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Elucidation of regulatory mechanism for brain aging
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Previous studies showed that less neural Insulin/ IGF-1 signaling (11S) extends li
fespan and delays aging in mammals as well as in lower animals. Age-related cognitive decline is correlate
d with the reduced adult neurogenesis in the hippocampal dentate gyrus (DG), however it remained unknown h
ow reduced neural 11S influences cognitive function and adult hippocampal neurogenesis. We found that prol
iferation and neuronal differentiation remarkably augmented in aged mice lacking neural 11S. Moreover, neu
ral 11IS depletion suppressed reduction in dendritic complexity and microglial activation in DG of aged mic
e. Finally, behavior analysis demonstrated that the test accuracy ratios in aged mice lacking neural 11S w

ere significantly greater than those in age-matched controls. These findings suggest that reduced neural 1
IS may delay brain aging.
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