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AdipoRon alleviates acetaminophen-induced acute liver injury in mice

HE Xiao-jiao1 , HUANG Song2 (1. Department of Pharmacy, Chongqing Armed Corps Police Hospital, Chongging 400061 , China;
2. Emergency and Trauma Center, First Affiliated Hospital of Army Medical University , Chongging 400038 , China)

Abstract: Objective To explore the roles and the possible mechanisms of small molecule adiponectin receptor agonist AdipoRon in
alleviating acute liver injury induced by acetaminophen ( APAP).Methods A total of 48 male C57BL/6 mice were randomly divided into
the control group,the AdipoRon group,the APAP model group, the low-dose AdipoRon(50 mg/kg) + APAP model group, the middle-dose
AdipoRon (100 mg/kg) + APAP model group and the high-dose AdipoRon (200 mg/kg) + APAP model group,with 8 mice in each group.
The acute liver injury model was established by intraperitoneal injection of APAP. The levels of alanine transaminase ( ALT) ,aspartate trans-
aminase (AST) ,lactate dehydrogenase (LDH) ,total bilirubin (TBIL) in serum and myeloperoxidase ( MPO) in liver tissues were detected.

The enzyme-linked immunosorbent assay was used to detect the activity of serum tumor necrosis factor-a. (TNF-) . The HE staining was used
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to observe the pathological changes of liver tissue. The TUNEL staining was used to observe the hepatocyte apoptosis. The Western blot was
used to determine the expression levels of Caspase-3 protein. The survival rate of mice was counted. Results Compared with the control
group, the levels of serum ALT,AST,TBIL,LDH in the APAP model group were increased, and the differences were statistically significant
(P <0.05). Compared with the APAP model group, the serum biochemical indexes of the AdipoRon intervention groups were improved
to varying degrees,and the differences were statistically significant (P < 0. 05). Compared with the APAP model group, the high-dose
AdipoRon + APAP model group had lower levels of TNF-a and MPO, and higher survival rate of mice,and the differences were statistically
significant (P <0.05). The HE staining results showed that the liver tissue lesions were significantly alleviated after AdipoRon intervention.
And the TUNEL staining results indicated that the apoptotic cells in liver tissue were significantly reduced after AdipoRon intervention.
Western blot results showed that AdipoRon inhibited the expression level of Caspase-3 protein. Conclusion AdipoRon has a certain protec-

tive effect on APAP-induced acute drug-induced liver injury,which may be related to its inhibition of hepatocyte apoptosis.
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