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General comments

	General comment 

	EFPIA gratefully welcomes the update to the IR specifcally in the matter of the requirements for MAHs to perform signal detection within Eudravigilance.  Experience has indicated that this was a duplicative and burdensome activity with no evidence of a positive impact on public health.  The pragmatic solution provided by this update is well received.

The proposed revisions to the IR are important and industry will need to amend processes accordingly.  Given the changes will also require updates to GVP Modules I, II, VI, VIII and IX for alignment it is important that a clear transitional plan with timelines for implementation of the amendments is provided.
Please find below our specific comments on the proposed changes.



Specific comments on text
	Line number(s) of the relevant text


	Comment and rationale; proposed changes



	Recital 10
	Comment: 
Although there is a proposal to release MAH from the obligation to continuously monitor the Eudravigilance database for signal detection purposes, this is not stated in the recitals proceeding the chapters of the IR. 

Proposed change (if any): 
Modify recital 10 accordingly to address the different responsibilities of MAHs, the Agency and National Competent Authorities to align with the corresponding amendment in Chapter III.


	Chapter I

Pharmacovigilance system master file (PSMF) 

Article 4 (3)

Maintenance 


	“3. Any deviations from the pharmacovigilance procedures, their impact and their management shall be documented in the pharmacovigilance system master file until resolved.”
Comment: 
In line with the guidance for including significant audit findings in the PSMF, it is standard practice that only ‘significant’ deviations from pharmacovigilance procedures are documented in the PSMF – propose to add greater specificity.

Proposed change (if any): 
“Any significant deviations from the pharmacovigilance procedures, their impact and their management shall be documented in the pharmacovigilance system master file until resolved.”


	Chapter I
PSMF 
Article 6 

Subcontracting


	Comment:
The proposal to amend article 6 is redundant considering that there is verbiage in article 11(2): if “subcontracts” in the amendment refers to contract templates and oversight processes, then IR Article 11 “Compliance management” paragraph 2 already contains provisions about MAH responsibility for ensuring that an effective quality system is applied in relation to subcontracted tasks. 
In addition, this would also align to placement of subcontracted PV tasks in GVP Module I, section I.C.1.5 “Quality system requirements for pharmacovigilance tasks subcontracted by the marketing authorisation holder.”, not in the IR itself.
Proposed change (if any): 
Propose to delete Article 6 (3) as it is already covered in Article 11 IR 520/2012.


	Chapter III

Article 18

General requirements
	Comment:

We understand from the introduction to the proposed change that duplicate process is to be avoided and marketing authorisation holders will use the Eudravigilance as an additional source of information to support existing pharmacovigilance processes.  Nevertheless, the proposed change does not clearly reflect this statement. 

Proposed change (if any):

“Marketing authorisation holders should use the data available in the Eudravigilance database as an additional source of information to strengthen existing pharmacovigilance processes where appropriate and in a manner proportionate to the risk, together with other available data sources.” 

	Chapter IV
	“This includes two of the ISO IDMP6 standards for routes of administration and pharmaceutical forms for which the terminology is maintained by EDQM
.”

Proposed change (if any):

Consider specifying “pharmaceutical dose forms” as a replacement for “pharmaceutical forms”. 


	Chapter V Transmission of suspected adverse reactions

Article 28
	Comment 1:

If the word “expedited” is to be removed from the IR, please consider the impact on corresponding GVP and ICH guidelines.

Comment 2:

Suggest harmonising the wording with the wording used in GVP Module VI.

Proposed change (if any):

In the case of expedited individual case safety reporting, the individual case safety this report shall include at least an one identifiable reporter, an one identifiable patient, one suspected adverse reaction and at least one the medicinal products concerned.

	Chapter VIII

PASS

Article 36 (5) [new]
	Comment 1: 

The inclusion of specific timelines is a level of detail which should be included in the corresponding GVP Modules and not stated in the IR itself.

Comment 2: 

It may be worth clarifying when a study report is considered final (assumed that this is after final review and agreement by EMA/ PRAC).
Proposed change (if any): 

“The marketing authorisation holder shall submit electronically to the register the study protocol before the start of the data collection and the abstract of results submitted within one month after the finalisation of the final study report, following final Agency agreement.


	Chapter VIII

PASS

Article 36 (6) [new]
	Comment: 

While EFPIA agrees to make available the protocols and study results for imposed non-interventional PASS in the EU PAS register, it is highly recommended to secure the confidential information as specified in the introduction of the proposed change with the 2 options. EFPIA would recommend adding a sentence in the IR with the 2 options or it should be clearly defined in a revised version of GVP Module VIII.

Proposed changes (if any):
(6) [new] “In case the study protocol contains confidential information, the marketing authorisation holder may provide a redacted protocol or postpone availability of the final protocol until the study is finalised.” 
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