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Activation of microglia by lipid metabolites and inhibitory effect by natural
nuclear receptor agonists
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Dyslipidemia is a risk factor for the development of Alzheimer®s disease
(AD). Since it is now believed that inflammatory responses caused by activation of central microglia
induce the onset of AD, we hypothesized that "activation of microglia” caused by "alteration of
lipid metabolism™ may precede the onset of AD.

It was suggested that palmitic acid (PA), used as a lipid metabolism modulator, increased the mRNA
expression of inflammatory markers and apoptosis-inducing factors, and that this was suppressed by
the retinoid X receptor (RXR) agonist bexarotene (BEX). These results suggest that PA-induced
microglial activation is suppressed via RXR.
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