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Background
i

Guselkumab is a dual-acting interleukin (IL)-23p19 subunit inhibitor that neutralizes IL-23 and binds to CD64, a receptor on o
cells that produce IL-23. It is currently approved in some regions for treatment of ulcerative colitis (UC) and worldwide for
the treatment of plaque psoriasis and psoriatic arthritis

While guselkumab has been shown to be safe in UC and Crohn’s disease (CD), safety results have only been reported in

= individual trials to date

Objective

Results

e In the placebo-controlled induction period through Week 12, 1703 participants with IBD were treated with guselkumab with 399.9 participant-years of follow-up and 743 participants were treated with placebo with 171.6 participant-years

of follow-up

e Through 1year, 2057 participants with IBD were treated with guselkumab, with 17521 participant-years of follow-up and 886 participants were treated with placebo with 4474 participant-years of follow-up

To characterize the overall safety profile of guselkumab in inflammatory bowel disease (IBD), we evaluated pooled
safety data from Phase 2/3 clinical trials of guselkumab in UC and CD

Methods

e Participants received one of the following treatment regimens, depending on the study:

— QGuselkuma
— QGuselkuma
— QGuselkuma

0 200 mg intravenous (IV) at Weeks 0, 4, and 8, followed by guselkumab 100 mg subcutaneous (SC) every 8 weeks or 200 mg SC every 4 weeks (GALAXI, QUASAR)
0 200 mg IV at Weeks 0O, 4, and 8, followed by guselkumab 100 mg SC every 8 weeks (guselkumab monotherapy arm from VEGA)

0 400 mg SC at Weeks 0, 4, and 8, followed by guselkumab 100 mg SC every 8 weeks or 200 mg SC every 4 weeks (GRAVITI)

— Placebo (GALAXI, QUASAR, GRAVITI) (Note: participants in the randomized placebo group in the QUASAR Phase 3 maintenance study were clinical responders to guselkumab IV induction before randomization)

e The GALAXI, GRAVITI, and QUASAR studies were pooled for the placebo-controlled induction period through Week 12 (IV and SC; VEGA was excluded from the induction period analysis due to no placebo control)
e The GALAXI, GRAVITI, QUASAR, and VEGA studies were pooled for the through 1-year analysis

e Incidence rates of key safety events were adjusted for the duration of follow-up and reported per 100 participant-years (PY) of follow-up with 95% confidence intervals (Cls)

Serious infections

Data were pooled from 4 UC studies (n=1514; QUASAR, a Phase 2/3 program and VEGA, a Phase 2a study [guselkumab monotherapy arm only]) and 4 CD studies (n=1492; GALAXI, a Phase 2/3 program and GRAVITI,
a Phase 3 study)

Key lakeaways

Through 1 year of treatment, guselkumab
demonstrated a favorable safety profile in
participants with UC or CD

No anaphylactic or serum sickness reactions
were reported through 1year and rates of
malignancy, opportunistic infections, major
adverse cardiovascular events, and clinically
important hepatic disorders were low

No new safety concerns were identified when
compared to the established safety profile of
guselkumab in psoriatic indications
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CI=Confidence interval; IBD=Inflammatory bowel disease.
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rescued or crossed over from placebo. ¢Confidence interval based on an exact method assuming that the observed number of events follows a Poisson distribution. 'Clinically important hepatic disorders are defined as hepatic disorder adverse events reported as serious adverse events or adverse events leading to discontinuation of study intervention. Note: Includes all participants who were treated. Note: Participants are counted only once for

any given event, regardless of the number of times they actually experienced the event. Adverse events are coded using MedDRA Version 26.0. CI=Confidence interval; IBD=Inflammatory bowel disease; PY=Participant-Year.
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