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5. What to do if after submission of step 1 and /or step 2 responses, new information (e.g. related 
to new potential risk factors or root causes) is identified? 
In particular, MAHs should note the risk of formation of nitrosamine impurities from active 
substances (or their related impurities) containing a vulnerable amine during finished product 
formulation and/or storage due to the presence of traces of nitrites. This has been recently 
elaborated as a risk factor to Q&A 4 (bullet 8) based on understanding gained during the call for 
review. MAHs that did not take into account this risk as part of step 1 response for their products 
containing active substances with vulnerable amines should reconsider their original step 1 risk 
evaluations in light of this new information and proceed to step 2 confirmatory testing as appropriate 
(see also Appendix 1).
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