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1.  General comments (max 4000 characters – submitted via portal)
European Federation of Pharmaceutical Industries and Associations (EFPIA) represents the pharmaceutical industry operating in Europe. Through direct membership of 33 national associations and 42 leading pharmaceutical companies EFPIA is the voice on the EU scene of 1,900 companies committed to R&D.

There are critical issues with this final draft Regulation on GMP for IMPs which, if not addressed, will have an impact counter to the intent of Clinical Trials Regulation 536/2014 of making the EU a more attractive region to conduct clinical trials. 

The current wording does not take into account the complexities and practicalities of clinical trial supply chains. In particular, its focus on ‘the manufacturer’ ignores the way in which developers of new medicines may use a series of manufacturers in the supply chain whilst providing oversight as ‘the sponsor’ and keeping intellectual property under originator’s control. The ways in which requirements for the retention of samples and documents are addressed are over burdensome, inflexible and impractical to implement. In this response we provide a list of key aspects to us. We will be very happy to work further with the Commission to address these issues and ensure that the final regulation results in requirements that are fit for the purposes of safeguarding clinical trial subject safety and data integrity whilst being proportionate and practical for industry to implement.

Although Whereas (4) recognises the importance of cooperation between manufacturer and sponsor and of there being a technical agreement between them, there is no flexibility within the Regulation wording for certain responsibilities to be taken on by either the manufacturer or the sponsor subject to written contract. The following Articles are impacted: Article 8(3) on PSF retain responsibility and retention period tied to the study timelines; Article 10(2) requiring the manufacturer to assure the quality control laboratory compliance, an activity that the sponsor may outsource; Article 11(1) stipulating that samples must be held by the manufacturer with no opportunity for these to be transferred to the sponsor, plus the period of retention wording; Article 12(2) tying the retention of the batch register to the date of trial completion or discontinuation, which the manufacturer may not be privy to; Article 14(2) responsibility for unblinding solely with the manufacturer whereas in practice it is far more likely to be addressed by the sponsor. 
Process validation: Article 9(3) currently requires validation of the manufacturing process “to the full extent, taking into account the stage of product development.” This wording is too open to interpretation in a way that is not aligned with current regulatory expectations: To avoid issue over interpretation, we strongly recommend an alternative wording: “The manufacturing process is not required to be validated, but should be appropriately controlled and monitored to assure the quality required for the intended use, taking into account the stage of product development. The manufacturer shall identify the process steps that ensure the safety of the subject, such as sterilisation. Those critical process steps shall be validated and regularly revalidated.”

Manufacture in third countries: the current wording expects third country manufacturing sites to be ‘entitled’ (Whereas (5)) or ‘authorised’ (Article 3(2)) to manufacture IMPs in that third country. However, not all third countries have specific requirements for the authorisation of IMP manufacturing sites; the USA being a case in point which is very significant in many EU IMP supply chains. If it is not intended that there be any restriction due to a lack of local authorisation requirements, then the wording should be changed accordingly. E.g., continuing the current practice of QP declaration at the time of clinical trial application and QP responsibility for batch certification. 

2.  Full response  (submitted via email)
Further to our official response via the portal, EFPIA on behalf of our IMP Quality Working Party, would like to supplement the more detailed points to the consultation on the final draft Regulation on GMP for IMPs.

As stated in the portal response, we consider that there are critical issues with the current text which, if not addressed, will have an impact counter to the intent of Regulation 536/2014 of making the EU a more attractive region in which to conduct clinical trials.  

We provide further details on these issues below and will be very happy to work further with the Commission to address these issues and ensure that the final regulation requirements are fit for the purposes of safeguarding clinical trial subject safety and data integrity whilst being proportionate and practical for industry to implement.

Manufacturer/Sponsor

The current wording is very focused on ‘the manufacturer’ with very few references to ‘the sponsor’.  Although Whereas (4) recognises the importance of cooperation between the manufacturer and sponsor and of there being a technical agreement between them, there is no flexibility within the Regulation wording for certain responsibilities to be taken on by either the manufacturer or the sponsor subject to written contract.  This does not align with the common practice of developers of new medicines using a series of manufacturers in the supply chain whilst providing oversight as the sponsor.  In this scenario, the different organisations may perform certain activities that fall within the definition of ‘manufacture’ with other activities being undertaken by other organisations.  These different manufacturing organisations may only be privy to the information within the product specification file relevant to their activities.  The manufacturing organisations will often have no engagement in the conduct of the trial and will not be privy to information on when the trial is completed or discontinued, which makes the current wordings for retention periods of documentation and samples impractical.  The sponsor will typically oversee any unblinding or recall activities and will be active in the handling of complaints.

This impacts the following Articles of the Regulation:

Article 8(3): 
Current wording: “The manufacturer shall retain the product specification file and batch documentation for at least five years after the completion or discontinuation of the last clinical trial in which the batch was used”.
Two issues:
(1) The manufacturer may not have THE product specification file to retain, only those elements relevant to his activities;
(2) The tying of the retention period to the completion or discontinuation of the last clinical trial in which the batch was used is impractical as the manufacturer will typically not be party to this.  For practical application, the retention period should be based on the date of manufacture.

Proposed wording: “The manufacturer shall retain the product specification file elements relevant to his activities and batch documentation for at least fifteen years from the date of manufacture.”

Article 10(2) currently requires the manufacturer to assure the quality control laboratory compliance with Article 25(1) of Regulation 536/2014.
Two issues:
(1) This reference does not make sense in this context (Article 25(1) of Regulation 536/2014 is about the data submitted in the application dossier and is not relevant to quality control laboratories);
(2) The sponsor may outsource manufacture to one organisation and quality control to another, or outsource manufacture whilst carrying out quality control himself.  In either of these circumstances, the oversight of the quality control is with the sponsor, not the manufacturer.  The wording requires flexibility for either the sponsor or the manufacturer to assure the compliance of the quality control laboratory, subject to written contract.  Alternatively, the wording of Directive 2003/94 should be retained which places the responsibility on the sponsor (who might then choose to outsource this activity).

Article 12(2) currently ties the retention of the batch register to the date of trial completion or discontinuation.  Since the manufacturer may not be privy to the timings of the trials in which products are used, a time period based on date of manufacture would be far more appropriate and we suggest the following wording:
“The register or equivalent document shall be kept up to date as operations are carried out and shall remain at the disposal of the competent authority for at least fifteen years from the date of manufacture.”

In Article 14(2) the current wording has responsibility for unblinding solely with the manufacturer wheras in practice it is far more likely to be addressed by the sponsor as the need will be clinically driven.  So, in this paragraph ‘the manufacturer’ should be replaced by ‘the manufacturer, in cooperation with the sponsor,’ (two occurrences), as used in Article 14(1).

See also comments below on reference and retention samples.
Reference and retention samples

Issues with the text on samples are two-fold:
(1) Following on from the above, the stipulation that the samples must be held by the manufacturer with no opportunity for these to be transferred to the sponsor;
(2) The periods of retention – the fact that the timings are based on the completion or discontinuation of the trial, which is not only fundamentally impractical but can also result in samples being retained for significantly longer than will be of any value from a stability perspective.

The first part of Article 11(1) should be reworded as follows:
“Sufficient samples of each batch of bulk formulated product and of key packaging components used for each finished investigational material product batch shall be retained for seven years from the date of manufacture.  Where the manufacturer is not the sponsor, the responsibility for sample retention shall be defined in a written agreement.”

The last sentence of Article 11(1) should be reworded:
“In all cases, samples shall be maintained at the disposal of the competent authority”
(removal of “by the manufacturer” between ‘maintained’ and ‘at’)

Process validation

Article 9(3) currently requires validation of the manufacturing process “to the full extent, taking into account the stage of product development.”  This wording is too open to interpretation in a way that requires process validation, which is not aligned with current regulatory expectations, nor is it practical given that manufacturing processes are typically being developed in parallel with IMP manufacture and the timescales for IMP supply.  
To avoid issue over interpretation, we strongly recommend the alternative wording below:
“The manufacturing process is not required to be validated, but should be appropriately controlled and monitored to assure the quality required for the intended use, taking into account the stage of product development.

“The manufacturer shall identify the process steps that ensure the safety of the subject, such as sterilisation.  Those critical process steps shall be validated and regularly revalidated.”

Manufacture in third countries

The current wording expects third country manufacturing sites to be ‘entitled’ (Whereas (5)) or ‘authorised’ (Article 3(2)) to manufacture IMPs in that third country.  However, not all third countries have specific requirements for the authorisation of IMP manufacturing sites; the USA being a case in point which is very significant in many EU IMP supply chains.  If it is not intended that there be any restriction due to a lack of local authorisation requirements, then the wording should be changed accordingly.  We have previously proposed that the Regulation wording should reflect the current practice whereby the suitability of third country manufacturing sites is supported by a QP declaration at the time of clinical trial application and that the QP responsible for batch certification, in addition to ensuring that the product has been manufactured to quality standards equivalent to EU GMP requirements, confirms that the site is one that has been notified and accepted by the EU in accordance with Article 5 of Regulation 536/2014.

Minor comments:

Title and Article 1: The current text is ‘... principles of and guidelines for good manufacturing practice...’, which we suggest should be just ‘... specifying principles of good manufacturing practice ...’, since the guidelines will be within a separate document.  

Article 4(1): The use of ‘this Regulation’ at the end of this paragraph is potentially confusing as it relates to Regulation 536/2014, not the IMP GMP Regulation.

Article 10(4): Typo with two bullet (d)s

Article 12(1)(a): Suggest that “manufactured in the Member State concerned” should be “manufactured in the Union”

Article 17(3): Notwithstanding the addition of the new sub-paragraph, the first sentence still seems to point towards Member States carrying out inspections of third country manufacturing sites.  It would be better to start this paragraph with the new sub-paragraph and follow this with an amended sentence: “When Member States carry out inspections of third country manufacturers, they shall ensure that investigational medicinal products imported into the Union are manufactured by applying quality standards at least equivalent to those laid down in the Union.”
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