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Background

e Guselkumab (GUS), a dual-acting
IL-23p19 subunit inhibitor, is an
approved treatment for ulcerative
colitis (UC)'

e GUS has demonstrated efficacy in
patients (pts) with UC treated with
intravenous or subcutaneous (SC)
induction and SC maintenance®*

Objective

Here, we report efficacy and
safety results of SC maintenance
GUS following GUS SC induction
through week(W)96 in ASTRO, a
randomized, double-blind, placebo-
controlled, treat-through phase

3 trial in pts with moderately to
severely active UC

Methods

e Patients (Pts) were randomized at WO to
receive GUS 400 mg SC g4w (x3)->GUS

100 mg SC q8w, GUS 400 mg SC g4w (x3)—>

GUS 200 mg SC q4W, or placebo SC

e Starting from W16, pts meeting the following

rescue criteria at W12 received blinded
GUS SC treatment*:

— No improvement in Mayo endoscopic

subscore at W12 compared with baseline

AND

— <2 point improvement in partial Mayo
score at W12 and W16 compared
with baseline

*Rescue treatment for GUS arms: Sham rescue
with matching placebo SC to maintain the blind

at W16, W20, and W24. Efficacy and safety
data from rescue pts are not reported here.

e Ptswho benefited from treatment at W24

were eligible for the study extension with
treatment to be continued through W248

e Upon study unblinding after W48, placebo

pts who were not rescued with GUS

discontinued treatment; therefore, placebo

efficacy data are not reported

e Symptomatic remission, Ulcerative Colitis-
Patient-reported outcomes Signs and
Symptoms (UC-PRO/SS) assessments of
bowel urgency and abdominal pain, and levels
of inflammatory biomarkers C-reactive
protein (CRP) and fecal calprotectin were
assessed through W96 in pts who continued
treatment beyond W48. No endoscopic or
histologic outcomes were assessed at W96

- Symptomatic remission is defined as a

stool frequency subscore of O or 1and

not increased from baseline, and a rectal
bleeding subscore of O as assessed by two
PRO questions from Mayo Score

- No bowel urgency is defined as a rounded

daily average (within 1 week) score of O

in question Q7 of the UC-PRO/SS. Q7: In
the past 24 hours, did you feel the need to
have a bowel movement right away?

= No abdominal pain is defined as a rounded

daily average (within 1 week) score of

0 in question Q8 of the UC-PRO/SS. Q8:
In the past 24 hours, did you feel pain in
your belly?

e Statistical Analysis
- Efficacy analyses were based on pts who

were randomized to GUS and continued
treatment after W48

- “As observed” analyses included pts who

had data available at the analysis timepoint
(no imputation for intercurrent events and
missing data)

- NRI (nonresponder imputation) analyses:

pts who, prior to a/the designated
timepoint, had an ostomy or colectomy or
discontinued study agent due to lack of
efficacy or an AE of worsening of UC were
considered not to have achieved any of

the binary efficacy endpoints at W96. For
patients who discontinued study agent due
to COVID-19-related reasons (excluding
COVID-19 infection) or regional crisis, their
observed values were used, if available.
Pts who discontinued study agent prior

to W96 due to other reasons were
considered not to have achieved any of

the binary efficacy endpoints at W96. Pts
with insufficient data to calculate a binary
efficacy endpoint at W96 were considered
not to have achieved the endpoint at W96.

e A cumulative safety analysis WO through
W96 included all treated pts
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o Study unblinding

y 8 weeks; SC=subcutaneous; W=week.

Results

Demographics and Baseline Disease Characteristics

e Symptomatic remission was maintained from W48 through W96 in the

Symptomatic Remission From W48 to W96 Among ADT-IR Pts

e No abdominal pain was maintained over time from W48 through W96

MPO0297

Key Takeaways

GUS SC maintenance therapy showed
sustained symptomatic and inflammatory
biomarker improvements among pts who

continued treatment after W48

GUS SC maintenance therapy also
maintained no bowel urgency or abdominal
pain among pts who continued treatment
after W48

No new safety concerns were identified;
safety data remain consistent with the
well characterized profile of GUS in its
approved indications

e Median fecal calprotectin biomarker levels were maintained over time from
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“Pts who received at least one dose of study intervention (including a partial dose) at or after W48. GUS=guselkumab, q4w=every 4 weeks,

q8w=every 8 weeks, SC=subcutaneous, UC=ulcerative colitis, W=week.
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Cl=confidence interval, GUS=guselkumab, PY=patient years, q4w=every 4 weeks, g8w=every 8 weeks, SC=subcutaneous.
°Infections are based on MedDRA system organ class “Infections and Infestations’.
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