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Abstract: ICH M7 "Assessment and Control of DNA Reactive (Mutagenic) Impurities in Pharmaceuticals to Limit Potential
Carcinogenic Risk" is a guideline for mutagenic impurities in pharmaceuticals. The purpose of this guideline is to provide a practical
framework that is applicable to the identification, categorization, qualification, and control of these mutagenic impurities to limit
potential carcinogenic risk. Since the ICH M7 Guideline was finalized, worldwide experience with implementation of the
recommendations for DNA reactive (mutagenic) impurities has given rise to requests for clarification relating to the assessment and
control of DNA reactive (mutagenic) impurities. ICH M7(R2) Questions and Answers (Q&As) was approved by ICH on May 2022,
and the Q&As document is intended to provide additional clarification and to promote convergence and improve harmonization of
the considerations for assessment and control of DNA reactive (mutagenic) impurities and of the information that should be provided
during drug development, marketing authorization applications and/or Master Files submissions. This article mainly introduces the
drafting background and process of ICH M7 (R2) Q&As document, and also introduces and interprets the main content of the
document , proposes some points to consider for and the non-clinical reviews, in order to promote the understanding and application
of this document, and to limit potential carcinogenic risk of impurities .
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Table 1 Tests to investigate the in vivo relevance of in vitro mutagens (positive bacterial mutagenicity)'*’
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*For indirect acting mutagens (requiring metabolic activation) , adequate exposure to metabolite(s) should be demonstrated.
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