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Despite numerous reports, little progress has been made forwards the 
development of typical animal model using rats and mice simulating alcoholic 
liver damage in humans. The histological changes of the liver in ethanol-treated 
rats showed only fatty degeneration, or a slight degree of fibrosis. It was 
difficult to establish a model producing hepatic focal necrosis in the 
peri-central vein area despite long-term and excessive ingestion of ethanol. 
This study attempted to develop alcoholic liver damage in rats using hydrazine 
sulfate(Hz) as an inhibitor of both gluconeogenesis through phosphoenol pyruvate 
carboxykinase and ethanol oxidation through acetoaldehyde dehydrogenase with 
low km value(l,2). 

Male Sprague-Dawley rats (N=6, 350-450g) were restricted diet containing 
15%(W/W) purified egg protein 4hr before intubation of ethanol (5g/kg BW) and/or 
Hz (39mg/kg BW). The plasma enzyme activities, alanine aminotransferase (ALT) 
and ornithine carbamoyltransferase(OCT), and the histological changes were 
examined at 6, 15, 24, 48, 72hr after treatment. 

At 24hr after intubation with both ethanol 
and Hz, rats showed not only delayed ethanol 
clearance from the blood compared to the group 
with administration of ethanol alone but also 
significant elevation of both ALT and OCT in 
plasma, concurrently with moderate hepatic 
focal necrosis with fatty degeneration(Photo). 
On the other hand, the rats intubated with 
ethanol or Hz alone never show any such 
changes. The disappearance of glucogenic 

L-amino acids i.e., alanine, serine, proline, threonine, etc., from the blood 
occurred soon after ethanol loading(3), suggesting that gluconeogenesis could 
support the maintenance of the redox-state in the liver within normal limits in 
the process of ethanol oxidation. Hz may play some roles to reduce both ethanol 
oxidation and gluconeogenesis and cause focal necrosis in the hepatic lobule. 
This experimental approach could be used to develop models of chronic alcoholic 
liver injury in rats in order to elucidate the pathogenesis and develop new 
therapeutic strategies for human alcoholic liver disease. 
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