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Study on a target of the treatment of hepatitis and hepatoma induced by oxidative
stress
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Acute hepatic injury in LEC rats is induced by oxidative stress due to an
abnormal hepatic accumulation of copper. Cause of severe hepatitis is considered to be associated with
hemolytic anemia. Vitamin E derivatives protect LEC rats from severe jaundice. During the process of the
liver disease to hepatocellular carcinogenesis via acute hepatitis and chronic hepatitis in LEC rats,
changes in expression of many genes were observed. More importantly, similar changes in expression of
genes in the liver of LEC rats were shown to those in the progression of human liver tumors. Therefore,
LEC rat is a useful animal model for investigation of target genes for tumor treatments of human
hepatocellular carcinoma. Copper plays an important role In tumorigenesis, such as angiogenesis and
metabolic regulation. A combination of treatment by copper-chelating agent and chemotherapy interacted
synergistically and/or additively in induction of cell death in tumor cells in vitro.
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AST ALT
(U/L) (/L) (mg/dL)
4 53+ 12 121+ 15 0.27+ 0.07
10 149+ 20 155+ 32 -
13 573+ 129 548+ 154 6.4+ 3.7
13 SB*  286x 144 295+ 155 0.29+ 0.17
13 TS**  620x 99 534+ 199  0.25+ 0.15
14 687+ 94 822+ 211  5.42+ 1.95
14 TS** 524 97 416+ 62 0.43+ 0.20
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