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Introduction and implications of FDA's ""Recommended Acceptable Intake Limits
for Nitrosamine Drug Substance-Related Impurities Guidance for Industry"

CHEN Meiling, ZHOU Zhixing
Center for Drug Evaluation, National Medical Products Administration, Beijing 100022, China

Abstract: Nitrosamine drug substance-related impurities (NDSRIs) share structural similarity to the API (having the API or API
fragment in the chemical structure) and are therefore unique to each API. NDSRIs generally form in the drug product through
nitrosation of APIs (or API fragments) that have secondary or tertiary amines when exposed to nitrosating agents such as residual
nitrites in excipients used to formulate the drug product. NDSRIs often lack carcinogenicity and mutagenicity study data from which
an acceptable intake limit can be determined. In August 2023, the FDA issued the " Recommended Acceptable Intake Limits for
Nitrosamine Drug Substance Related Impurities Guidance for Industry", which focused on how to use the structural characteristics of
nitrosamine impurities to predict their carcinogenicity, and determine the acceptable intake limits of the impurities according to
carcinogenic potency category.This paper introduces the content of FDA's guideline in detail, hoping to provide some reference for the
research and supervision of acceptable intake limits of nitrosamine impurities in China.
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“For products intended for marketing in the United States, FDA recommends an Al limit of 26.5 ng-d™!' for Category 1, even if a different limit is

recommended in other regulatory regions; **See the guidance for industry Control of Nitrosamine Impurities in Human Drugs (February 2021); *** See the

International Council for Harmonisation guidance for industry M7 (R2) Assessment and Control of DNA Reactive (Mutagenic) Impurities in
Pharmaceuticals to Limit Potential Carcinogenic Risk (July 2023) (ICH M7(R2)). The threshold of toxicological concern (TTC) of 1.5 micrograms/day (1
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