélzgn;:lj;gdt\gr_’s_iues\nghUB;:;body surface area, CRP=C-reactive protein, csDMARD=conventional synthetic disease-modifying antirheumatic drug, HAQ-DI=Health Assessment Questionnaire — Discontinued treatment for any reason
Results
Baseline characteristics were balanced across treatment groups Primary endpoint: A significantly higher proportion of ICO 200 mg-treated pts achieved For ICO 200 mg-treated pts, ACR20 and ACR50 response rates were increased from AE profiles were comparable across groups through W24
ICO 200 50 ACRZ20 response vs PBO-treated pts at W16 W16 to W24
m _— ———————————————— e —————————————————————— .
. ot — ? = ® A higher proportion of ICO 200 mg- vs PBO-treated pts achieved ACR50 response at W16 e ACR20 and ACRS50 response rates also increased from W16 to W24 with ICO 400 mg PBO-Controlled Active Reference PBO Crossover
Baseline Characteristics (N=154) (N=154)
ACR20 Response Over Time ACR50 Response Over Time (WO-W16) (WO-W24) (W16-W24)
DemOgraphiCS ﬂ 100 ) Primary endpoint? ICO 200 mg vs PBO at W16 0 100 - ACR2O Response at W24 ACR50 Response at W24 W
= Difference (95% Cl): 17.7 (7.1, 28.3) = 100 — B0 <
Age, years 49.0 (12.5) 49.0 (117) 489 (12.3) 487 (12.2) g 80- oot S s80- 2 Reference arm g 100~ R co co ///,%
'4% o ¢ ® 69% ..g © B 69 % //
0 0 remale 48% 45% Ar% o4% g5 ©0- ,/T\+ °0% 5 ©0° Ditforonon (653 O 134 (46, 224 5 > T 5 907 Safety in Pts 400 mg | PBO 400 mg UST %(/é%,/é
MR Race, Asian/Black/ White  27%/0%/73% 26%/0%/74% 32%/1%/67% 26% /0% /TA% 53 0. 52% 55 0. R 55 60| | ES o Through W24 (N=154) [(N=154) (N=154) [ (N=91) M
BMI, kg/m? 29.5 (6.2) 291 (5.9)* 29.2 (6.0) 291 (5.7) : = o A% : = o b @'/ﬂ Y Sh Eg . 2 Mean weeks of
o —] o —] % o o — 2 —
Region, Europe / Asia 67% / 27% 69% /25%  65%/32%  66%/26% 8 8 | /M/ £ 2 — follow-up 16.0 161 19.9 238 239 238 8.0 8.
o o o 0 o 0O = - 9%, N o 20— 8- 20—
PsA characteristics | | T | | | | | 2 O
, 16 20 24 024 8 12 16 20 24 A & Any AE 67 (44%) 80 (52%) 63 (41%) 86 (56%) 100 (65%) 63 (69%) 28 (39%) 25 (34%)
PsA duration, years 4.9 (5.3) 5.5 (7.0) 4.5 (4.6) 4.6 (5.1) Week 50 200 ma (No163 50 400 ma (N5 o7 (oo
_ _ _ | mg (N=15 | 400 mg (N=154 &% UST (N=91
Swo"en jOint count (0_66) 9.1 (6.0) 9.2 (7.4) 8.4 (5.8) 9.6 (6.8) The p-values were based on the Cochran-Mantel-Haenszel test stratiﬁelcc/; bf/)chOM(,)é\Rr;]Sng/l\ir_ :;35regr3i/ast u;:/;thle(;irce)sjooe?fr;?ty(l:s_ 31‘5 :clize/ine"_A:R:O r:)s;?ocn)se(lc\vlt_l/-IV7564()2lzconﬁdence interval MOSt common AES (25%)
Tender joint count (0-68) 16.0 (114) 15.5 (11.4) 14.8 (104) 144 (10.9) " 0 0 0 0 0 0 0 0
HAQ-DI A higher proportion of ICO 200 mg- vs PBO-treated pts achieved ACR70 response at A higher proportion of ICO 200 mg- vs PBO-treated pts achieved IGA O/1response at Nasopharyngitis 10(r%) (%) 8%  12(8%) 19(12%) 7 (8%) 2 (3%) 1{1%)
-Dl score (0-3) 104 (0.68) 110 (0.59) 109 (0.69) 102 (0.60) . ! " \ .
b W16; rates were increased from W16 to W24 W16 (57% vs 14%; nominal p<0.001); rates increased at W24 Upper respiratory
CRP, mg/dL 03(01,07) 04(02,08) 04(01,09)  0.3(0.2 07) _— respl 7(6%) 12(8%) 13(8%) 1 (T%) 14(9%) 7(8%)  1(1%) 6 (8%)
PsO BSA >3% and e |[CO 200 mg-treated pts reported greater improvement from baseline in HAQ-DI score at W16 e |GA O/1results were similar for ICO 400 mg at W16 (57% vs 14%; nominal p<0.001); rates increased at W24 tract infection
=70 0 0 0 0 . Change From Baseline in
, ACR70 R Over T . .
IGA score 22 (at least mild) 09% 58% 00% 49% ,  100- esponse Tver 1ime . HAQ-DI Score Over Time IGA O0/1Response at W24 Nausea 1(1%) 7 (5%) 1(1%) 2 (1%) 8 (5%) 1(1%) 0 0
Baseline PsA therapy § 80 - g \, 0 — ICO 200 mg vs PBO at W16 [ 100~ AEeenes o
2 5 LS mean dlfferflr:lzr: rsglsvigl()):s—gjo (<0.2, 0.0) = Headache 4 (3%) 3 (2%) 4 (3%) 5 (3%) 3 (2%) 5 (5%) 0, 1 (1%)
csDMARDs® 67% 68% 2% 68% £~ go- 5% 01- " g 807 &4
Methotrexate 58% 58% o 1% 59% ‘g-:\g ICO 200 mg vs PBO at W16 -(Cg; % _02 — o .g Z_; 60— Diarrhea 3 (2%) O (3%) 2 (1%) 4 (3%) 8 (5%) 1 (1%) 1 (1%) 1 (1%)
O 40 - Difference (95% Cl): 8.0 (1.7, 14.3) c . -0.24 o S —
c o Nominal p=0.015 C = oy o\o
E NSAIDs 49% 44% 45% 43% s 55 _0s- 024 [ ]-os 5 B AEs lead|
t 20 — ) 13% _1 ' Vo c o _095 3 Hr S 40 s leading to 0 0 0 0 o 0 0 0
Ol‘a| COI’tiCOSteI‘OidS 10% 10% 8% 5% é_ O - 8% ,T-,/--llﬁ%‘/’: ‘1|2730//: c_'l) 0 04 0.27 1 1 -0.36 '.g- o discontinuation 2 (1 /0) 2 (1 /0) 1 (1 /0) 2 (1 /0) 4 (3/0) 2 (2/0) 1 (1 /0) 1 (1 /0)
Apremil % 2% 2% 1% B T —a* 8% 2 o5t g .
premilast 0% ° ° ° & B B SaD T T 3 n & 20 o g Serious AEs 11%)  4(3%) 3(2%) 2(1%) 5@B% 6(7%  1(1%) 3 (4%)
Zc;z;c‘llzh:own c;re mdeclm (i?) f;/nless 1ch)l“heijwise ggt:edi “/C;O ng m? N=153. "Values are median (IQR). °csDMARDs included hydroxychloroquine, leflunomide, methotrexate, and sulfasalazine. BMI=body mass index, IQR=interquartile range, Week Week
IC0 200 mg (N=153) ~ —— ICO 400 mg (N=154) —®— PBO (N=154) IC0 200 mg (N=90) W 1CO 400 mg (N=90) 5 UST (N=49) Infections 32 (21%) 42 (27%) 37 (24%) 45 (29%) 55 (36%) 22 (24%) 11(15%) 11 (15%)
The p-value for ACR70 was based on the Cochran-Mantel-Haenszel test stratified by csDMARD and/or apremilast use and the presence of dactylitis at baseline. The p-value for HAQ-DI was performed for each multiple imputation dataset using an The p-values were based on the Cochran-Mantel-Haenszel test stratified by csDMARD and/or apremilast use and the presence of dactylitis at baseline. ‘Among pts with a baseline psoriasis BSA 23% and IGA score =2.
analysis of covariance model, with treatment group, baseline score, and csDMARD and/or apremilast use and the presence of dactylitis at baseline as explanatory variables. LS=least-squares. Data shown are n (%) unless otherwise noted. Safety analysis set includes all randomized pts who received =1 dose of study intervention.
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