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Submission of comments on 'Concept paper on the need for revision of the guideline on the requirements to the chemical and pharmaceutical quality documentation concerning investigational medicinal products in clinical trials’ – EMA/CHMP/QWP/126334/2015
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
	EFPIA welcomes the notification of an update of the guideline, CHMP/QWP/185401/2004, to reflect the change in legislation along with the aim of reaching a higher level of harmonisation on IMPD content and substantial / non-substantial amendments, across the EU Member States.
It should be a key consideration that the update does not increase regulatory expectations by becoming too prescriptive but achieves a harmonised approach which maintains the much needed flexibility during development of new medicines to support the goal of the European Commission to create an environment that is favourable for conducting clinical trials in the EU.

Due to the number of comments received from industry on the specific topic of auxiliary medicinal products further detail in the guidance on the types of product that would fall within this category would be useful.  Clarification on the requirements for quality information would also be beneficial; previously information on products categorised as NIMPS was included in “The rules governing medicinal products in the EU Volume 10 – Guidance documents applying to clinical trials guidance on IMPS and NIMPS” and not the Quality Guidance, CHMP/QWP/185401/2004.
The guidance should also contain a section on the simplified IMPD to ensure the revised guidance is a comprehensive source of information for Quality requirements.  If consolidated Quality requirements are not incorporated into the revised guidance all sources of quality requirements to support the clinical trial regulation should be evaluated to ensure alignment and consistency with commission guidelines.
This concept paper suitably addresses the revision of CHMP/QWP/185401/2004. It would be helpful if the EMA and BWP also considered a revision to the guidance EMA/CHMP/BWP/534898/2008.
	


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)

	Lines 32
	EFPIA
	Comment:

Addition of a section entitled “Definition/Glossary” either in the beginning of the guideline or at the end should be considered.  This would enhance the clarity of the document.
	

	Line 38
	EFPIA
	Comment:

It will be very helpful and worthwhile to address differences in expectations across assessors in this revised guidance.  We note however that there is the potential to adopt the highest expectation from current national requirements as a route to harmonisation, this is not seen as necessarily the most appropriate approach to addressing differences.
	

	Lines 38-41
	EFPIA
	Comment:

The concept paper refers to ‘requirements should be specified more precisely for critical aspects’.  The level of process understanding and development data available can vary significantly in the phases of clinical development and so it would be useful if data expectations also reflect this and therefore don’t need to be the same for each phase of development.  In addition, recent years have seen a growth in the ability to model and predict, e.g. stability performance, and this can lead to an applicant having an ability to provide shelf-life / stability understanding using modelling and prediction approaches.  It would be useful if this revised guidance allowed such approaches and did not state for e.g. particular or specific data requirements to underwrite drug substance re-test period and drug product shelf-life.
	

	Line 42-43
	EFPIA
	Comment:

Further expansion of the classification of substantial vs not-substantial change would be beneficial especially for manufacturing site changes such as:
1. Change (replacement/addition) of Manufacturer of Drug Product

2. Change (replacement/addition) of primary manufacturing/ packaging site

3. Change (replacement/addition) of secondary packaging site


Clarity on the expectations for the incorporation of Quality changes categorised as not-substantial, which would not be expected to impact the conduct of the clinical trial, would also be helpful.  Such an example would be the provision of additional stability data which continues to support the shelf life of a product where the quality documentation includes an extrapolation approach supported by a stability commitment; is there the need to inform the HA regularly about updated stability data?
The clinical trial regulation provides the ability to cross refer to a prior application.  Clarity on how this would impact the documentation requirements for the Quality section, such as the submission of a simplified dossier, would be helpful.  For example

1. What will happen if there are changes classified as minor? Do we have to submit a simplified Q-IMPD and not only a cross-reference?
2. What has to be submitted if an automated extension of shelf-life was submitted in the first submission?
	

	Line 44
	EFPIA
	Comment:

The incorporation of previous Q&A documents, as appropriate, for investigational and auxiliary medicinal products into the revised guidance is welcomed.  Where Q&As are incorporated into guidance the subsequent removal of the original Q&A documents from source repositories should be considered to prevent confusion and potential mis‑alignment.
The possibility of future Q&A’s being generated as deemed necessary against the revised guidance should also be considered.
	

	Lines 46-47
	EFPIA
	Comment:

Since the new Regulation (EU No. 536/2014) does not specifically refer to Market Authorization in the Mutual Recognition Agreement (MRA)-partner countries, in the revision of the guideline the ability to accept MA-holder and the MA-number as proof of existence of Market Authorization in MRA-partner countries should be preserved.
	

	Line 48 
	EFPIA
	Comment:

If the chemical and pharmaceutical quality requirements on auxiliary medicinal products are implemented into this guidance it may be useful to reflect the scope in the title
	

	Line 48
	EFPIA
	Comment:

In addition to the information already provided in the current guideline, (CHMP/QWP/185401/2004), further clarity on the documentation requirements for extemporaneously prepared medicinal products would be beneficial.
Confirmation of the expectations for the provision of GMP documentation to support an extemporaneously prepared product would be welcomed; this was covered by an exemption in Directive 2005/28/EC however this is not evident in the new Clinical Trial Regulation.
	

	Line 57
	EFPIA
	Comment:

Assuming that the updated guideline will be applicable to documentation for investigational medicinal products for trials conducted under the EU Clinical Trial Regulation, the guideline for documentation for investigational medicinal products for trials conducted under the EU Clinical Trial Directive should be retained for trials conducted under the Directive during the transition period
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