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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

18 December 2014
Submission of comments on 'Draft guideline on regulatory acceptance of 3R (Replacement, Reduction, Refinement) testing approaches’ – EMA/CHMP/CVMP/JEG-3Rs/450091/2012
Comments from:

	Name of organisation or individual

	EFPIA – Sylvie Meillerais (sylvie.meillerais@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 the opportunity to comment on the draft “Guideline on regulatory acceptance of 3R (replacement, 5 reduction, refinement) testing approaches”.  We fully support this initiative to provide mechanisms for acceptance of alternative testing strategies.  It will be beneficial both for stakeholders and animal welfare if delays in acceptance are minimised or eliminated.  Therefore, EFPIA is generally supportive of the approaches outlined in the draft guideline.

	

	
	EFPIA would like to emphasize the importance of alignment of regulatory authorities globally (as referred to in Section 1 lines 54-57).  Scenarios in which an improved testing paradigm is accepted in Europe and not accepted in another part of the world will lead to duplication of work and loss of any overall gain with respect to animal use considerations.

	

	
	EFPIA would like to emphasize that proper scientific validation should precede regulatory acceptance. Validation is a complex and long process that has to be anticipated by all interested parties.

	

	
	EFPIA also emphasizes that all three components (Replacement, Reduction, and Refinement) are critical aspects.  With respect to method development and validation, there is at times an excessive focus on replacement and it is critical to consider all three aspects.
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Line 54 and 59
	
	Comment: Agency abbreviations (eg. EDQA, EPAA (V) ICH etc.) should be spelled out.

Proposed change (if any): define acronyms
	

	Line 68-69
	
	Comment: Specific examples, rather than the general reference to the M3 and S2 would be more helpful to readers.  Also as these are not necessarily recent, remove reference to “recent”
Proposed changes:
Include more detail of the specific examples instead of just citing the guidance (detail could be included in a footnote).

Remove “recently” in line 68.

Consider adding ICH S6 and S9 as they also aid in addressing appropriate animal use.
	

	Lines 92 and 102
	
	The date of issuance of the directive 2010/63 is 22nd of September 2010. Not June.
	

	Line 97
	
	Comment: While the 3Rs were first defined by Russell and Burch (1959), their definitions, particularly for refinement have evolved considerably. 

Proposed change (if any): 

Replace definitions and citation to a more modern interpretation (for example see http://www.nc3rs.org.uk/the-3rs)
	

	Line 100
	
	Refinement should reflect a decrease in the incidence or severity of all procedures (uses), not just those that might be considered “inhumane” as stated.

Proposed change (if any): Delete the word “inhumane” or consider updating definitions of the 3Rs (see previous comment)
	

	Line 124
	
	Comment:  Clarify that scope if for those studies subject to regulatory review.

Proposed change:  “… regulatory studies conducted in laboratory animals …
	

	Line 147-149
	
	Comment: The sentences are a little confusing to read.

Proposed change: Combine the 2 sentences to give “…requirements for human or veterinary medicinal products and clinical requirements for veterinary medicinal products”
	

	Lines 153-156
	
	Comment:  Consider expanding a few of the examples listed that are recent and pragmatic. 
Proposed change:  These levels range from discrete modifications of existing testing approaches. (eg. reduction of the top concentration used in in vitro genotoxicity testing in ICH s2R, consideration of smaller animal groups, the need for both sexes or reversibility groups)
	

	Line 152
	
	Proposed Change:  …at the same time increase predictive power and robustness of regulatory testing…
	

	Lines 158-165
	
	Comment:  Inclusion of consistency approach, as the WG of EPAA on vaccines, is a key area for progress. In addition, it is recognized that 1-to1 validation for replacement is not always possible, nor desirable. In the same section, consideration of waiving for testing assays, which are not anymore scientifically valid is not included in “replacement/reduction” approaches. This has been demonstrated as an effective way to make some progress on animal use.
	

	Line 166
	
	Comment:  Section 6.3.1 should retain the concepts of “robustness” and “sensitivity” under “reliability”, as these are important parameters in testing, especially for regulatory purposes. These concepts are in the current version of the guideline (CPMP/SWP/728/95).
	

	Lines 226-234
	
	Comment:  We welcome the concept of the safe harbour collection of the data as outlined in Section 6.3.4;however, we welcome additional details around the type of data to be submitted, the format of the data, and an indication regarding the timelines for the evaluation of the alternative method.


	

	Lines 252-254
	
	Comment: The intent of this last sentence is unclear and does not follow the preceding text.

Proposed change (if any): Please clarify.
	

	Lines 235-251
	
	Comment:  It has been suggested by the European Commission to have change submission to the CTD free of charge in order to stimulate and accelerate 3Rs implementation. Could this be formally suggested/requested?
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