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Background & Research Questions N

Janus kinase (JAK)-Signal Transducer and Activation of Transcription (STAT) pathway is a key regulator of inflammatory signaling in ulcerative colitis (UC). JAK inhibitors prevent signaling downstream of multiple
pro-inflammatory cytokines!. While most studies have focused on how JAK inhibitors suppress immune cell mediated responses, their direct effect on the epithelium remains less known.

 How does the selectivity of five selected JAK inhibitors, tofacitinib, upadacitinib, filgotinib, brepocitinib and deucravacitinib differ in inhibiting the interferon-mediated activation of STAT1, STAT3, and TYK2 in
Intestinal epithelial organoids (IEOs)?

* What are the key transcriptional programs and biological pathways induced in IEOs following exposure to interferon (IFN)y, IFNA1, TNF and IFNy + TNF?

* Do pretreatment with either upadacitinib (JAK1-specific) or deucravacitinib (TYK2-specific) modulates these IFNy, IFNA1, TNF and IFNy + TNF-induced transcriptional signatures?
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