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Insulin receptor substrates (IRSs) are essential for the induction of a wide

range of physiological activities of the anabolic hormone insulin/insulin-like growth factor
(insulin-like activities), which lead to healthy life in animals. We have found that IRSs form
complexes with a number of proteins (IRSAPsS), which play an important role in the regulation of
insulin-like activities by a completely novel mechanism. In this study, we found that IRS
degradation is regulated by the interaction of specific ubiquitin ligases and deubiquitinating
enzymes with IRS in response to the cellular context or in a cell-specific manner, which in turn
regulates vital events important for the healthy life span of animals such as muscle differentiation
and malignant transformation of cancer.
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