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Regulation of Fibroblast Biology in lleum and Rectum by Guselkumab in Crohn’s Disease:
Post-hoc Analysis of GALAXI Ph3 Program
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Leveraging single cell coexpression patterns for deconvolution of bulk transcriptomics. Single cell coexpression networks establish fibroblast-derived gene modules to facilitate deconvolution of bulk transcriptomics (left). Disease-
based tailoring of fibroblast modules accounts for association of fibroblast genes with ulcer size in ileum and rectum in Crohn’s disease (right).
Results
Both inflammatory and fibrosis-related biology are present in ileal biopsies with active narrowing, independent Reductions in inflammatory and fibrosis-related gene modules are correlated to paired changes Regulation of inflammatory and mucosa-supporting fibroblast biology at WK12 with GUS is followed by significant reduction in fibrosis-related biology by WK48 in ileum
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Note: Analysis performed in subset of ileum biopsies from patients with active

Note: Analysis performed in total set of ileum biopsies narrowing (SES-CD narrowing > 0) at baseline Note: Analysis performed in total set of ileum and rectum biopsies
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ABBREVIATIONS: CD=Crohn’s disease; ECM=extracellular matrix; GSVA=gene set variation analysis; GUS=guselkumab; SES-CD=simple endoscopic score for CD; UST=ustekinumab; WK=week.
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