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Key lakeaways

ICO demonstrated both early and substantial PD effects, with levels
of IL-23 pathway biomarkers for systemic and skin inflammation
normalizing to a healthy state
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Serum protein data demonstrated:

Background

0 Icotrokinra (ICO) is a first-in-class, targeted oral peptide for plaque psoriasis (PsO) that precisely
binds the interleukin (IL)-23 receptor and inhibits IL-23 pathway signaling’

ICONIC-LEAD, a Phase 3 study of ICO in adults and adolescents with moderate-to-severe plaque PsO
— | demonstrated efficacy and safety”

— Co-primary endpoints were met with once daily ICO showing significant skin clearance vs
placebo (PBO) at Week (W) 16

* IGA 0/1: 65% (ICO) vs 8% (PBO)
* PASI 90: 50% (ICO) vs 4% (PBO)
— ICO demonstrated separation from PBO as early as W4, with increasing response rates through W24

— Similar adverse event rates between ICO and PBO through W16, and no safety signals emerged
through W24

Objectives

To evaluate ICO pharmacodynamic (PD) effects using serum and tissue biomarker data from
the pivotal ICONIC-LEAD study through W24

Methods

ICO mechanism of action

ICONIC-LEAD Study Design and Biomarker Sample Collection Up to W24
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ICO 200 mg QD
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IL-23 Signaling

e Body surface area (BSA)
>10%, Psoriasis Area and
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>12, and Investigator’s Global
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Inhibits keratinocyte
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PBO (N=22)

Inhibits IL-17A, IL-17F and 1L-22
production by activated T cells

e C(Candidate for phototherapy
or systemic treatment for
plaque PsO

Restoration of immune homeostasis

ICO=icotrokinra, IL=interleukin, IL-I2RB1=interleukin-12 receptor beta 1,
IL-23R=interleukin-23 receptor, IL-23Ri=interleukin-23 receptor inhibitor.

ICO 200 mg QD (N=44)

ICO 200 mg QD

‘At W24, adult participants who are PASI 75 or IGA score of O or 1 responders will be re-randomized to continue ICO or PBO. ICO=icotrokinra, IGA=Investigator’s Global Assessment, PASI=Psoriasis Area and Severity
Index, PBO=placebo, QD=daily, R=randomization, W=week.

v~ Reduction of PsO serum biomarkers as early as W4 with continued
reduction through W16

v" Serum levels approaching those of healthy controls

ICONIC-LEAD Biomarker Data Generation and Analysis

Systemic PD:

e Serum samples were analyzed for PsO-relevant biomarkers: IL-17A, IL-17F, IL-19, I1L-22, and beta defensin-2 (BD-2)

e WO, W4, and W16 serum samples from a sub-cohort of 166 (IL-22) and 167 (IL-17A, IL-17F, IL-19, and BD-2) study
participants were analyzed. 53 subjects were on PBO, 113 (IL-22) and 114 (other cytokines) on ICO

e Serum samples from a distinct healthy cohort of 30 subjects were included as control (BiolVT, Hicksville, NY)

e Serum IL-17A was measured with an S-PLEX assay by MSD, IL-17F was measured using SMC assay by Millipore, IL-19
was measured with an ELISA assay by R&D Systems, IL-22 was measured using custom SMC assay by Millipore, and
BD-2 was measured using custom assay by MSD

Tissue PD:

e Skin biopsies samples were used for transcriptomic analysis using RNA sequencing

e WO non-lesional and lesional and W24 (8 weeks after PBO crossover) lesional skin samples from 46-65 consenting
participants of an optional sub-study were analyzed

Skin transcriptomic data showed:

v" Reduction of PsO skin biomarkers as early as 8 weeks after starting
ICO following crossover

v~ Normalization of skin inflammation towards baseline non-lesional
skin at W24

v~ Similar outcomes were achieved with ICO treatment or following
crossover to ICO

These comprehensive biomarker findings are consistent with significant
skin clearance achieved with this first-in-class targeted oral peptide to
precisely inhibit IL-23 pathway activation

Data Analysis:

e Comparison between ICO and PBO used linear mixed-effect modeling that included effects for WO levels,
interaction between time and treatment, participant random effect, and other co-variates as appropriate

e Statistical significance was defined as having p-value <0.05; for volcano plot, adjusted p-value <0.05 and |logFCJ|>1

Results

At baseline, IL-17A, IL-17F, IL-19, IL-22, and BD-2 serum levels are elevated in
PsO compared to healthy controls (HC)
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°n=166 for I.-22, n=167 for all other cytokines; "p-values based on two-sided Welch T test. Figures plotted as median and interquartile range. Each point denote individual log2FC over mean of log2 concentration
of HC samples. BD-2=beta defensin-2, FC=fold change, HC=healthy controls, IL=interleukin, PsO=psoriasis.

Early and robust reduction of PsO-related genes with ICO treatment in skin

e Downregulation observed as early as 8 weeks following crossover in PBO - ICO cohort
e At W24, gene expression level approached those seen in baseline (WO) non-lesional skin
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°p-values based on linear mixed-effect modeling. DEFB4A=gene that encodes human beta-defensin 2, ICO=icotrokinra, IL17A=interleukin-17A gene, IL17F=interleukin-17F gene, IL19=interleukin-19 gene,
IL22=interleukin-22 gene, IL23A=interleukin-23A gene, PBO=placebo, W=week.

ICO reduced serum levels of PsO relevant biomarkers as early as W4 with
continued reduction through W16
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‘n=562-563 for Il-22, n=53 for all other cytokines; *n=113 for I-22, n=114 for all other cytokines; °p-values based on linear mixed-effect modeling. Figures plotted as mean and 95% confidence intervals.
BD-2=beta defensin-2, FC=fold change, ICO=icotrokinra, IL=interleukin, PBO=placebo, W=week.

Early and robust normalization of PsO-related gene sets with ICO
treatment by W24 in skin

e Downregulation observed as early as 8 weeks after crossover in the PBO - ICO cohort
e Inthe ICO cohort, gene set expression level was similar to baseline non-lesional skin at W24
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°p-values based on linear mixed-effect modeling. GSVA=gene set variation analysis, ICO=icotrokinra, IL=interleukin, KT=keratinocyte, MAD=meta-analysis derived, PBO=placebo, PsO=psoriasis,
Th17=T helper 17 cell, W=week.

ICO normalized serum levels of IL-17A, IL-17F, IL-19, and IL-22 towards

levels in HC by W16
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Early and sustained shift of PsO-related gene sets with ICO treatment in skin

e Downregulation observed as early as 8 weeks
following crossover in PBO = ICO cohort

e Overall shift in expression of well-characterized
PsO associated gene sets®’ toward baseline
non-lesional state at W24

ICO improved skin PD as early as W8 and normalized PsO lesional skin transcriptome towards baseline non-lesional skin by W24

upregulated and 970 significantly downregulated
e [nPBO - ICO cohort, majority of genes have been normalized to baseline non-lesional skin level 8 weeks after crossover from PBO to ICO
e InICO cohort, overall normalization of skin transcriptome toward baseline non-lesional skin was seen after 24 weeks of treatment
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CDA4~=cluster of differentiation 4, ICO=icotrokinra, IFN=interferon, IL=interleukin, MAD=meta-analysis derived, NFKB=NF-kappa B, PBO=placebo, PID=Pathway Interaction Database, PsO=psoriasis, Th1=T helper type 1, Th22=T helper type 22, Th17=T helper 17 cell, TNF=tumor necrosis factor, W=week.

PRESENTED AT: American College of Rheumatology (ACR) Convergence 2025; Chicago, IL, USA; October 24-29, 2025. REFERENCES: 1. Fourie AM, et al. Sci Rep. 2024;14:17515. 2. Bissonnette R. Presented at the 2025 AAD Annual Meeting; March 7=11, 2025; Orlando, Florida. 3. Tian S, et al. PLoS One. 2012;7(9).e44274. doi: 10.1371/journal.pone.0044274. 4. Krueger JG, et al. J Allergy Clin Immunol. 2019;144(3):r50-763. 5. Brodmerkel C, et al. J Allergy Clin Immunol. 2019;143(5):1965-1969. 6. Gudjonsson JE, et al. J Invest Dermatol. 2010;130(7):1829-1840. 7. Molecular Signatures Database. Available at: https://www.gsea-msigdb.org/gsea/msigdb/index.jsp. Accessed August 15, 2025. ACKNOWLEDGMENTS: This presentation was sponsored by Johnson & Johnson. Medical writing support was provided by Denise Balog, PharmD (funded by Johnson & Johnson) and Harry Ma, PhD (Johnson & Johnson)
under the direction of the authors in accordance with Good Publication Practice guidelines (Ann Intern Med. 2022;175:1298-1304). Layout design and formatting for this encore presentation was provided by Sandeep Chavan of SIRO Medical Writing Pvt Ltd, India (funded by Johnson & Johnson). DISCLOSURES: JA, MP, SN, EC, DB, CHC, CS, LT, AK, CD, MM, JC, PN, BY, ML, DW, and NS: Employees of Johnson & Johnson and may own stock in Johnson & Johnson. JK: Consultant for and/or has received honoraria from AbbVie, Allergan, Almirall, Amgen, Artax Biopharma, Aristea, Biogen Idec, Boehringer Ingelheim, Bristol Myers Squibb, Calliditas, Eli Lilly, Escalier, Incyte, Johnson & Johnson, Kymera Therapeutics, Kyowa Kirin, MC2 Therapeutics, Merck, MoonLake, Immunotherapeutics, Novartis, Nuvig Therapeutics, Oruka Therapeutics, Pfizer, Sanofi, Sun Pharma, Takeda, Target-Derm, UCB,

UNION Therapeutics, Valeant, and Ventyx. He has received grants (paid to institution) from AbbVie, Amgen, Artax Biopharma, Avillion, Biogen, Boehringer Ingelheim, Bristol Myers Squibb, Bruxelles Biopharma, Exicure, Innovaderm, Incyte, Johnson & Johnson, Kyowa Kirin, Eli Lilly, Novan, Novartis, ONO-Pharma, Pfizer, Provectus, Regeneron, SUDO Bio, Takeda, UCB, and Vitae Pharmaceuticals. AP: Served as an advisor and/or received speaker's honoraria and/or received grants and/or participated in clinical trials for AbbVie, Almirall, Amgen, Biogen Idec, BioNTech, Boehringer Ingelheim, Celgene, Celltrion, Eli Lilly, Galderma, GSK, Hexal, Johnson & Johnson, GmbH, Klinge Pharma, LEO Pharma, MC2, Medac, Merch Serono, Mitsubishi, MSD, Novartis, Pascoe, Pfizer, Regeneron, Roche, Sandoz Biopharmaceuticals, Sanofi Genzyme, Schering-Plough, Tigercat Pharma, UCB, and Zuellig Pharma. RB: 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, J&J (Janssen), LEO Pharma, Nimbus, Takeda, UCB, VentyxBio, Vyne, Xencor, Zai Lab, and Zurabio; also an employee and shareholder of Innovaderm Research. Previously presented at European Academy of Dermatology & Venereology; Paris, France; 17-20 September 2025.






