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Regulation of inflammasomes mediated by the E3 ubiquitin ligase
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Here, we show that glomulin (GLMN) specifically binds cellular inhibitor of
apoptosis proteins 1 and 2 (clAP1 and clAP2), members of the inhibitor of apoptosis family of
RING-E3 ligases, which results in reduced E3 ligase activity, and consequently inflammasome-mediated

death of macrophages. Shigella deploys a unique mechanism to manipulate macrophage pyroptosis by
delivering the IpaH7.8 E3 ubiquitin ligase via its type secretion system. IpaH7.8 ubiquitinates
GLMN and elicits its degradation, thereby inducing inflammasome activation and pyroptotic cell death
of macrophages.
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