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WFZER S OBEE (530) : During the period of this grant, we revealed many new findings
about the crosstalk of renin-angiotensin system (RAS) in the chronic liver diseases,
especially the liver fibrosis development, hepatocarcinogenesis, and the growth of
hepatocellular carcinoma (HCC). We reported that angiotensin-II (AT-II) and aldosterone
(Ald) play important roles in the respective processes. Both AT-II and Ald could stimulate
the proliferation of the activated hepatic stellate cells (HSC) and EC. AT-II and Ald utilizes
the PKC and ERK1/2 signaling cascade for the proliferation of endothelial cells (EC),
respectively. In the rat hepatocarinogensis studies, we observed that the clinically used
safe agents such as vitamin K (VK) and branched-chain amino acid (BCAA) exerted a
marked inhibitory effects on the progression of chronic liver diseases. And the combination
treatment with these agents and ACE inhibitor (ACE-I)/AT-II receptor blocker (ARB)
showed more potent inhibitory effects as compared with any single treatment along with
anti-angiogenesis. Furthermore, not only in the animal studies, but also we revealed
clinical usefulness with these agents. Collectively, our studies with this grant could
contribute to the improvement of prognosis in patients with chronic liver diseases.
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