Durability of Response to Icotrokinra in Adults and Adolescents With
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Background

Icotrokinra Blocks IL-23

Plaque psoriasis (PsO) is a chronic inflammatory skin disease in which From Binding to its Receptor

dysregulation of interleukin (IL)-23 activation plays a pivotal role!

o
)
Icotrokinra (ICO) is a first and only targeted oral peptide that precisely
blocks the interleukin (IL)-23 receptor (IL-23R) and inhibits IL-23 Key inclusion criteria
0 >12 years of age

Plague PsOfor 226 weeks

pathway signaling?

ICONIC-LEAD (NCT06095115)

* Ongoing phase 3 randomized, double-blind, placebo (PBO)- og LizRg1 * BSA210%
controlled study evaluating the efficacy and safety of once-daily Receptor * PASIscore 212
ICOin adults and adolescents with moderate-to-severe plaque * IGA score >3
PsO34 0

Candidate for phototherapy

* Demonstrated robust efficacy and a favorable safety profile versus or systemic treatment for

placebo (PBO) through Week (W) 16,3> with consistent results

th h 1 69 IL23R"Cell p|aque PsO anal
rou ears 3 o
oy P23 Signaling 21 PBO (N=22) IC0200mg QD —»
— Week H—H—+———+—+—+—+— : ——r—t—7—

Objective 024 8 . 20 24 28 32 36 44 52 112 156 160

To report clinical efficacy, patient-reported outcomes, and safety of  'Phibits IL-17A, IL-17F, and IL-22 Production 1 )

ICO in participants with PsO through 2 years in the ICONIC-LEAD ) ) Current analysis

. IL-12RB1=interleukin-12 receptor beta 1, ) . o .
trlal IL-23R=interle ukin-23 receptor. At W’ff, adul;s who achieved PASI 75 or IGAscore of 0/1 were defined as ders and were re to continue ICO or PBO. BSA=body surface area, ‘s Global A. Area and Severity Index, QD=once daily,
R=randomized.

Adults
(N=618)
2:1

Adolescen
(N=66)

ICONIC-LEAD - Study Design

PBO-Controll R ized With I and R Open-label  Final Safet Clinical outcomes
owi)o\rl‘vi‘: ed andomized V:;:“‘;:s:nd etreatment M752-W156 Follow-u v * Proportion of participants achieving IGA 0/1, IGA 0, PASI 90, PAS| 100
I - T I = " , P from W64 to W112
PASI 75 or IGA 0/1 responders = Response recapture was evaluated 24 weeks after retreatment among
g ICO200mg QD adult W24 PASI 75, PASI 90, and IGA 0/1 responders who underwent
ICO200 mgQD (N=412) o ICO200 mg QD treatment withdrawal and were PASI 75, PASI 90, and IGA 0/1
r{ ppo nonresponders, respectively, at the time of retreatment®

PBO (N=206)

* )
1ICO200 mg Qb ( N= 44) Al ;Jarticipa nts entering the open-labelperiod (W52-W156) received ICO and were included in the

lysis; nonresp onderimputation was assig ned after participant discontinuation of study drug due to
lack of efficacy oran AE of worsening PsO. Observed data were used for
proto col-prohibited medication that could improve PsO or discontinued for other reasons. After

accounting forthese intercurrent events, subjects with missing data were imp uted using multiple
imputation method. "After retreatment, nonresponderimputation was assigned after participant

PASI 75 and IGA 0/1 nonresponders dile

ICO200mg QD

v

IC0200mg QD — Safety

AE=adverse event, CMlI=clinically i limp t PRO=pati
Diary, PY=patientyears, SAE=severe adverse event.

Outcomes & Analyses

* Proportion of participants achieving PSSD Signs score of 0 ¢, PSSD
Symptoms score of 0¢, CMI in PSSD Itchd from W64 to W1122

* Number (%) of participants and exposure-adjusted incidence rates (/100
PY)e

discontinuation of study drug due to lack of efficacy, or an AE of worsening PsO. Additionally, through
W52, nonresponder imputation was also assigned after retreatment for initiation of protocol-
prohibited medication that could improve PsO. Observed data were used for participants who
discontinued due to other reasons. Remaining missing data were not imp uted. “Among p articipants
with baseline score >0. “Defined as 24-point improvement from baseline; among

articipants initiating

articipants with
baseline PSSD Itch score 24. “Among participants who received 21 dose of study drug.

ported outcome, PSSD=Psoriasis Symptoms and Signs

Results

ICO demonstrated high and durable IGA 0/1, IGA 0, PASI 90 and PASI 100 response rates from W64 through W112

*  Among participants entering the open label period (N=614), 559 completed treatment through W112

* Among adult PASI 75, PASI 90, and IGA 0/1 responders at W24 who underwent treatment withdrawal and were nonresponders at the time of

retreatment, 90%, 85%, and 84%, respectively, regained response 24 weeks after retreatment (data not shown)
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9All partidpants entering the open-label period (W52-W156) received ICO and were included in the analysis. Cl=confidence interval.
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ICO demonstrated durable improvements in PsO itch and PsO symptom and sign
resolution from W64 through W112

Through W112, among adults and
adolescents with plaque PsO in the

phase 3 ICONIC-LEAD study, ICO

demonstrated:

v High and durable rates of skin

clearance and sustained

improvements in patient-reported
outcomes
v" Robust response recapture 24
weeks following retreatment
v/ Stable exposure-adjusted AE
rates, with no new safety signals
identified
These findings support the use of once-

daily oral ICO for long-term

management of PsO

Exposure-adjusted AE and SAE rates were comparable across treatment groups and study phases through W112

Achievement of PRO Responses
100

78% 81% 81% 79% 80%
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40 A

34%
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Week

CMI2 in PSSD ltch (N=474)

®  PSSD Symptom Score of 0 (N=469)
&  PSSD Sign Score of 0 (N=556)

9Defined as 24-pointimprove ment from baseline; among participants with baseline PSSD Itch score 4.

AEs Through W112

Mean weeks / total PY
of follow-up

Any AE
Incidence/100PY (95% Cl)®
SAE
Incidence/100PY (95% Cl)b
AE leading to D/C
Incidence/100PY (95% Cl)®
Infection
Incidence/100PY (95% Cl)®
Serious infection
Incidence/100PY (95% Cl)b
Gl AE
Incidence/100PY (95% Cl)®
Malignancy®

Incidence/100PY (95% CI)b

PBO-controlled (W0-16)

W0-52

1CO Combined?

(N=669)

W0-Ww112

1CO Combined?
(N=669)

15.9/138.8
230 (50%)
245 (213, 276)
6 (1%)
4(2,10)

6 (1%)
4(2,9)
108 (24%)
91 (74, 108)
1(<1%)
1(0,4)
27 (6%)
20 (13, 28)
2 (<1%)

1(0,5)

15.7/68.6
111 (49%)
237 (193, 282)

6 (3%)
9(3,19)

2 (1%)
3(0, 10)
51 (22%)

86 (62, 109)

0 (0%)

0(0,4)
12 (5%)
18 (8, 28)

0 (0%)

0(0,4)

40.8/522.6
450 (67%)
167 (151, 182)
20 (3%)
4(2,6)
15 (2%)
3(1,4)
261 (39%)
66 (58, 74)
2 (<1%)
<1(0, 1)
62 (9%)
13 (10, 16)
2 (<1%)

0(0,1)

92.9/1190.6
522 (78%)
118 (108, 128)
50 (7%)
4(3,6)

21 (3%)
2(1,2)
347 (52%)
47 (42,52)
9 (1%)
1(0,1)

93 (14%)
9(7,10)

6 (1%)

<1(0, 1)

Data shown are n (%) unless otherwisenoted. Data during the withdrawal period (on or after W28 and before retreatment) were excluded for participants who were rerandomized to PBO at W24. ®Includes data for ICO-randomized participants and PBO-randomized
partidpants who crossed over after W16 to receive thestudytreatment. bCl is based on the normal approximation or an exact method following a Poisson distribution if the number of partidpants with events is <10. ‘Malignancies were identified in the eCRF through
investigator assessment. D/C=discontinuation, eCRF=electronic Case Report Form, Gl=gastrointestinal.
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