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Guselkumab maintenance therapy mediates
further improvements in intestinal immune

homeostasis and mucosal healing in patients
with moderately to severely ulcerative colitis
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QUASAR Phase 2b: guselkumab induction therapy restored
immune homeostasis and promoted epithelial repair at WK12

QUASAR Ph2b induction

Placebo IV Week 0 4 8 12
Guselkumab 200mg IV i i { i Blood
Guselkumab 400mg IV 4 A Biopsy

Molecular changes evaluated; WK12 relative to WKO

Molecular analysis

Serum
proteomics

| Tissue bulk and
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Restores immune homeostasis

Q) Inflammatory monocytes
Q© Inflammatory fibroblasts
Q© Inflammatory epithelium
O Neutrophils

Promotes epithelial repair

Q) Epithelial cells (enterocytes, goblet cells)
Q) Prohealing fibroblasts (ADAMDEC1+ cells)
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Molecular changes were evaluated from the end of induction
to maintenance WK44 in the QUASAR Phase 3 study

Maintenance

Molecular analysis

= Phase 3 Maintenance Study Tissue bulk
= ptomics
= RNA sequencing
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Target Patient Population: Adults with moderately to severely active UC (defined as induction baseline modified Mayo score of 5to 9 with a Mayo rectal bleeding subscore > 1 and a
Mayo endoscopic subscore > 2 based on central review) who had inadequate response/intolerance to conventional therapy and/or biologic and/or JAK inhibitor therapy.
Clinical remission: Mayo SFS of 0 or 1 and not increased from induction baseline, aMayo RBS of 0, and an MES of 0 or 1 with no friability

©Speaker: Bram Verstockt at ECCO’25 Congress



Maintenance WK44 demonstrated further improvements in

anti-inflammatory and pro-healing molecular changes that
were observed at induction WK12

Primary endpoint: Clinical Remission at Week M-44
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Changes in gene modules at maintenance WK44 were correlated
with clinical remission

Inflamed epithelium Healthy epithelium 10 - Induction baseline

gene module gene module MO - Maintenance baseline
M44 - Maintenance WK44
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Patients who achieved clinical remission at maintenance WK44 showed more robust changes in gene
modules compared to non-remitters

Clinical remission: Mayo SFS of 0.or 1 and not increased from induction baseline, aMayo RBS of 0, and an MES of 0 or 1 with no friability
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Maintenance therapy demonstrated unique changes related

to mesenchymal biology

Serum Proteomics
(Olink Inflammation)
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Serum analysis demonstrated a
reduction in chemokine CCL11/Eotaxin-1
in response to GUS maintenance therapy
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Tissue Transcriptomics

Unique to GUS maintenance therapy, a significant
reduction in modules related to intestinal mesenchymal
biology was observed, minimally evident in induction
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Conclusions

Guselkumab maintenance therapy mediated further downregulation of tissue-based
molecular inflammation and upregulation of mucosal healing signals observed post-
induction
« Maintenance WK44 clinical remitters demonstrated the most significant
molecular changes

« Both guselkumab maintenance dose regimens showed similar molecular effects

« These data highlight the role for guselkumab in modulating mesenchymal biology
to achieve tissue repair during maintenance treatment

« These data provide insight into the impact of guselkumab on restoring
tissue immune homeostasis, supporting clinical efficacy findings
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