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Emerging evidence su?gests that lifestyle diseases and other factors cause
chronic cerebral hypoperfusion (CCH), which leads to functional abnormalities of myelin
sheath-forming oligodendrocytes, resulting in white matter injury and cognitive impairment. However,
the pathological mechanism of CCH-induced various types of dementia remains to be elucidated and
effective therapeutic interventions are still under development. In this study, we used a mouse
model of chronic cerebral hypoperfusion (bilateral carotid artery stenosis; BCAS) and analysed it in
detail using TRPA1-KO and cell-specific conditional TRPA1-KO mice and cinnamaldehyde, a TRPAl
agonist. The present results showed that TRPA1 deficiency exacerbates BCAS-induced white matter
injury and cognitive impairment, and that astrocyte TRPA1 plays a pathoprotective role by promoting
myelination through the production of LIF. Therefore, TRPAl stimulation may be a promising
therapeutic approach for various types of dementia.
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