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Changesin miR-122 expression in plasma of rats with acute liver injury
induced by acetaminophen
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Abstract

OBJECTIVE To explore the changes and role of plasma microRNA(miR-122) in non-clinical evaluation of drug-induced
liver injury. METHODS Male SD rats were ig given acetaminophen(APAP) O(control), 625 and 1250 mg * kg‘l. At 15, 3,
6, 12, 24, 36 and 96 h after administration, blood samples were collected. miR-103, as a suitable endogenous reference gene
for plasma microRNAs quantification in rats with acetaminophen-induced hepatotoxicity, was employed to detect the
expression of miR-122 in plasma samples with real-time quantitative reverse transcription PCR (RT-qPCR). The blood
levels of glutamic pyruric transminase (GPT) and glutamic oxal oacetic trnasminase (GOT) were detected and pathological
changesin liver tissue were observed. RESUL T S Histopathologica examination showed that, compared with normal

control group, there was no significant difference at 1.5 and 3 h after rats were ig given APAP 625 and 1250 mg « kg™L.
Vacuolated hepatocytes and congestion in sinusoids were observed in zone [[] at 6 and 12 h after administration, while at

24 h centrilobular necrosis was prominent in APAP 625 and 1250 mg « kg'l groups. Compared with normal control group,
GPT and GOT in serum significantly increased at 12 and 24 hin APAP 625 and 1250 mg « kg‘1 groups, and GPT activity
more than doubled in APAP 1250 mg * kg'1 group. Compared with normal control group, plasma miR-122 increased by
5.2-fold at 6 h after administration in APAP 625 mg - kg'1 and 3.6-fold at 1.5 h after administration in APAP 1250

mg ¢ kg'l. The level of plasmamiR-122 continued to elevate but returned to normal at 36 hin APAP 625 mg * kg'1 group

and at 96 hin APAP 1250 mg * kg'l group, respectively. The course of plasmamiR-122 levels displayed similar kinetics to
GPT and GOT. CONCL USION miR-122 Expression in plasmamay become an ideal hematol ogic molecular marker for
early detection of drug-induced liver injury in pre-clinical and clinical evaluation.
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