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Roles of four FoxO isoforms on insulin resistance and longevity
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Center of the pathology of t%pe 2 diabetes §T2D) is hyperglycemia due to
insulin resistance. T2D usually occurs in mid-age, thus aging is believed to enhance insulin
resistance. In contrast to this popular theory, in the present study we found that the insulin
resistance once occurred in mid-age later disappears in presenile to old age in mice. Part of this
biphasic insulin resistance is explained by obesity, but some part of the amelioration of insulin
resistance during the presenile to old age period is independent from body weight or fat deposition
in tissues, suggesting that aging in later life itself improves insulin sensitivity. This natural
improvement of insulin resistance in later life may exist even in human, elucidation of whose

mechanism may be clue to find new drugs.
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