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Background - Guselkumab superior to ustekinumab across multiple endoscopic
endpoints in pooled phase 3 GALAXI Crohn’s disease studies

* Guselkumab (GUS) is a selective, dual-
acting interleukin (IL)-23p19 subunit
inhibitor that potently blocks IL-23 and
binds to CD64, a receptor on immune
cells that produces IL-231

» Ustekinumab (UST) is an 1L-12/23p40
subunit inhibitor

J&J Innovative Medicine

GALAXI Phase 3 program: GALAXI 2 & GALAXI 3 identical trials with
randomized, double-blind, placebo-controlled, treat-through design
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Background - Guselkumab superior to ustekinumab across multiple endoscopic
endpoints in pooled phase 3 GALAXI Crohn’s disease studies

* Guselkumab (GUS) is a selective, dual-
acting interleukin (IL)-23p19 subunit
inhibitor that potently blocks IL-23 and
binds to CD64, a receptor on immune
cells that produces IL-231

» Ustekinumab (UST) is an 1L-12/23p40
subunit inhibitor

* GUS achieved statistical superior
efficacy over UST at WK48 in
endoscopic endpoints?
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GALAXI Phase 3 program: GALAXI 2 & GALAXI 3 identical trials with
randomized, double-blind, placebo-controlled, treat-through design
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Background - In GALAXI, exploratory analyses revealed endoscopic
differentiation with GUS vs UST at WK12

Greater endoscopic remission with GUS vs UST in isolated ileal
and strictured right colon patients at WK12
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Objective: Here, we investigated the mechanistic differences

between GUS and UST in CD from the GALAXI Ph3 program.

J&J Innovative Medicine




Differential effects of pathway engagement between GUS and UST in patients

with isolated ileal disease

Analysis of serum pharmacodynamic (PD) markers focused on
subset of patients

* Serum IFNg downstream of IL-23 and IL-12 pathway
* Serum IL-17A, IL-22 downstream of IL-23 pathway

# of sampled patients

Isolated lleo-
lleal colonic Colonic
PBO 8 23 19

GUS 12 20 18
usT 14 20 15

* Changesin IFNg gives evidence of PD effect of both
GUS and UST across all patient groups

* By WK12 inisolated ileal patients, UST showed no
changes in IL-23 pathway markers (IL-22, IL-17A),
consistent with limited WK12 endoscopic efficacy

This suggests a greater impact of IL-23p19 inhibition with GUS

over IL-12/23p40, independent of disease area
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Tissue transcriptomic analysis supports mechanistic differentiation at the site of
disease

# of sampled patients

Transcriptomic profiling using RNA-sequencing

PBO 23 23
e Segment: lleum, rectum
e Treatments: PBO, GUS, UST GUS 114 67
* Timepoints: WKO, WK12, WK48 UST 42 28

Analysis approach
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Greater reversal of CD molecular disease profile with GUS in tissue than

UST at WK12 and WK48

GALAXI.ileum gene correlation network
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lleum, WK12 vs baseline adjp<0.05
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lleum, WK48 vs baseline
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In ileum, GUS showed significant reduction in inflammatory processes with increased
epithelial features at WK12 and WK48; UST showed minimal transcriptomic changes in the
ileum with adj p < 0.05

In rectum (not shown), both GUS and UST showed significant gene changes at WK12 and
WK48, with GUS showing a greater degree of changes by WK48



GUS decreases key inflammatory modules more than UST, including IL-23-
related biology, and increases healthy epithelial processes

Differential analysis of single cell-derived modules
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GUS shows greater decrease in T cell IL-23 biology compared to UST in
ileum and rectum

IL23/Th17 module*
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*1L23/Th17 module, derived from T cell single cell GCN, contains 8 genes related to

T17 transcriptional state (e.g., IL22, IL17A)
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Conclusions

In GALAXI Ph3, despite inhibition of serum IFNg with UST, GUS showed greater changes in IL-23-related serum markers
(IL-22, IL-17A) and greater reversal of tissue disease molecular features consistent with reported superior endoscopic
efficacy.

GUS decreased IL-23/Th17 tissue module more than UST in ileum and rectum at WK12 and WK48

Notably in isolated ileal CD, UST showed no change in IL-23 related PD markers (serum IL-22 and IL-17A) by WK12,
consistent with limited endoscopic remission previously observed in this sub-group.

Tissue molecular analysis indicates limited degree of changes with UST in ileum tissue

These data demonstrate differential effects of targeting IL-23p19 and I1L-12/23p40 across tissue segments and CD
patient populations with differing disease locations
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