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Mechanism of atherosclerotic plaque formation by nalmefene, an opioid modulator
for the reduction of alcohol consumption
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3,300,000

CD36 oxidized low-density lipoprotein

Nalmefene, an opioid receptor modulator, is a reducing alcohol consumption
drug for patients with alcohol dependence. Opioid receptors involve in peripheral inflammatory
diseases such as colitis and arthritis. In this study, we determined if nalmefene increases risk of
atherosclerosis, one of inflammatory diseases. Apolipoprotein E knockout (ApoE KO) mice were fed a
high-fat diet and intraperitoneally administrated with vehicle (saline) or nalmefene (1 and 3mg kg-1

day-1) for 21 days. The atherosclerotic plaque formation in ApoE KO mice was dose-dependently
progressed by nalmefene treatment. In addition, nalmefene significantly increased the
monocyte/macrophage-positive area in aorta in ApoE KO mice. Furthermore, nalmefene significantly
increased oxLDL uptake in macrophage cells. Additionally, nalmefene increased the expression of
CD36. Therefore, nalmefene may progress the atherosclerotic plaque formation by enhancing oxLDL
uptake into macrophages in atherosclerotic plaque.
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Nalmefene, a reducing alcohol consumption drug, enhanced oxLDL uptake in macrophages and aggravates atherosclerotic plaque
formation in apolipoprotein E knockout mice.
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