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ABSTRACT

Introduction:  Icotrokinra, a first-in-class tar‑
geted oral peptide, precisely blocks the interleu‑
kin (IL)-23 receptor and inhibits IL-23 pathway 

signaling. In phase 3 studies (ICONIC-LEAD, 
ICONIC-TOTAL, ICONIC-ADVANCE 1 and 2), 
icotrokinra provided superior skin clearance ver‑
sus placebo and deucravacitinib in adults and 
adolescents with moderate-to-severe psoriasis 
and psoriasis affecting high-impact sites. This 
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analysis evaluates icotrokinra safety through 
1 year using pooled data from these four studies.
Methods:  Icotrokinra-randomized partici‑
pants received 200-mg pills once daily, and pla‑
cebo-randomized participants crossed over to 
icotrokinra at week 16; participants randomized 
to deucravacitinib 6 mg (ICONIC-ADVANCE 1 
and 2 only) switched to icotrokinra at week 24. 
Pooled safety data are summarized for the pla‑
cebo-controlled period (week 0–16, all studies), 
active-controlled period (week 0–24, ICONIC-
ADVANCE 1 and 2), and through week 52 (all 
studies).
Results:  During the placebo-controlled period 
across all studies, 568 participants received 
placebo and 1296 received icotrokinra. From 
week 0 to 24 in the ICONIC-ADVANCE studies, 
632 participants received icotrokinra and 634 
received deucravacitinib. Through week  52, 
2400 icotrokinra-treated participants contrib‑
uted 1840 participant-years [PY] of follow-up. 
Through week 16, in the icotrokinra and pla‑
cebo groups, respectively, exposure-adjusted 

incidence rates/100 PY of adverse events (AEs; 
232 and 269), serious AEs (5.2 and 6.6), infec‑
tions (91 and 104), and AEs leading to discontin‑
uation (6.6 and 10.0) were comparable between 
groups. Through week  24, in the ICONIC-
ADVANCE studies, rates/100 PY with icotrokinra 
versus deucravacitinib were as follows: AEs, 204 
vs 265; serious AEs, 6.4 vs 7.2; infections, 81 
vs 119; AEs leading to discontinuation, 5.7 vs 
6.8. Through week 52, event rates/100 PY in 
icotrokinra-treated participants were as follows: 
AEs, 167; serious AEs, 4.6; infections, 76; AEs 
leading to discontinuation, 3.0.
Conclusion :   In this analysis of 2400 
icotrokinra-treated participants with psoriasis 
followed through 1 year, icotrokinra demon‑
strated favorable safety; event rates through 
week 16 were similar to placebo and remained 
consistent through week 52.
Infographic available for this article.
C l i n i c a l Tr i a l s . g o v :   N C T 0 6 0 9 5 1 1 5 , 
NCT06095102, NCT06143878, NCT06220604.
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Infographic 
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Key Summary Points 

Why carry out this study?

Icotrokinra is a first-in-class targeted oral pep‑
tide that precisely blocks the interleukin-23 
receptor and inhibits interleukin-23 pathway 
signaling; in the ICONIC phase 3 psoriasis 
clinical trial program, icotrokinra demon‑
strated significant efficacy compared with 
placebo and deucravacitinib.

Data across the four ICONIC phase 3 studies 
were pooled to evaluate safety in 2400 par‑
ticipants who were treated with icotrokinra 
for up to 1 year (1840 participant-years of 
exposure).

What was learned from the study?

Pooled safety event rates in icotrokinra-
treated participants were similar to those 
observed with placebo (week 0–16) and were 
stable through 1 year of treatment.

Results of this analysis support a favorable 
safety profile of icotrokinra, a new oral ther‑
apy for adults and adolescents with moder‑
ate-to-severe psoriasis and psoriasis affecting 
high-impact sites.

DIGITAL FEATURES

This article is published with digital features, 
including an infographic to facilitate under‑
standing of the article. To view digital features 
for this article go to https://​doi.​org/​10.​6084/​m9.​
figsh​are.​33111​116.

INTRODUCTION

Psoriasis is a chronic, multisystem, immune-
mediated disease that affects approximately 
125  million people worldwide [1]. In many 

cases, individuals with moderate-to-severe psori‑
asis or psoriasis affecting high-impact sites (e.g., 
scalp, genitals, hands, and feet) require continu‑
ous long-term treatment with systemic therapy 
to achieve sustained skin clearance [2–4]. Bio‑
logic therapies targeting interleukin (IL)-23 are 
highly effective and have safety profiles that 
are generally considered to be more favorable 
than those of several other systemic therapies 
[5–9]. However, biologics are only available by 
injection or infusion, which can be undesirable 
and inconvenient for many patients [10, 11]. 
Studies show that up to 50% of children and 
adolescents and up to 30% of adults have a fear 
of needles, and this fear has resulted in many 
patients and providers reporting a willingness 
to make psoriasis treatment decisions that may 
compromise efficacy in favor of oral administra‑
tion [11–13]. In some regions (e.g., USA, China), 
surveys show that roughly 90% of patients and 
providers would prefer oral over injectable treat‑
ments, especially if other treatment characteris‑
tics (e.g., efficacy, safety, and cost) were similar 
[10, 14–16].

The conventional oral psoriasis therapies of 
cyclosporine, methotrexate, and acitretin have 
limited efficacy and/or are associated with seri‑
ous side effects and major monitoring require‑
ments [17–19]. Newer advanced oral therapies, 
including the phosphodiesterase  4 inhibitor 
apremilast and the tyrosine kinase 2 (TYK2) 
inhibitor deucravacitinib, provide modest effi‑
cacy relative to biologics [4, 20] and have limita‑
tions related to safety, including observed gas‑
trointestinal intolerability with apremilast and 
risk of infections and acne with TYK2 inhibitors 
[21–23].

Icotrokinra (JNJ-77242113) is a first-in-class 
targeted oral peptide that precisely blocks the 
IL-23 receptor and inhibits IL-23 pathway sign‑
aling. Icotrokinra was recently approved by 
the US Food and Drug Administration to treat 
moderate-to-severe plaque psoriasis in adults 
and adolescents (≥ 12 years of age who weigh ≥ 
40 kg) who are candidates for systemic therapy 
or phototherapy [24].

In the phase 3 ICONIC-LEAD [25], ICONIC-
TOTAL [26], and ICONIC-ADVANCE  1 and 
2 studies [27], icotrokinra provided signifi‑
cantly higher rates of clear or almost clear skin 

https://doi.org/10.6084/m9.figshare.33111116
https://doi.org/10.6084/m9.figshare.33111116
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compared with placebo at week 16 in adults and 
adolescents with moderate-to-severe plaque pso‑
riasis and psoriasis affecting high-impact sites. 
Icotrokinra also demonstrated superior skin 
clearance versus deucravacitinib at week 16 and 
24 in adults with moderate-to-severe psoriasis 
[27], and provided significant improvements in 
participant-reported psoriasis symptoms, includ‑
ing itch, across all studies [25–27].

This analysis evaluated the safety profile of 
icotrokinra through 1 year using pooled data 
from the ICONIC-LEAD, ICONIC-TOTAL, 
and ICONIC-ADVANCE  1 and 2 studies, 
which included 2400 participants exposed to 
icotrokinra for 1840 participant-years (PY).

Table 1   Overview of psoriasis phase 3 randomized controlled trials in the 52-week integrated icotrokinra safety analysis

BSA body surface area, hf-PGA Physician’s Global Assessment of hands and feet, IGA Investigator’s Global Assessment, PASI 
Psoriasis Area and Severity Index, QD once daily, sPGA-G Static Physician’s Global Assessment of Genitalia, ss-IGA scalp-
specific Investigator’s Global Assessment

ICONIC-LEAD
NCT06095115

ICONIC-TOTAL
NCT06095102

ICONIC-ADVANCE 1
NCT06143878

ICONIC-ADVANCE 2
NCT06220604

Key inclusion criteria  Age ≥ 12 years  Age ≥ 12 years  Age ≥ 18 years  Age ≥ 18 years

 IGA ≥ 3  IGA ≥ 2  IGA ≥ 3  IGA ≥ 3

 PASI ≥ 12  BSA ≥ 1%  PASI ≥ 12  PASI ≥ 12

 BSA ≥ 10%  At least 1 high-impact site 
with at least moderate pso-
riasis (ss-IGA ≥ 3, sPGA-G 
≥ 3, or hf-PGA ≥ 3)

 BSA ≥ 10%  BSA ≥ 10%

 Candidate for phototherapy 
or systemic treatment

 Candidate for phototherapy 
or systemic treatment

 Candidate for photo-
therapy or systemic 
treatment

 Failed ≥ 1 topical therapy

 Candidate for phototherapy 
or systemic treatment

Treatment groups (randomiza-
tion through week 52)

Icotrokinra (N = 456) Icotrokinra (N = 208) Icotrokinra (N = 311) Icotrokinra (N = 322)

 200 mg QD week 0–24  200 mg QD week 0–52  200 mg QD week 0–52  200 mg QD week 0–52

 Week 24–52: randomized 
withdrawal and re-
treatment based on PASI 75 
and IGA 0/1 response 
(adults only; all adolescents 
continued icotrokinra)

Placebo (N = 103) Placebo (N = 156) Placebo (N = 82)

 Placebo QD week 0–16  Placebo QD week 0–16  Placebo QD week 0–16

 Icotrokinra 200 mg QD 
week 16–52

Icotrokinra 200 mg QD 
week 16–52

Icotrokinra 200 mg QD 
week 16–52

Placebo (N = 228) Deucravacitinib (N = 307)  Deucravacitinib (N = 
327)

 Placebo QD week 0–16  Deucravacitinib 6 mg QD 
week 0–24

 Deucravacitinib 6 mg QD 
week 0–24

 Icotrokinra 200 mg QD 
week 16–52

 Icotrokinra 200 mg QD 
week 24–52

 Icotrokinra 200 mg QD 
week 24–52

METHODS

Studies and Participants

Safety data were pooled from the four 
randomized, double-blind, phase 3 studies of 
icotrokinra described in Table 1 [25–27]. These 
four studies were conducted in accordance with 
ethical principles that have their origin in the 
Declaration of Helsinki and are consistent with 
Good Clinical Practice. All study protocols were 
approved by an institutional review board or 
ethics committee. All participants provided 
written informed consent.
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All studies included a 16-week placebo-
controlled period, and ICONIC-ADVANCE  1 
and 2 also included a 24-week active-controlled 
period with deucravacitinib [27]. ICONIC-
LEAD included a randomized-withdrawal and 
re-treatment period during which adults who 
achieved ≥ 75% improvement in Psoriasis Area 
and Severity Index (PASI 75) or Investigator’s 

Global Assessment  0 or 1 (cleared skin or 
minimal disease) with ≥ 2-grade improvement 
from baseline at week 24 were re-randomized 
1:1 to continue icotrokinra or switch to placebo. 
Those who switched to placebo were re-treated 
with icotrokinra 200 mg once daily upon loss of 
≥ 50% of their week 24 PASI improvement.

Fig. 1   Exposure-adjusted rates of participants with events 
per 100  PY of follow-up (95%  CI) for specific adverse 
events during the placebo- and active-controlled peri-
ods and through 1  year. CI, confidence interval; EAIR, 
exposure-adjusted incidence rate; MACE, major adverse 
cardiovascular event;  PY, participant-years; TB, tubercu-
losis. To account for the different placebo-to-icotrokinra 
randomization ratio in ICONIC-ADVANCE  2 versus 
the other studies, week  0–16 rates were adjusted by the 
total follow-up from the combined placebo and icotrokinra 
treatment groups in a study. aICONIC-ADVANCE 1 and 
2 studies only. bIncludes data for participants randomized 
to icotrokinra, data after week  16 for participants rand-
omized to placebo who crossed over to icotrokinra, and 
data after week 24 for participants randomized to deucra-

vacitinib who switched to icotrokinra. For the ICONIC-
LEAD study, events that occurred during the withdrawal 
period (on or after week 28 and before re-treatment) were 
excluded for participants who were re-randomized to pla-
cebo at week  24. cIncludes all MACE events, hospitaliza-
tion for unstable angina, and coronary revascularization 
(without myocardial infarction, unstable angina, or heart 
failure). dIncludes cardiovascular death, nonfatal myocar-
dial infarction, and nonfatal stroke. eIncludes transient 
ischemic attack, venous and peripheral arterial vascu-
lar thrombotic events, congestive heart failure, cardiac 
arrhythmia (no evidence of ischemia), and other serious 
non-MACE cardiovascular events such as syncope of a 
cardiovascular origin and severe/accelerated hypertension 
leading to hospitalization
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Full eligibility criteria for all studies have 
been reported previously [25–27]. ICONIC-
LEAD and ICONIC-TOTAL enrolled adults 
and adolescents (≥ 12 years of age); ICONIC-
ADVANCE 1 and 2 enrolled adults (≥ 18 years 
of age). Relevant to safety analyses, individuals 
with stable concomitant medical conditions 
considered not to interfere with evaluation of 
psoriasis or compromise participant well-being 
were generally eligible for enrollment if all other 
inclusion and exclusion criteria were satisfied. 
Individuals were not eligible to participate 
if they had a current diagnosis or signs or 
symptoms of severe, progressive, or uncontrolled 
renal, hepatic, cardiac, vascular, pulmonary, 
gastrointestinal, endocrine, neurologic, 
hematologic, rheumatologic, psychiatric, or 
metabolic disturbances. Adults were excluded 
if they had a history of suicidal ideation or 
behavior in the 26  weeks prior to screening 
and were considered at risk by the investigator. 
Adolescents were excluded if they had suicidal 
ideation or non-suicidal self-injurious behavior in 
the 26 weeks prior to screening or a history of any 
suicidal behavior in their lifetime. Individuals 
were also excluded if they tested positive at 
screening for hepatitis B infection, hepatitis C 
infection, or HIV; had a history of chronic or 
recurrent infectious disease; had a history of 
known or suspected immunodeficiency; had a 
serious infection within 8 weeks of screening; 
tested positive for or had been exposed to 
COVID-19 within 4 weeks of the first dose of 
study agent; had a current malignancy or history 
of malignancy within 5 years of screening (except 
adequately treated, nonrecurrent nonmelanoma 
skin cancer [NMSC] or cervical cancer in situ); 
or had a history of signs or symptoms of active 
tuberculosis (TB) at screening. Individuals with 
latent TB infection (LTBI) identified during 
screening were eligible if active TB was ruled 
out. In the ICONIC-LEAD and ICONIC-TOTAL 
studies, preventive treatment of LTBI was at the 
discretion of the investigator. LTBI treatment 
was required in the ICONIC-ADVANCE 1 and 
2 studies because this is a label requirement for 
deucravacitinib [28].

Individuals who received prior treatment 
with icotrokinra or who had primary efficacy 
failure with ≥ 1 agent directly targeting IL-23 

were excluded from all studies. Those with pre‑
vious exposure to deucravacitinib or primary 
efficacy failure with any TYK2 inhibitor were 
excluded from the ICONIC-ADVANCE studies. 
Use of B cell-depleting agents was prohibited 
within 26 weeks of the first dose of study agent. 
Use of biologic therapy was prohibited within 
12 weeks or 5 half-lives (whichever is longer) 
of the first dose of study agent. Other systemic 
immunomodulators and phototherapy were pro‑
hibited within 4 weeks, and topical medications 
that could affect psoriasis evaluations were pro‑
hibited within 2 weeks of the first dose of study 
agent. Live virus or bacterial vaccination and 
BCG vaccination were prohibited within 4 weeks 
and 1 year, respectively, prior to the first dose of 
study agent.

Safety Assessments

The safety analysis population included all 
randomized participants who received at least 
one dose of study drug. Safety was evaluated 
using pooled data across the four pivotal 
ICONIC phase 3 studies, including participants 
randomized and treated with placebo or 
icotrokinra through week  16 in all studies 
and participants randomized and treated with 
deucravacitinib or icotrokinra through week 24 
in the ICONIC-ADVANCE studies. Icotrokinra 
pooled safety results through week 52 include 
data for participants randomized to icotrokinra, 
data after week 16 for participants randomized 
to placebo who crossed over to icotrokinra, and 
data after week 24 for participants randomized 
to deucravacitinib who switched to icotrokinra. 
ICONIC-LEAD data collected during the 
withdrawal period (on or after week  28 
and before re-treatment) were excluded for 
participants who were re-randomized to placebo 
at week 24.

Adverse events (AEs) were classified using the 
Medical Dictionary for Regulatory Activities 
(MedDRA) version 27.0. Protocol-defined AEs 
of special interest included malignancies, active 
TB, and possible Hy’s law (defined as alanine 
aminotransferase [ALT] or aspartate aminotrans‑
ferase [AST] ≥ 3 times the upper limit of normal 
(ULN) together with total bilirubin ≥ 2  times 
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ULN or international normalized ratio (INR) > 
1.5, if measured). Cardiovascular and opportun‑
istic infection adjudicated events were identi‑
fied using Standardized MedDRA Query (SMQ) 
and/or high-level term. Positively adjudicated 
cardiovascular events were defined as (1) major 
adverse cardiovascular events (MACE; cardiovas‑
cular death, nonfatal myocardial infarction, and 
nonfatal stroke), (2) extended MACE (includes 
MACE, hospitalization for unstable angina, and 
coronary revascularization), or (3) other cardio‑
vascular events (defined in Fig. 1 footnote e). Pos‑
itively adjudicated opportunistic infection events 
were categorized as (1) opportunistic or (2) TB 
(active or latent). Other AEs analyzed included 
treatment-emergent serious infections (i.e., infec‑
tions reported as serious AEs [SAEs]), gastrointes‑
tinal AEs, hepatic AEs (including hepatic events 
leading to discontinuation and serious hepatic 
events [MedDRA SMQ of drug-related hepatic 
disorders–comprehensive search (narrow scope)]), 
hypersensitivity reactions, anaphylactic reac‑
tions, suicidal ideation and behavior, and depres‑
sion (excluding suicidal ideation and behavior).

Statistical Analyses

Treatment-emergent AEs were defined as new or 
worsening AEs occurring at or after initiation 
of study intervention and within 4 weeks after 
the last dose or treatment discontinuation. Rates 
of AEs, AEs leading to study drug discontinua‑
tion, SAEs, infections, and other AEs of inter‑
est were adjusted for duration of follow-up and 
reported per 100 PY. Study-size adjusted Wald 
statistics were used to calculate 95% confidence 
intervals (CIs) for these types of AEs. In addition, 
study-size adjusted Wald statistics with continu‑
ity corrections were used to create 95% CIs for 
AEs of serious infections, active TB, treatment-
emergent LTBI, opportunistic infections, car‑
diovascular events, malignancies, depression, 
suicidal ideation and behavior, hypersensitivity 
reactions, and anaphylactic reactions.

To contextualize the frequency of malignancy, 
the National Institutes of Health Surveillance, 
Epidemiology, and End Results (SEER) database 
(2000–2021) was used to estimate the expected 
number of individuals with malignancies in the 

general US population, adjusting for age, sex, 
and race. Standardized incidence ratios (SIRs) 
were calculated as the number of malignancies 
other than NMSC and cervical cancer in situ 
reported in icotrokinra-treated participants 
divided by the expected number of malignancies 
in the general US population [29].

RESULTS

Participants

Across the four ICONIC phase 3 studies, there 
were 2498 participants included in the pooled 
safety analysis population. Baseline demographic 
and disease characteristics were generally similar 
across studies. Participants were predominantly 
male (66.8%) and White (76.4%), with a mean 
(standard deviation [SD]) age of 45.2 (14.5) years 
and mean (SD) body mass index of 29.5 (6.9) kg/
m2. Consistent with differences in study design, 
participants in ICONIC-TOTAL had lower mean 
PASI scores and lower mean percent body surface 
area affected by psoriasis at baseline than in the 
other studies. Baseline medical history shows 
that roughly half of participants in ICONIC-
TOTAL and ICONIC-ADVANCE 1 and 2 reported 
current or former use of nicotine products, com‑
pared with 40% in ICONIC-LEAD; differences 
may be due to inclusion of 66 adolescents in 
ICONIC-LEAD. Common comorbidities (affect‑
ing > 10% of participants) included hyperten‑
sion, hyperlipidemia, psoriatic arthritis, and 
diabetes mellitus (Table 2). Roughly half of all 
participants in each study had previously used 
conventional systemic therapies, and between 
one-quarter and one-third of participants had 
previously used ≥ 1 biologic therapy (Table 3).

Across all four studies, during the 16-week 
placebo-controlled period, 568 partici‑
pants received placebo (170  PY) and 1296 
received icotrokinra (395  PY). During the 
24-week active-controlled period in ICONIC-
ADVANCE 1 and 2, 632 participants received 
icotrokinra (285  PY) and 634 received deu‑
cravacitinib (283  PY). Through week  52 
in all studies, 2400 participants received 
icotrokinra (1840 PY). In the ICONIC-LEAD 
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Table 2   Baseline demographics, psoriasis disease characteristics, and medical history by study (safety analysis population)

ICONIC-LEAD ICONIC-TOTAL ICONIC-
ADVANCE 1

ICONIC-
ADVANCE 2

Total

Participants, n 684 311 772 731 2498

Demographic characteristics

 Age, years 42.6 (16.4) 44.7 (14.3) 46.7 (13.4) 46.1 (13.6) 45.2 (14.5)

 Sex, n (%)

  Male 447 (65.4) 200 (64.3) 526 (68.1) 496 (67.9) 1669 (66.8)

  Female 237 (34.6) 111 (35.7) 246 (31.9) 235 (32.1) 829 (33.2)

 Race, n (%)

  White 494 (72.2) 243 (78.1) 568 (73.6) 604 (82.6) 1909 (76.4)

  Asian 167 (24.4) 61 (19.6) 180 (23.3) 89 (12.2) 497 (19.9)

  Black or African American 8 (1.2) 2 (0.6) 11 (1.4) 22 (3.0) 43 (1.7)

  American Indian or Alaska Native 1 (0.1) 0 3 (0.4) 2 (0.3) 6 (0.2)

  Native Hawaiian or other Pacific 
Islander

2 (0.3) 0 2 (0.3) 5 (0.7) 9 (0.4)

  Multiple 1 (0.1) 1 (0.3) 0 3 (0.4) 5 (0.2)

  Unknown or not reported 11 (1.6) 4 (1.3) 8 (1.0) 6 (0.8) 29 (1.2)

 Weight,a kg 86.2 (22.2) 85.7 (22.1) 87.4 (22.7) 89.0 (20.6) 87.3 (21.9)

 Body mass index,b kg/m2 29.3 (7.0)a 29.2 (7.1) 29.5 (7.1) 29.8 (6.5) 29.5 (6.9)

Psoriasis characteristics

 Age at psoriasis diagnosis, years 25.7 (14.9) 28.6 (15.1) 29.4 (15.3) 28.6 (15.3) 28.0 (15.2)

 Duration of psoriasis, years 17.1 (13.5) 16.3 (12.4) 17.4 (12.2) 17.6 (13.1) 17.2 (12.8)

 PASI (range, 0–72) 19.9 (7.5) 14.4 (7.4) 20.1 (7.3) 19.8 (6.9) 19.2 (7.5)

 Percent BSA affected 25.5 (15.0) 16.0 (12.9) 26.2 (15.6) 25.8 (14.2) 24.6 (15.1)

 IGA, n (%)

  2 (mild) 0 17 (5.5) 0 0 17 (0.7)

  3 (moderate) 514 (75.1) 226 (72.7) 614 (79.5) 586 (80.2) 1940 (77.7)

  4 (severe) 170 (24.9) 68 (21.9) 158 (20.5) 145 (19.8) 541 (21.7)

Medical history, n (%)

 Psoriatic arthritis 91 (13.3) 50 (16.1) 121 (15.7) 93 (12.7) 355 (14.2)

 Coronary artery disease 13 (1.9) 7 (2.3) 20 (2.6) 14 (1.9) 54 (2.2)

 Myocardial infarction 5 (0.7) 1 (0.3) 13 (1.7) 10 (1.4) 29 (1.2)

 Angina pectoris 0 2 (0.6) 2 (0.3) 3 (0.4) 7 (0.3)

 Coronary artery bypass graft 1 (0.1) 2 (0.6) 4 (0.5) 2 (0.3) 9 (0.4)
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Table 2   continued

ICONIC-LEAD ICONIC-TOTAL ICONIC-
ADVANCE 1

ICONIC-
ADVANCE 2

Total

 Percutaneous coronary intervention 3 (0.4) 2 (0.6) 9 (1.2) 5 (0.7) 19 (0.8)

 Peripheral vascular disease 5 (0.7) 6 (1.9) 17 (2.2) 7 (1.0) 35 (1.4)

 Transient ischemic attack 2 (0.3) 1 (0.3) 2 (0.3) 0 5 (0.2)

 Stroke 3 (0.4) 0 7 (0.9) 3 (0.4) 13 (0.5)

 Diabetes mellitus 77 (11.3) 36 (11.6) 91 (11.8) 76 (10.4) 280 (11.2)

 Hyperlipidemia 102 (14.9) 62 (19.9) 153 (19.8) 131 (17.9) 448 (17.9)

 Hypertension 172 (25.1) 79 (25.4) 240 (31.1) 220 (30.1) 711 (28.5)

 Asthma 35 (5.1) 15 (4.8) 41 (5.3) 47 (6.4) 138 (5.5)

 Depression 37 (5.4) 30 (9.6) 47 (6.1) 57 (7.8) 171 (6.8)

 Chronic liver diseasec 19 (2.8) 12 (3.9) 29 (3.8) 18 (2.5) 78 (3.1)

 Skin squamous cell carcinoma 2 (0.3) 1 (0.3) 3 (0.4) 3 (0.4) 9 (0.4)

 Skin basal cell carcinoma 3 (0.4) 1 (0.3) 5 (0.6) 5 (0.7) 14 (0.6)

 Ulcerative colitis 2 (0.3) 1 (0.3) 4 (0.5) 3 (0.4) 10 (0.4)

 Crohn’s disease 1 (0.1) 1 (0.3) 1 (0.1) 1 (0.1) 4 (0.2)

 Anxiety 43 (6.3) 29 (9.3) 48 (6.2) 50 (6.8) 170 (6.8)

 Current or former nicotine used 273 (39.9) 142 (45.7) 396 (51.3) 358 (49.0) 1169 (46.8)

 Current or former alcohol usee 338 (49.4) 195 (62.7) 487 (63.1) 441 (60.3) 1461 (58.5)

 Family history or early coronary 
artery diseasef

43 (6.3) 21 (6.8) 48 (6.2) 49 (6.7) 161 (6.4)

 Family history of cancer in 1st 
degree relativeg

117 (17.1) 62 (19.9) 168 (21.8) 149 (20.4) 496 (19.9)

 Family history of psoriasis 249 (36.4) 112 (36.0) 264 (34.2) 273 (37.3) 898 (35.9)

 Family history of myocardial 
infarction

68 (9.9) 36 (11.6) 101 (13.1) 82 (11.2) 287 (11.5)

 Family history of stroke 53 (7.7) 38 (12.2) 85 (11.0) 61 (8.3) 237 (9.5)

Data are presented as mean (standard deviation) unless otherwise specified
BSA body surface area, IGA Investigator’s Global Assessment, PASI Psoriasis Area and Severity Index
a ICONIC-TOTAL, n = 305; ICONIC-ADVANCE 2, n = 730; total, n = 2491
b ICONIC-LEAD, n = 682; ICONIC-TOTAL, n = 304; ICONIC-ADVANCE 2, n = 729, total, n = 2487
c E.g., fatty liver disease, alcohol-induced, cirrhosis
d Includes cigarettes, cigars, pipes, smokeless tobacco, patches/gum, and e-cigarettes or equivalent
e Includes beer, wine, and distilled spirits
f Diagnosed at age < 55 years
g Excluding skin squamous cell and basal cell carcinomas
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and ICONIC-TOTAL studies, 72 adolescent par‑
ticipants were exposed to icotrokinra (98.6% 
[71/72] were exposed for at least 6 months, and 
62.5% [45/72] were exposed for 1 year).

Adverse Events

During the 16-week placebo-controlled period, 
exposure-adjusted incidence rates (EAIRs; defined 
as the number of participants with events per 
100 PY) of AEs were 232/100 PY and 269/100 PY 
in the icotrokinra and placebo groups, respec‑
tively. In the ICONIC-ADVANCE studies through 
week 24, EAIRs of AEs were 204/100 PY and 
265/100 PY in the icotrokinra and deucravaci‑
tinib groups, respectively. The EAIR of AEs in the 
icotrokinra group did not increase over time and 
was 167/100 PY through week 52 (Table 4). The 
EAIRs of SAEs were 5.20/100 PY and 6.55/100 PY 
in the icotrokinra and placebo groups, respec‑
tively, through week  16, 6.40/100  PY and 
7.18/100 PY in the icotrokinra and deucravaci‑
tinib groups, respectively, through week  24, 

and 4.58/100  PY with icotrokinra through 
week 52. EAIRs of severe AEs were 5.32/100 PY 
and 9.45/100 PY with icotrokinra and placebo 
through week 16, 4.96/100 PY and 6.46/100 PY 
with icotrokinra and deucravacitinib through 
week  24, and 3.86/100  PY with icotrokinra 
through week 52 (Table 4). The EAIR of AEs lead‑
ing to discontinuation was 6.60/100 PY in the 
icotrokinra group and 10.0/100 PY in the placebo 
group through week 16; EAIRs through week 24 
were 5.66/100 PY and 6.77/100 PY, respectively, 
in the icotrokinra and deucravacitinib groups. 
The EAIR of AEs leading to discontinuation 
remained stable for all icotrokinra-treated partici‑
pants through week 52 (2.95/100 PY) (Table 4).

T h r o u g h  w e e k   5 2 ,  t h r e e  d e a t h s 
(hematemesis, myocardial infarction, and 
toxicity to various agents) with confounding 
factors were reported in icotrokinra-treated 
participants. These deaths are described in 
previous reports of pooled data from the 
ICONIC-ADVANCE 1 and 2 studies [27, 30].

Table 3   Previous psoriasis medications by study (safety analysis population)

JAK Janus kinase, PDE4 phosphodiesterase 4, PUVA psoralen + ultraviolet B, UVB ultraviolet B
a Includes topical anthralin, calcineurin inhibitors, calcipotriene and other vitamin D analogues, corticosteroids, JAK inhibi-
tors, PDE4 inhibitors, and tazarotene
b Includes PUVA, methotrexate, cyclosporin, acitretin, azathioprine, and fumarate
c Includes etanercept, infliximab, adalimumab, ustekinumab, briakinumab, secukinumab, ixekizumab, brodalumab, 
guselkumab, risankizumab, tildrakizumab, alefacept, efalizumab, natalizumab, and certolizumab pegol
d Includes PUVA or UVB
e Includes apremilast, deucravacitinib (ICONIC-LEAD and ICONIC-TOTAL only), and tofacitinib

ICONIC-LEAD ICONIC-TOTAL ICONIC-
ADVANCE 1

ICONIC-
ADVANCE 2

Total

Participants, n 684 311 772 731 2498

Topical agents, n (%)a 589 (86.1) 309 (99.4) 668 (86.5) 648 (88.6) 2214 (88.6)

Conventional nonbiologic 
therapy, n (%)b

326 (47.7) 158 (50.8) 401 (51.9) 367 (50.2) 1252 (50.1)

Biologic therapy, n (%)c 233 (34.1) 103 (33.1) 206 (26.7) 181 (24.8) 723 (28.9)

Phototherapy, n (%)d 203 (29.7) 124 (39.9) 265 (34.3) 238 (32.6) 830 (33.2)

Oral nonbiologic systemic 
therapy, n (%)e

54 (7.9) 22 (7.1) 71 (9.2) 31 (4.2) 178 (7.1)
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Infections

EAIRs of infections were 91.0/100  PY and 
104/100  PY in the icotrokinra and pla‑
cebo groups, respectively, through week 16, 
81.3/100 PY and 119/100 PY in the icotrokinra 
and deucravacitinib groups through week 24, 
and 75.8/100 PY in icotrokinra-treated par‑
ticipants through week 52. Nasopharyngitis 
and upper respiratory tract infection were 
the most common infections in all treatment 
groups and treatment periods. Nasopharyngi‑
tis EAIRs were 24.7/100 PY and 24.1/100 PY 
in the icotrokinra and placebo groups, respec‑
tively, through week  16; 20.5/100  PY and 
29.2/100 PY in the icotrokinra and deucravac‑
itinib groups, respectively, through week 24; 
and 21.4/100  PY in icotrokinra-treated 

participants through week 52. Upper respira‑
tory tract infection EAIRs were 16.1/100 PY 
and 17.6/100  PY with icotrokinra and pla‑
cebo, respectively (week 0–16), 12.2/100 PY 
and 18.0/100 PY with icotrokinra and deu‑
cravacitinib, respectively (week  0–24), and 
13.9/100  PY among all icotrokinra-treated 
participants through week 52. Notable other 
infection AEs that were more common 
with deucravacitinib than with icotrokinra 
through week  24 in ICONIC-ADVANCE  1 
and 2 included oral herpes (4.29/100 PY vs 
1.41/100 PY) and folliculitis (3.20/100 PY vs 
1.41/100 PY).

EAIRs of serious infections were low through 
week 16 in the icotrokinra (0.49/100 PY) and 
placebo (1.09/100  PY) groups and through 
week 24 in the icotrokinra (1.05/100 PY) and 

Table 4   Key safety results during the placebo- and active-controlled periods and through 1 year

AE adverse event, CI confidence interval, EAIR exposure-adjusted incidence rate, PY participant-years, SAE serious AE
a To account for the different placebo-to-icotrokinra randomization ratio in ICONIC-ADVANCE 2 versus the other stud-
ies, rates were adjusted by the total follow-up from the combined placebo and icotrokinra treatment groups in a study
b ICONIC-ADVANCE 1 and 2 studies only
c Includes data for participants randomized to icotrokinra, data after week  16 for participants randomized to placebo 
who crossed over to icotrokinra, and data after week  24 for participants randomized to deucravacitinib who switched to 
icotrokinra. For the ICONIC-LEAD study, events that occurred during the withdrawal period (on or after week  28 and 
before re-treatment) were excluded for participants who were re-randomized to placebo at week 24
d Defined as the number of participants with events per 100 PY

Placebo-controlled period 
(week 0–16)a

Active-controlled period 
(week 0–24)b

Through week 52c

Placebo Icotrokinra Icotrokinra Deucravacitinib Icotrokinra

Treated participants, n 568 1296 632 634 2400

Total PY of follow-up 170 395 285 283 1840

Median PY of follow-up 0.3 0.3 0.5 0.5 0.7

Average duration of follow-
up, weeks

15.6 15.9 23.5 23.3 40.0

EAIRs of events per 100 PY of follow-up (95% CI)d

 ≥ 1 AE 269 (237, 300) 232 (214, 250) 204 (183, 225) 265 (240, 291) 167 (158, 175)

 AEs leading to discontinu-
ation

10.0 (5.17, 14.9) 6.60 (4.05, 9.14) 5.66 (2.89, 8.44) 6.77 (3.73, 9.83) 2.95 (2.17, 3.74)

 ≥ 1 SAE 6.55 (2.84, 10.2) 5.20 (2.97, 7.42) 6.40 (3.46, 9.40) 7.18 (4.03, 10.3) 4.58 (3.60, 5.57)

 ≥ 1 AE of severe intensity 9.45 (4.73, 14.2) 5.32 (3.04, 7.60) 4.96 (2.37, 7.57) 6.46 (3.48, 9.44) 3.86 (2.96, 4.76)
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deucravacitinib (1.78/100 PY) groups (Fig. 1). 
Serious infections in participants who received 
icotrokinra through week  16 included one 
event each of bacterial gastroenteritis and 
infective exacerbation of chronic obstructive 
airways disease. Serious infections in the 
placebo group included one event each of 
bacterial arthritis and COVID-19 pneumonia 
with sepsis. Through week  24 and after 
week  16, two additional serious infections 
were reported in the ICONIC-ADVANCE 
icotrokinra group, infective exacerbation 
of chronic obstructive airways disease and 
pneumonia. Serious infections reported 
through week  24 with deucravacitinib 
were one event each of wound infection, 
viral infection, campylobacter colitis, viral 
upper respiratory tract infection, and lower 
respiratory tract infection. The serious 
infection EAIR remained low through week 52 
in the icotrokinra group (0.65/100 PY).

Through week 52, there was one icotrokinra-
treated participant (EAIR, 0.05/100 PY) with 
two positively adjudicated opportunistic 
infection events of fungal laryngitis with 
confounding factors (smoker, inhaled salbu‑
tamol, and oral prednisone). There was also 
one deucravacitinib-treated participant with 
an opportunistic infection of lower respira‑
tory tract infection that tested positive for 
Legionella bacteria.

There were no AEs of active TB or LTBI 
through week 52 in any treatment group. Of 
note, 173 participants had LTBI at or prior 
to screening; 17.9% (31/173) received no 
LTBI treatment before or during the study, 
including 30 participants who were exposed 
to icotrokinra.

Malignancies

From week 0–16 across all four studies, there 
was 1 (0.54/100 PY) malignancy in the placebo 
group (invasive ductal breast cancer) and 6 
(1.50/100 PY) malignancies in the icotrokinra 
group (Fig.  1). The malignancies in the 
icotrokinra group included one participant with 
two events of squamous cell carcinoma (SCC; 
keratoacanthoma type, days 35 and 66) who had 

prior history of keratoacanthoma, and one event 
each of malignant melanoma in situ (day 110) 
in a participant with prior history of malignant 
melanoma, prostate cancer (day 57) in a partici‑
pant with elevated prostate-specific antigen level 
before baseline, colon adenocarcinoma (day 15) 
in a participant with pre-existing symptoms, 
pancreatic cancer with liver metastasis (day 60), 
and breast cancer (day 14). From week 0–24 
in the ICONIC-ADVANCE studies, there were 
2 (0.71/100 PY) malignancies (oral cavity SCC 
and malignant melanoma in situ) in the deu‑
cravacitinib group and no additional malig‑
nancies in the icotrokinra group (1.05/100 PY) 
other than those reported through week 16. Two 
additional NMSC events (both SCC; total NMSC 
EAIR = 0.16/100 PY) and two additional other 
malignancies (prostate cancer and chronic lym‑
phocytic leukemia; total EAIR = 0.38/100 PY) 
were reported in icotrokinra-treated participants 
through week 52.

The number of malignancies other than 
NMSC and cervical cancer in  situ among 
icotrokinra-treated participants through week 52 
(n = 7) was similar to the number (adjusted for 
age, sex, and race) expected in the general US 
population (n = 8.79). The SIR (95% CI) for the 
icotrokinra-treated group versus SEER was 0.80 
(0.32–1.64).

Positively Adjudicated Cardiovascular Events

From week  0–16, there were no MACE or 
extended MACE in the placebo group and three 
MACE (0.75/100 PY) in the icotrokinra group 
in participants with underlying risk factors: one 
cardiovascular death, one nonfatal myocardial 
infarction, and one nonfatal stroke. MACE EAIRs 
through week  24 in the ICONIC-ADVANCE 
studies were 0.70/100 PY with icotrokinra and 
1.06/100  PY with deucravacitinib (extended 
MACE were 0.70/100  PY and 1.42/100  PY, 
respectively) (Fig. 1). Through week 52, there 
was one additional MACE (cardiovascular death 
reported as cocaine toxicity-induced hyperten‑
sive cardiovascular death), for a total of four 
MACE among the 2400 icotrokinra-treated 
participants (0.22/100 PY). The EAIR of other 
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cardiovascular events through week  52 was 
0.71/100 PY. Across all time periods, there were 
no extended MACE (hospitalization for unsta‑
ble angina or coronary revascularization without 
myocardial infarction, unstable angina, or heart 
failure) in any icotrokinra-treated participants, 
other than the MACE reported above.

Gastrointestinal Events

Through week  16, EAIRs of gastrointestinal 
AEs were 21.4/100  PY in the placebo group 
and 22.7/100 PY in the icotrokinra group; the 
most frequently reported AEs were diarrhea 
(placebo, 6.54/100 PY; icotrokinra, 6.92/100 PY) 
and nausea (placebo, 1.77/100 PY; icotrokinra, 
3.83/100 PY). In the ICONIC-ADVANCE studies 
through week  24, EAIRs of gastrointestinal 
AEs were 20.3/100  PY in the icotrokinra 
group and 31.0/100 PY in the deucravacitinib 
group (diarrhea, 6.43/100 PY and 5.74/100 PY, 
respectively; nausea, 1.76/100  PY and 
2.50/100 PY, respectively). Through week 52, the 
gastrointestinal disorders EAIR was 13.0/100 PY 
among icotrokinra-treated participants 
(diarrhea, 2.87/100 PY; nausea, 1.26/100 PY); 
gastrointestinal disorder SAEs were uncommon 
(0.33/100 PY).

Inflammatory bowel disease was defined as 
MedDRA preferred terms of Crohn’s disease and 
ulcerative colitis. Through week 52, there was 1 
(0.05/100 PY) AE of ulcerative colitis reported for 
a participant who switched from deucravacitinib 
to icotrokinra in ICONIC-ADVANCE 2. There 
were no AEs of Crohn’s disease in any treatment 
group.

Hepatic Events

Through week 16, there were no hepatic SAEs 
in the placebo group and 2 (0.51/100  PY) 
hepatic SAEs in the icotrokinra group; there 
was also one  hepatic AE leading to discon‑
tinuation in both the placebo (0.59/100 PY) 
and icotrokinra (0.25/100 PY) group. Through 
week  24 in ICONIC-ADVANCE  1 and 2, 
there was 1 (0.35/100 PY) hepatic SAE in the 
icotrokinra group and zero in the deucra‑
vacitinib group; there were no hepatic AEs 

leading to discontinuation with icotrokinra and 
1 (0.35/100 PY) with deucravacitinib. Through 
week 52, there was one additional hepatic SAE 
and no additional discontinuations due to 
hepatic AEs with icotrokinra. Across all studies 
through week 52, there were no cases of Hy’s 
law.

Hypersensitivity

There were no serious hypersensitivity reac‑
tions in any treatment group, and no treatment-
emergent anaphylactic reactions were reported 
through week 52 (Fig. 1).

Suicidal Ideation and Behavior 
and Depression

EAIRs for suicidal ideation or behavior reported 
during all assessment time periods are shown 
in Fig.  1. A total of four icotrokinra-treated 
participants reported suicidal ideation through 
week 52; all events were scored as 1 (least severe 
ideation) on the Columbia-Suicide Severity 
Rating Scale [31]. One deucravacitinib-treated 
participant reported suicidal ideation during 
the active-controlled period in ICONIC-
ADVANCE  2. No participants in any study 
reported suicidal behavior.

AEs of depression excluding suicidal ideation 
and behavior were infrequent. Depression AEs 
were reported for 1 (0.54/100 PY) participant 
in the placebo group and 3  (0.79/100  PY) 
participants in the icotrokinra group through 
week 16, and for 1 (0.35/100 PY) participant 
each in the icotrokinra and deucravacitinib 
groups from week 0–24. Through week 52, a 
total of 14 (0.76/100 PY) icotrokinra-treated 
participants had AEs of depression (Fig. 1).

Safety in Adolescents

The safety profile of icotrokinra in the 72 adoles‑
cent participants in ICONIC-LEAD and ICONIC-
TOTAL was consistent with that of the overall 
pooled safety population. No serious infections, 
malignancies, MACE, suicidal ideation or behav‑
ior, or deaths were reported in adolescent par‑
ticipants through week 52.
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DISCUSSION

This analysis of pooled data through 1  year 
across the ICONIC phase 3 program (2400 par‑
ticipants; 1840  PY of follow-up) shows that 
icotrokinra had a favorable safety profile that 
was consistent over time. No safety signals were 
identified. Safety results through week 16 were 
similar for icotrokinra and placebo. EAIRs of 
AEs, AEs leading to discontinuation, SAEs, severe 
AEs, and infections were numerically lower with 
icotrokinra than with placebo.

The icotrokinra safety profile also compared 
favorably versus deucravacitinib. Through 
week  24 in ICONIC-ADVANCE  1 and 2, the 
overall EAIR for AEs was lower with icotrokinra 
based on non-overlapping 95% CIs (icotrokinra, 
204/100  PY [183-225]; deucravacitinib, 
265/100  PY [240–291]). This difference is 
due, in part, to higher incidence of AEs 
known to be associated with deucravacitinib, 
including infections (icotrokinra, 81.3/100 PY; 
deucravacitinib, 119/100 PY) and skin disorders 
(icotrokinra, 20.6/100  PY; deucravacitinib, 
30.9/100  PY). Specific AEs reported as most 
common in deucravacitinib studies [21–23, 
32] that were less common with icotrokinra 
versus deucravacitinib in the ICONIC program 
included nasopharyngitis (20.5 vs 29.2/100 PY), 
upper respiratory tract infection (12.2 vs 
18.0/100  PY), acne (1.1 vs 8.4/100  PY), oral 
herpes (1.4 vs 4.3/100 PY), folliculitis (1.4 vs 
3.2/100 PY), aphthous ulcer (0.0 vs 3.2/100 PY), 
and mouth ulceration (0.0 vs 2.1/100 PY).

In this analysis, the safety profile of the IL-23 
receptor blocker icotrokinra was consistent with 
pooled safety results reported for biologic IL-23 
inhibitors [5, 33]. No icotrokinra safety con‑
cerns have been identified based on observed 
AEs, SAEs, AEs leading to discontinuation, or 
specific AEs of interest (infections, malignancy, 
MACE, gastrointestinal AEs, hepatic AEs, hyper‑
sensitivity, depression, and suicidal ideation or 
behavior).

The safety profile of icotrokinra was consist‑
ent in adults and adolescents through 1 year. 
Most of the adolescents who participated in 

the ICONIC studies (66 of 72) were enrolled in 
the ICONIC-LEAD study. ICONIC-LEAD adoles‑
cent safety results through week 52 show that 
EAIRs/100 PY of key safety outcomes were simi‑
lar to results for the overall pooled population 
reported in this analysis (AEs, 164 vs 167; SAEs, 
7.1 vs 4.6; infections, 77.7 vs 75.8; gastrointes‑
tinal AEs, 8.9 vs 13.0) [34].

Certain systemic treatments for psoriatic dis‑
ease, including tumor necrosis factor-α inhibitors 
and Janus kinase inhibitors, increase TB risk [35]. 
Therefore, historical psoriasis treatment guide‑
lines have recommended screening patients for 
TB before initiating treatment with deucravaci‑
tinib or biologic therapies and prescribing preven‑
tive treatment for individuals with LTBI [36–38]. 
However, on the basis of a comprehensive review 
of available clinical and real-world evidence, the 
National Psoriasis Foundation and International 
Psoriasis Council published updated guidance 
in November 2025 that LTBI screening is not 
required prior to or during treatment of psoria‑
sis with IL-23 inhibitors [39]. Consistent with 
the data supporting these guidelines, there were 
no active TB or LTBI events in any icotrokinra-
treated study participants in the ICONIC phase 3 
program, which included 30 icotrokinra-treated 
participants with untreated LTBI.

To date, all available icotrokinra safety data 
are from randomized clinical trials, which 
required participants to meet inclusion criteria 
related to previous medical and treatment 
history. To fully characterize the icotrokinra 
safety profile, data are needed from prospective 
real-world studies. Post-marketing surveillance 
will provide safety data across broad 
populations of patients exposed to icotrokinra 
in real-world settings. Additionally, longer-term 
safety analyses will be important to more fully 
characterize risks for events with potentially 
long latency periods, such as cardiovascular 
events and malignancies.
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CONCLUSION

In this pooled safety analysis of 2400 partici‑
pants who were treated for up to 1 year in the 
ICONIC studies, icotrokinra was well tolerated. 
Safety event rates were similar in the icotrokinra 
and placebo groups through week  16. The 
safety profile of icotrokinra remained consist‑
ent through 1 year of treatment. The favorable 
safety profile observed for icotrokinra supports 
its use as a new oral treatment option for adults 
and adolescents with moderate-to-severe plaque 
psoriasis and psoriasis affecting high-impact 
sites.
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