
• Despite limited joint involvement, oligoarticular (oligo; ≤4 

active joints) psoriatic arthritis (PsA) can significantly 

impact quality of life and physical functioning1-3

• In FOREMOST (NCT03747939), patients were randomized 

(2:1) to apremilast or placebo for 24 weeks (early escape 

at Week 16), followed by an extension phase, during which 

all patients could receive apremilast through Week 484 

• As previously reported, fewer patients receiving apremilast 

vs placebo progressed from ≤4 to >4 active (swollen 

and/or tender) joints at Week 164

BACKGROUND

OBJECTIVE

• To evaluate the effect of apremilast on weight-bearing joints 

in patients with early oligo PsA enrolled in FOREMOST 

through Week 48
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Apremilast Efficacy in Patients With Early Oligoarticular 

Psoriatic Arthritis (PsA) Affecting Weight-bearing Joints by 

Body Mass Index (BMI): Results From the Randomized, 

Double-blind, Placebo-controlled FOREMOST Study

RESULTS
Key Takeaways

• Apremilast improved clinical 

and patient-reported outcomes 

at Week 16 in patients with early 

oligoarticular PsA involving 

weight-bearing joints at baseline

• Greater reductions in swollen 

and tender joint counts were 

seen at Week 16 with apremilast 

vs placebo, regardless of 

baseline BMI

• Patients reported greater 

improvements in physical 

function with apremilast vs 

placebo at Week 16, with 

consistent results across most 

BMI categories

• Improvements were maintained 

for up to 48 weeks
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Scan QR code for study design, additional 

analyses (including active joint count, 

MCID in HAQ-DI, and PsAID-12 fatigue 

score ≤1 or 2), and references 

• N=187 patients with active weight-bearing joints at 

baseline who received ≥1 dose of apremilast (as 

randomized or transitioned); patient characteristics are 

summarized below and were consistent across BMI 

subgroups (scan QR code for baseline data by BMI 

subgroup) 

• Weight-bearing joints defined as hip, knee, ankles, 

midfoot, metatarsophalangeal, and proximal interphalangeal 

joint for foot5

• Outcomes assessed through Week 48: Swollen joint 

count (SJC), tender joint count (TJC), Health Assessment 

Questionnaire–Disability Index (HAQ-DI), 36-Item Short-

Form Health Survey (SF-36) physical component score 

(PCS), and 12-item PsA Impact of Disease (PsAID-12) 

fatigue score

• Subgroup analysis by baseline BMI: <25, 25 to <30, 

≥30kg/m2

• HAQ-DI: Patient-reported ability to function; range, 0–3, 

higher scores indicate worse function; HAQ-DI <0.5 

considered normal function

Weight-bearing Joint Analysis (post hoc)

Baseline characteristics Placebo (n=62) Apremilast (n=125)

BMI, mean (SD), kg/m2
31.0 (7.4) 30.8 (6.9)

SJC (0–26), mean (SD) 1.2 (0.9) 1.5 (0.9)

TJC (0–28), mean (SD) 1.8 (0.9) 1.9 (1.0)

Active joint count, mean (SD) 1.9 (1.0) 2.1 (1.0)

HAQ-DI (0–3)*, mean (SD) 1.24 (0.41) 1.26 (0.42)

*Summarized for patients with baseline HAQ-DI >0.5 (placebo, n=46; apremilast, n=92).

Patients with BMI <25 reported similar changes in HAQ-DI for apremilast and 

placebo at Week 16 

Across weight-bearing joints, 

larger reductions in SJC and 

TJC were observed for 

apremilast vs placebo at 

Week 16, regardless of BMI, 

and sustained through 

Week 48

Data as observed for weight-bearing joints in patients with active 

weight-bearing joints at baseline who received ≥1 dose of apremilast 
(randomized or transitioned); active joint defined as swollen and/or 
tender; n=number of patients with non-missing data; SJC based on 26 

weight-bearing joints; TJC based on 28 weight-bearing joints. BMI, 
body mass index (kg/m2); SE, standard error; SJC, swollen joint count; 

TJC, tender joint count. 

Across most BMI categories, 

patients with active weight-

bearing joints reported larger 

improvements in HAQ-DI for 

apremilast vs placebo at 

Week 16; improvements were 

sustained through Week 48

Data as observed for patients with active weight-bearing joints and 

HAQ-DI >0.5 at baseline who received ≥1 dose of apremilast 
(randomized or transitioned); active joint defined as swollen and/or 
tender. 

Left: n=number of patients with non-missing data. Right: n=number of 
patient achieving outcome; N=number with non-missing data. 

BMI, body mass index (kg/m2); HAQ-DI, Health Assessment 
Questionnaire–Disability Index; SE, standard error.

Patients with active weight-

bearing joints reported larger 

improvements in SF-36 and 

PsAID-12 fatigue score at 

Week 16 for apremilast vs 

placebo, regardless of BMI, 

and sustained through 

Week 48

Data as observed for patients with active weight-bearing joints at 

baseline who received ≥1 dose of apremilast (randomized or 
transitioned); active joint defined as swollen and/or tender; n=number of 
patients with non-missing data. 

BMI, body mass index; PCS, physical component summary; PsAID, 
Psoriatic Arthritis Impact of Disease; SE, standard error; SF-36, 36-Item 

Short-Form Health Survey. 
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ICO demonstrated significantly higher rates of IGA 0/1 and PASI 90 vs PBO at W16 (co-primary
endpoints)

Objectives

PRESENTED AT: Elevate-Derm Summer Conference 2025; Park City, UT, USA; July 23-27, 2025. REFERENCES: 1. Fourie AM, et al. Sci Rep. 2024;14:17515. 2. Bissonnette R, et al. N Engl J Med. 2024;390:510–21. 3. Ferris LK, et al. J Am Acad Dermatol. Published online November 14, 2024. doi: 10.1016/j.jaad.2024.10.076. ACKNOWLEDGMENTS: Medical writing support was provided by Lumanity Communications, Inc. under the direction of the authors in accordance with Good Publication Practice guidelines (Ann Intern Med. 2022;175:1298–1304). Layout design and reformatting for this encore presentation was provided by Sandeep Chavan of SIRO Medical Writing Pvt. Ltd., Thane, Maharashtra, India (funded 
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● Through W24 of ICO treatment, the most commonly reported AEs were similar to those observed through W16 and no safety
signal emerged

Baseline characteristics were similar between groups ICO demonstrated significantly higher rates of clear/almost clear scalp PsO vs PBO

● Overall, 5% of participants (ICO: 4%; placebo [PBO]: 6%) discontinued prior to W16a

Baseline characteristics
ICO 200 mg QD

(N=456)
PBO

(N=228)

Demographic characteristics

Age, year, mean (SD) 42.4 (16.3) 43.2 (16.6)

Adolescent cohort, year 15.0 (1.8) 15.0 (1.5)

Male 64% 68%

White 72% 72%

BMI, kg/m2, mean (SD)b 29.2 (6.9) 29.3 (7.0)

Disease characteristics

Psoriasis disease duration, year, mean (SD) 17.3 (13.9) 16.6 (12.7)

% BSA with PsO, mean (SD) 24.6 (14.3) 27.1 (16.2)

IGA score

Moderate (3) 75% 76%

Severe (4) 25% 24%

PASI (0–72), mean (SD) 19.4 (7.1) 20.8 (8.1)

PsO involving the scalp area

ss-IGA scorec

Moderate (3) 59% 51%

Severe (4) 17% 22%

Prior treatment for PsO

Phototherapy (PUVA and UVB) 30% 29%

Systemic therapyd 72% 71%

Biologic therapye 32% 37%

ICO demonstrated early separation from PBO; rates of clear/almost clear skin increased through
W24

ICO demonstrated significantly higher rates of complete skin clearance vs PBO

● ICO showed separation from PBO as early as W8; rates of complete skin clearance increased through W24
ICO 200 mg QD

(N=456)

PBO

(N=228)

Safety through W16

Mean weeks of follow-up 15.9 15.8

Any AE 225 (49%) 112 (49%)

Most common AEs (≥5%)

Nasopharyngitis 31 (7%) 15 (7%)

Upper respiratory tract infection 30 (7%) 16 (7%)

SAEa 6 (1%) 6 (3%)

Infection 107 (23%) 51 (22%)

Serious infection 1 (<1%) 0

AE leading to discontinuationb 6 (1%) 1 (<1%)

Gastrointestinal AE 26 (6%) 13 (6%)

Active TB 0 0

Malignancyc 2 (<1%) 0

Icotrokinra Blocks IL-23
From Binding to its Receptor

Targeted
Oral

Peptide
(IL-23Ri)

Here we report key clinical and patient-reported outcomes (PROs) and
safety-related findings from the pivotal ICONIC-LEAD study through Week (W) 24

Background ICONIC-LEAD study design
Patients with moderate-to-severe plaque psoriasis (PsO) are generally

Participants with the following intercurrent events were considered as nonresponders: discontinued study drug due to a lack of efficacy or AE of worsening PsO or initiated prohibited medication that could impact PsO. After accounting for these intercurrent events, nonresponder imputation was applied to participants with missing data.
AE=Adverse event, ICO=Icotrokinra, IGA 0/1=Investigator's Global Assessment score of 0 (clear)/1 (almost-clear) and a ≥2-grade improvement, PASI 75/90/100=Reduction from baseline of 75%/90%/100% in the Psoriasis Area and Severity Index score, PBO=Placebo, PsO=Psoriasis, PSSD=Psoriasis Symptom and Sign Diary, QD=Once daily,
R=Randomization, ss-IGA=Scalp-specific Investigator’s Global Assessment, ss-IGA 0/1=ss-IGA score of 0 (clear)/1 (almost clear) and a ≥2-grade improvement from baseline, W=Week

Key Takeaways

In ICONIC-LEAD, among the first pivotal 
trials evaluating the novel targeted oral 
peptide ICO in adults and adolescents with
moderate-to-severe plaque PsO:

ICO demonstrated significantly higher
rates of clear/almost clear skin and
scalp disease and PsO symptom
relief than PBO at W16

ICO demonstrated separation from PBO
as early as W4, with increasing response
rates through W24

Rates of AEs were similar between the
ICO and PBO groups

No safety signal was identified
through W24

Results

Robert Bissonnette,1 Jennifer Soung,2 Adelaide Hebert,3 Andrew E. Pink,4 Andreas Pinter,5 Yuling Shi,6 Megan Miller,7 Joseph Cafone,7 Jing Zhi (Gigi) Jiang,8 Cynthia DeKlotz,7 Mark G. Lebwohl9

1Innovaderm Research, Montreal, QC, Canada; 2Southern California Dermatology, Santa Ana, CA, USA; 3UTHealth McGovern Medical School, Houston, TX, USA; 4St John's Institute of Dermatology, King's College London and Guy's and St Thomas's Hospitals, London, UK; 5Department of
Dermatology, University Hospital Frankfurt, Frankfurt am Main, Germany; 6Department of Dermatology, Shanghai Skin Disease Hospital; Institute of Psoriasis, Tongji University School of Medicine, Shanghai, China; 7Johnson & Johnson, Spring House, PA, USA; 8Johnson & Johnson,
Milpitas, CA, USA; 9Department of Dermatology, Icahn School of Medicine at Mount Sinai, New York City, NY, USA

Icotrokinra, a Targeted Oral Peptide That Selectively Blocks the Interleukin-23–Receptor, for the
Treatment of Moderate-to-Severe Plaque Psoriasis: Results Through Week 24 of the Phase 3,
Randomized, Double-blind, Placebo-Controlled ICONIC-LEAD Trial

Moderate-to-severe plaque PsO (N=684)

Key inclusion criteria

● ≥12 years

● Plaque PsO for ≥26 weeks

● Body surface area (BSA) ≥10%, Psoriasis Area and Severity Index (PASI) score
≥12, and Investigator’s Global Assessment (IGA) score ≥3

● Candidate for phototherapy or systemic treatment for plaque PsO

Endpoints

Co-primary endpoints:

● IGA 0/1 at W16

● PASI 90 at W16

Key secondary endpoints:

● Clinical outcomes (PASI 75/90/100, IGA 0) at W4, W8, and/or W16

● PROs (≥4-point improvement from baseline in Psoriasis Symptom and
Sign Diary [PSSD] Itch, PSSD Symptom 0) at W4, W8, and/or W16

● Scalp PsO (scalp-specific [ss]-IGA 0/1) at W16

receptor and inhibits IL-23 pathway signaling1

– Demonstrated significant skin clearance and no
safety signals through 1 year in Phase 2 PsO
studies2,3

– Is being evaluated in Phase 3 studies in adults 
and adolescents with moderate-to-severe 
plaque PsO (ICONIC-LEAD)

● ICO demonstrated early separation from PBO on improving itch and resolving symptoms; response rates increased through
W24

Significantly higher proportions of ICO- vs PBO-treated participants reported meaningful
improvements in PsO itch

Adverse event (AE) rates were generally similar between groups through W16

Scan the QR code The

QR code is intended

to provide scientific

information for individual

reference, and the

information should not be

altered or reproduced in

any way.

Inhibits IL-17A, IL-17F, IL-22,
and IFN Production

IFN=Interferon, IL-12Rß1=Interleukin-12 
receptor beta 1, IL-17A=Interleukin-17A,
IL-17F=Interleukin-17F, IL-22=Interleukin-22, IL-
23=Interleukin-23, IL-23R=Interleukin-23 
receptor, IL-23Ri=Interleukin-23 receptor 
inhibitor

limited to injectable therapies to achieve
high-level efficacy with a favorable safety profile

Icotrokinra (ICO) is a first-in-class, targeted oral
peptide that:

– Selectively binds the interleukin (IL)-23

aAmong the participants who discontinued prior to W16 (ICO: n=19 [4%]; PBO: n=14 [6%]), the most common reasons for discontinuation were withdrawal by participant in the ICO group (n=8 [2%]) and lack of efficacy in
the PBO group (n=8 [4%]). bICO: N=455; PBO: N=227. cICO: N=451; PBO: N=227. dConventional nonbiologic systemics, novel nonbiologic systemics, 1,25-vitamin D3 and analogues, phototherapy, and biologics. eAdalimumab,
alefacept, briakinumab, brodalumab, certolizumab pegol, efalizumab, etanercept, guselkumab, infliximab, ixekizumab, natalizumab, risankizumab, secukinumab, tildrakizumab, and ustekinumab. BMI=Body mass index,

BSA=Body surface area, ICO=Icotrokinra, IGA=Investigator's Global Assessment, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsO=Psoriasis, PUVA=Psoralen plus ultraviolet A, QD=Once daily, SD=Standard
deviation, ss-IGA=Scalp-specific Investigator's Global Assessment, UVB=Ultraviolet B, W=Week

aP values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and geographic region. CI=Confidence interval, ICO=Icotrokinra,
IGA=Investigator's Global Assessment, IGA 0/1=IGA score of 0 (clear)/1 (almost clear) and a ≥2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 90=Reduction from baseline of 90% in the PASI score,
PBO=Placebo

aP values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and geographic region, if applicable. CI=Confidence interval, ICO=Icotrokinra,
IGA=Investigator's Global Assessment, IGA 0/1=IGA score of 0 (clear)/1 (almost clear) and a ≥2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 75/90=Reduction from baseline of 75%/90% in the PASI score,
PBO=Placebo

aP values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and geographic region. CI=Confidence interval, ICO=Icotrokinra,
IGA=Investigator's Global Assessment, IGA 0=IGA score of 0 (clear) and a ≥2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 100=Reduction from baseline of 100% in the PASI score, PBO=Placebo

aAmong participants with a baseline PSSD Itch score ≥4 or PSSD Symptom score >0. bP values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only),
and geographic region, if applicable. Fisher's exact test was used for PSSD Symptom 0 at Week 8. CI=Confidence interval, ICO=Icotrokinra, PSSD=Psoriasis Symptom and Sign Diary, PBO=Placebo

aAmong participants with a baseline ss-IGA score ≥2. bP values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and
geographic region. CI=Confidence interval, ICO=Icotrokinra, PBO=Placebo, ss-IGA=Scalp-specific Investigator's Global Assessment

aSAEs through W16 included acute cholecystitis, concussion, craniofacial fracture, pelvic fracture, psoriasis, and hypertensive urgency in the PBO group; and adenocarcinoma of the colon, prostate cancer, pancreatitis,
bacterial gastroenteritis (serious infection), arthralgia, and subarachnoid hemorrhage in the ICO group. bAEs leading to discontinuation through W16 included blood glucose increased in the PBO group; and
adenocarcinoma of the colon, prostate cancer, hypertriglyceridemia, subarachnoid hemorrhage, erectile dysfunction, and psoriasis in the ICO group. cMalignancies reported were adenocarcinoma of the colon (n=1 in a
participant who had a history of smoking; the participant reported mild gastroenteritis during screening, and severe colitis starting on study day 7, and severe ileus on day 14 leading up to the diagnosis of grade 3
adenocarcinoma of the colon on day 19) and prostate cancer (n=1 in a 62-year-old male, former smoker [30 pack years], with a  family history [brother] of prostate cancer, and an elevated prostate-specific antigen level 
prior to baseline was diagnosed with grade 1 prostate cancer on study day 48 following a positive biopsy). AE=Adverse event, ICO=Icotrokinra, PBO=Placebo, QD=Once daily, SAE=Serious adverse event,
TB=Tuberculosis, W=Week



Age, years 52.2 (13.2) 53.2 (12.9) 53.5 (13.0) 53.0 (13.0)

Male 55% 54% 57% 55%

Weight, kg 85.6 (20.1) 83.2 (17.4) 83.1 (18.2) 83.8 (18.5)

BMI, kg/m2 29.4 (6.0) 29.0 (5.6) 28.9 (5.7) 29.1 (5.7)

PsA disease duration, years 7.5 (7.1) 7.2 (7.6) 7.2 (6.9) 7.3 (7.2)

SJC [0–66]a 9.0 (6.0; 14.0) 10.0 (6.0; 14.0) 9.0 (6.0; 15.0) 9.0 (6.0; 14.0)

TJC [0–68]a 16.0 (10.0; 27.0) 17.0 (11.0; 26.0) 16.6 (10.0; 25.5) 16.1 (10.0; 26.0)

HAQ-DI [0–3] 1.2 (0.7) 1.2 (0.6) 1.2 (0.6) 1.2 (0.7)

CRP, mg/dLa 0.7 (0.4; 1.5)
 

0.8 (0.4; 1.6) 0.8 (0.4; 1.8) 0.8 (0.4; 1.6)

Enthesitis / Dactylitis 58% / 44% 59% / 39% 59% / 45% 58% / 43%

Mean LEI [1–6] / DSS [1–60] 3.2 / 10.8 3.0 / 11.0 3.0 / 10.2 3.1 / 10.6

% BSA 15.0 (19.2) 16.5 (21.9) 16.3 (21.5) 16.0 (21.0)

PASI [0–72] 7.6 (8.3) 8.3 (10.1) 8.2 (9.5) 8.1 (9.4)

PsA-modified vdH-S score [0–528] 27.7 (47.6) 26.7 (43.4) 26.8 (42.2) 27.0 (44.1)

Erosion score [0–320] 13.7 (24.3) 13.4 (21.9) 13.4 (20.7) 13.5 (22.1)

JSN score [0–208] 14.0 (24.2) 13.3 (22.8) 13.4 (22.4) 13.5 (23.0)

Inhibition of Structural Damage Progression With Guselkumab, a Selective IL-23i,
in Participants With Active PsA: Results Through Week 24 of the Phase 3b,
Randomized, Double-Blind, Placebo-Controlled APEX Study

✓ Significantly lower rates of radiographic
progression (Δ GUS vs PBO = -0.80)

✓ Consistent effects on erosion & JSN
scores

✓ Higher proportion of pts with no 
progression of structural damage 
vs PBO

✓ Higher rates of ACR50, ACR70, PASI 90
& greater improvement in physical
function vs PBO; Simila AE profile for GUS
and PBO; No new GUS safety signal

GUS is the only selective IL-23i to 
demonstrate significant inhibition of 
structural damage progression

Results

Key Takeaways

At W24 of the ongoing Phase 3b APEX 
study of GUS, a dual-acting selective IL-23i
for PsA, the Q4W & Q8W regimens
demonstrated:

✓ Significantly higher ACR20 response
rates vs PBO

● Background PsA medication use and treatment completion through W24 (96–97%)
were consistent across treatment groups

● GUS demonstrated higher rates of ACR50 and ACR70 vs PBO at W24

● GUS exhibited consistent treatment effects for both erosion and joint space 
narrowing (JSN) scores

Characteristics of APEX pts with active and erosive PsA were 
comparable across groups

GUS demonstrated significantly higher ACR20 response rates
vs PBO at W24

Higher proportions of GUS vs PBO-treated pts showed no 
radiographic progression

Higher skin clearance rates and greater improvement in 
physical function with GUS vs PBO

GUS AE profile through W24 was similar to PBOPt-level data also showed clear separation between GUS and
PBO

GUS exhibited significantly lower rates of radiographic 
progression vs PBO at W24
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Values are reported as mean (SD) unless otherwise noted. aValues are median (IQR). BMI=Body mass index, BSA=Body surface area, CRP=C-reactive protein,
DSS=Dactylitis Severity Score, GUS=Guselkumab, HAQ-DI=Health Assessment Questionnaire-Disability Index, IQR=Interquartile range, JSN=Joint space narrowing,
LEI=Leeds Enthesitis Index, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsA=Psoriatic arthritis, PsO=Plaque psoriasis, Q4W=Every 4 weeks, Q8W=Every 8
weeks, SD=Standard deviation, SJC=Swollen joint count, TJC=Tender joint count, vdH-S=van der Heijde-Sharp

Primary Endpoint p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine statistical significance. Statistics are
based on Cochran-Mantel-Haenszel across multiply imputed datasets. aItalicized p-values are nominal. Δ=treatment difference (95% CI). ACR=American College of
Rheumatology, CI=Confidence interval, GUS=Guselkumab, PBO=Placebo, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks

aItalicized p-values are nominal. Δ=treatment difference (95% CI). CI=Confidence interval, GUS=Guselkumab, PBO=Placebo, PsA=Psoriatic arthritis,
Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks, vdH-S=van der Heijde-Sharp, W=Week

aItalicized p-values are nominal. bAmong pts who had ≥3% BSA psoriatic involvement and an IGA score of ≥2 (mild) at BL. PASI 90 response: ≥90% improvement from
baseline in PASI score. cHAQ-DI score is the average of the computed categories scores (dressing, arising, eating, walking, hygiene, gripping and daily living). Lower
scores indicate better functioning. Δ=treatment difference (95% CI). BL=Baseline, BSA=Body surface area, CI=Confidence interval, GUS=Guselkumab, HAQ-DI=Health
Assessment Questionnaire-Disability Index, IGA=Investigator’s Global Assessment, LS=Least squares, PASI=Psoriasis Area and Severity Index, PBO=Placebo,
Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks, W=Week

GUS=Guselkumab, LS=Least squares, PBO=Placebo, PsA=Psoriatic arthritis, Q4W=Every 4 weeks, Q8W=Every 8 weeks, SDC=Smallest detectable change, vdH-S=van
der Heijde-Sharp, W=Week

Safety analysis set. AEs are coded using MedDRA Version 27.0. Data are n (%) unless otherwise noted. aClinically important hepatic disorders were prespecified as AE
terms within the MedDRA category of Drug-Related Hepatic Disorders that met the criteria for an SAE or led to study agent d/c. AE=Adverse event,
d/c=Discontinuation, GUS=Guselkumab, MedDRA=Medical Dictionary for Regulatory Activities, PBO=Placebo, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8

weeks, SAE=Serious AE, W=Week

Major secondary endpoint (PsA-modified vdH-S score) p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine 
statistical significance. Statistics are based on analysis of covariance across multiply imputed datasets. aItalicized p-values are nominal. Δ=treatment difference
(95% CI). BL=Baseline, CI=Confidence interval, GUS=Guselkumab, JSN=Joint space narrowing, LS=Least squares, PsA=Psoriatic arthritis, PBO=Placebo, Q4W=Every
4 weeks, Q8W=Every 8 weeks, vdH-S=van der Heijde-Sharp

● Study remains blinded through W48

● 2 pts with malignancy (prostate, renal); 1 major adverse cardiovascular event 
(myocardial infarction); 1 COVID-19 death in unvaccinated elderly pt

● No new-onset inflammatory bowel disease

Inclusion Criteria
✓ Biologic-naive
✓ Age ≥18 years
✓ Active PsA ≥6 months (despite prior 

csDMARD, apremilast, NSAID); 
CASPAR criteria met

✓ ≥3 SJC; ≥3 TJC; CRP ≥0.3 mg/dL
✓ ≥2 erosive joints on hand/foot 

radiographs
✓ Active plaque PsO (≥1 PsO plaque

≥2 cm and/or nail PsO)

Multiplicity-Controlled Endpoints

● Primary: ACR20 response at W24

● Major Secondary: Mean change in total 
PsA-modified vdH-S score at W24

aPBO SC W8 then Q8W through W48 administered to maintain blinding. bEE if <20% improvement from BL in both TJC and SJC at W16. EE pts may initiate/increase dose permitted medication up to the maximum dose, at the investigator’s discretion. cFinal safety visit for 
those who do not enter LTE. dFinal safety visit for those who entered LTE. ACR=American College of Rheumatology, BL=Baseline, CASPAR=ClASsification criteria for Psoriatic ARthritis, CRP=C-reactive protein, csDMARD=Conventional synthetic disease-modifying antirheumatic
drug, EE=Early escape, F/U=Follow-up, GUS=Guselkumab, LTE=Long-term extension, NSAID=Nonsteroidal anti-inflammatory drug, PBO=Placebo, PE=Primary endpoint, PsA=Psoriatic arthritis, PsO=Plaque psoriasis, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks,
R=Randomization, SC=Subcutaneous, SJC=Swollen joint count, TJC=Tender joint count, vdH-S=van der Heijde-Sharp, W=Week

● Modified full analysis set (mFAS): All randomized pts excluding those from Ukraine sites rendered 
unable to support key study operations due to major disruptions; employed as the main efficacy analysis 
set (N=1020)

● Safety analysis set: All pts who received ≥1 administration of any study intervention (N=1054)
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Background APEX Study Design
Psoriatic arthritis (PsA), a chronic, heterogeneous, inflammatory disease affecting joints 
and skin, can substantially impact health-related quality of life1,2

● Structural damage resulting from chronic inflammation leads to poorer outcomes3

Guselkumab (GUS) is a fully human, dual-acting, monoclonal antibody that 
selectively inhibits the interleukin (IL)-23p19 subunit4

● Indicated to treat moderate-to-severe plaque psoriasis (PsO), active PsA, and
moderately-to-severely active Crohn’s disease and ulcerative colitis5

In DISCOVER-2, biologic-naïve participants (pts) with active PsA receiving GUS every 4
weeks (Q4W) exhibited significantly less radiographic progression vs placebo (PBO); the
lower rate of radiographic progression seen with GUS every 
8 weeks (Q8W) vs PBO did not reach statistical significance6

Objectives
Report findings through Week (W) 24 of the ongoing Phase 3b, randomized, double-blind,
placebo-controlled APEX study (NCT04882098), intended to further evaluate GUS effects
on clinical and radiographic progression outcomes 
in pts with active PsA

GUS Q4W

(N=273)

GUS Q8W

(N=371)

PBO

(N=376)

Total

(N=1020)

Baseline Demographics

PsA Characteristics

PsO Characteristics

Safety Through W24
GUS Q4W

(N=280)
GUS Q8W

(N=388)
PBO

(N=386)

Mean weeks of follow up 24.0 23.9 23.8

Pts with ≥1:

AE 107 (38.2%) 165 (42.5%) 144 (37.3%)

SAE

AE leading to study agent d/c

5 (1.8%)

2 (0.7%)

12 (3.1%)

6 (1.5%)

10 (2.6%)

1 (0.3%)

Infection 52 (18.6%) 91 (23.5%) 81 (21.0%)

Serious infection

Active tuberculosis

Opportunistic infection

2 (0.7%) 5 (1.3%) 1 (0.3%)

0 0 0

0 0 0

Venous thromboembolism event 1 (0.4%) 1 (0.3%) 1 (0.3%)

Anaphylactic or serum sickness reaction 0 0 0

Clinically important hepatic disordera 0 0 0
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Phase 3 Results From an Innovative Trial Design of Treating Plaque Psoriasis 
Involving Difficult-to-Treat, High-Impact Sites With Icotrokinra, a Targeted Oral 
Peptide That Selectively Inhibits the IL-23–Receptor

Results

Background

IFN=Interferon, IL-12Rβ1=Interleukin-12 receptor beta 1,
IL-17A=Interleukin-17A, IL-17F=Interleukin-17F, IL-
22=Interleukin-22, IL-23=Interleukin-23,

IL-23R=Interleukin-23 receptor, IL-23Ri=Interleukin-23 
receptor inhibition

Icotrokinra for plaque psoriasis

● Patients with moderate-to-severe plaque psoriasis (PsO) 
are generally limited to injectable therapies to achieve 
high-level efficacy with a favorable safety profile

● Icotrokinra (ICO) is a first-in-class targeted oral 
peptide that:

– Selectively binds the interleukin (IL)-23 receptor and 
inhibits IL-23 pathway signaling1

– Demonstrated significant skin clearance and 
no safety signals through 1 year in phase 2 PsO 
studies2,3 and through Week (W)24 in adults & 
adolescents with moderate-to-severe plaque PsO in 
the phase 3 ICONIC-LEAD study4

Objectives

Participants (pts) with the following intercurrent events were considered as nonresponders: discontinued study drug due to a lack of efficacy or AE of worsening PsO or initiated prohibited medication that could impact PsO. After accounting for these intercurrent events, nonresponder 
imputation was applied to pts with missing data. AE=Adverse event, ICO=Icotrokinra, IGA=Investigator’s Global Assessment, PBO=Placebo, QD=Once daily, R=Randomization, W=Week

Adults & adolescents with plaque 
PsO involving high-impact sites evaluated 
using a basket-like study design (N=311)

Key inclusion criteria

● ≥12 years

● Plaque PsO for ≥26 weeks

● Body surface area (BSA) ≥1% and 
Investigator’s Global Assessment (IGA) 
score ≥2

● Overall, 5% of participants [pts] (ICO: 4%; placebo [PBO]: 9%) discontinued treatment through
W16d

Baseline characteristics
ICO 200 mg QD

(N=208)

PBO

(N=103)

Demographics

Age, years 45.3 (14.6) 43.5 (13.8)

Male 66% 61%

White 77% 80%

BMI, kg/m2 29.0 (6.6)a 29.4 (8.1)a

Disease characteristics

PsO disease duration, years 16.8 (13.3) 15.2 (10.5)

%BSAwith PsO 16.6 (13.5) 14.8 (11.7)

<10% 36% 37%

≥   64% 63%

IGA score

Moderate (3) 74% 71%

Severe (4) 22% 21%

PASI (0–72) 14.6 (7.6) 14.0 (7.0)

Prior treatment for PsO

Phototherapy (PUVA and UVB) 43% 31%

Systemic therapyb 73% 73%

Biologic therapyc 34% 31%

Data shown are mean (SD), unless otherwise indicated. aICO: N=203; PBO: N=101. bConventional nonbiologic systemics, novel nonbiologic systemics, 1,25-vitamin 
D3 and analogues, phototherapy, and biologics. cAdalimumab, alefacept, briakinumab, brodalumab, certolizumab pegol, efalizumab, etanercept, guselkumab, 
infliximab, ixekizumab, natalizumab, risankizumab, secukinumab, tildrakizumab, and ustekinumab. dAmong the pts who discontinued treatment through W16 
(ICO: n=8 [4%]; PBO: n=9 [9%]), the most common reasons for discontinuation were lack of efficacy and AEs in the ICO group (n=3 [1%] for each) and lack of 
efficacy in the PBO group (n=5 [5%]). AEs=Adverse events, BMI=Body mass index, BSA=Body surface area, ICO=Icotrokinra, IGA=Investigator’s Global Assessment, 
PASI=Psoriasis Area and Severity Index, PBO=Placebo, Pts=Participants, PsO=Psoriasis, PUVA=Psoralen plus ultraviolet A, QD=Once daily, SD=Standard deviation, 
UVB=Ultraviolet B, W=Week

● Significantly higher proportions of ICO-treated pts reported meaningful improvement in itch 
(Clinically meaningful improvement [CMI] Psoriasis Symptom and Sign Diary [PSSD] Itch,a,b 60% 
vs 14%; P<0.001 ) and symptom resolution at W16 (PSSD Symptom 0,a,b 16% vs 3%; P<0.01)

aAmong pts with a baseline PSSD Itch score ≥4 or PSSD Symptom score >0. bP values were based on Cochran-Mantel-Haenszel chi-square test stratified by 
high-impact site involvement and BSA category, if applicable. cTreatment difference and 95% CI (using Miettinen-Nurminen method) were calculated adjusting 
for high-impact site involvement and BSA category using Mantel-Haenszel weights. BSA=Body surface area, CI=Confidence interval, ICO=Icotrokinra, 
IGA=Investigator’s Global Assessment, PBO=Placebo, PSSD=Psoriasis Symptom and Sign Diary, Pts=Participants

aAmong pts with a baseline ss-IGA score, sPGA-G score, or hf-PGA score ≥3. bP values were based on Cochran-Mantel-Haenszel chi-square test stratified by 
geographic region and/or BSA category. BSA=Body surface area, CI=Confidence interval, ICO=Icotrokinra, hf-PGA=Physician’s Global Assessment of hands and 
feet, ss-IGA=Scalp-specific Investigator’s Global Assessment, sPGA-G=Static Physician’s Global Assessment of Genitalia, PBO=Placebo, Pts=Participants

aAmong pts with a baseline ss-IGA score ≥3. bAmong pts with a baseline Scalp Itch NRS score ≥4 and a ss-IGA score ≥3. cP values were based on Cochran-
Mantel-Haenszel chi-square test stratified by geographic region and BSA category. BSA=Body surface area, CMI=Clinically meaningful improvement (≥4-point 
improvement from baseline), CI=Confidence interval, ICO=Icotrokinra, NRS=Numeric rating scale, PBO=Placebo, PSSI=Psoriasis Scalp Severity Index, PSSI 

90=Reduction from baseline of ≥90% in the PSSI score, Pts=Participants, ss-IGA=Scalp-specific Investigator’s Global Assessment

● ICO demonstrated early separation from PBO

● A numerically greater proportion of ICO-treated pts achieved hf-PGA 0a vs PBO at W16 (25% 
vs 13%)

aAmong pts with a baseline GPSS Genital Itch NRS score (Item 1) ≥4 and a sPGA-G score ≥3. bAmong pts with a baseline GenPs-SFQ score (Item 2) ≥2 and a 
sPGA-G score ≥3. cP values were based on Cochran-Mantel-Haenszel chi-square test stratified by BSA category. BSA=Body surface area, CI=Confidence 
interval, CMI=Clinically meaningful improvement (≥4-point improvement from baseline), GenPs-SFQ=Genital Psoriasis Sexual Frequency Questionnaire, 
GPSS=Genital Psoriasis Symptoms Score, ICO=Icotrokinra, NRS=Numeric rating scale, PBO=Placebo, Pts=Participants, sPGA-G=Static Physician’s Global 
Assessment of Genitalia

ICO 200 mg QD (N=208) PBO
(N=103)

Safety through W16

Mean weeks of follow-up 16.0 15.7

Any AE 104 (50%) 43 (42%)

Most common AEs (≥5%)

Nasopharyngitis 26 (12%) 11 (11%)

Upper respiratory tract infection 9 (4%) 5 (5%)

Headache 6 (3%) 6 (6%)

SAEa 1 (<1%) 2 (2%)

Infection 59 (28%) 22 (21%)

Serious infection 0 1 (1%)

AE leading to discontinuationb 4 (2%) 3 (3%)

Gastrointestinal AEs 15 (7%) 8 (8%)

Active TB 0 0

Malignancyc 1 (<1%) 0

aSAEs through W16 included COVID-19 pneumonia, sepsis, sciatica, and acute respiratory failure in the PBO group; and hepatitis in the ICO group. bAEs leading 
to discontinuation through W16 included COVID-19 pneumonia, psoriatic arthropathy, and psoriasis in the PBO group; and vision blurred, visual field defect, 
laryngitis fungal, malignant melanoma in situ, and headache in the ICO group. cMalignancy reported in the ICO group was malignant melanoma in situ in a pt 

with a recent personal history of melanoma (in 2021). AE=Adverse event, COVID-19=Coronavirus disease 2019, ICO=Icotrokinra, PBO=Placebo, Pt=Participant, 
QD=Once daily, SAE=Serious adverse event, TB=Tuberculosis, W=Week

Baseline characteristics were generally similar between groups ICO demonstrated significantly higher rates of IGA 0/1 vs PBO at W16 
(primary endpoint)

ICO demonstrated higher rates of completely clear scalp and genital 
PsO vs PBO

ICO significantly improved pt-reported genital PsO itch & impact of 
PsO on sexual activity vs PBO

ICO demonstrated significantly higher rates of scalp clearance and 
meaningful improvement in scalp itch vs PBO

Adverse event rates were generally similar between groups through 
W16

● A numerically greater proportion of ICO-treated pts achieved hf-PGA 0/1 vs PBO 
at W16

aAmong pts with a baseline ss-IGA score, sPGA-G score, or hf-PGA score ≥3. bP values were based on Cochran-Mantel-Haenszel chi-square test stratified by 
geographic region and/or BSA category. BSA=Body surface area, CI=Confidence interval, hf-PGA=Physician’s Global Assessment of hands and feet, 
ICO=Icotrokinra, ss-IGA=Scalp-specific Investigator’s Global Assessment, sPGA-G=Static Physician’s Global Assessment of Genitalia, PBO=Placebo, 

Pts=Participants

ICO demonstrated significantly higher rates of clear/almost clear 
scalp and genital PsO vs PBO

Data shown are n (%), unless otherwise indicated. aPsO involving high-impact sites was not mutually exclusive. hf-PGA=Physician’s Global Assessment of hands 
and feet, ICO=Icotrokinra, PBO=Placebo, PsO=Psoriasis, Pts=Participants, QD=Once daily, ss-IGA=Scalp-specific Investigator’s Global Assessment, sPGA-
G=Static Physician’s Global Assessment of Genitalia

Scalp and genital PsO severity at baseline was generally similar 
between groups

High-impact Site PsO Severitya ICO 200 mg QD 

(N=208)

PBO

(N=103)

ss-IGA score ≥3 167 (80%) 85 (83%)

Moderate (3) 80% 75%

Severe (4) 20% 25%

sPGA-G score ≥3 98 (47%) 42 (41%)

Moderate (3) 77% 69%

Severe (4) 22% 29%

Very severe (5) 1% 2%

hf-PGA score ≥3 48 (23%) 23 (22%)

Moderate (3) 65% 83%

Severe (4) 35% 17%
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ICONIC-TOTAL: a novel basket-like design

The pivotal, phase 3 ICONIC-TOTAL study evaluated ICO in 
adults & adolescents with plaque PsO involving difficult-to-
treat, high-impact sites, by employing a novel basket-like 
design; key clinical/patient-reported outcomes (PROs) and 
safety-related findings are reported through W16

● At least moderate high-impact PsO involving ≥1 site:

– Scalp PsO: scalp-specific IGA (ss-IGA) score ≥3

– Genital PsO: static Physician’s Global Assessment of Genitalia (sPGA-G) score ≥3

– Hand/foot PsO: Physician’s Global Assessment of hands and feet (hf-PGA) score ≥3

● Candidate for phototherapy or systemic treatment for plaque PsO and failed ≥1 topical

Key Takeaways

In ICONIC-TOTAL, a pivotal phase 3 study 
evaluating ICO in a diverse cohort of pts with 
plaque PsO and difficult-to-treat, 
high-impact site involvement:

✓ ICO demonstrated significantly higher rates 
of clear/almost clear skin, including in the 
scalp and genital areas, than PBO at W16

✓ ICO-treated pts achieved significantly 
higher PRO response rates, including 
meaningful improvements in the scalp and 
genital areas, vs PBO at W16

✓ Rates of adverse events were generally 
similar in the ICO and PBO groups; no safety 
signal was identified through W16

ICONIC-TOTAL results complement those 
of the ongoing phase 3 ICONIC-LEAD study 
evaluating ICO in adults & adolescents with 
moderate-to-severe plaque PsO4

● Among the limited subset of pts with hf-PGA score 
≥3, a higher proportion in the ICO group had severe 
involvement vs PBO

● 44% of pts had >1 
high-impact site involved
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