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We found that low protein diet (LPD)- wild-type (WT) mice showed significant
weight loss by middle age, but no abnormalities in glucose metabolism. On the other hand, LPD
induced impaired thermoregulation and altered spontaneous activity in WT mice after middle age. Our
results showed that specific phosphorylation changes of insulin receptor substrate 1 (IRS1) found in
the postmortem brains of Alzheimer®s disease patients are accelerated with age-related cognitive
decline, and LPD promotes specific phosphorylation changes of IRS1 induced by aging. Furthermore,
significant alterations in insulin sensitivity and blood glucose levels occurred in mice after

conversion from LPD to a normal diet.
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