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Analysis of the molecular mechanism of circadian clock and cerebral insulin
resistance involving in beta-amyloid deposition
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We investigated whether high-fat diet and feeding time affect the onset of
Alzheimer®s disease (AD) by using AD transgenic mice. Results from examination of cerebral glucose
metabolism with FD-glucose showed glucose uptake was decreased in AD mice. It is considered to be
caused by increased phosphorylation of Tau protein (Tau)and in decreased number of nerve cells due
to apoptosis. As a result of investigating changes in circadian rhythm due to changes in feeding
time by clock gene expression and activity changes, changes in eating time increased responsiveness
to light. Relationship between Tau phosphorylation induction and (3 -amyloid deposition in high-fat
feeding was investigated. In normal mice, the effect of high-fat diet was less but Tau
phosphorylation was enhanced by changing the feeding time. In AD mouse, we found that high-fat diets

increased microglia and enhanced Tau phosphorylation, but the effect of feeding time was low.
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