
Jennifer Soung,1 H. Chih-ho Hong,2 Benjamin Ehst,3 Dariusch Mortazawi,4 Megan Miller,5 Joseph Cafone,5 Gigi Jiang,5 Ya-Wen Yang,5 Robert Bissonnette,6 Mark G. Lebwohl7

1Southern California Clinical Research, Santa Ana and Harbor University of California Los Angeles, CA, USA; 2University of British Columbia and Probity Medical Research, BC, Canada; 3Oregon Medical 
Research Center, Portland, OR, USA; 4Clinical Research Center, Remscheid, Germany; 5Johnson & Johnson, Spring House/Horsham, PA, USA; 6Innovaderm Research, Montreal, QC, Canada; 7Icahn School of 
Medicine at Mount Sinai, New York, NY, USA

Treatment of Plaque Psoriasis Involving 
High-Impact Sites With Icotrokinra: 
Subgroup Analyses of the Phase 3, 
ICONIC-LEAD Trial

PRESENTED AT: AAD Innovation Academy; July 10-13, 2025; Chicago, IL, USA. REFERENCES: 1. Strober B. J Am Acad Dermatol. 2020;82:117-22. 2. Fourie AM. Sci Rep. 2024;14:17515. 3. Bissonnette R. Presented at: AAD Annual Meeting; March 8, 2025; Orlando, FL, USA. 4. Gooderham MJ. SID Annual Meeting; May 7-10, 2025; San Diego, CA, USA. ACKNOWLEDGMENTS: Medical writing support was provided by R. Contento, PharmD, of Johnson & Johnson under the direction of the authors in accordance with Good Publication 
Practice guidelines (Ann Intern Med. 2022;175:1298-1304). This presentation was sponsored by Johnson & Johnson. DISCLOSURES: JS: Served as a speaker, consultant and/or investigator for AbbVie, Alumis, Amgen, Arcutis, ASLAN, Biopharma, Boehringer Ingelheim, Bristol Myers Squibb, Dermavant, Eli Lilly, Galderma, Incyte, Johnson & Johnson, KoBio Labs, LEO, National Psoriasis Foundation, Novartis, Ortho Dermatologics, Pfizer, Regeneron, Sanofi, and UCB. HC-hH: Consultant and/or investigator, and/or speaker for AbbVie, 
Amgen, Arcutis, ASLAN, Bausch Health, Boehringer Ingelheim, Bristol Myers Squibb, Celgene, Cutanea, Dermavant, Dermira, DS Biopharma, Eli Lilly, Evelo Biosciences, Galderma, GSK, Incyte, Johnson & Johnson, Leo Pharma, Medimmune, Merck, Mirimar, Novartis, Pfizer, Regeneron, Roche, Sanofi-Genzyme, UCB. BE: Served as a consultant and/or clinical study investigator for AbbVie, Acelyrin, Aclaris, Allakos, Almirall, Alumis, Amgen, AnaptysBio, Apogee, Arcutis, Athenex, Boehringer Ingelheim, Bristol Myers Squibb, Celldex, Concert 
Pharma, Dermavant Sciences, Dermira Inc., Eli Lilly, Evelo Biosciences, Evommune, Incyte, Johnson & Johnson, Kymab, LEO Pharma, Navigator Medicines, Novartis, Ortho Dermatologics, Pfizer, Priovant, Regeneron, Sanofi Genzyme, Sun Pharma, Takeda, UCB Pharma and Ventyx, and as a paid speaker for AbbVie, Dermavant, Eli Lilly, Incyte, LEO Pharma, Novartis, Ortho Dermatologics, Regeneron and Sanofi Genzyme. DM: Speaker, consultant, honoraria, investigator and/or advisory board member for AbbVie, Almirall, Alumis, Amgen, 
Bristol Myers Squibb, CVderm UKE, Eli Lilly, Forschungsdock CRO GmbH, Johnson & Johnson, LEO Pharma, Moberg Pharma, Novartis, Pfizer, Sanofi-Aventis, UCB, and Viatris. MM, JC, GJ, and Y-WY: Employees of Johnson & Johnson; may own stock/stock options in Johnson & Johnson. RB: Served as an advisory board member, consultant, speaker and/or investigator for and received honoraria and/or grants from, AbbVie, Alumis, Amgen, AnaptysBio, Arcutis, BMS/Celgene, Dermavant, Eli Lilly, Johnson & Johnson, LEO Pharma, 
Nimbus, Takeda, UCB, VentyxBio, Vyne, Xencor, Zai Lab, and Zurabio; and is an employee and shareholder of Innovaderm Research. MGL: Employee of Mount Sinai and receives research funds from: Abbvie, Arcutis, Avotres, Boehringer Ingelheim, Cara therapeutics, Clexio, Dermavant Sciences, Eli Lilly, Incyte, Inozyme, Johnson & Johnson, Pfizer, Sanofi-Regeneron, and UCB, and is a consultant for Aikium, Almirall, AltruBio Inc., Amgen, Apogee, Arcutis, Inc., AstraZeneca, Atomwise, Avotres Therapeutics, Boehringer Ingelheim, Bristol 
Myers Squibb, Castle Biosciences, Celltrion, Corevitas, Dermavant Sciences, Dermsquared, Evommune, Inc., Facilitation of International Dermatology Education, Forte Biosciences, Galderma, Genentech, Incyte, LEO Pharma, Mayne Pharmaceuticals, Meiji Seika Pharma, Mindera, Mirium Pharmaceuticals, Oruka, Pfizer, Sanofi-Regeneron, Revolo, Seanergy, Strata, Sun Pharma, Takeda, Trevi, and Verrica.

Key Takeaways

P69245

Results
Baseline characteristics were similar between groups 

Baseline Characteristics ICO 200 mg QD 
(N=456)

PBO
(N=228)

Demographics

Age, yrs 42.4 (16.3) 43.2 (16.6)

Female 36% 32%

Race, Asian/Black/White 24/1/72% 25/1/72%

BMI, kg/m2 29.2 (6.9)a 29.3 (7.0)a

Disease Characteristics

PsO disease duration, yrs 17.3 (13.9) 16.6 (12.7)

% BSA with PsO 24.6 (14.3) 27.1 (16.2)

IGA score

Moderate (3) 75% 76%

Severe (4) 25% 24%

PASI (0-72) 19.4 (7.1) 20.8 (8.1)

Prior PsO treatments

Phototherapyb 30% 29%

Systemic therapyc 72% 71%

Biologic therapyd 32% 37%

High-impact site PsO was balanced between groups 

Scalp PsO
ss-IGA score ≥3

ICO 75%/PBO 72%e

Nail PsO
f-PGA score ≥2

ICO 30%/PBO 29%e

Nail PsO
mNAPSI score >0

ICO 43%/PBO 44%e

mean mNAPSI score
ICO 17.7/PBO 19.1

Hand/foot PsO
hf-PGA score ≥3

ICO 23%/PBO 21%e

Genital PsO
sPGA-G score ≥3

ICO 20%/PBO 19%e

Data shown are mean (SD) unless otherwise noted. PsO involving high-impact sites was not mutually exclusive. aICO: 
N=455; PBO: N=227. bPUVA and UVB. cConventional nonbiologic systemics, novel nonbiologic systemics, 1,25-vitamin D3 and 
analogues, phototherapy, and biologics. dAdalimumab, alefacept, briakinumab, brodalumab, certolizumab pegol, efalizumab, 
etanercept, guselkumab, infliximab, ixekizumab, natalizumab, risankizumab, secukinumab, tildrakizumab, and ustekinumab. 
eAmong all randomized pts (ICO N=456/PBO N=228). BMI=body mass index, PUVA=psoralen plus ultraviolet A, QD=once daily, 
SD=standard deviation, UVB=ultraviolet B. 

ICO demonstrated high rates of scalp PsO clearance at W16 & W24 

Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOc

PBO (N=165) ICO (N=344)

ss-IGA 0/1a ss-IGA 0a

W16 W24

Δ 58.4% (50.8, 64.8)b

***

W16 W24

Δ 43.6% (36.5, 50.1)b

***
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aAmong pts with a baseline ss-IGA score ≥3. bTreatment difference and 95% CI (using Miettinen-Nurminen method) were calculated adjusting for age group, baseline weight category for adults, and geographic region using Mantel-Haenszel weights. cP-values 
were based on CMH chi-square test stratified by age group, baseline weight category for adults, and geographic region. CI=confidence interval; CMH=Cochran-Mantel-Haenszel. 

Substantial proportions of ICO-treated pts achieved genital PsO clearance at W16 & W24 

Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOc

PBO (N=44) ICO (N=92)

sPGA-G 0/1a sPGA-G 0a

W16 W24

Δ 33.8% (15.7, 49.6)b

***

W16 W24

Δ 34.4% (16.6, 49.3)b

***
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aAmong pts with a baseline sPGA-G score ≥3. bTreatment difference and 95% CI (using Miettinen-Nurminen method) were calculated adjusting for age group and baseline weight category for adults using Mantel-Haenszel weights. cP-values were based on CMH 
chi-square test stratified by age group and baseline weight category for adults.  

ICO cleared hand/foot PsO at high rates at W16 & W24 

hf-PGA 0/1a hf-PGA 0a

W16 W24

Δ 50.6% (34.2, 63.6)b

***

W16 W24

Δ 42.0% (25.9, 54.8)b

***

PBO (N=47) ICO (N=104)
Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOc
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aAmong pts with a baseline hf-PGA score ≥3. bTreatment difference and 95% CI (using Miettinen-Nurminen method) were calculated adjusting for age group and baseline weight category for adults using Mantel-Haenszel weights. cP-values were based on CMH 
chi-square test stratified by age group and baseline weight category for adults. 

ICO demonstrated high rates of clear/almost 
clear nail PsO at W16 & W24

f-PGA 0/1a

W16 W24

Δ 30.1% (16.4, 42.0)b

***
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PBO (N=66) ICO (N=137)
Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOc

aAmong pts with a baseline f-PGA score ≥2. bTreatment difference and 95% CI (using Miettinen-Nurminen method) were 
calculated adjusting for age group and baseline weight category for adults using Mantel-Haenszel weights. cP-values were 
based on CMH chi-square test stratified by age group and baseline weight category for adults.

Nearly 30% of ICO-treated pts achieved 
completely clear nail PsO at W24

PBO (N=66) ICO (N=137)

f-PGA 0a

W16 W24

Δ 11.9% (0.2, 22.0)b

*

Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOc
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aAmong pts with a baseline f-PGA score ≥2. bTreatment difference and 95% CI (using Miettinen-Nurminen method) were 
calculated adjusting for age group and baseline weight category for adults using Mantel-Haenszel weights. cP-values were 
based on CMH chi-square test stratified by age group and baseline weight category for adults.

ICO-treated pts achieved substantial 
improvement in mNAPSI at W16

Nominal *p<0.05, **p<0.01, ***p<0.001 vs PBOb

PBO (N=98) ICO (N=187)

mNAPSIa

W16

Δ 41.3% (12.8, 69.7)b
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aAmong pts with a baseline mNAPSI score >0. bLS Mean, LS Mean difference, and p-value were based on the MMRM model with 
treatment group, visit, treatment group by visit interaction, age group, baseline weight, geographic region, baseline mNAPSI 
total score, and baseline mNAPSI total score by visit interaction as covariates. BL=baseline, LSM=least squares mean.
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ICO demonstrated higher rates of scalp, 
genital, and hand/foot PsO clearance vs 
PBO at W16

	3�	Approximately 80% of ICO-treated
pts achieved clear/almost clear – and
62-70% achieved completely clear – 
high-impact site PsO at W24

ICO substantially improved nail PsO at W16, 
an early timepoint for nail assessment

	3�	Approximately 30% of ICO-treated pts
achieved completely clear nail PsO at W24

In ICONIC-LEAD, a pivotal phase 3 study 
evaluating the targeted oral peptide ICO in 
pts with moderate-to-severe plaque PsO and 
high-impact site involvement:

Background

Objective

● Plaque psoriasis (PsO) involving difficult-to-treat sites (e.g., scalp, genitals, palms/soles, nails) can
highly impact patients

● Current treatment guidelines include PsO patients with high-impact site involvement as candidates for
systemic therapy, regardless of body surface area (BSA) affected1

Icotrokinra (ICO)
● Targeted oral peptide that selectively binds the interleukin (IL)-23 receptor and inhibits IL-23

pathway signaling2

● Demonstrated significantly higher skin response rates and similar adverse event (AE) rates vs placebo
(PBO) at Week (W)16, and no safety signals through W24, in adults & adolescents with moderate-to-
severe plaque PsO (ICONIC-LEAD)3

● Showed significant skin clearance, including in the scalp and genital areas, and generally similar
AE rates, vs PBO at W16 in participants (pts) with plaque PsO involving high-impact sites
(ICONIC-TOTAL)4

Evaluate the effect of ICO in subsets of ICONIC-LEAD pts with PsO involving difficult-to-treat, high-impact sites, including the scalp, 
genitals, hands/feet, and nails through W24

Icotrokinra Blocks IL-23 
From Binding to its Receptor

Targeted
Oral

Peptide
(IL-23Ri)

Inhibits IL-17A, IL-17F, IL-22,
and IFNγ Production

IFN=interferon, IL-12Rβ1=interleukin-12 receptor beta 1, 
IL-23R=interleukin-23 receptor, IL-23Ri=interleukin-23 receptor inhibitor.

Methods
Outcomes & Analyses

ICO vs PBO at W16 and ICO at W24
● Scalp-specific IGA (ss-IGA) score of 0/1 and 0a

● Static Physician’s Global Assessment of Genitalia (sPGA-G)
score of 0/1 and 0a

● PGA of hands and feet (hf-PGA) score of 0/1 and 0a

● Fingernail PGA (f-PGA) score of 0/1 and 0a

● Modified Nail Psoriasis Severity Index (mNAPSI) percent
improvement from baselineb

aNonresponder imputation/ bzero percent improvement from baseline assigned after pts discontinued study drug due to a lack of 
efficacy or an AE of worsening of PsO, or initiated prohibited medication that could impact PsO. Observed data were used for pts 
who discontinued study agent for other reasons.  
aAfter accounting for these intercurrent events, pts with missing data were considered nonresponders. bThe remaining missing data 
were not imputed and were accounted for through correlation of repeated measure in the MMRM model. MMRM=mixed-effect 
model repeated measure.

Week

ICO 200 mg once daily

ICO 200 mg once daily

ICO 200 mg once daily

ICO 200 mg once daily (N=44)

0 16 24 52 156 160

PBO (N=22)

PBO (N=206)

2 4 8 12 20 28 32 36 44 148

Secondary endpointsCo-primary endpoints

Current analysis

PBO-controlled
W0-W16

Open-label
W52-W156

Final Safety
Follow-up

ICO 200 mg once daily

PBO 
1:1

ICO 200 mg once daily
PASI 75 and IGA 0/1 nonresponders

PASI 75 or IGA 0/1 responders

Randomized withdrawal and retreatment
W24-W52

Adults
(N=618)

Adolescents
(N=66)

R

R

2:1

2:1

ICO 200 mg once daily (N=412) R

ICONIC-LEAD Key Inclusion Criteria

Moderate-to-severe plaque PsO (N=684)
● ≥12 years

● Plaque PsO for ≥26 weeks

● BSA ≥10%

● PASI score ≥12

● IGA score ≥3

● Candidate for phototherapy or systemic treatment for
plaque PsO

IGA=Investigator’s Global Assessment, PASI=Psoriasis Area and Severity Index.
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