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Background

e Guselkumab is a dual-acting IL-23p19 subunit
inhibitor that potently blocks IL-23 and binds
to CD64, areceptor onimmune cells that
produce IL-23'

e The phase 3 GALAXI and GRAVITI studies
(NCT03466411 and NCT05197049,
respectively) evaluated guselkumab in
participants with moderately to severely
active Crohn’s disease*®

® |ntestinal stenosis in Crohn’s disease can lead
to obstructive symptoms and interventions;
evidence regarding the impact of biologics on
stenosis remains limited*

Objective

e Here, we present descriptive post hoc
results through Week 96 from participants
with non-passable endoscopic intestinal
stenosis at baseline enrolled in the

Methods

Phase 3 GALAXI and GRAVITI Study Designs

Analysis Considerations

Key eligibility criteria: Moderately to severely active Crohn’s disease (CDAIl score 220-450 AND either mean daily SF OR AP above protocol thresholds®), SES-CD score 26 (or 24 for isolated

ileal disease), and inadequate response/intolerance to oral corticosteroids, 6-MP/AZA/MTX, or biologic therapies®

Randomization stratified by: CDAIl score (<300 or >300), SES-CD (<12 or >12), BIO-IR status, and corticosteroid use at baseline (GALAXI only)
GALAXI2&3

Guselkumab 200 mg IV q4w Guselkumab 200 mg SC q4w

Guselkumab 200 mg IV qg4w Guselkumab 100 mg SC q8w

2:2:2:1 Ustekinumab IV

Ustekinumab IV

Placebo IV

Placebo SC q4w

GRAVITI

e Guselkumab 400 mg SC q4w Guselkumab 200 mg SC q4w

Guselkumab 400 mg SC g4w Guselkumab 100 mg SC q8w

®_

111

Placebo SC q4w

SES-CD narrowing
(stenosis) component

® Analyses were post hoc, as observed, and descriptive; no
formal statistical hypothesis testing was performed

® Participants with symptomatic stenoses, or stenoses
requiring surgical intervention, were excluded from
enroliment

No narrowing
Single narrowing, can be passed

In GALAXI, participants meeting prespecified criteria could Multiple narrowings, can be passed

dose adjust from guselkumab 100 mg to 200 mg between
Weeks 52-80; these participants were analyzed within their
original randomized arm

W N = O

Narrowing that cannot be passed
(non-passable)

No Passable Nonpassable
® Stenosis status was scored per ileocolonic segment using N?rtn?a?lgzllr?al Lurﬁ::':gi';ng Lumigltn?;gzlnz that

the SES-CD narrowing component at Weeks 12, 48, and 96;
narrowing is 1 of 4 SES-CD components

diameter that can be traversed  cannot be traversed

® Participants with non-passable stenosis at baseline were
evaluated at each post-baseline endoscopic assessment

MPOO0O83

Key Takeaways

Among participants with moderately to severely
active Crohn’s disease and non-passable
stenosis at baseline, improvement to passable
or no stenosis was observed as early as

Week 12 with guselkumab and was maintained
through 2 years

Guselkumab induced greater and earlier
improvement in disease-associated fibroblast
biology in the ileum, while ustekinumab showed
limited changes

These findings suggest that guselkumab may
improve endoscopic intestinal stenosis while
inducing early changes in stenosis-associated
fibroblast biology
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“Participants randomized to guselkumab 200 mg IV g4w - 100 mg SC q8w. “Participants randomized to guselkumab 200 mg IV g4w - 200 mg SC g4w. *Participants randomized to ustekinumab ~6 mg/kg IV
- 90 mg SC q8w. “Participants randomized to guselkumab 400 mg SC g4w - 100 mg SC q8w. *Participants randomized to guselkumab 400 mg SC g4w - 200 mg SC g4w. ‘Includes the presence and size of

ulcers component and extent of ulcerated surface component. “Includes the presence and type of narrowings component across all evaluable segments. "Includes participants who did not have a “Total or Sub-

total colectomy” or a “Partial bowel resection” or a “Other Crohn’s Disease related surgery” prior to study entry. 'The first non-passable stenosis encountered (distal to proximal) is the one whose location is being

reported.'Primary nonresponse, secondary nonresponse, or intolerance.

CD=Crohn’s disease; CDAI=Crohn’s disease activity index; GUS=guselkumab; IQR=interquartile range; IV=intravenous; SC=subcutaneous; SES-CD=simple endoscopic score for Crohn’s disease;

UST=ustekinumab.
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“Guselkumab 200 mg IV (GALAXI) or 400 mg SC (GRAVITI) at Weeks O, 4, and 8.

Note: Denominators are defined as participants with non-passable stenosis at baseline minus the missing SES-CD data at the respective time point. Missing SES-CD data is defined as participants who had a non-passable stenosis at baseline and did not have a dilation procedure or an intestinal resection surgery prior to the respective timepoint and did not have any SES-CD data at the respective timepoint, so it was unknown

whether they improved.

GUS=guselkumab; IV=intravenous; SC=subcutaneous; SES-CD=simple endoscopic score for Crohn’s disease; UST=ustekinumab.
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