
• Differences in endoscopic response and biological features 
across ileum- and colon-involved Crohn’s disease (CD) suggest 
distinct mechanisms for healing.1

• Guselkumab (GUS), a selective IL-23p19 subunit inhibitor, 
demonstrated statistical superiority in endoscopic endpoints 
to ustekinumab (UST), an IL-12/23p40 subunit inhibitor, by 
end of maintenance treatment in patients with moderately to 
severely active Crohn’s disease (CD) in the Phase 3 GALAXI 2 
& 3 studies.2

• Exploratory analyses showed higher WK12 endoscopic 
remission rates  with GUS compared to UST in isolated ileal 
and strictured right colon patients, followed by higher rates 
across all patients at WK48.3
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Key Takeaways

In GALAXI Ph3, IL-23p19 inhibition with GUS 
showed greater changes in IL-23-related serum 
markers and greater reversal of tissue disease 
molecular features than IL-12/23p40 inhibition 
with UST, consistent with reported superior 
endoscopic efficacy. 

In isolated ileal CD, UST showed no change in IL-
23 related serum PD markers IL-22 and IL-17A by 
WK12. 

Transcriptomic analysis of ileal tissue indicated 
limited changes with UST

These data demonstrate differential effects of 
targeting IL-23p19 and IL-12/23p40 across tissue 
segments and CD patient populations with 
differing disease locations

Background

Understanding endoscopic heterogeneity (i.e., degree of 
involvement in each segment) across patients may help to 
delineate treatment effect differences between GUS and 
UST

Objectives

Methods
• Analysis of serum pharmacodynamic (PD) markers, IFNg, IL-

22, IL-17A, focused on subset of GALAXI Ph3 patients (n = 50) 
per treatment arm at Week (WK) 0, WK4, and WK12.

• Tissue transcriptomic profiling using RNA-sequencing 
assessed changes in ileum and rectum pinch biopsies across 
placebo (PBO), GUS, and UST induction arms and GUS 100mg 
q8w (GUS 100), GUS 200mg q4w (GUS 200), and UST 
maintenance arms at WK0, WK12, and WK48

• For each segment, differential analysis over time per 
treatment arm was performed using linear mixed effects 
models in representative subject samples4 (i.e., molecularly 
inflamed samples (bMIS5>0) from segments with SES-CD>0 at 
baseline)

• Interpretation/visualization using gene correlation networks 
(GCN) and gene set variation analysis (GSVA) with previously 
established single cell-derived modules6

Results

Molecular Differentiation of guselkumab and ustekinumab in Moderately to Severely Active 
Crohn’s Disease: Post hoc Analysis of the GALAXI 2 and 3 Phase 3 Studies
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GUS showed greater changes in IL-23-related serum markers vs UST in patients with isolated ileal disease

Greater reversal of CD tissue molecular disease profile with GUS than UST
GUS decreases key inflammatory transcriptional modules more than UST, including IL-23-
related biology, and increases healthy epithelial processes

GUS shows greater decrease in T cell IL-23 biology compared to UST in 
ileum and rectum

GALAXI ileum gene correlation network: Each cluster of genes (dots with similar color) 
represent co-expressed genes due to their association with a cell type or pathway.

• In ileum, GUS showed significant reduction in inflammatory processes with increased epithelial features at WK12 
and WK48; UST showed minimal transcriptomic changes in the ileum with adj p < 0.05

• In rectum (not shown), both GUS and UST showed significant gene changes at WK12 and WK48, with GUS 
showing a greater degree of changes by WK48

• The IL23/Th17 module, derived from T cell single cell GCN, contains 8 genes related to 
T17 transcriptional state (e.g., IL22, IL17A)

• The T cell core module, a set of genes specific to by all T/ILC/NK cell types with low 
variation across segment and inflammation status in single cell data7, was used to adjust 
(“adj”) the IL23/Th17 module score to represent changes in cell state amidst any 
changes in the overall T cell population.

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.

This
 m

ate
ria

l is
 di

str
ibu

ted
 fo

r s
cie

nti
fic

 pu
rpo

se
s o

n J
&J M

ed
ica

l C
on

ne
ct,

 an
d i

s n
ot 

for
 pr

om
oti

on
al 

us
e


	Slide 1



