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Roles of Nedd4-IRS complexes in the development of diabetes and cancer
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Insulin plays central roles in the regulation of glucose metabolism. Upon
overnutrition, insulin target cells become resistant to insulin, and excessive resistance causes
diabetes. Insulin-like growth factor (IGF) is a peptide similar in structure to insulin, and
promotes body growth. Excessive sensitivity of cells to IGF contributes to hyper-proliferation and
ano?@nic transformation of cells. The mechanisms by which the responsiveness of cells to
insulin/IGF is altered are not fully understood. In this study, we investigated intracellular
signaling that is activated just after insulin/IGF binds to their membrane receptors. We found that
IRS2, one of major insulin/IGF signal transducer proteins, associates with a protein called Nedd4.
Our study indicated that the excessive disassembly of this Nedd4-1RS2 complex leads to insulin

resistance and diabetes, whereas the excessive assembly contributes to hyper-proliferation of cancer
cells.
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