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Multifaceted analysis of molecular mechanisms by which diabetes and aging are
non-genetic risk factors for dementia
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Diabetes and aging have been noted as non-genetic risk factors for dementia.
This study aimed to identify how diabetes and aging promote dementia. Based on an analysis of the
U.S. database, we found an obesity paradox in dementia, which differed according to the APOE
genotype. Furthermore, a reduction in senile plagues by obesity was suggested as a possible
mechanism for this paradox. We also elucidate the mechanism by single-cell analysis using an
Alzheimer®s disease (AD) model with obesity/diabetes. On the other hand, using mice inducibly
expressing B -amyloid (AB ), we found that the effect of AR on cognitive function differs between
young and old ages. This difference may be a mechanism by which aging is the most significant risk
factor for AD.
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