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Effect of adenosine receptors and cAMP-PKA signaling pathway mediated

by adenosine receptors in the model of paracetamol-induced hepatotoxicity
Zhao Han Ding Liping Lv Xiongwen et al
( College of Pharmacy Anhui Medical University Hefei 230032)

Abstract Objective To explore the effect of adenosine receptors and cyclic adenosine monophosphate-protein ki—
nase A ( cAMP-PKA) signaling pathway mediated by adenosine receptors in the model of paracetamol-induced hep—
atotoxicity. Methods  Thirty male Kunming mice were randomly divided into normal control group and model
group. Model group was treated with paracetamol 500 mg/kg and control group was treated with the same of con—
centration normal saline by intragastric administration respectively. The mice were killed after 24 hours. Serum
AST ALT ALP TBA were measured. The histological analysis was performed by HE staining. Hepatocytes were
extracted and purified from mice in the liver followed by the method of in situ perfusion. The expression levels of
adenosine Al receptor ( AIR) adenosine A2A receptor ( A2AR) adenosine A2B receptor ( A2BR) and adeno—
sine A3 receptor ( A3R) were detected using qRT-PCR and Western blot. The expression levels of cAMP PKA
and phosphorylation-cAMP response element bonding protein ( p-CREB) were detected using ELISA and Western
blot respectively. Results The expression levels of AST ALT ALP TBA in model group were much higher
than the normal control group ( P <0.01) . The mRNA and protein levels of AIR and A2AR expressed in the mod-
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el group were obviously higher than the normal control group ( P <0.01) and the cAMP level in the model group
was more than in the normal control group ( P <0.01) . The protein levels of PKA and p-CREB expressed in the
model group were higher than the normal control group. Conclusion  Paracetamol-induced hepatotoxicity may be
involved with the cAMP-PKA signaling pathway.
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