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Figurel Promotion of atherosclerosis by angiotensin |1.

Angiotensin Il (Ang Il) impairs NO synthesis and promotes reactive oxygen species production
by endothelia cells, causing endothelial dysfunction. Ang Il also promotes adhesion and infiltra-
tion of monocytessmacrophages by up-regulating adhesion molecules and chemokines such as
MCP-1. Ang |l promotes oxidation of LDL and foam cell formation of macrophages. Ang |1 func-
tions to destabilize atherosclerotic plaques by activating macrophages, which induce apoptosis of
smooth muscle cells and proteolysis of collagen by MMPs. Ang |l up-regulates VEGF production

and induces periadventitial angiogenesis.
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Figure2 Ang Il promotes accumulation of macrophages in atherosclerotic plague.
A: Ang Il infusion into the BM-chimeric mice promoted atherosclerotic lesion formation as deter-
mined by en face Sudan IV staining. Bone marrow-derived GFP-positive cells accumulated at

the sites of atherosclerosis.

B: a-smooth muscle actin-positive cells could be obtained from the culture of human peripheral
mononuclear cells. Those smooth muscle-like cells expressed MMP-9.
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The renin-angiotensin system (RAS) has been demonstrated to play a critical role in the initiation and progression of
atherosclerogis, thereby contributing to development of cardiovascular diseases. Angiotensin Il (Ang I1), a major substrate
in RAS, simulates atherosclerosis through various deleterious effects such as endothelial dysfunction, cellular prolifera
tion, and inflammation. Recently, local RAS in vasculature is reported to play an important role. Many of these athero-
genic actions of Ang |1 are mediated by reactive oxygen species (ROS). Investigation of the role of ROS and inflammation
induced by RAS may provide a clue to understanding the pathophysiology of atherosclerotic diseases, and may lead to a
new therapeutic strategy. (3Jpn Coll Angiol, 2008, 48: 449-454)
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