Maintenance of Response With Icotrokinra, a Targeted Oral Peptide, for the Treatment of Moderate-to-Severe
Plaque Psoriasis: Randomized Treatment Withdrawal in Adults (Weeks 24—-52) and Continuous Treatment in
Adolescents (Through Week 52) From the Phase 3, ICONIC-LEAD Trial In the pivotal phase 3 ICONIC-LEAD study evaluating
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Continuous ICO demonstrated superior

Background ICONIC-LEAD - Study DeS|gn maintenance of skin response among adult W24

2 Patients with moderate-to-severe plaque psoriasis (PsO) are limited to injectable therapies to achieve Icotrokinra Blocks IL-23 e B g We-wiss g ICO responders:
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' I v" 89% and 84% maintained PASI 75 and PASI 90,
C0.200 mg QD (N=412)

A Key inclusion criteria
;';3 " ® >12years

respectively, at W52

PAS1 75 and 16A O/ nonrespanders
10200 mg QD

® Selectively binds the interleukin-23 receptor (IL-23R) and precisely inhibits IL-23 pathway signaling’ Targeted

Oral

E Icotrokinra (ICO), a first-in-class targeted oral peptide:
® Plaque PsO for 226 weeks

® BSA=10%

® PASIscore 212

v" LORvsICO withdrawal: Not reached vs 17 weeks
(PASI 75) or 10 weeks (PASI 90)

® Demonstrated significantly higher rates of skin clearance vs placebo (PBO) at Week (W)16,
with increasing response rates and no safety signal through W24 in adults & adolescents with
moderate-to-severe plaque PsO in the phase 3 ICONIC-LEAD study?

Peptide
(1L23R)

® IGAscore=3

T S a s Continuous ICO demonstrated robust and durable
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Objective
\nhiih':t;llFL,-:1:,'LL:u7cF(,iLL’:z2, ® Candidate for phototherapy or systemic I s
Report maintenance of ICO clinical resp during the randomized-withdrawal period in adults ! treatment for plaque PsO Co-primary endpoints Secondary endpoints . .
(ICO vs PBO from W24-52), longer-term ICO effects in adolescents (through W52), and safety ~ /Fv-ine Fintereukin 12 beto ] skin clearance rates in adolescents through W52:
through W52 of ICONIC-LEAD IL-23Reinterieukin23 receptor IL-23RI-IL23R inhititor *Participants retreated with ICO upon 0ss of 250% PAS| observed ot W24, BSA= area, 3 3 Area and Severity Index, PBO=placebo, PsO=psofiasis, QD=once daily, R=randomization, W-=week.
v PASI90: 86%; PASI 75: 95%; IGA 0/1: 82%
% Adult W24 1CO Responders®: Psoriasis Area and Severity Index (PASI) & In i 's Global A (IGA) R« From W24 Through W52 &. Adol: PASI & IGA Resp Through W52¢
ICO AE profile through W52 was consistent with
® KeyS dary Endpoints® ® OtherS d; Endpoint ® PASIT5 .
S A ot L SUTETELE YL 0L that observed through W16; no ICO safety signal
Response rates at W52° Time to loss of response (LOR) through W52° Response rates at W52 e PASI90 . oge
was identified through W52

- IGA 0/1& =2-grade improvement from baseline among IGA 0/1responders at W24

« PASI 75 among PASI 75 responders at W24 - Loss of PASI 75 among PASI 75 responders at W24 o IGAOH& 22 dei £ baseli
+ PASI90 among PASI 90 responders at W24 - Loss of PASI 90 among PASI 90 responders at W24 = Time to LOR through W52 F)e¥! &22-grade Improvement from baseline
- Time to loss of IGA 0/1among IGA O/1responders at W24
s rancomized 0 1CO were PASI 5 or 1G4 Joricous © e toaock ofefficncy or psoror rteronfor t0PBO o W24, Fo binaryencpoits, for L08) LORto5s o response, PASI-PsoroisArea and Sverty Indes, PBO-placeb
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Results
Baseline characteristics were generally comparable across re-randomized treatment groups W24 1ICO r ders re-randomized to ICO d rated greater ~90% of ICO-randomized adol ts achieved clear/almost clear skin by W24, with durable response rates through W52
int e of IGA 0/1 vs PB w52
of IGA Oriresp il ONEWIS. Adolescents

® *Among 412 adults randomized to ICO at baseline, 341(83%) were recorded as PASI 75 or IGA O/1responders at W24
Baseline Characteristics: Adult W24 ICO Responders* ICO - ICO (N=169) 1CO - PBO (N=172) IGA 0/1* IGA 0/1 PASI90
Demographics 100 # 100 4 100 4 _ _
Age, yrs 465 (144) 445 (144) £ ” " oy ST T 91%
t — <[ 86%
2 o Female 30% 38% & 804 82% £ 804 f 82% 804 7%
'H"ﬁ\ Race, Asian / Black / White 23% /1% / 74% 24% /1% 1 73% £ g / P
BMI, kg/m* 290 (6.8) 297 (67) g5 604 £~ 604 60 4
Disease Characteristics ‘s ﬁ.e, f_‘ ; / - -
PsO disease duration, yrs 19.2 (141) 186 (139) s 404 E & 0l 204
% BSA with PsO 2438 (14.0) 249 (147) 5 23% B /
- 2 204 s
\ IGA score £ g. 20 / 20
Iﬁ Moderate (3) 74% 8% o a ¥ 5
—— T T
Severe (4 26% 2% Week24 28 32 36 44 52 0t ! ! oMM — ! !
PASI (0-72) 196 (67) 192(73) —=—|CO ~ICO (N=150)  —o— ICO - PBO (N=150) Week 0 8 16 24 32 44 52 0 8 16 24 32 44 52
Prior PsO Treatments
s s Median time to LOR®* —=— ICO(N=44) e PBO(N=22)  -—e— ICO - PBO (N=22)
Phototherapy (PUVA or UVE) 1% 1% ICOICO: not reached!** vs ICO-PBO: 101 weeks .
E Systemic therapy® 76% 72% Nominal 1p<0.001 vs PBO" Nominal 'p<0.001 vs PBO'
Biologic therapy® 35% 33% Samorig W24 100 1GA 011 responders. Based on Ife table method, “P-valies fo response rates (Cochran-Mantel-Haenszel chi-square test) and time to LOR (log-rank test) were Prvelves based on chisquere est statifed by 1A Of=IGA score 016 =2-grae improvement from baseline, PASI=Psoriasis Arec and Severty Inde; PBO=placebo
s i 1GA 016 score 01 and
Oatoshoun aremeon (5) kess e “C; e o 125-vitamin D3 photothercpy, and bioogis. “AdAn/rmrrmn: :J:ﬁ;g/:;;n;gyg:ﬂ:;dﬂmfn falizumab, etanercep, guselmat b, ixekizuma, ol '22.grade improvement from baseline, LOR=loss of response, PASI=Psariasis Area and Severity Index, PBO=placebo, W=week. ICO AE proﬁle thﬂ)llgh W52 was consistent with that observed throu gh wie
W24 ICO responders re-randomized to ICO demonstrated superior maintenance of PASI response vs PBO at W52 Adolescents: All (100%) ICO-randomized adolescents achieved PASI 75 © ICO AE profile in adolescents through W52 was consistent with that observed in the overall study population
by W32, with response rates maintained through W52 PBO-Controlled? Active Treatment ICO Responders Re-Randomized
Key Secondary Endpoints PASI 90 (Adults & Adolescents) (Adults & Adolescents) at W24 (Adults)
PASI 75° 8 3
1001 100 9 Adolescents: PASI 75 1C0 - ICO |CO = PBO®
(W24-52; N=172)
] 89%*** 84%*++ 95% AEs Through W52
c
g 801 80 1 " 91% Mean weeks of follow-up 159 158 353 434 277 278
s 2
E H Any AE 226 (50%) 112 (49%) 132 (62%) 313 (69%) 92 (55%) 82 (48%)
55 60 60 1 g
2 O L Most Common AEs
5% §5
8 404 40 85 Nasopharyngitis 31(7%) 16 (7%) 23 (11%) 64 (14%) 21 (12%) 20 (12%)
5
£ 30% 21, E § Upper respiratory tract infection 30 (7%) 16 (7%) 24 (11%) 52 (11%) 9 (5%) 15 (9%)
20 4 [
g 20 4 0 3 SAE 6 (1%) 6(3%) 402%) 16 (4%) 3(2%) 5 (3%)
& o 0 . . . . . § Serious infection 1 (<1%) 0 1 (<1%) 1 (<1%) 0 1(1%)
—— T T 3
Week 24 28 32 36 44 52 24 28 32 36 44 52 a AE Leading to Discontinuation 6(1%) 1(<1%) 4(2%) 10 (2%) 1(1%) 3 (2%)
—=— ICO > 1CO (N=161) —0— ICO - PBO (N=166) —=— 100~ GO (N=128) —o— ICO = PBO (N=129) . Gastrointestinal AE: 26 (6%) 13(6%) 9 (@%) 51(11%) 7@%) 8 (5%
Median time to LOR® Mediian time to LOR* Week0 &8 16 24 32 44 82 Active TB ) 0 o o ) 0
. - ' - = -
|CO=ICO: not reached** vs ICO->PBO: 16.9 weeks ICO-ICO: not reached*** vs ICO->PBO: 10.1 weeks —=—ICO(N=44) —o— PBO (N=22) ——e~ ICO - PBO (N=22) Malignancy* 2% ® ® 2(1%) @ o
Nominal 1/p<0.001vs PBO
to receive ICO. group. ° S0oC. cancer. AE=adverse event,

Multiplicity-adjusted ***p<0.001vs PBO*
“Among W24 100 PASI 75 and PAS| 90 responders,respecively. *Based on ffe table mothod. P-values for response rates (Cochran-Mantel-Haenszel chi-square test) and time to LOR (log-rank test) were stratifid by Geogiaphic region (and for PAS! 75, also strotified by PASI 90 response status at W24), Gl=confdence e s on chisquare test region. interval,
interval, ICO=icotrokinra, LOR=loss of response, PASI=Psoriasis Area and Severity Index, PBO=placebo, W=week. F=placeba.

Area and Severity Index,

ICO=icotrokinra, PBO=placebo, SAE=serious adverse event, SOC=system organ closs, TB=tuberculosis, W-=week.
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