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The effects of renin-angiotensin system control by HIF-lalpha in arteriosclerosis
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Hypoxia-inducible factor-la (HIF-1a ) is a transcription factor which regulates
expression levels of a lot of genes implicated in cell proliferation, differentiation, angiogenesis, and
so on. Recently, several reports have shown that angiotensin Il (Ang Il) and cytokines can also induce
HIF-1a without hypoxic condition, and thus some reports have suggested that HIF-l1a plays crucial roles
in chronic inflammation. We have elucidated that Ang Il-induced vascular remodeling is suppressed by
smooth muscle cell (SMC)-specific HIF-1a deficiency. In our study, we showed that SMC-derived HIF-1la
contributes to Ang ll-induced vascular smooth muscle cell migration, proliferation and hypertrophy, and
vascular fibrosis. We suggested that Ang Il-induced SMC-derived HIF-1a expression also contributes to
activation of Ang I1-AT1 receptor signaling axis. The feedback regulation by HIF-1a may play key roles
in Ang I1-AT1-induced vascular remodeling.
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