19-Jan-2018
Submission of comments on CMDh Guidance on the Informal Work-Sharing procedure for follow-up for PSUSA for NAPs - CMDh/367/2017
Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@efpia.eu)


1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	1
	EFPIA welcomes this initiative and pragmatic approach to allow EU wide consent building in a flexible manner.  
	

	2
	Fees for PSUSA follow-up? 

Marketing authorisation holders (MAHs) are invoiced for the PSUSA as per defined rules (i.e. the total amount of the PSUSA fee is divided among all MAHs concerned proportionately to the number of chargeable units).  It is unclear whether these fees would also cover the corresponding PSUFU.  As it is a follow-up one could assume that it is covered by the PSUSA fee which would also be in line with PAM submissions for CP products, where no separate fees are requested.

Proposed change: Add clarification that no separate fees are foreseen for this informal work-sharing procedure.
	

	3
	Will MAHs have an option to push back on this informal work-sharing procedure being invoked and provide a justification as to why the information should be provided in the next PSUR? Please clarify
	

	4
	It is recommended that this procedure is reviewed and re-designed as a PRAC-led procedure. At least, PRAC should play a key role in the follow-up procedure as it also performed the initial PSUSA assessment. 
We think it is necessary that the PRAC remains fully involved as e.g. responses to LoQs are received and reviewed.  This should be beyond the PRAC advice currently described in the draft (see section 4.8 ‘PRAC advice is to be sought for all follow-up procedures for PSUSA for NAPs’).
	

	5
	Should one or more MAH decide not to implement the CMDh/ PRAC recommendation, there is no recourse for regulatory authorities to enforce the procedure, and this can result in e.g. inconsistent product information across the EU for the same products.
	

	6
	Scope of the PSUFU procedure (1)

It is unclear for what exactly this procedure will be used.  
From the draft, it is not clear if only those MAHs that are involved in the initial PSUSA procedure are in scope of this PSUSA follow-up procedure.  That would be fine for the majority of the topics.  
However, it is highly recommended that – if the topic has a potential impact on other active substances and/ or application forms or potential class labelling that were not in scope of the initial PSUSA – the other concerned (additional) MAHs can participate and contribute to the scientific discussion with additional data as well to influence the final outcome, e.g. the final wording of the product information.

Recent experiences regarding follow-up procedures to PSUSAs included e.g. extension of the conclusion for a substance to a whole class (e.g. budesonide extended to all corticosteroids in January 2017, zoledronic acid extended to all other bisphosphonates in May 2017), extension of one substance to another (mercaptopurine extended to azathioprine in July 2017), etc. …
From the examples above, it is obvious that there is a variety of cases where a PSUSA follow-up might be required, and it is important to understand whether the work-sharing procedure described here is appropriate for all situations described above.
Proposed change: Please provide additional information what would/ could be covered by a PSUSA follow-up procedure, e.g. include different examples in the text.
	

	7
	Scope of the PSUFU procedure (2)

The trigger for the PSUFU procedure is described in the draft in section 1. Problem statement: ‘…the PRAC may recommend to the CMDh that a follow-up request is being made to the MAHs’. 

It is not clear what exactly the PRAC may recommend.  From the way the procedure is described, it seems that the follow-up is essentially about instructing MAHs that were not part of the PSUSA to implement the changes that were recommended in the context of the original PSUSA.  However, this procedure should be an opportunity for the MAHs impacted by the follow-up activity to provide data and justification to influence the final outcome, e.g. the final wording of the product information.
	


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)

	33
	
	Further clarification is needed if the outcome of a PSUSA FU procedure is to define the final wording to be implemented (if any).  What if the comments submitted by other MAHs not in scope of the original PSUSA have an impact on the wording already defined during the PSUSA?
	

	37
	
	Comment 1:

The "Joint PRAC/ CMDh recommendation paper on the Common understanding on EU PSUR single assessment (EMA/200209/2016)" – does not appear to be available at the EMA website.
Proposed change:

Please refer to the Q&A on PSUSA: Guidance document for assessors at http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2017/04/WC500225265.pdf 
Or publish the joint recommendation paper on the EMA/ CMDh website (since the recommendation paper was the basis for the guidance).
	

	37
	
	Comment 2:

Consideration could be made to specify that the PSUFU procedure applies to NAPs products with PSUR cycle above one year for consistency with the EMA ‘Q&A on PSUSA; Guidance document for assessors’ issued on 31 Oct 2017.  See section 2.7.2: http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2017/04/WC500225265.pdf 
	

	38
	
	Comment:
"Joint PRAC/ CMDh recommendation paper on the Common understanding on EU PSUR single assessment (EMA/200209/2016), the process for follow-up request on NAPs after PSUSA focusing on appropriate regulatory tools to be used to submit the data for assessment (including early CMDh/ PRAC input as appropriate) should be further reflected on." –   "should be further reflected on" is not very clear messaging about why and who should do this.
Proposed change:

Please consider to be more specific on what such reflection should include.
	

	44
	
	Comment:

Please refer to comment 1 for line 37:  The joint PRAC/ CMDh recommendation paper is not publicly available.
	

	46
	
	Comment: 

MAH are aware that section 6. Other considerations of the PSUSA AR usually contains comments regarding MAH obligations, such as the need to ensure the PI is updated in line with EU requirements.   It remains unclear if this is now in-scope of the proposal to expand anything agreed within the PSUSA to products originally out of scope of the PSUSA (or a proposal for discussion of such eventuality), and if yes, if this would be a type of follow-up measure which would need to be further outlined. 
	

	67-69
	
	Comment: 

It is specified that this procedure should be used in exceptional cases only.  However, it will be useful to give specific examples in the guideline on when such procedure is possible and on what kind of scientific justification (line 45) is needed in order to start such procedure.
	

	95
	
	Comment: 

Further clarification is needed if support and agreement from MSs means that all MSs (at least those who have a product concerned on the market) need to agree to start a PSUSA follow-up or only those MSs forming part of the original PSUSA.
	

	96
	
	Comment: 

It is not exactly clear what ´cooperation from MAHs via their associations´ means. 

Does this mean support by MAHs to implement the informal WS procedure for PSUSA follow-up?

Or is this the stage where other MAHs, not part of the original PSUSA will be asked to be involved and provide their input?
Please clarify.
	

	121-127
	
	Comment:  Additional information is required.

In order to facilitate timely responses from MAHs, they should be informed about the use of the WS procedure as soon as the PRAC recommendation is endorsed by the CMDh.  Furthermore, it should be specified which contact point(s) of the MAH(s) will be informed about the decision.
Proposed change:

If the CMDh endorses the PRAC recommendation for follow-up of a certain issue is warranted before the next PSUR, this follow-up request will be handled via an informal WS procedure.  The involved MAHs should be informed about this decision (via e-mail).  The CMDh has agreed that this procedure applies to all PSUSA follow-up for NAPs. 
	

	143
	
	Comment: What is the rationale of including the country code of the Lead MS?

Proposed change: In analogy to PSUSA, proposal to use “PSUFU/xxxxxxx/yyyymm”
	

	153-154
	
	Comment: 

It would be appreciated to further explain how the Lead MS will get information about which MAHs will be involved in the PSUSA follow-up procedure.
	

	155-156
	
	Comment: 

It is stated that the procedure number will be made available to MAHs via the CMDh Press Release published on the CMDh website.

Proposed change: 
The press release should at least contain a list of MAHs and / or concerned products that will be included in the PSUSA follow-up procedure (especially if other MAHs not included in the original PSUSA are effected). In addition, EFPIA suggest that MAHs are also informed via e-mail as soon as the PRAC recommendation to initiate a PSUSA follow-up procedure is endorsed by the CMDh (see also comment lines 121-127).
	

	163


	
	“Regardless which submission route is used, the submission should be made to all MSs.”

Comment:

It is understandable that as the initial PSUSA package is available to all MS via the PSUR repository that the follow-up package should also be available to all MSs. However, as the follow-up submission should be done outside the PSUR repository, that might result in problems for those Members States where a corresponding licence does not exit. EFPIA suggest that detailed information regarding the submission is provided in section 4.11. Technical details of submission requirements, especially for those countries that do not accept electronic submissions on national level for PSURs.
	

	163-168
	
	Comment: 

Further clarification is needed to understand the implication on how this will work. An example: Does it mean that if a MAH only has a MA in Croatia, let´s say with a NeeS sequence of 0014 as the response, this sequence should be submitted either in CESP to all EU MSs, or be sent via local CPO to all MS (even if, for example, the Netherlands has no record for this product at all)?
a. ‘the proposal would be that submissions are made to all MSs, regardless whether the MAHs hold a MA in the respective MSs.‘

Comment: This is a burden that is unnecessary and goes against the stated objectives of the PSUSA.

b. ‘It is noted that the submission of follow-up information after a PSUSA through the PSUR repository is currently not possible’
Comment: There is nothing in the description of the PSUR repository that precludes its use for the follow-up activities. We assume the repository does not have the functionalities needed to handle PSUSA follow-up procedures. We propose to consider an update of the repository which would enable a user-friendly process for the handling of follow-up submissions for both MSs and MAHs.
c. ‘CAPs LEG procedures are handled outside the repository’
Comment: LEGs are specific procedures with a legal basis for CAPs that encompass more than safety follow-up, and that pre-date the PSUSA process, so it is logical that there is an EMA system for the LEGs. This is not a justification for the PSUFU procedures to be handled outside the PSUR repository.

Suggestions: PSUFU procedures should be handled via the PSUR repository like the original PSUSA procedures to which they relate (see also comment b).


	

	166 - 167
	
	Comment:

As the PSUR repository currently cannot be used for these submissions, it should be possible that at least CESP can be used in all MSs. MAH(s) should not be in the position that such a follow-up package is submitted again on a DVD or even in paper. Therefore, all MSs should agree that they accept the submission via CESP (for the initial and any subsequent submissions e.g. written responses).

Proposed change (if any):

“It is noted that the submission of follow-up information after a PSUSA through the PSUR repository is currently not possible. Instead the CESP portal should be used for the initial and any subsequent submissions.”
	

	169
	
	Comment 1: This sentence references only the eCTD, however until 2019, submissions for many NAPs would be via the NeeS procedure.

Proposed change: “Finally, the data submitted in relation to the PSUFU should be included in module 5.3.6. of the eCTD, or NeeS format.”
	

	169
	
	Comment 2:

Further clarification is needed if the procedure is requesting solely clinical data? What about any supportive non-clinical data if that is relevant?
	

	171-174
	
	Comment 1:

In general, the informal work-sharing procedure for PSUSA follow-up should also allow that MAHs not in scope of the initial PSUSA can participate if a topic/ discussion has a potential impact on active substances and/ or application forms that are not in scope of the initial PSUSA (see also general comments).  These MAHs should also be included in the discussion and have the chance to contribute with additional data to the scientific discussion/ conclusion. 

If MAHs not in scope of the initial PSUSA are included in the PSUSA follow-up procedure, please consider that they also receive the scientific justification (outlined in section 6. Other considerations) why a follow-up is warranted.
Proposed change:

“The initial request for follow-up data as made in the PSUSA AR (section 6. Other considerations) should describe to which MAH(s) the request is addressed (i.e. all MAHs that fall under the scope of the PSUSA, certain MAHs - for example due to product specific aspects or specific data available to them, or the brand leader MAH only).  In addition, further MAHs (not in scope of the initial PSUSA) can contribute to the discussion if the topic has a potential impact on active substances and/ or application forms that were not in scope of the initial PSUSA e.g. class labelling.  In these cases, the additional MAHs are invited to participate in the follow-up PSUSA submission as well.  They will also be provided with the scientific justification why a follow-up is warranted.”
	

	171-174
	
	Comment 2:

It would be appreciated to further elucidate the role of the PRAC in that context.  Would it be the PRAC that decides about additional MAHs who should be involved in the proposed PSUSA follow-up procedure, or would this be the CMD(h)?
	

	187-188
	
	Comment:

Please consider indicating in the AR if the topic also has an impact on active substances/ application forms not in scope of the initial PSUSA.  Consequently, the AR should highlight that those MAHs originally not involved in the discussion are invited to participate in the follow-up procedure as well.

Proposed change:

“ - introduction/ background, including the text of the PRAC recommendation/ CMDh position that led to the follow-up procedure; including information if the topic/ discussion has a potential impact on active substances/ application forms not in scope of the original PSUSA and consequently the recommendation that further MAHs are invited to participate in the follow-up procedure by sending their own data.”
	

	195-200
	
	Comment: Clarification for the application of extrapolation/ class effect is required.

The recently published Q&A on PSUSA: Guidance document for assessors highlighted the importance of considering indication, formulation and dose differences in case extrapolation/ class effect is decided.  In these cases, the scientific rationales behind the decision should be included in the template, to facilitate MAH understanding.

Proposed change:
· Lead MS’ recommendations regarding:

· product information (if applicable)

· next PSUR (if applicable)

· Risk Management Plan (if applicable)

· Extrapolation / class effect to mono substances or combined products, including the scientific rationale behind.
	

	208-211
	
	Comment: 

The fact that a PSUFU concerns both NAPs and CAPs should be made public, and all products should be handled together in one procedure (see also general comment 4).
	

	214-216
	
	Comment: Submission date for MAH(s) response(s)/ Minimum time for MAH(s) to prepare response
The guidance states that the CMD(h) will consider the PRAC advice and include a submission date for MAH(s) responses in its recommendation (also based on the seriousness of the issue).  However, a minimum period should be allowed to lapse to allow MAHs to prepare the response.

Proposed change:  There should be a minimum time between the start of follow-up procedure and the submission date for MAH(s) responses, e.g. 90 days.
	

	229
	
	Comment: Submission of MAH(s) response(s)/ Description for Day 0
It seems that there is one step missing in the table reflecting the timeline for submission of responses by MAH(s) (e.g. between Day 0 Start of procedure and Day 36 Lead MS preliminary AR). 
Proposed change: “Add an additional line “Submission of MAH(s) response(s)” to the table to include a submission date for MAH(s) that will be defined in the beginning of the procedure based on the seriousness of the issue (please also see comment for lines 214-216).  
The other possibility would be to change the description for Day 0 from “Start of the procedure” to “Start of the assessment”
	

	229
	
	Comment: Day 36

“The Lead MS also provides a copy to the contact points of the MAH(s) via e-mail.”  Is this the MAH contact point set out in the cover letter for the submission of the response to the follow-up request or the contact point from the original PSUSA procedure?

Proposed change:  Please clarify where the MAH contact point is obtained from.
	

	229
	
	Comment: Day 53

What happens if the MAH is not in agreement with the updated AR? Is there a possibility for further discussion or could an oral explanation be requested? 
	

	229
	
	Comment: Publication

It is unclear how the publication will take place, and why this should be away from the conclusions of the PSUSA as published on the EMA webpage. It is suggested that the outcome is published on the EMA webpage.

Proposed change: ‘The outcome is published by the CMDh secretariat on a dedicated CMDh webpage of the HMA website, with a link to the EMA webpage on PSUSA NAP outcomes. In addition to the outcome being published, the PRAC/ CMD(h) should actively contact the relevant MAHs impacted by the outcome.
	

	231-235
	
	Comment: Translation
Further clarification on the translation process is welcomed.  Currently for the PSUSA procedure, the outcome is translated. EMA provides translations for PI changes for implementation. It is suggested that the same process is used here as well to ensure consistency of translations throughout the EU.
	

	233
	
	Comment: Timelines for implementation

Please clarify if there are standard timelines for implementation, e.g. 90 days.
	

	240-243
	
	Comment: Additional information is required.

MAHs that do not participate in the process but would be affected by the procedure outcome should be also informed.  When available product specific information allows for exception, MAHs should have the opportunity to challenge the process outcome, especially when they were not involved in the procedure.
	

	253 - 254
	
	Comment:

Information is missing that for NPs NeeS format is still allowed. Actually, any information is missing how to perform the submission outside the PSUR repository.

Proposed change:

“For eCTD submission, it is recommended to complete the eCTD envelope in case of PSUFU procedures as follows:”
	

	254
	
	Comment: 

What about NAP with no eCTD or NeeS? How would these MAHs submit information for the proposed procedure?
	

	254 - table
	
	Comment: Row “Procedure): MRP
Reads as currently only eCTD sequences for MRP/DCP products are allowed. What about any NAP that is already in eCTD format?

Proposed change:

Procedure: Mutual Recognition Procedure (MRP), Decentralised Procedure (DCP) or Nationally Authorised Product (NAP)
	


Please add more rows if needed.
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