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The FDA introduces a new Industry Guidance after a
detailed risk assessment on the nitrososamine
incident. This guidance reflects the current state of
knowledge concerning nitrosamine impurities. This
FDA guidance highlights the significance of precise
understanding of the supply chain and control over
suppliers and transport routes. It also states the
requirement to prioritize risk assessments based on
the guidelines from ICH Q9 and the following criteria:

Maximum daily dose - Daily dose limits are given
for six nitrosamine species commonly found in
pharmaceutical preparations (highest limit of 96
ng/day for NDMA, lowest limit of 26.5 ng/day for
NDEA, NMPA, NIPEA, and NDIPA)
Treatment duration
Therapeutic indication
Number of patients treated



The FDA guidance also provides sets out a clear
framework on the communication and reporting
obligations of Drug Master File holders in cases of
forced changes in the manufacturing process due to
contamination. Furthermore, deadlines are defined
for risk assessment, confirmatory testing, and
submission of changes.

Recent  API  Regulator y  Changes:  Timeline
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/control-nitrosamine-impurities-human-drugs
https://www.fda.gov/media/150932/download#:~:text=Sruthi%20King%20of%20the%20FDA,of%20nitrosamine%20contamination%20in%20drugs.&text=Detection%20of%20nitrosamines%20as%20impurities,II%20receptor%20blocker%20(ARB).
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EMA Outlines GMP
Criteria for Herbal
Substances For Use
as APIs
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Health Canada Introduces Temporary
Establishment Licensing
Requirements for Atypical Active
Pharmaceutical Ingredients
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https://www.ema.europa.eu/en/documents/other/questions-answers-gmp-requirements-applicable-early-manufacturing-steps-comminuted-plants-herbal_en.pdf
https://www.gmp-compliance.org/gmp-news/how-to-demonstrate-gacp-compliance
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