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Impairment of insulin signaling in Alzheimer®"s disease and combined therapy with

apomorphine and insulin
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Alzheimer’ s disease (AD) brain is thought to be in diabetes-like condition.
Apomorphine (APO), which we have reported to be a novel drug promoting degradation of amyloid-f3
protein (AB ), improves insulin resistance of neurons. In the present study, we induced peripheral
diabetic condition in 3xTg-AD mice using the streptozotocin (STZ) injection and high fructose diet,
and found an increase in levels of toxic AB 42 conformer, co-aggregation of AP 42 and tau protein,
impairment of insulin signaling, and activation of microglia in brain. Next, we established an assay
system of insulin signaling in cultured N2a cells using western blot and TR-FRET, and confirmed
inhibition of insulin signaling by AR and recovery of the insulin signaling by APO. Currently, we

are investigating possibility of synergistic effects of APO and various anti-diabetic drugs using
this assay system.
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