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We investigated the roles of hypoxia inducible factor 1 (HIF-1) in the
development of atherosclerotic plaque calcification. In apoE-deficient mice, immunohistochemical staining
revealed that macrophages are localized in hypoxic areas of atherosclerotic plaque lesions and that
oncostatin M (OSM) is expressed in theses macrophages. Next, we investigated the stimulatory effects of
OSM on osteoblastic differentiation of human vascular smooth muscle cells (HVSMC). OSM promoted
osteoblastic differentiation of HVSMC through JAK3/STAT3 signaling pathway as evidenced by the
experiments using specific inhibitor reagents and siRNAs. Finally, we examined the roles of HIF-1 in
LPS-induced OSM expression in macrophages. The experiments utilizing inhibitors, hypoxia mimetics, and
siRNA clarified that HIF-1 inhibits LPS-induced OSM expression in macrophages. These data suggest that
HIF-1 in macrophages may play an inhibitory role in plaque calcification through inhibiting expression of
OSM.
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