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Determination and risk analysis for potential

N-nitrosamines in azithromycin injection
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[ Abstract |

corresponding method for confirmatory testing, providing reference for risk assessment by manufacturers. Methods ;

Objective; To identify the potential risk of N-nitrosamines in azithromycin and to establish

In conformity with the relevant industry guidance of FDA and EMA | risk identification and control limits for potential
N-nitrosamines in azithromycin was conducted based on the structure and synthetic route, as well as degradation
test. A liquid chromatography-mass spectrometry method was subsequently established and applied to the confirmatory
testing of N-nitrosodimethylamine in azithromycin injection of 61 batches from 15 different manufacturers. Results;
N-nitrosodimethylamine was probably introduced from starting material or generated as the degradation product of
azithromycin. In all cases, N-nitrosodimethylamine were found below the limit of quantitation. Conclusion; The
risk of potential N-nitrosamines in azithromycin injection was acceptable. This method proved sensitive, selective,
accurate and suitable to the confirmatory testing and quality control of N-nitrosodimethylamine in azithromycin injection.
The article also provided an example to the risk assessment and confirmatory testing of potential N-nitrosamines in
chemically synthesized APIs and drug products.
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