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Figure 100 Course of systolic blood pressure measured by tail-cuff method.
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Figure 20 TGF-B protein level.
*:p<0.05vs DR, **: p<0.01 vs DR, 1: p <0.05 vs DS
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Figure 30 Possible mechanism of beneficial effects of Rho-kinase inhibitor on hypertensive glomerulosclerosis.
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Renoprotective Effect of Rho-kinase Inhibitor in Hypertensive Glomerulosclerosis
and Its Mechanism
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Department of Hypertension and Cardiorenal Medicine, Dokkyo Medical University, Tochigi, Japan
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Among GTP-binding proteins, Rho is known to function as amolecular switch in various cellular functions. While,
the cellular function and signal transduction of Rho-kinase in the Rho effectors have been extensively studied informa-
tion about itsin vivo functions remains limited. With the recent development of a specific Rho-kinase inhibitor such asY-
27632 and fasudil, increased understanding of the role of the Rho/Rho-kinase pathway in vitro and in vivo has been
obtained. Although, to date, there has been little research conducted on the role of Rho-kinase in renal disease, recent
studies have shown that Rho-kinase inhibitor significantly attenuated the tubulointerstitial fibrosisin kidney induced by
unilateral ureteral obstruction. Moreover, there have been few studies investigating the role of the Rho/Rho-kinase
pathway in hypertensive glomerular sclerosis. In thisreview, we describe the role of the Rho/Rho-kinase pathway in the
progression of renal glomerulosclerosisin several forms of hypertensive rats. Our results suggest that chronic inhibition
of Rho-kinase pathway may be a new therapeutic approach for the hypertensive glomerulosclerosis. Additionally, our
results suggest that the mechanism of renoprotective effect of Rho-kinase inhibitor is partly mediated via inhibition of
extracellular matrix gene expression, monocytes/macrophages infiltration, and oxidative stress, and upregulation of eNOS
gene expression. (J Jpn Coll Angiol, 2006, 46: 667—673)
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