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Ce!lhp?!arity—dependent anti-ROS responses and their regulation in intestinal
epithelia
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Revealing the molecular mechanisms of regenerative responses in intestinal
epithelium and of how intestine tolerates commensal bacteria is important for the understanding the
underlying mechanism of inflammatory bowel diseases. Using Drosophila intestine as a model system,
we have revealed that autophagy deficiency in enterocytes accumulates autophagic substrate Ref(2)
P/p62 in response to ROS, which inactivate Hippo signaling to secrete cytokine upd3 for stimulating
ISC proliferation. This excessive regeneration leads to subsequent epithelial dysplasia, barrier
dysfunction, and shortens lifespan. Our findings uncover a mechanism whereby suppression of
undesirable regeneration by autophagy maintains long-term homeostasis of intestinal epithelia.
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