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Oxysterol enhanced leukocyte-endothelial interaction
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7-Ketocholesterol is a major dietary cholesterol oxidation product found in
high concentrations in atherosclerotic plaques, which contribute to the development of
atherosclerosis. Pretreatment of human umbilical vein endothelial cells (HUVEC) with
7-ketocholesterol significantly enhanced the total interactions between human monocytic cells (THP-1
cell line) and TNFa -activated HUVECs under physiological flow conditions, compared to pretreatment
with cholesterol. 7-Ketocholesterol enhanced the expression of E-selectin, ICAM-1, and VCAM-1
proteins. It also activated p38 mitogen-activated protein kinase (MAPK), and treatment with a p38
MAPK inhibitor inhibited both E-selectin expression via ATF-2 activation and
7-ketocholesterol-induced THP-1 adhesion to HUVECs. These findings suggest that 7-ketocholesterol
enhances leukocyte-endothelial interactions by upregulating the expression of adhesion molecules,
presumably via the p38 MAPK-dependent pathway.
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