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IRS-2 in the CNS regulates food intake and glucose homeostasis
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Brain-specific insulin receptor substrate (Irs)-2 knockout mice (NIrs2KO mice)
displayed obesity, hyperphagia and insulin resistance both in the liver and the skeletal muscle. Since
those phenotypes are augmented by obesity, we adopted pair-feeding to maintain body weights of Nlrs2KO
mice equal to control mice. Even in pair-fed NIrs-2KO mice, hepatic glucose production was impaired and a
food intake was accelerated, su%gesting that hepatic insulin resistance and hyperphagia observed in
NIrs2KO mice were independent of obesity.

It has been shown that insulin signal in the CNS increased IL-6 expression and subsequently induced
phosphorylation of Stat3 associated with decreased expression levels of gluconeogenic genes in the liver,
we found that Irs2 in the CNS might contribute to this pathway. We also found that Irs2 in the CNS might
play an important role in the regulation of food intake by insulin and leptin.
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