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To investigate the role of Irs2 of endothelial cells in atherosclerosis, we

generated the endothelial-specific Irs2/ApoE double deficient (ETIrs2/ApoEDKO) mice. These mice were
fed a high-cholesterol diet for 15 weeks. Metabolic profiles did not differ between the control and
ETIrs2/ApoEDKO mice. The ETIrs2/ApoEDKO mice showed the exaggerated atherosclerosis in both the
aortic valve and aorta. Moreover, the wild-type bone marrow transplanted ETIrs2/ApoEDKO mice showed
the exaggerated atherosclerosis in the aorta. The expression levels of MCP-1 and VCAM1 were
significantly increased in the ETIrs2/ApoEDKO mice. Consistent with these data, LPS-induced MCP-1
and VCAM-1 expression levels were significantly enhanced in primary endothelial cells of the
ETIrs2/ApoEDKO mice. These data indicate that Irs2 in the endothelial cells ameliorates
atherosclerosis.
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