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Alzheimer’ s disease (AD) is the major cause of dementia. A diabetes-like
pathogenic mechanism in AD brain has recently been suggested, and AD is called “ type-3 diabetes
mellitus (DM)” . Previously, we identified apomorphine (APO) as a novel drug to promote degradation
of AB 42 accumulating in AD neurons. APO may improve the insulin resistance in AD neurons. In the
present study, we established DM+AD mouse models in which injection of streptozotocin (STZ) induced
type-1 DM and high-fructose diet (HFuD) induced type-2 DM in 3xTg-AD mice. Exacerbation of cognitive

impairment and increases in the toxic turn A 42 which forms readily aggregating oligomers were
more apparent in STZ-injection mice (type-1 DM) than in HFuD mice. In addition, 1t was indicated
that toxic turn AB 42 co-aggregates with tau oligomers in neurons. Thereafter, we will develop new
therapeutic strategies of combination of APO and other DM drugs using such a DM+AD mouse models.
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