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Experimental study on “dose-time-toxicity” relationship of hepatotoxicity in
mice with multiple administration of cold medicine containing acetaminophen
and Chaiqin Qingning Capsules

GAO Jing-fei, AN Xiang, SUN lJie-yu, WU Xiao-mei, FEI Xiang, WANG Zi-yi, ZHANG Shu-yin, YE
Wen-juan, LIU Man-man, DING Xuan-sheng

School of Basic Medicine and Clinical Pharmacy, China Pharmaceutical University, Jiangsu Nanjing, 210009

Abstract: Objective To study the “dose-time-toxicity” relationship of hepatotoxicity in mice with multiple administration of
Paracetamol Tablets (PT), Compound Paracetamol and Amantadine Hydrochloride Tablets (CPAH), Compound Dextromethorphan
Hydrobromide Tablets (CDH), and Chaiqin Qingning capsules (CQC). Methods Mice were randomly divided into control, PT,
CPAH, CDH, and CQC high, medium, and low dose groups. The acetaminophen contents of high, medium, and low doses were
266.24, 425.98, and 681.57 mg/kg in PT, CPAH, and CDH groups, and the doses of CQC group were 1 437.70, 2 300.31, and
3 680.50 mg/kg, ig administration, once daily for 5 d. General state and toxicity of mice were observed. The changes of ALT, AST,
AKP, TBIL, and ALB levels in serum and organ indexes of liver, spleen, thymus, and kidney were tested on day 1, 3, 7, 11, and 14
after multiple administration. Results CQC with the dosage range of 1 437.70 — 3 680.50 mg/kg to mice within 14 d, has not yet
induced the increase of AST, ALT, AKP, TBIL, and ALB levels and changes of organ indexes of liver, thymus spleen, and kidney
compared with normal control (P > 0.05). PT, CPAH, and CDH with repeated dose of 425.98 — 681.57 mg/kg could induce
significant increase of the levels of ALT, AST, AKP, and TBIL which reached the peak on day 1 (P < 0.05), and then gradually
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decreased on day 3 — 14. The level of ALB significant decreased on day 1—11 (P < 0.05), and then gradually recovered on day

11—14. The liver index significant increased on day 1—3 (P < 0.05), and recovered on day 7—14. Conclusion Multiple

administration of CQC could not induce liver injury in mice within 14 d, while multiple administration of PT, CPAH, and CDH could

induce hepatotocixity in mice with a certain dose, and show an obvious “dose-time-toxicity” relationship.

Key words: Paracetamol Tablets/Compound Paracetamol and Amantadine Hydrochloride Tablets/Compound Dextromethorphan

Hydrobromide Tablets/Chaiqin Qingning Capsules; multiple administration; hepatotoxicity; “dose-time-toxicity” relationship
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