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We performed the gene expression analysis of Amyloid Precursor Protein

APP); ob/ob mice, generated by crossing APP mice, which overexpress familial AD-linked APP mutation,

and ob/ob mice, which are obese and mildly diabetic. Gene expression analysis showed the
characteristic features of APP, ob/ob and APP; ob/ob mice. It is also well known that both diabetes
and AD reduces life expectancy. We found that APP knock-in; ob/ob mice showed the shortest lifespan,

compared to wildtype, APP knock-in mice, and ob/ob mice. While diabetes and apolipoprotein E (APOE)
are both significant risk factors for AD, it remains to be clarified how they interact each other
to contribute to the risk of AD. By reviewing the National Alzheimer’ s Coordinating Center (NACC)
clinical records, we investigated whether diabetes affects cognitive decline depending on APOE
genotype. Interestingly, diabetes was associated with earlier cognitive decline in APOE2 and APOE3
carriers, but not in APOE4 carriers.
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