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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 
observed with GUS IV induction from GALAXI Ph3 in 
both ileum and rectum segments.

These data demonstrate similar molecular effects of 
GUS SC and IV induction doses aligned with previously 
reported comparable efficacy, supporting the flexible 
choice for patients and healthcare professionals 
between GUS SC and IV to treat patients with CD.

Background
Guselkumab (GUS) is a selective dual-acting IL-23p19 subunit inhibitor that 
potently blocks IL-23 and binds to CD64, a receptor on cells that produce IL-
23.1

GUS demonstrated short- and long-term efficacy in patients (pts) with 
intravenous (IV) and subcutaneous (SC) induction followed by SC 
maintenance in moderately to severely active Crohn’s disease (CD) in the 
GALAXI and GRAVITI Ph3 trials.2,3

Previous analysis showed similar changes in serum inflammatory proteins 
following GUS SC and IV induction.4 We extended this work to compare 
serum IL-22 and biopsy transcriptomic profiles following GUS SC or IV 
induction. 

Compare serum IL-22 changes associated with GUS SC and IV induction in 
CD patients stratified by previous biologic exposure 

Compare molecular effect of GUS SC and IV induction in ileum and rectum 
tissue in patients stratified by previous biologic exposure 

Objectives

Methods
• Serum IL-22 was measured using a high-sensitivity assay and changes in 

protein abundance were assessed at WK0 and WK12 following GUS 400 mg 
SC q4w induction (n=202) compared with placebo (PBO) (n=86); GUS 200 mg 
IV q4w induction (n=50) compared with PBO (n=50), and in independent 
healthy control sera (n=30).

• Transcriptional profiling from ileum and rectum was analyzed from 277 
GRAVITI patients randomized to PBO or GUS 400mg SC q4w, and from 259 
GALAXI patients randomized to PBO or GUS 200mg IV q4w. Matched samples 
were analyzed from baseline (BL) and WK12.

• Transcriptional gene modules were evaluated for differential expression in the 
bulk RNA-seq dataset in ileum and rectum segments, and in patients stratified 
by previous biologic exposure.

• Analysis of treatment effect was performed using molecular inflamed 
samples (defined as bMIS5 >0) from segments with SES-CD >0 at baseline.
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Results

• Similar decreases in IL-22 were observed patients stratified by previous biologic exposure following 400 mg SC 
q4w  (GRAVITI) or 200 mg IV q4w  (GALAXI) induction

GUS SC vs PBO p<0.05 and GUS IV vs PBO p<0.05. 

Comparison of Serum IL-22 and Tissue Molecular Changes Between guselkumab Subcutaneous and 
Intravenous Induction in Moderately to Severely Active Crohn’s Disease: Post Hoc Analysis of the GRAVITI 
and GALAXI Studies

Randomization

(1:1:1)

Stratification factors:
• CDAI ≤300 or >300
• SES-CD ≤12 or >12
• Prior BIO-failure status 

(Yes/No)

Guselkumab 400 mg SC q4w

Guselkumab 400 mg SC q4w

Placebo SC q4w

0 4   8   12 48   

Screening

-5 

Week E E E

Analysis: Combined GUS 400 mg SC q4w 

Induction

R

ScreeningGRAVITI Ph3

Randomization

(2:2:2:1)

Stratification factors:
• CDAI ≤300 or >300
• SES-CD ≤12 or >12
• Prior BIO-failure status
• Corticosteroid use at 

baseline (Yes/No)

0 4   8   12 48   

Screening

-5 

Week E E E

R

Screening

Guselkumab 200 mg IV q4w

Guselkumab 200 mg IV q4w

Induction

Placebo IV q4w

GALAXI 2 and GALAXI 

3 Ph3

Analysis: Combined GUS 200 mg IV q4w 

In serum, GUS SC and GUS IV showed similar WK12 decreases in IL-22 at WK12
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IL-22 IL-17A IFN-γ

Non-IBD Control GUS WK0 GUS 400 mg SC WK12

Colon IL-22, IL-17A and IFN-γ mRNA expression levels are elevated at baseline and decrease towards non-
IBD control levels at WK12 following GUS 400 mg SC induction (GRAVITI)  

In tissue, changes in gene transcriptional modules observed with GUS 400mg SC q4w induction at WK12 in ileum and rectum were significantly correlated with those 
observed with GUS 200mg IV q4w induction at WK12

RNA-seq counts per million (CPM) from combined analyses of ileum and rectum tissue. 

Similar changes in molecular transcriptional modules in ileum and rectum tissue were observed in patients stratified by previous biologic exposure following 400 mg SC or 200 mg 
IV induction

GALAXI Ph3 GUS 200 mg IV
Change in gene module score (WK12-BL)

• Correlation between GUS 400 mg SC q4w or GUS 200 mg IV q4w in all comers R=0.97, p<0.05 in ileum and R=0.93, p<0.05 in rectum

GALAXI Ph3 GUS 200 mg IV
Change in gene module score (WK12-BL)

Ustekinumab IV

Scan the QR code. 

The QR code is intended to 
provide scientific 
information for individual 
reference, and the 
information should not be 
altered or reproduced in 
any way.
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