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1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA understands that the EMA will revise the Guideline on the chemistry of active substances to include updates from the ongoing nitrosamines activities. 

EFPIA considers this topic to be within the purview of the current ICH M7 and Q11 guidelines and hopes that EMA will maintain the EMA guidance such that harmonised expectations on the topic are maintained. It would be valuable if key aspects of the envisaged updates were developed with wider input from the regulatory community that developed the ICH guidelines, so that any key additions could be agreed and adopted globally.  
It is noted in particular that the envisaged updates may include consideration on nitrosamine control and acceptance criteria. EFPIA believe that significant work is ongoing related to the fundamentals of nitrosamine potential hazard evaluation and believe that it will be important for this work to reach a conclusion before final guidance can be established related to the specifics of setting acceptance criteria for structurally-complex nitrosamines, particularly if these may be formed in vivo or when these are associated with products used for short durations.

EFPIA is supportive of the plan outlined in the Concept Paper to provide additional guidance on API process development aspects and on the justification of a selected manufacturing process, including guidance on material quality used in manufacturing (including when using recycled materials e.g. solvents).  We also note the principles in ICH Q11 guidance that materials used earlier in a manufacturing process have less risk of impacting the active substance and trust that guidance will continue to reflect the ICH Q11 position. It is considered that the justification of materials used in processing is focussed on the ability to use materials safely (without concerns about quality impacts on drug substance) and not on the justification and rationalisation of each material used in synthesis.
EFPIA considers the use of recycled solvents to be a topic related to cGMP and this topic, and the quality oversight of suppliers, to be matters for inspection rather than matters to detail in the MAA. 
EFPIA notes that the use of recycled materials should be justified on the basis of scientific understanding of quality and risks to quality and be allowed when suitably controlled (e.g. by specification). Arbitrary rules applied to recycling (e.g. only within same steps of same process) will impose non-scientific restrictions on material reuse that will be contrary to initiatives to reduce waste etc. from API manufacturing.
EFPIA understands that the planned revision of this Guideline arises from the Lessons Learned review conducted related to the presence of certain nitrosamines in some active substances. EFPIA notes that the ongoing call for review activities have brought forward other key matters (i.e. predictivity of nitrosamine formation and purge during synthesis) that will also deserve consideration in the guidance revision.  

EFPIA earlier provided comments to the EMA related to the EMA/ HMA report on ‘Lessons Learned from the presence of N-nitrosamine impurities in sartan medicines’ (ref. <state>). EFPIA is encouraged that the Concept Paper is well aligned to comments made by EFPIA at this earlier stage. In these comments, EFPIA supported the proposal to update the Guideline on Chemistry of Active Substances, and suggested the following as key points that could be clarified:
· Key chemistry that can form nitrosamines can be suitably utilised, provided the risk is properly considered and controlled. Avoidance of specific chemistry is not considered appropriate. 

· Overall, the EU guideline on the chemistry of active substances should align with the principles of ICHQ11, which emphasise the need to evaluate potential impurities, identify which are critical quality attributes of the active substance and to establish a holistic control strategy (including through the design of the manufacturing process). EFPIA encourages the EMA to consider the principles of ICHQ11 and M7 as key to further updates.
· It is noted in particular that the paper uses the wording “maximum possible reduction of nitrosamine risk” and EFPIA considers that this wording should be moderated to “to manage nitrosamine risk to acceptable levels”. 
EFPIA notes that the Concept Paper includes EDQM in the work group to prepare the revised guideline. EFPIA welcomes the inclusion of EDQM as the CEP process is essential for medicines supply and should remain a strong and robust element of the EU regulatory system with suitable oversight of e.g. nitrosamine risk management.
EFPIA acknowledges the importance of understanding the full extent of the nitrosamine issue and its impact on product quality and patient safety. A collaborative approach between regulatory authorities and industry stakeholders across the global pharmaceutical supply chain can facilitate the management of these uncertain situations and expedite actions by regulators and industry to protect public health. EFPIA looks forward to working with the drafting group as work on the revised Guideline is progressed and will be keen to provide input to the revision of the guideline via future review and comment on draft content and through discussion.
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