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ABSTRACT 

The present work was conducted to evaluate the possible protective effect of pentoxifylti;,~ ( PTX) in 

comparison toN-acetyl- cysteine (NAC) on the hepatotoxicity- induced by acetaminophen (AP) in mice. 

Further:more, this study aimed at declaring the effect of PTX on oxidative stress and tumor necrosis fac­

tor-alpha (TN F-a) in this model. The curre/11 work was carried out 011 36 healthy male mice ·~;ighing 

(25-30 grams), the animals were divided into 6 equal groups; Group(/), received intra-peritoneal (IP) 

single dose of normal saline (0.5ml), group(//), received NAC in a single dose of 150mglkg, IP, Group 

(Ill), received PTX in a single dose of 100 mglkg, IP. Group (IV), received AP in a single-dose of900 mg/ 

kg, IP; group (V) received once administration of NAC (/50 mg/kg, 30 minutes before once injection of 

900 mglkg AP, IP), group (VI), received once administration of PTX in a dose of IOOmglkg, IP, 30 min­

utes before IP once injection of 900 mglkg AP). Serum alanine aminotransferase (ALT), serum TN F-a. 

hepatic tinue malondialdehyde ( MDA) and hepatic tissue calcium were significantly elevated after 4 

hours of AP administration in comparison to control groups. These changes were nearly reversed by pre­

treatment with either NAC or PTX. This improvement of the results may be due to high efficacy of NAC 

and PTX as antioxidant and anti-TN F-a. 

INTRODUCTION 

Acetaminophen is a commonly used 
analgesic and antipyretic drug, however, 
when used in high doses, it causes fulmi­
nant hepatic necrosis and nephrotoxic ef­
fects in humans and exp~rimental animals. 
(Sener et aL, 2003). The }?fochemical mech­
anism by which AP-; i11!iuced liver inju-, ' 

ry has been elucidated in details and 
is believed to be the result of meta-
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bolic conversion of AP to a highly re­
active intermediate, namely; N-acetyl-P­
benzoquinonimine (NAPQI) by cyto­
chrome P450 mediated mixed function oxi­
dases; this metabolite is known to be de­
toxifi,~d by glutathione (Dambach et, al.~.. . 

2006). ,,, ..... 

Lipid peroxidation mediated by oxygen 
free radicals is believed to be an important 
cause of destruction and damage to cell 
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