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Key [akeaways

Guselkumab treatment resulted in a global
reduction in tissue inflammation and
establishment of a pro-healing
environment confirming the mechanistic
findings of the Phase 2b induction study
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Guselkumab’s early clinical efficacy is reflected
by serum proteomic changes that is consistent
between the Phase 3 and Phase 2b induction
studies

Background

Qe Guselkumab (GUS) is a selective dual-acting IL-23p19 subunit inhibitor that potently neutralizes interleukin 23 (IL-23) and binds
1r to CD64, a receptor on cells that produce IL-23' that is now approved in the United States for treatment of moderately to
severely active ulcerative colitis (UC).

Q GUS has demonstrated efficacy in UC based on the results of the QUASAR Phase 2b/3 studies??3.

These molecular changes were closely
correlated with the clinically relevant endpoints
such as histo-endoscopic mucosal improvement
illustrating mechanisms underlying clinical

efficacy outcomes

Mechanistic data from the Phase 2b induction study demonstrated a restoration of intestinal homeostasis and initiation of
- epithelial repair associated with clinical response to guselkumab“. These findings were examined in the larger Phase 3 QUASAR
induction study presented here.

Objectives

ﬁu) To validate mechanistic observations from QUASAR Ph2b induction and to further characterize molecular changes
induced by guselkumab treatment with the larger Ph3 QUASAR induction study.

Methods

Molecular changes from baseline to induction WK12 were evaluated in

the QUASAR Phase 3 induction study
e Atinduction baseline, 701 patients with moderately to severely active UC were randomized

3:2 to receive GUS 200mg IV induction or placebo (PBO) and clinical efficacy was assessed
at Week 12 (WK12)
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e Serum proteomic profiling of 648 patients was conducted using a targeted Olink

Inflammation panel and differential protein abundance was assessed
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Results

QUASAR Phase 3 induction study: Guselkumab induction Guselkumab induction therapy resulted in transcriptional downrequlation of inflammatory signals and uprequlation of
therapy was effective versus placebo in patients with UC healthy epithelium signals at WK12
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Transcriptional gene modules changes at WK12 correlated Patients who achieved HEMI at WK12 demonstrated the most robust changes in transcriptional gene module expression
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Inflammatory serum protein changes correlated with changes Guselkumab induction therapy significantly reduced inflammatory serum proteins as early as WK4, which continued to
observed in the Phase 2b induction study decline through WK12
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