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Possible involvement of impaired intrinsic microglial clock in
Periodontotis-associated exacerbation of Alzheimer®s disease

Nakanishi, Hiroshi

4,900,000

APP-KI
mRNA
REV-ERBalpha REV-ERBalpha
REV-ERBalpha
Abeta

REV-ERBalpha
REV-ERBalpha Abeta
REV-ERBalpha

It is well known that disturbances in clock genes affect almost all patients
with Alzheimer’ s disease (AD). As microglia-mediated neurcinflammation proved to be a driver of AD
rather than a result of the disease, we evaluated the relationship between clock gene disturbance

and neuroinflammation in microglia and their contribution to the onset of AD. Pro-inflammatory genes
in microglia isolated from APP knock-in mice were significantly higher than those isolated from
wild-type mice. The expression of pro-inflammatory genes was positively associated with NF-k B
activation and negatively associated with the BMAL1 expression. SR9009 induced the activation of
microglia, the increased expression of pro-inflammatory genes, and cognitive decline in APP knock-in
mice. Therefore, clock gene disturbance in microglia is involved in the early onset of AD through
the induction of chronic neuroinflammation.
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