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hTFAM improves impaired insulin signaling in Alzheimer®s disease
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Diabetes is known to be a risk factor for Alzheimer’ s disease (AD). However, we
reported that microarray analysis of the hippocampus of an AD mouse model revealed the altered expression
of diabetes-related genes. Moreover, we identified obesity and impaired glucose metabolism in AD model
mice of a certain age. This vicious circle is considered to play a pivotal role in the development of AD,
but the molecular mechanism remains unclear.

In the present study, we established AD model mice expressing human mitochondrial transcriptional factor
A (hTFAM), and found that hTFAM expression effectively ameliorated the AD pathophysiology through the
improvement of mitochondrial dysfunction. The expression of hTFAM also improved obesity and glucose
tolerance in AD model mice. Our results provide new insights into the molecular mechanisms of the AD
pathology, and potential new therapeutic strategies against AD.
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