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W R O (€32) : NCEH1, an microsomal protein which hydrolizes cholesterol
ester (CE), mediates the hydrolysis of esterified form of 25-hydroxycholesterol (25-HC),
one of oxysterols. In human monocyte-derived macrophages, NCEH1 is responsible for
the CE hydrolysis. Absence of Ncehl augmented endoplasmic reticulum (ER) stress
responses and subsequent apoptosis in murine peritoneal macrophages after exposure
to 25-HC. In parallel, it increased 25-HC ester contents in ER. Inhibition of ACAT1 by
inhibitors or genetic ablation reversed this phenomenon almost completely. Thus
accumulation of 25-HC ester in ER may trigger ER stress responses in macrophages.
Consistently, ablation of Acatl attenuates the aggravated atherosclerosis in LDL
receptor knockout mice to which Ncehl-deficient bone marrow was transplanted. In
conclusion, esterification of oxysterols and hydrolysis of their esterified forms
modulate ER stress thereby playing a critical role in the development of
atherosclerosis.
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