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Development of a novel therapy for atherosclerosis based on alleviation of
lipotoxicity of macrophages
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Foam cells in atheromatous lesions are characterized by macrophages loaded with
cholesteryl ester in lipid droplets. The cellular CE is hydrolyzed not only by hormone-sensitive lipase
$Lipe) but also by neutral CE hydrolase 1 (NCEH1), which we identified as a unique CE hydrolase

unctional in human and murine macrophages. It is plausible that overexpression of NCEH1 in macrophages
is protective against _atherosclerosis not only by reducing the burden of CE, but also alleviating other
immunological lipotoxicity. To test these hypotheses, we have generated mice overexpoessing Ncehl or Lipe
in a macrophage-specific manner using Cre/lox technology. The peritoneal macrophages expressed 3-fold
higher levels of mRNA compared with those from wild-type mice. We are going to examine the effects of the
transgene on the development of atherosclerosis.
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