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Insulin paradox and novel drug target in Alzheimer®s disease.
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Insulin signaling has been shown to regulate lifespan and the aging process.

In this study, we aimed at elucidating the molecular mechanisms how caloric restriction and genetic
disruption of IRS-2, the models of retarded aging, suppress amyloid deposition in the brains of
Alzheimer’ s (AD) model mice. In vivo analyses revealed that neither production nor clearance of
soluble AB was altered, suggesting that the aggregation process was suppressed in these models. In

IRS-2 deficient AD mouse brains, insulin-dependent activation of canonical insulin signaling
proteins such as Akt was kept normal. The signaling pathways known to be involved in the anti-aging
effect were also unaffected. Based on these results, the existence of an IRS-2-specific, canonical

insulin signaling-independent molecular pathway that is responsible for anti-AD effect was
suggested.
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