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Abstract

Background and aim: Arsenic trioxide (ATO) is used in treatment of APL. One of the major side effects of this
drug is liver toxicity. So, introduction of an animal model for this toxic effect could be useful to evaluate hepato-
protective compounds. As different hepatotoxic doses of arsenic have been reported in the literature, in this study we
decided to develop a model of liver toxicity based on the protocol of ATO therapy in APL patients.

Methods: Considering the protocol of ATO therapy in APL patients (0.14 mg/day for 21 days) and FDA-suggested
formula for dose translation between humans and animals, dose 1.7 mg/kg/day was used. To achieve the best time to
take ATO administered without causing mortality, ATO was administered for 10 and 21 days to the male mice. At the
end of the treatment period, liver tissue samples were dissected and then homogenized in physiologic buffer. The
oxidative stress parameters including catalase and superoxide dismutase activity, lipid peroxidation and antioxidant
capacity of the samples were determined using standard protocols. Damage to the liver tissue was determined by
histopathological studies.

Results: Histopathological examinations indicated severe damage to the liver in the 21-day treated period. The
damage was accompanied with significant increase in the lipid peroxidation (p < 0.05), catalase activity (p < 0.05), and
superoxide dismutase activity (p < 0.01) in the ATO treated mice for 21days.

Conclusion: Treatment of mice with ATO 1.7 mg/kg for 21 days could resemble ATO-induced hepatotoxicty in
human.

Keywords: Arsenic trioxide, Liver toxicity, Oxidative stress

Please cite this article as follows:
Sattaee Mokhtari S, Dabiri S, Heidari MR, Mandegary A, Development of Arsenic trioxide-induced hepatotoxicity model in mice according
to the protocol of acute promyelocytic leukemia (APL) treatment. IranJ Physiol Pharmacol 1 (2017) 116-122.

*Corresponding author e-mail: alimandegary@kmu.ac.ir
Available online at: http://ijpp.phypha.ir
E-mail: ijpp@phypha.ir

WY (7 Gl ¥ oplad ) ala) ol (659955 Leyl6 5 (s55lgn 35 Alone



http://ijpp.phypha.ir/article-1-261-fa.html
http://www.tcpdf.org

