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Comments from:

	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

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 welcomes this Reflection Paper that aims to provide a useful guidance to applicants for the qualification of a chemical active substance as NAS. We feel the paper could benefit from further considerations also, as given below.
	

	
	Scope

· Besides esters or ethers, one should consider imines (and oximes) or acetals, which could either come from hydrolysis of an active principle ketone or amine/alcohol (and hydroxylamine). Carbamates, thioesters, carbonates are other examples of potentially hydrolysable moieties that could lead to an already reported active substance. Thus, we suggest replacing: “If the chemical active substance is structurally related as a salt, ester, ether, isomer, mixture of isomers, complex or derivative of an already approved active substance” (lines 77-78) with: “If the chemical active substance is structurally related as a salt, isomer, mixture of isomers, complex or derivative (such as ester, ether, imine, oxime, carbamate, carbonate, thioester, acetal, etc… or metabolite) of an already approved active substance.”
· The guidance lacks references to isotopically substituted compounds (e.g. deuterium for hydrogen). This topic would seem to fit naturally into the concepts of this document.
	

	
	Use of Scientific Advice - lines 44-45: these appear to limit the use of SA to non-listed scenario. We feel however that SA should remain open to cases presented in the paper also, especially where additional data have to be provided to generate evidence of differences in safety and/or efficacy.
	

	
	Therapeutic moiety: we understand from lines 145-147 and 178 that this refers to the actual chemical moiety (patient exposure), and not the pharmacopohore; it would be helpful to have this defined from the start of section 2 also. 
	

	
	Regulatory implications: this paper raised several regulatory questions around CP eligibility, Paediatric submissions… While we appreciate it is not the primary purpose of this document, we would recommend that QWP discusses these further with industry; a ‘Regulatory Q&A’ could be annexed to the Reflection Paper at a later stage.
	

	
	2.1. Isomers – Lines 85-99: this section should include specific Rotamers also, such as Atropoisomers (stereoisomers arising because of hindered rotation about a single bond), and which can exist as pure isomers or as a mixture of isomers.
	

	
	All sections would benefit from examples, like given under 2.3.
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