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Summary. Hepatic cirrhosis is a complex disease in 
which several biological, biochemical and chemical 
alterations are combined, none of these alone being 
sufficient for diagnosis. The morphological characte- 
ristics of the final stages of cirrhosis are well known, 
but the initial lesions and intermediate stages still have 
not been fully clarified. 

An experimental model of hepatic cirrhosis by 
chronic administration over 30 weeks of thioacetamide 
(50 mglkg twice weekly) to female Wistar rats has been 
produced. In a macroscopic, microscopic and ultra- 
structural study. The different lesions that appeared were 
evaluated according to the dose of the toxic agent admi- 
nistered up, until hepatic cirrhosis was finally installed; 
this was after 60 doses of the toxic agent (30 weeks). 

Discussion is made of the different types of adminis- 
tration and the doses employed to obtain a suitable 
survival rate for these cases; in our experiments this 
was 95%. 

It has been demonstrated in both human and experi- 
mental pathology that once the disease itself has been 
installed, currently there is no rational or useful 
treatment for it. A beneficial effect has been demons- 
trated for certain substances, improving the initial and 
intermediate lesions. so we conclude by stating that it is 
necessary to further study the hepatic lesions preceeding 
cirrhosis. Knowledge of these lesions could form the 
basis for establishing a useful and rational therapy for 
such cases. 
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Introduction 

The study of hepatic dysfunctions is not an easy task. 
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For a better understanding of these it has thus 
been necessary to establish models of hepatotoxicity 
in which the metabolism is studied at all levels. With 
these models it is possible to obtain reproducible 
lesions by the use of hepatotoxic agents. 

Thioacetamide has been used in many studies to 
explore different aspects of liver cirrhosis and its possible 
reversability (Bader et al., 1975; Pino and Del Bolt, 
1976; Nuber et al., 1980; Lassila and Virtamen, 1984; 
Willemer et al., 1984). Interest of thioacetamide was first 
shown in 1943 when this substance, used on oranges as an 
antifungicide, was found to be a contaminant in orange 
juice and thus a danger to public health (Cascales 
Angosto and Ferrandiz Garcia, 1987). Several groups of 
investigators studied the toxicity of thioacetamide and in 
1948 (Fitzhugh and Nelson) it was reported that a single 
dose of this hepatotoxic agent could produce 
centrilobular hepatic necrosis and that chronic 
administration led to cirrhosis and hepatocarcinoma. 

As with other hepatotoxic agents, thioacetamide 
needs to be activated metabolically for its effect to be 
toxic. The products of its metabolic transformation 
include acetamide, sulphate and thioacetamide 
sulphoxide. The toxic effect of thioacetamide is 
attributed to the latter metabolite. 

Thioacetamide is metabolized by the catalytic action 
of a mixed-action microsomal mono-oxygenase that 
transforms. it sequentally into sulphoxide and sulphone 
(Cascales Angosto and Ferrandiz Garcia, 1987) 
(Table 1). 

Several reports by Goldberg et al. (1984), have 
described that chronic poisoning with TAA by 
intraperitoneal injections induced changes in the 
periportal collagen deposit. Zsigmond et al. (1982) have 
reported modifications in the body weight of animals, 
accompanied by progressive changes in the liver, such as 
cellular necrosis and regeneration as well as hepatic 
fibrosis with the formation of pseudo-lobules. Bodnar et 
al. (1982) have also communicated that after sufficient 
time in the organism, TAA leads to hepatic cirrhosis. 












