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BACKGROUND & OBJECTIVE

Pathogenic T Cells and Ulcerative Colitis (UC)

* In UC lamina propria, multiple T cell subtypes are highly inflammatory and implicated in the pathogenesis of
UC?, including T peripheral helper cells (Tph) and T effector memory cells

RESULTS

Pathway Genes Specific to Fibrosis, Barrier Function, and Inflammatory
Myeloid Cells were Normalized by Rosnilimab

PD-1+ Tregs in UC Colonic Tissue Expressed Higher Levels of
Proinflammatory Genes
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METHODS

Secondary analyses of active UC patient-derived colonic tissue for differential gene expression

* A published dataset of CD3-sorted single-cell proteomics and transcriptomics from UC patients (N=14)¢ was
used to characterize PD-1+ CD4 Tcon and Tregs

* Tcon and Treg (PD-1+ and PD-1 neg) pathway activity was estimated from gene expression via footprint
analysis with Progeny”

* Treg pathway enrichment was performed with Gene Ontology (GO) 'Biological Processes’ (BP) gene sets
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mouse model of colitis. *p<0.05 rosnilimab compared to isotype mIgG2a

PD-1+ Tregs showed (Fig. 3):

* Higher gene expression of several proinflammatory cytokines, cytokine receptors, and a transcription factor
Tbx21 (Tbet)

* Lower gene expression of surface molecules regulating trafficking and IL2ZRA (CDZ25), which contributes to
Treg suppressive function

* Pathway genes specific to fibrosis (Fig. 5A), inflammatory myeloid cells (Fig. 5B), and barrier function (Fig.
5C), were dysregulated in the murine model of colitis and normalized in rosnilimab-treated animals

CONCLUSIONS
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