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Abstract: Abnormal toxicity testing was initially considered as an auxiliary testing method to ensure the
consistency and safety of the manufacturing processes for multiple-ingredients products, and subsequently
recognized as a universally-accepted safety measure for exogenous toxic pollutants and was listed in the
pharmacopoeia in various countries around the world. Due to the relevance of this testing result, the quality and/
or safety of the medication has been questioned, this method is gradually eliminated from the general guidance of
pharmacopoeia in many countries, while it is still listed in Chinese Pharmacopoeia. Since the test has numerous
limitations, such as the difficulty in unifying the setting limits, unreasonable administration volume and dosage,
susceptible testing results and lack of clear evaluation standards and defects from experimental principles and
design, the test results of abnormal toxicity have no significant practical reference. Based on the retrospective
analysis of historical data, international regulatory agencies and the health organizations have an advanced
scientific understanding of the abnormal toxicity, and have gradually formed a unified regulatory consensus, that
is, strict manufacturing control measures and effective quality testing methods are more important than the abnormal

toxicity testing; besides, no correlation between the abnormal toxicity testing results and quality of the product and
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contamination levels were found; furthermore, utilizing a large number of animals in the abnormal toxicity test

does not comply with animal welfare and the "3R" principle. This article attempts to discuss the rationality of the

abnormal toxicity test to be used as a standard quality control test from scientific perspectives, and summarizes the

scientific principles for the revision of abnormal toxicitiy test, which will provide a consideration basis for Chinese

regulatory agencies and the pharmaceutical industry to revise related guidance of abnormal toxicity testing.

Keywords: abnormal toxicity; quality control; safety; pharmacopoeia requirements
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