Appendix 2: Assessment

Appendix 2: Assessment aid for assessing nitrosamine risk
Assessment Aid for Assessing Nitrosamine Risk

Nitrosamine risk assessment must be conducted for every drug substance manufacturer and drug product. The review should cover all the risk factors for nitrosamine formation in every drug substance manufacturer and drug product, taking into consideration the knowledge of the manufacturing processes as well as all possible potential sources of nitrosamine impurities. This assessment aid is intended to serve as a guide to facilitate the assessment for the risk of nitrosamine in a product.
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Product registrants are expected to maintain the quality of your product throughout its lifecycle. Given the evolving nature of this issue, product registrants are advised to keep up to date on the global regulatory developments of this issue and to continue to review the nitrosamine risk assessment for your products when new information becomes available.

Risk assessment for drug substance manufacturer

The risk assessment is specific to each drug substance manufacturer of the product. If there are more than one drug substance manufacturers, you must perform a risk assessment for each drug substance manufacturer. You may repeat the questionnaire below for every manufacturer by clicking on the  icon at the bottom-right corner of the table.
	
Product name	
Name of drug substance manufacturer 	
Drug substance manufactured	
Manufacturing site address	
Drug substance section is registered with HSA based on (select as appropriate):	☐	CEP Number:              	☐	DMF Number:                	☐	CTD	☐	Drug substance manufacturer information is not captured in PRISM (for existing products only)
	
No.	Question	Yes	No
1	Is inorganic or organic nitrite used in the drug substance synthesis (including in the manufacture of starting materials/ intermediates)?	☐	☐
2	Are potential nitrite sources present in the drug substance synthesis (including in the manufacture of starting materials/ intermediates), or could impurities with nitrites or nitrite sources be present in the starting materials, reagents, catalysts/ processing aids or solvents? *		* e.g., nitrates + reducing agents, HNO3 + reducing metals, urea/ammonium + hypochlorite/chlorine	☐	☐
3	Are secondary or tertiary amines used in the drug substance synthesis (including the manufacture of starting materials/precursors/intermediates), or could amines or amine sources be present as impurities in starting materials, reagents, catalysts/processing aids or solvents (e.g., dimethylformamide)?		For drug substance manufacturers supported by CEP, does any of the specified impurities or residual solvents contain a secondary or tertiary amine functional group?	☐	☐
4	Could nitrosamines be present as impurities in the starting materials, reagents, catalysts, processing aids or solvents?	☐	☐
Overall risk assessment for drug substance manufacturer	If the answer is “Yes” to ANY of the questions above, the manufacturing process of the drug substance is deemed to be at risk for nitrosamine impurity. Please provide a detailed risk assessment.


Risk assessment for drug product 

	No.
	Question
	Yes
	No

	[bookmark: _Hlk147324007]1
	Are there known nitrosamine drug substance related impurities (NDSRI) associated with your drug product?

References:
· Appendix 1 - HSA recommended acceptable intake for certain known nitrosamines 
· List of acceptable intakes established for nitrosamines that is published by any of HSA’s reference agencies (refer to Question 33 of the Question-and-answer document)
	☐
	☐

	2
	Does the drug substance or its related impurities/degradants contain a secondary or tertiary amine?
	☐
	☐

	3
	Are residual nitrites known to be present in any of the excipients or solvents?

Reference:
· Paper ‘Regulatory Experiences with Root Causes and Risk Factors for Nitrosamine Impurities in Pharmaceuticals’.
	☐
	☐

	4
	Are there any other potential sources of nitrosamine?

Reference:
· Paper ‘Regulatory Experiences with Root Causes and Risk Factors for Nitrosamine Impurities in Pharmaceuticals’.
	☐
	☐

	Overall risk assessment for drug product
If the answer is “Yes” to ANY of the questions above, the manufacturing process of the drug product is deemed to be at risk for nitrosamine impurity. Please provide a detailed risk assessment. 
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