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Many vascular diseases result from dedifferentiation of vascular smooth muscle cells (SMCs). Myocardin (MYOCD) is a co-transcriptional activator of serum response factor (SRF) and stimulates the expression of SM genes and inhibits the cell cycle. In addition to its roles in the development, MYOCD is critically involved in the pathogenesis of proliferative vascular diseases. The expression and activity of MYOCD are tightly regulated in SMCs. MYOCD, when phosphorylated by GSK-3β, can be ubiquitinated by C-terminus of Hsc70-interacting protein (CHIP), a cytosolic E3 ligase, resulting in proteasomal degradation and reduction of MYOCD transcriptional activity. More recent studies from our laboratory have indicated that inhibition of MYOCD degradation blocks MYOCD activity and tumor necrosis factor-alpha phenotype-specifically regulates MYOCD activities in SMCs. In summary, the regulation of MYOCD activity may play a critical role in the pathogenesis of vascular disease.
