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RHO-KINASE IS AN IMPORTANT THERAPEUTIC TARGET IN CARDIOVASCULAR MEDICINE
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Rho-kinase has been identified as one of the effectors of the small GTP-binding protein Rho.  Accumulating evidence has demonstrated that Rho/Rho-kinase pathway plays an important role in various cellular functions, not only in vascular smooth muscle cell (VSMC) contraction but also in actin cytoskeleton organization, cell adhesion and motility, cytokinesis, and gene expressions, all of which may be involved in the pathogenesis of cardiovascular disease.  At molecular level, Rho-kinase up-regulates various molecules that accelerate inflammation/oxidative stress, thrombus formation, and fibrosis, while it down-regulates endothelial nitric oxide synthase.  The expression of Rho-kinase itself is mediated by protein kinase C/NF-kappaB pathway with an inhibitory and stimulatory modulation by estrogen and nicotine, respectively.  At cellular level, Rho-kinase mediates VSMC hypercontraction, stimulates VSMC proliferation and migration, and enhances inflammatory cell motility.  In animal studies, Rho-kinase has been shown to be substantially involved in the pathogenesis of vasospasm, arteriosclerosis, ischemia/reperfusion injury, hypertension, pulmonary hypertension, stroke and heart failure, and to enhance central sympathetic nerve activity.  Finally, in clinical studies, fasudil, a Rho-kinase inhibitor, is effective for the treatment of a wide range of cardiovascular disease, including cerebral and coronary vasospasm, angina, hypertension, pulmonary hypertension, and heart failure, with a reasonable safety.  Thus, Rho-kinase is an important therapeutic target in cardiovascular medicine.

