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Submission of comments on ‘Public Guidance on Parallel application for EU-M4all (Article 58) opinion and Centralised Marketing Authorisation procedure’ (EMA/355930/2020)
Comments from:

	Name of organisation or individual

	EFPIA


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 to EMAInternational@ema.europa.eu 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)

	
	EU-M4all is a welcomed approach to accelerate global access to important medicines and this guideline is very useful. However, further clarifications and alignment regarding terminology used in the draft guideline as compared to other EMA communications such as the M4all promotional leaflet as well as the EMA webpage “Medicines for use outside the European Union” and the EMA Q&A on Article 58 procedures is necessary. 

Scope of the EU-M4all procedure

The scope of the EU-M4all procedure regarding supported countries and type of eligible medicines requires clarification. Art 58 stipulates that the Agency may give a scientific opinion, in the context of cooperation with the World Health Organisation, for the evaluation of certain medicinal products for human use intended exclusively for markets outside the Community. However, the legal provision does not limit this cooperation with WHO to LMIC or to only “essential” medicines. As such, the procedure should not be ruling out a collaboration with other countries in the context of reliance or a collaborative registration procedure. Furthermore, the scope may not be strictly limited to “essential” medicines but could include other important health products. The EMA Q&A on Article 58 procedures does not provide these limitations.
EU-M4all opinion vs CHMP opinion/EC Decision
The overall benefit for the applicant of using this parallel procedure is unclear. 
Parallel procedures make the process very complicated and burdensome from an administrative perspective, specifically for accelerated procedures. The advantage of the EU-M4all parallel application versus obtaining a normal CHMP opinion/EC Decision and utilising it for the submission in countries relying on EU assessments or approvals is unclear. A single procedure that allows EU approval together with the possibility to feed into Ex-EU NRA local approval procedures would be preferred. 

Local uptake and impact of EU-M4all opinions is crucial
We would recommend the WHO to closely engage with regulators or experts from the countries where the medicines are intended to be used, to ensure that CHMP opinions are well accepted and the timeline of national assessment is faster than with other SRA approvals. 
The involvement of local NRAs and the opportunity for capability building should be included in the procedure. A description of the involvement of local NRAs should be included

Life-cycle management 
Life-cycle management of the EU-M4all opinion and the CHMP opinion should be pragmatic to conserve resources from EMA and applicants. A simple cross-reference to the EU license should be allowed in case parallel changes are pursued. 
If applicants do not develop the medicines for all different markets strictly parallel, there is no need to keep the EU-M4all license updated. Further discussion about the efficient management of the life-cycle post-opinion is required.

	


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)

	14-15
	
	Comment: “This work is done in cooperation with the World Health Organization, and with regulators and experts from the LMICs where the medicines are intended to be used.” 

The Procedure should not be limited to LMIC as this restriction is limiting its scope beyond what is written in the legal provision of art 58.

It is proposed to clarify in the current guideline how regulators and experts from the Ex-EU NRAs are chosen for cooperation, under which confidentiality agreements, as well as at what stage of the procedure and with what remit they are included in the review process. 

Proposed change (if any): Article 58 of Regulation (EC) No 726/2004 provides that the European Medicines Agency (EMA) may give a scientific opinion for medicines intended to be used outside the European Union, primarily for low-and middle-income countries (LMICs). This work is done in cooperation with the World Health Organization, and with regulators and experts from the LMICs third countries where the medicines are intended to be used. 

Please add more details on the collaboration framework with third countries.


	

	22-25
	
	Comment:

This guideline will be applicable for some time, hence please delete wording that may become obsolete.

Proposed change:

Since the introduction of the procedure in 2004, 11 a number of medicines have received a positive EU-M4all opinion.  Five Some of them also have received (or have had) a centralised European marketing authorisation (MA) obtained before or after the EU M4all opinion. Four of these 23 medicines obtained the centralised authorisation before the EU-M4all opinion, one after the EU-M4all opinion.

	

	26-28
	
	Comment:

We assume that the EU-M4all procedure continues to be applicable to dossiers which are not submitted in parallel with a Centralised Marketing Authorisation. There are many good reasons why applicants might not be able to submit applications at the same time when considering the specific local healthcare system contexts.
Proposed change:

In addition to the EU-M4all review of dossiers exclusively intended for foreign markets, the EMA is now offering the possibility to run the evaluation of centralised and EU-M4all applications in parallel, to obtain an EU-M4all Scientific Opinion and a Centralised Marketing Authorisation about the same time.

	

	29-30
	
	Comment:

Please clarify how the efficiency and reduced duplication of efforts beyond same overall procedure and Scientific Advice is to be gained. E.g. the EU-M4all leaflet mentions the assignment of the same CHMP/PRAC rapporteurs. 

Proposed change:

This initiative offers opportunities for work-saving and reduced duplication of efforts since elements of the CHMP scientific advice and assessment for the centralised procedure and EU-M4all are the same, and the CHMP/PRAC rapporteurs are the same for both parallel procedures.

	

	33-35 and footnote 1
	
	Comment: “…To meet the criteria for a parallel EU-marketing authorisation application (MAA) and EU-M4all assessment, the active substance(s) of both applications must be identical and the intended indication(s) must be comparable…”

“…Indications may differ slightly to reflect the context of use…”

Proposed change (if any): It would be helpful if the footnote could provide more clarity, i.e. what “differ slightly” includes. For example, whether an applicant could file parallel applications seeking a treatment indication in the EU but a prevention indication for markets outside of the EU. An example might be pre-exposure prophylaxis (PrEP) in HIV-1 infection vs. treatment of HIV-1 infection. If comparability is likely to be disease area specific, then disease area specific guidance is also welcome.


	

	33-38
	
	Comment:

The eligibility scope should be further clarified. 

There is no restriction regarding the type of medicine that can be reviewed under the EU-M4all scheme. Please clarify that the medicines can also be identical.
Proposed change: Concerned medicines can be identical or may have different formulation, pharmaceutical forms, storage conditions or routes of administration. This means that the intended medicines must be chemically/biologically and clinically identical but can be physically distinct.


	

	39-40
	
	Comment:

The timeline to request for the parallel process prior to submission is quite long.

Proposed change (if any):

As for any other initial MAA, eligibility for both procedures should be requested to EMA at the earliest 18 months before submissions and, at the latest 3 months before the MAA/EU-M4all are filed with the EMA.

	

	41-50
	
	Comment: “…At time of filing, two separate eCTD submissions are required and cross-referencing to the other application is not allowed…” This means de facto the submission of 2 full dossiers, even if the dossiers for centralised procedure and EU-M4All are exactly the same. We see no benefit for the applicant as this requirement will only increase the regulatory burden. 

Further, it would also be helpful to clearly identify the differences between the centralised procedure dossier requirements and the EUM4All dossier requirements. The document should clarify if two draft assessment reports will be produced (if two separate submissions are required); whether the same questions will be sent for each application and whether responses will be required for each application.

Clarity is also needed if the dossier should simultaneously be submitted to the concerned Ex-EU countries. Will there be direct collaboration with the EU-M4All evaluators and the NRAs regarding the application? In general, more information on interaction between EMA and NRA’s on this process should be provided.

Proposed change (if any): To maximise the efficiency benefits of this parallel procedure and reduce duplication, cross-referencing should be allowed. The sections of the dossier where cross-referencing would be possible should be identified.

Only one set of questions and responses should be required for the parallel process.


	

	53-55
	
	Comment:

It would be helpful if the final guidance could provide more detail as to what circumstances may lead to different timetables being followed. This will enable applicants to identify potential strategic risks early and thus help them decide whether to use the parallel procedure or file independent applications.
Proposed change:

Following validation and should the parallel assessment meet the required criteria, both applications should follow the same timetable and be assessed in parallel. It is to be noted that the applications will start with the same timetable, however during the assessment the procedural timetables may differ (e.g. delays in submission of responses; oral hearings related to differences in the dossier, procedure outcomes and subsequent steps, change of timetable of one application from Accelerated to Standard timelines).

	

	57
	
	Comment: Before the EU-M4all opinion is issued, there should be an opportunity for the WHO/third countries to be consulted on the draft opinion before finalisation. This seems to be good business practice for a good collaboration between the parties, specifically if they have not been involved earlier.

Proposed change: add a paragraph to clarify this procedural step.

	

	60-62
	
	“…In the pre- and post-opinion phases, EU-M4all can be subject to Good Manufacturing Practices (GMP) Good Laboratory Practices (GLP), Good Clinical Practices (GCP) and pharmacovigilance inspections as for a centralised product…”

Proposed change (if any): The document should confirm that if there is such an inspection, it will be valid for both applications 
	

	68
	
	Comment: Art 58 does not require the MAH to keep the opinion up-to-date. It is our understanding that this is a voluntary requirement in case the post-approval life-cycle management of WHO/third countries is facilitated continuously via this mechanism. We believe that a commitment from WHO and participating countries, the EMA and the MAH is required to implement such procedure.

Proposed change: If the EMA, WHO, third countries and MAH have agreed that the M4All procedure should also be used to facilitate the life-cycle management of the product after the initial opinion, the MAH commits to keep In the post-opinion phase the EU-M4all scientific opinion needs to be kept up to date.


	

	68-72
	
	“…In the post-opinion phase the EU-M4all scientific opinion needs to be kept up to date. The opinion holder should inform EMA of any changes concerning their medicine (post-authorisation guidance) by submitting relevant variations, periodic safety update reports (PSURs) and other post-opinion applications as for a centralised product. The opinion holder must also fulfil the pharmacovigilance requirements agreed with EMA…”

It is not clear how and to what extent any post-authorisation submission will be evaluated in parallel (if at all), as some requirements will be specific to the EU-M4All procedure. It is also unclear if in this case cross-referencing to identical documents is possible. This section of the guideline needs to provide more detail. For example, for parallel submissions one PSUR can cover both medicines and can be cross-referenced.

It is unclear if changes requested by the Ex-EU NRA post EU-M4All opinion should also be submitted to EMA for review. Further discussions how to handle the different post-approval scenarios are necessary.

Proposed change (if any):  In the post-opinion phase the EU-M4all scientific opinion needs to be kept up to date. The opinion holder should inform EMA of any changes concerning their medicine (post-authorisation guidance) by submitting relevant variations, periodic safety update reports (PSURs) and other post-opinion applications only for the as for a centralised product. The variations will be referenced automatically to the EU M4All license without the need of duplicated post-approval submissions, unless the applicant requests specifically not to. In cases where the submission only concerns the EU-M4all dossier, a separate review will take place.  The opinion holder must also fulfil the pharmacovigilance requirements agreed with EMA. One PSUR covering both procedures is acceptable.

	

	73-76
	
	The fee should be proportionate to the work provided. If reduced workload and duplication of efforts is expected as mentioned in the communication due to common parts and one assessment, it should be appropriate for the applicant to pay one full fee and one reduced fee and not 2 full fees. It is also not clear which criteria are used to identify exceptional cases for fee waivers.  Some examples might be helpful.


	


Please add more rows if needed.
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