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The purpose of ICH M7 guideline is to provide a practical framework that is applicable to the identification,
categorization, qualification, and control of the DNA-reactive mutagenic impurities. To limit potential carcinogenic
risk, the Threshold of Toxicological Concern (TTC) is proposed as a new concept that refers to the establishment of
a level of exposure for all chemicals. A TTC-based acceptable intake of a mutagenic impurity of 1.5 ug per person
per day is considered to be associated with a negligible risk. However, to some impurities which have the existence
of mechanisms leading to a non-linear dose response or have a practical threshold, a permissible daily exposure
(PDE) can be applied based on the identification of a No-Observed Effect Level. Therefore, the understanding on
the mechanism of genotoxic (mutagenic) action becomes more important. This presentation consists of a review
for genotoxic (mutagenic) and carcinogenic assessment for impurities in pharmaceuticals according to ICH M7
guideline, and a case study of p-chloroaniline.
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