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Novel regulatory mechanism of insulin activity through IRS monoubiquitination
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Insulin is a hormone that regulates blood glucose levels. Insulin-like growth
factor (IGF) is another hormone similar in molecular structure to insulin, and IGF promotes cell
proliferation and body growth. We previously found that insulin receptor substrate (IRS), a protein that
mediates insulin/IGF intracellular signaling, is functionally changed by its modification called as
"monoubiquitination”, and it leads to the enhancement of insulin/IGF signaling and induction of their
bioactivities. In this study, we elucidated the detailed molecular mechanisms underlying the enhancement
of insulin/IGF signaling by IRS monoubiquitination. Furthermore, we found that, when the amounts of
nutrition given to hepatocytes are changed, hepatic insulin sensitivity also changed through this novel
mechanism. This finding is thought to be important for understanding pathogenic mechanism of diabetes.
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