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The seminar will examine how the IBD-risk gene C1ORF106/INAVA acts in human intestinal epithelia to
manage environmentally-induced cell stress, inflammation, and the integrity of mucosal surfaces. We found
that INAVA exhibits dual activities mechanistically linking epithelial barrier function and inflammatory
signaling by IL1β. This is driven by INAVA’s signature Domain of Unknown Function DUF3338, which we
newly defined as an enhancer of TRAF6-protein ubiquitination. Other ubiquitin-mediated cell-stress
pathways are amplified by DUF3338, and these reactions appear to broadly affect the proteome via
formation of macromolecular cytosolic INAVA-containing puncta - a form of liquid-liquid phase separation
termed biomolecular condensate.
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