Guselkumab Binding to CD64" IL-23—producing Myeloid Cells Enhances Potency
for Neutralizing 1L-23 Signaling
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Key lakeaways

Our transcriptomic analysis supports previous observations that CD64"
myeloid cells are a key source of IL-23 production in inflamed IBD gut tissue

GUS binds to CD64, while RZB and MIRI do not bind to CD64 by virtue of
their mutated Fc regions
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GUS, RZB, and MIRI bind the IL-23p19 subunit and neutralize IL-23 with similar
high potency when IL-23 is exogenously added to IL-23-responsive cells

GUS displays enhanced potency for the neutralization of IL-23 signaling in
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Expression of FCGR1A (CD64), IL23A (IL-23p19), and IL12B (IL-23p40) was significantly increased in inflamed versus non-inflamed IBD gut biopsies (Figure 1), GUS, RZB, and MIRI displayed similar single-digit picomolar bindin GUS binds to CD64, while no binding was observed for RZB or GUS, RZB, and MIRI demonstrated comparable potency for inhibition
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and IL23A-expressing myeloid cells co-express FCGR1A and are increased in involved tissue (Figure 2) affinity for IL-23 (Figure 3) MIRI (Figure 4) of signaling with native IL-23 in IL-23 bioassay cells (Figure 6)
Figure 1. FCGRI1A (CD64), IL23A (IL-23p19), and IL12B (IL-23p40) expression from bulk Figure 2. FCGR1A (CD64) and IL23A (IL-23p19) expression from single-cell RNAseq datasets Figure 3. Binding kinetics and affinity of IL-23p19 subunit mAbs for IL-23 via KinExA Figure 4. Evaluation of mAb binding to CD64 by HTRF assay Figure 6. Potency for inhibition of exogenous native IL-23 signaling in bioassay cells
transcriptomic datasets of rectal biopsies from patients with CD, patients with UC, and of ileum biopsies from patients with CD (n =9)
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| Dot plots indicate mean expression level and the fraction of cells expressing IL23A and FCGRIA across various cell types. Cell types are listed to the left of the dot plots; the number of cells of each
type in the data used for these analyses is shown on the right. The bar graph shows the percentage of cells in the myeloid population from involved and uninvolved tissues in CD ileum. K, is the result of the global analysis (n-curve analysis) of 4 different antibody concentrations performed to obtain the affinities and the 95% CIs. mAb concentration (M) mAb concentration (M)
All comparisons were evaluated with a 2-sample t test (**P <0.07; ****P <0.0001). Inf. mac, inflammatory macrophage; DC, denditic cell, pDC, plasmacytoid dendritic cell, moDC, monocyte-derived dendritic cell, mac, macrophage. Cl, confidence interval; Kp, equilibrium dissociation constant.
Plotted data are representative of 3 independent experiments. ICso values (95% Cls) are averaged from 3 independent experiments. ICs¢, half-maximal inhibitory concentration. Plotted data are representative of 4 independent experiments. Average ICso values (95% Cls) across 4 independent experiments are shown.

PRESENTED AT: American College of Gastroenterology (ACG) Annual Scientific Meeting; Philadelphia, PA, USA; October 25-30, 2024. REFERENCES: 1. Chapuy L, et al. J Crohns Colitis. 2020;14(1):79-95. 2. Chapuy L, et al. Mucosal Immunol. 2019;12(3):703-719. 3. TREMFYA® (guselkumab) injection, for subcutaneous use [full prescribing information]. Janssen Biotech, Inc.; 2022. 4. SKYRIZI® (risankizumab-rzaa) injection, for subcutaneous use [full prescribing information]. AbbVie, Inc.; 2022. 5. Dumet C, et al. MAbs. 2019;11(8):1341-1350. 6. Steere B, et al. J Pharmacol Exp Ther. 2023;387(2):180-187. 7. OMVOH (mirikizumab-mrkz) injection, for intravenous or subcutaneous use [package insert]. Eli Lilly and Company; 2023. 8. Panaccione R, et al. Presented at: Digestive Disease Week (DDW); Washington, DC, USA;
May 19-21, 2024. Abstract #1057b. 9. Rubin D, et al. Presented at: Digestive Disease Week (DDW); Washington, DC, USA; May 19-21, 2024. Abstract #759. 10. Argmann C, et al. Gut. 2023;72(7):1271-1287. 1T1. Robinson MD, et al. Bioinformatics. 2010;26(1):139-140. 12. Martin JC, et al. Cell. 2019;178(6):1493-1508.e20. 13. Wolf FA, et al. Genome Biol. 2018;19(1):15. ACKNOWLEDGMENTS: This study was funded by Janssen Research & Development, LLC. Medical writing support was provided by Panita M. Trenor, PhD, of Lumanity Communications Inc., and was funded by Janssen Global Services, LLC. DISCLOSURES: JRA: served as a consultant for AbbVie, Adiso, Ferring, Finch, Iterative Scopes, Janssen, Merck, Pfizer, Roivant, and Seres Therapeutics; served as a speaker for AbbVie, Bristol Myers Squibb, and

Janssen; and received research support from Janssen, Merck, and Pfizer. RA: served as a paid or unpaid consultant for or received honoraria from AbbVie, Amgen, Arena Pharmaceuticals, Biogen, Boehringer Ingelheim, Bristol Myers Squibb, Celgene, Celltrion Healthcare, Dr. Falk Pharma, Ferring, Fresenius Kabi, Galapagos, Gilead, GSK, InDex Pharmaceuticals, Janssen, Kiniksa Pharmaceuticals, Merck Sharp & Dohme, Novartis, Pfizer, Roche, Samsung Bioepis, Stelic, Sterna Biologicals, Takeda, and Tillotts. MTA: is a consultant or served on advisory boards for AbbVie, Arena Pharmaceuticals (now Pfizer), Bristol Myers Squibb, Celsius Therapeutics, Gilead, Janssen Global Services, Janssen Pharmaceuticals, Lilly, Pfizer, Prometheus Biosciences, and UCB; and received fees for lecturing from Alimentiy,
Janssen Pharmaceuticals, Prime, and WebMD Global LLC. AH, HL, TCF, EL, MD, PB, TS, JW, IS, KK, AF, and KS: are current or former employees of Janssen Research & Development, LLC, and may hold stock in Johnson & Johnson.





