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Fig.1 Liver histopathology of rats given acetaminophen (APAP) (HE x200). Rats were ig given APAP 0(normal con-
trol) , 625 and 1250 mg-kg ~', the liver samples were collected at0, 1.5, 3, 6, 12, 24, 36 and 96 h after administration. A1 — A8. APAP
625 mg-kg ' group at0, 1.5, 3, 6, 12, 24, 36 and 96 h after administration. B1 —B8. APAP 1250 mg-kg~' group at0, 1.5, 3, 6, 12,
24, 36 and 96 h after administration. Black arrows. vacuolated hepatocytes; yellow arrows: congestion in sinusoids; green arrows . inflam-
matory cells; N. centrilobular necrosis.
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nase ( GPT) ( A) and glutamic oxaloacetic
trnasminase ( GOT) activities (B) of rats with acute
liver injury induced by APAP. x+s, n=6. *P<0.05,
compared with 0 h( control).
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Fig.3 Changes in miR-122 expression in plasma of

rats with actue liver injury induced by APAP. Endoge-
nous miR-103 was used as the normalizer'™'. x+s, n=6.
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Changes in miR-122 expression in plasma of rats with acute
liver injury induced by acetaminophen

WANG Yan, TANG Na-ping, FU Xin, YIN Cheng-sheng, JI Long-feng, YANG Chen-mao,
HUANG Huan-xia, MA Jing
( National Shanghai Center for New Drug Safety Evaluation and Research, China State Institute
of Pharmaceutical Industry, Shanghai 201203, China)

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) 0(control) , 625 and 1250 mg-kg™'. At1.5, 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-gPCR). The blood
levels of glutamic pyruric transminase (GPT) and glutamic oxaloacetic trnasminase ( GOT) were detec-
ted and pathological changes in liver tissue were observed. RESULTS Histopathological 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~'. Vacuolated hepatocytes and congestion in sinu-
soids were observed in zone |l at 6 and 12 h after administration, while at 24 h centrilobular necrosis
was prominent in APAP 625 and 1250 mg-kg ™' groups. Compared with normal control group, GPT and
GOT in serum significantly increased at 12 and 24 h in APAP 625 and 1250 mg-kg ™' groups, and GPT
activity more than doubled in APAP 1250 mg-kg ' group. Compared with normal control group, plasma
miR-122 increased by 5.2-fold at 6 h after administration in APAP 625 mg-kg~' and 3.6-fold at 1.5 h
after administration in APAP 1250 mg-kg~'. The level of plasma miR-122 continued to elevate but
returned to normal at 36 h in APAP 625 mg-kg™' group and at 96 h in APAP 1250 mg-kg~' group,
respectively. The course of plasma miR-122 levels displayed similar kinetics to GPT and GOT.
CONCLUSION miR-122 Expression in plasma may become an ideal hematologic molecular marker for
early detection of drug-induced liver injury in pre-clinical and clinical evaluation.
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