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Comparison of pharmacodynamic serum IL-22 and mechanistic tissue molecular changes between
guselkumab subcutaneous and intravenous induction dosing in moderately to severely active Crohn’s
disease: Post-hoc analysis of the GRAVITI and GALAXI Phase 3 studies
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Key Takeaways

GUS reduced serum levels of IL-22 protein at WK12
relative to baseline in both SC and IV induction
treatments.

Following GUS SC induction, tissue changes observed
at WK12 in GRAVITI were highly correlated with those
Q observed with GUS IV induction from GALAXI Ph3 in

both ileum and rectum segments.
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Results

. . Intissue, IL-22, IL-17A and IFN-y mRNA expression levels are elevated at baseline and decrease In tissue, changes in gene transcriptional modules observed with GUS 400mg SC g4w induction at WK12 in ileum and rectum were significantly correlated with those
In serum, GUS SC and GUS IV showed similar WK12 decreases in IL-22 at Wk12 X ) . . R .
towards non-IBD control levels at WK12 following GUS 400 mg SC induction observed with GUS 200mg IV g4w induction at WK12
e Similar decreases in IL-22 were observed in patients stratified by previous biologic exposure following GUS 400 e Similar changes in molecular transcriptional modules in ileum and rectum tissue were observed patients stratified by previous biologic exposure following 400 mg SC or 200 mg IV
mg SC q4w (GRAVITI) or GUS 200 mg IV g4w (GALAXI) induction induction
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GUS SC vs PBO p<0.05 and GUS IV vs PBO p<0.05. RNAseq counts per million (CPM) from combined analyses of ileum and rectum tissue. Changein gene module score (WKI12-BL)

Correlation between 400 mg SC g4w or 200 mg IV g4w in all comers R=0.97, p<0.05 in ileum and R=0.93, p<0.05 in rectum
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