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Icotrokinra: IL-232 B AZAETHFARTFF

scientific reports
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OPEN JNJ-77242113, a highly potent, o H Q CH3
selective peptide targeting Val— Asn—Thr — Trp Lys Val —Tyr—Ala—N" “CO—Glu—Asn—Alz L Giy—nh,

the IL-23 receptor, provides robust HC & \
IL-23 pathway inhibition upon oral ‘ N| P

dosing in rats and humans
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An Oral Interleukin-23-Receptor Antagonist

Peptide for Plaque Psoriasis
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Percertage of Patients
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Icotrokinrald & & HFzEE Zx L T52:BIZH L THE T (FRONTIER2)

FRONTIER-2: A phase 2b, long-term

extension, dose-ranging study of oral FRONTI ER:!-O)521EI- 35 TD
JNJ-77242113 for the treatment of extension study

moderate-to-severe plaque psoriasis (FRO NTI ERZ)
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Methods: End Point

Primary End Point:
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Methods: IGA&EPASI

IGA(Investigator’s Global Assessment)
0 Clear

1 Almost Clear

2 Mild

3 Moderate

4 Severe

IGA 0/1 response
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J Dermatolog Treat 2015; 26: 23-31.

PASI(Psor|a5|s Area and Severity Index)
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Methods: PSSD&DLQN

PSSD: DLQI:

Psoriasis Symptoms and Signs Diary Dermatology Life Quality Index
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Methods: Participants

B F7Inclusion criteria m Exclusion criteria
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Results: E& 5=

Icotrokinra Placebo Total
Characteristic (N=456) (N=228) (N=684)
Age —yr 42.4:16.3 43.2+16.6 42.6+16.4 L LS
gV Y P P SR, BIED 6SHIER
Race or ethnic group — no. (%)
American Indian, Alaska Native, Native Hawaiian, 2 (<1) 1(<1) 3(<1)
or Pacific Islander
Asian 110 (24) 57 (25) 167 (24)
Black 6 (1) 2 (<1) 8 (1)
White 329 (72) 165 (72) 494 (72)
Body-mass indexi: 29.2+6.9 29.3+7.0 29.3+7.0 S
Duration of psoriasis — yr 17.3+£13.9 16.6+12.7 17.1+13.5 'E%'Eﬂ FEﬁ ‘j: I:FI 9&1@ 75\ 1 7E$Er§
PASttotal scorel ________________________________1o4T1 _____ 20&81______ 199:75__
IGA score — no. (%)9
3 Moderate plaque psoriasis ___ 3L IBOO e )
4 Severeplaquepsoriasis __________________ us@s) ____ss@4) wos)  PASIAN2032E . IGAIX3A75%F2E . BSAH25%FEE
Percentage of affected body-surface areal | _______________246z143______2711162_ ______: 25.5515.0_

Scalp-specific IGA score — no./total no. (%)**

3, Moderate scalp psoriasis
4, Severe scalp psoriasis
PSSD symptom scorefT
PSSD itch score
DLQI scorei:
Previous use of systemic therapy for psoriasis — no. (%){§

Biologic therapy| | __ _________________________

Phototherapy

Nonconventional nonbiologic systemic therapy***

268/451 (59)
76/451 (17)
50.1£25.8

6.2+2.5
11.416.7
327 (72)

136 (30)
37 (8)

116/227 (51)
49/227 (22)
49.4+25.4

6.3+2.4
11.0+6.4
163 (71)

67 (29)
17 (7)

384/678 (57)
125/678 (18)
49.9:25.6
6.2+2.4
11.346.6
490 (72)

203 (30)
54 (8)

csDMARDs50%#2 . bDMARDs35%%2 £



Results: Primary End Point

|cotrokinra Placebo Difference
End Point (N =456) (N=228) (95% Cl)

percentage points
Coprimary end points
IGA 0/1 response at wk 16 — no. (%) 295 (65) 19 (8) 56.4 (50.4-61.7)
PASI 90 response at wk 16 — no. (%) 226 (50) 10 (4) 45.1 (39.5-50.4)

lcotrokinra®$(16:8(ZFH [+ 5HIGA0/1 response., PASI 90
response® EEHDEISIZEHL TPlacebofFi LYELFEIZZ o=

Adjusted
P Valuef

<0.001
<0.001



Results: 16:8E TOHOPASI., IGADHEFS

A PASI 75 Response B PASI 90 Response C PASI 100 Response
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Results: 16:8FE TOHOPROMD HEFE

PSSD symptom scoreH’0®M PSSD Itch scoreh\EaREIE. DLQI scoreh 0HAHLNME1D
BEDINE DHAOIRELRDHDHE %‘O)%IlA BEDINE
100 —f= Icotrokinra (N=408) 100- —gg— Icotrokinra (N=350) 100+ g~ Icotrokinra (N=398)
90 Placebo (N=208) 90 Placebo [N=176) 90 Placebo (N=200)
i | -2k - Placebo to icotrokinra (N=194 2 | - e~ Placebo to icotroki 2 | -k - Placebo to icotrokinra (N=186 .
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Results: HEE XK

Variable
Mean duration of follow-up — wk
Total participant-yr of follow-up

Mo. per 100 participant-yr (95% )1

Most common adverse events [=5%) — no. (%)
Masopharyngitis
Upper respiratory tract infection
Headache
Adverse event leading to discontinuation — no. (%)
Mo. per 100 participant-yr (95% Cl)T
Serious adverse event — no. (3]
Mo. per 100 participant-yr (95% Cl)t
Gastrointestinal adverse event— no. (%)
Mo. per 100 participant-yr (95% )1
Infection — no. (%) 1

lcotrokinra,
Weeks 024
[N=458)

236
2063

1891
(174.6-223.6)

37 (8)
34 (7)
21 (5)
& (1)
2.9 (1.1-6.4)
11 {24
5.4 (2.7-9.6)
34 (7)
17.3 (12.0-24.2)
131 {29)

Mo. per 100 participant-yr (95% Cl)T

Serinus infectinn — e {28

Mo. per 100 participant-yr (95% Cl)t
Cancer — no. (%)
Mo. per 100 participant-yr (95% )1

Active tuberculosis — no. (%)

Icotrokinraff CHHE EE

R RIIKREELTL

77.6 (64.3-90.9)

_____ Ji=l) o

0.5 {0.0-2.7)
2 (<1}
1.0 {0.1-3.5)
0

Placebo to
Icotrokinra, FMacebo, lcotrokinra,
Weeks 0-16 Weaks 0-16 Weeks 16-24
(M= 456) (M=21218) (M=213)*
1549 15.8 82
139.2 68.9 333
______ 225(49) ________112(49) _______S3(@5)________233(55)__
2345 2398 182.4
(203.9-265.2) {195.4-284.3) {133.3-231.6)
11 7) 15 (7) 5 (2)
30 (7) 16 (7) 6 (3)
19 (4) 2 (1) 0
6 (1) 1 {<1) 1 (<1}
4.3 (1.6-9.4) 1.5 (0.0-8.1) 3.0 (0.1-16.8)
6 (1)§ 6 (3]§ 1{=1)q
4.3 (1.6-0.4) 5.8 (3.2-10.2) 1.0 (0.1-16.8)
26 (6) 13 () 1 (<1}

19.4 (12.7-28.5)  19.6 {10.5-33.6) 3.0 (0.1-16.8)
107 {23) 51 (22) 21 (10)
89.2 (72.3-106.2) 855 (62.0-109.0) 663 [38.0-94.7)
_______ 1=y A _____
0.7 (0.0-4.0) 0.0 (0.0-4.4) 0.0 {0.0-9.0)

2 (1) 0 0
1.4 (0.2-5.2) 0.0 [0.0—4.4) 0.0 {0.0-9.0)

0
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Limitation
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