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How anti-Alzheimer®s drug affect microglia and neurovascular unit ?
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Microglia are resident innate immune cells which release many factors
including proinflammatory cytokines when they are activated. As one of underlying mechanisms of
Alzheimer®s disease (AD), dysregulation of intracellular Ca2+ homeostasis has also been proposed as
a common cause of neural dysfunction. Donepezil, one of acetylcholinesterase (AChE) inhibitors, is
clinically used for the treatment of AD. The major mechanism of donepezil’ s effects is to inhibit
neuronal AChE activity. We examined whether pretreatment with donepezil affects the intracellular
Ca2+ mobilization and phagocytic activity in rodent microglial cells. We observed that pretreatment
with donepezil promoted phagocytic activity of mouse primary microglial cells.These suggest that
donepezil could directly modulate the microglial function in vitro and might favor the shift of
microglial cells from a pro-inflammatory to a more neuroprotective phenotype in the rodent brain.
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