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15 September 2014
Submission of comments on 'Draft revision of EudraVigilance access policy for medicines for human use’ – EMA/759287/2009 Rev. 1
Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@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).

Questions by EMA
	Stakeholder number

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

(To be completed by the Agency)

	
	Question 1
As regards stakeholder group II “Healthcare professionals and the public” would you consider it useful to obtain additional data outputs from the European database of suspected adverse reactions (www.addrreports.eu) such as tabular presentations or outputs presented as individual cases whilst fully respecting personal data protection?
Response:

The aggregate data currently provided on www.adrreports.eu for CAP products appears adequate for stakeholder group II when expanded to all medicinal products authorised in the EEA. However, it is not possible to associate data elements that would be included in an individual case report. In order to address that and to provide better access to data elements through and an application programming interface that returns information in a standard data interchange format, EMA could take some learnings from the FDA’s openFDA innovation which currently is looking at this issue (https://open.fda.gov)

Important elements/tables to assess the relevance of the data are missing in the actual outputs. For example, for selected reaction group and reactions it may be of interest to present the data:

· per treatment indication
· per seriousness – this is of particular importance with non-serious ICSR reporting

· in case of interaction events, per drug/drug class involved in the interaction
According to the revised EV access policy, Indication (p48) and Seriousness (p43) should be accessible. 

When the revised EV access policy is compared to what is currently available on 
http://www.adrreports.eu/EN/search.html, there are uncertainties as to what would be included – according to our understanding no change is foreseen for the content of the actual website unless suggested during the consultation.

	

	
	Question 2
As regards stakeholder groups III. A “Marketing Authorisation Holders” do you consider the data set proposed in Annex 1 (Table column PV obligations – Level 2) as sufficient for a MAH to comply with the pharmacovigilance obligations as outlined in Regulation (EC) 726/2004, Directive 2001/83/EC, the Commission Implementing Regulation (EU) 520/2012 and the Good Pharmacovigilance Practice Modules?
Response:
EFPIA welcomes the enhanced access granted to MAHs under this revised policy.  We consider that the sharing of necessary data (to assess “clinical relevance, quantitative strength of the association, the consistency of the data, the exposure–response relationship, the biological plausibility, experimental findings, possible analogies and the nature and quality of the data”) is important to facilitate signal detection and analysis and therefore promote the safety of medicines as a whole.  However, we consider that the data set is not sufficient to comply with MAHs’ PV-related obligations.  

It would be advisable for independent research and PV obligations to appear in separate columns; research access would retain the specifics listed in the current column, whereas MAH PV obligations should also include, ICH H.1 (Case narrative), page 50, for use in signal evaluation, benefit-risk assessment, causality reviews, and to provide context for Reporter’s comments. 
In addition, C.1.6.1.r.2 (Included documents), page 31, ICH c.4.r.2 (Included documents), page 34, and ICH H.5.r.1a and H.5.r.1b (Reporter comments in native language), page 51, and Data element G.k.2.5: “investigational product blinded”

should be available to an MAH upon request. 

The value and role of the 43 EU-specific data elements (8 on page 37, 5 on page 38, 3 on page 40, 10 on page 41, 10 on page 45, 4 on page 46, and 3 on page 49) may become clarified when the EU Individual Case Safety Report (ICSR) Implementation Guide is finalized and software tools are developed to analyze these data elements. 

It would be helpful to have clarification whether the company can access data of other MAHs for the same substance. Otherwise, the accessible dataset may not be different from the one already available to the MAH in their database, over which signal detection is already performed, especially if they already have an automated signal detection tool in place.
Disproportionality analyses would be helpful in interpreting the data; the possibility to provide this type of analyses to stakeholders should be considered. 
It would appear that the intended reference is Annex 2. Annex 1 outlines reporting principles and classification rules for ICSRs. Annex 2 is a tabular listing of proposed availability of specific data elements for MAHs to meet pharmacovigilance obligations (Level 2) and for research purposes.
Note that several column headers and footnotes in the Annex 2 table require correction, as detailed in the  specific comments on text below.

	


1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	This Draft “Revision of EudraVigilance access policy for medicines for human use” (EMA/759287/2009, Revision 1, dated 4 August 2014) describes proposed policy to be applied to EudraVigilance for the access of six stakeholder groups, including the public, to individual case safety report (ICSR) data. It is proposed that the policy becomes effective six months following the announcement by the EMA Management Board that the EudraVigilance database has achieved full functionality. The proposed access is at the individual ICSR level, which will significantly expand the utility of safety data that are currently available to the public in aggregate form for a limited number of medicinal products. 

Overall, it appears that the purpose of the document is to clarify stakeholder expectations and requirements for access to single case EudraVigilance data. The access policy is intended to facilitate the continuous monitoring of the safety of medicinal products in the EEA, while protecting patient data privacy, and to enable detection of new safety signals as well as timely benefit-risk assessments. 

National Competent Authorities receive case safety reports for medicinal products directly from consumers, healthcare professional, and others. To ensure consistency across the EEA while supporting both transparency and patient data protection, the practices and possible constraints within Member States regarding the information currently provided to MAHs will need to be evaluated and considered as the EudraVigilance access policy is finalized.  

We agree with the statement on page two regarding a separate consultation on possible stakeholder access to suspected unexpected serious adverse reactions (SUSARs) from interventional clinical studies. 

Throughout the document reference is made to the ICH implementation guide  for the E2B(R3) ICSR message and the EU-specific regional supplemental implementation guide  for the E2B(R3) message. Data currently residing in EudraVigilance has been transmitted using the ICH E2B(R2) message specification. Further, it is proposed that stakeholders be provided data as E2B(R3) files (only). 

Extensive testing with the new E2B(R3) specification will be needed and the draft EU regional implementation guide will need to be finalized before extensive development and user acceptance testing can be achieved. 

The ICH E2B(R3) Implementation Guide will be supplemented by an ICH Q&A document and this should be taken into account.

Furthermore, forward compatibility of an E2B(R2) to E2B(R3) data conversion, and responsibility for same, must be evaluated to ensure full utility of legacy data. We note that the ICH Backwards Forwards Compatibility (BFC) document is not referenced; it may be helpful for the various stakeholders to guide understanding of E2B(R3) output that is derived from E2B(R2) data elements.

Further information on the analytical methodology and information outputs are needed for MAHs to plan for surveillance activities to fulfill their obligations as regards Eudravigilance data, followed by a suitable transposition period to enable MAHs to plan for implementation.

The data accessible through this data access policy is restricted to EEA reports only.  As an MAH has a requirement to also submit foreign cases, it would be beneficial for the access to be extended to these reports also.

EMA proposes to grant MAHs access only to data on their own drugs. Access should be possible both at the active ingredient and medicinal product levels, to allow for all relevant searches.

It would be helpful to have clarification whether the company can access to data of other MAHs for the same substance. If a company is only given access to a dataset for which they hold the marketing authorisation then this data may not be any different than the data in the MAH’s safety database over which signal detection is already performed, especially if they already have an automated signal detection tool in place.

In addition, having only access to the MAH’s substances precludes any type of disproportionality analysis (data mining), as well as MAHs use of Eudravigilance data to investigate class effects as described in EU GVP IX B.3.5 Signal assessment. As an alternative, the agency may consider the provision of this type of analyses to stakeholders. If the EMA has not the capacity itself, please consider giving to a vendor the appropriate access to ICSR data.
Regarding access to the data by stakeholder group IV (research organisations), page 23 states that those given access to EudraVigilance data should make appropriate efforts to publish their research.  There is a concern that this could result in increased publication in the literature with the only evidence based on the data already within EudraVigilance.  If it is not clear that the data is wholly from EudraVigilance,  MAHs and the Agency will be required to review the publications which could cause some duplicate entry into the databases.  Full disclosure on the origin of the data should be mandatory for the authors.
It is unclear whether  MAHs are expected to review EudraVigilance for all cases for potential ICSRs for their products.  It is understood that MAHs will be expected to pull cases from Competent Authorities who will report directly to EudraVigilance for their product; however, it remains unclear if MAHs would be expected to pull cases reported by another company when including a MAH’s product as suspect. 

For downloaded cases, MAHs need all product identifiers and all information in free text fields (narrative, senders comment, laboratory test information which could not be coded).
Annex 1 should be removed from this document as the content is not relevant to the scope of the document and is found in the Good Pharmacovigilance Practices (GVPs).  Reference to applicable regulations / guidelines would be sufficient.

We appreciate the opportunity to participate in the public consultation process; we would be glad to meet with EMA representatives to clarify any of our comments.

As regards specific comments, proposed changes to the text are underlined and in bold. “Para” references the paragraph number on the indicated page.

	


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)

	Executive Summary, Page 5, last bullet
	
	Comment: Referenced text, “− The data elements for ICSRs have been updated in line with the ISO ICSR standard and the ICH E2B(R3)/EU ICSR Implementation Guide (Table 1 and Annex 2).”

This is an aspirational statement, as the updating has not yet occurred and the EU implementation guide must be finalized first. It is not clear whether all of the legacy data that were transmitted in E2B(R2) format will be transformed into E2B(R3) data elements, which requires certain manual manipulations, prior to the access policy coming into force.   

Clarify the proposed plan for providing uniform data elements. 

Proposed change (if accurate): Revise the bullet as follows,
 “− The data elements for ICSRs have been updated in line with the ISO ICSR standard and the ICH E2B(R3)/EU ICSR Implementation Guide (Table 1 and Annex 2). Due to various factors, such as differences in data elements and format requirements for E2B(R3) and E2B(R2), not all data elements listed in Annex 2 will be available for all ICSRs made available to the various stakeholder groups under this access policy.

	
	
	

	Page 5
	
	For this purpose access is being extended from spontaneous reports to reports from non-interventional studies.  Would that include access to ALL ‘reports from study’ that are not marked as ‘Clinical Trial’ (i.e. including ICSR submissions from compassionate use/expanded access programs?)

Proposed change (if any): Please clarify intent here

	
	
	

	Chapter 2, Page 7, Para 5
	
	Comment: This paragraph includes exact language from the regulation: “... Eudravigilance database shall contain information on suspected adverse reactions in human beings arising from use of the medicinal product within the terms of the marketing authorisation as well as from uses outside the terms of the marketing authorisation, and on those occurring in the course of post-authorisation studies with the medicinal product or associated with occupational exposure.”

However, EudraVigilance includes other safety information, e.g. from pre-marketing settings.

Proposed change: Modify this paragraph as follows,
 “... associated with occupational exposure. The database also contains additional types of case reports, such as those arising from interventional clinical trials. ICSRs from pre-marketing interventional clinical trials are not covered by this access policy.”

	
	
	

	Chapter 2, Page 7, Para 8
	
	Comment: This paragraph addresses specifications to be revealed in future: “Detailed technical specifications related to the practical implementation of the Access Policy are being further elaborated taking into account the overall principles set out in this document.” These technical details should be subject to public consultation and finalized in light of feedback, and published in sufficient time for stakeholders  to develop, test, and implement any required software systems.

Proposed change: Modify this paragraph as follows,
 “...being further elaborated taking into account the overall principles set out in this document. These detailed technical specifications will be subject to public consultation and will be finalized with sufficient time for stakeholders to develop, test, and deploy any required software systems and process changes.”

	
	
	

	Chapter 3, Page 7, Para 9
	
	Comment: The first line of chapter 3 refers to “... continuous monitoring ...” This term is not defined in the draft, although it may correlate with eRMR cycles (EMA Document WIN/H/3406, approved 17 September 2012), i.e., screening of electronic reaction monitoring reports is performed to detect new signals monthly for some products and twice a month for others. 

Proposed change: Modify this paragraph as follows,
 “... medicines authorised in the EU with the overall aim to promote and protect public health. Each MAH should develop a safety signal monitoring schedule that is appropriate for the continuous monitoring of the safety of the products for which he has pharmacovigilance obligations in the EU.“


	
	
	

	Chapter 3, Page 8, Para 2
	
	Comment: 

We welcome the increased access to EudraVigilance. However, as increased access can in some cases involve a greater risk of leaks, the establishment of efficient safeguards for confidentiality of ICSRs and protection of personal data are of the outmost importance. The text should clarify that the liability in case of leaks or security breaches lies with the institution responsible for holding the data.

Proposed change (if any):

Please, add the underlined text as shown below:
“As a general principle, an adequate level of redaction of personal data included in the concerned assessment reports and other related documents must be ensured, taking into account the application of Regulation (EC) 1049/200112 concerning access to documents as well as applicable EMA/HMA transparency policies

The liability in case of leaks or security breaches that compromise personal data lies with the institution responsible for holding the data.”

	
	
	

	Chapter 4., Page 9, bullet 7
	
	Comment: 

Referenced text: “Coding of medicinal product information reported in ICSRs against the XEVMPD and future ISO Identification of Medicinal Products (IDMP) standards as outlined in the Commission Implementing Regulation (EU) No 520/2012;”

The xEVMPD is only now being created and the IDMP data elements have not been assembled. Further, plans for future IDMP sustainability, i.e., maintenance, remain under discussion. It is imperative for the Agency to ensure the integrity, fidelity, and sustainability of medicinal product identifiers in ICSRs and the compatibility of legacy data. This will be particularly important when stakeholders evaluate drug-event pairs for the emergence of new safety signals and for signal evaluation.


	
	
	

	Section 5.2 Overview reference – opening paragraph, page 10
	
	“Implementation Guide for the Electronic Transmission of Individual Case Safety Reports (ICSRs) and E2B(R3) Data Elements and Message Specification” (Version 5.01, 12 April 2013) – comment E2B(R3) is not yet mandatory.  Should this not be noted. There is no mention of existing framework for E2B(R2) transmissions

	
	
	

	Table 1 – Group 3 data provisions for Signal detection & Detailed PV obligations
	
	Lack of access to patient identifiers may compromise the MAH’s ability to detect duplicates. 
	
	
	

	Section 5.4
	
	Comment:

Would a company be informed if a researcher is looking at their data? 

	
	
	

	Section 5.4.1.2. 

Page 19
	
	In the interests of transparency and consistency of evaluation, clarification should be provided in the revised policy on how the Competent Authorities (CAs) in the EEA conduct signal detection and the data fields they use for this purpose.  A high-level overview of the analytics used in the EudraVigilance Analysis Toolkit (EVDAS) should also be provided.  
 
	
	
	

	Section 5.4.3.1.a)
Page 20


	
	With regards to e-RMR reports and data outputs more detailed information will be required to clarify the MAHs’ obligations and to enable MAHs to process the data (and therefore comply with their legal obligations).  This information could be provided in an Annex to the policy or in a separate guidance document or user manual.

Specifically we request clarification/more information on the following:

Data format and report/output content

· Please clarify the level of detail included in e-RMRs, with regard to statistical methods or outputs. 
· Please confirm the output will not be limited to the MAH data, but will include all data
· Please clarify the format of the data contained in 
e-RMR reports.  It is expected not to be in PDF, as this would not allow the MAH to manipulate the data for analysis and further statistical treatment.

Data Validation and Analysis

· Minimal information elements are included in e-RMR.  We have some concerns that without sufficient level of detail the MAH’s ability to perform validation and further analysis of signals will be limited. 

· Full information is provided to senders (sender-based access to EVWEB).  In order for the MAH to manage safety signals where the ICSRs are not reported by the MAH (which is in many cases), full information should also be provided to the MAH. 

· Please clarify how further (i.e., follow-up) information on reported cases will be obtained to enable the completion of signal analysis.

· Please clarify that MAHs will be able to request redacted cases that are not in the company database (as is the case in the US for cases reported to FDA).  

· Further guidance is requested on how to use and interpret e-RMR outputs and what is expected by MAHs.  For example, will all analyses be completed, or are MAHs expected to do additional analyses on the data provided in e-RMR?

· Please clarify that the generation of e-RMR will allow for exploratory analysis and can e-RMR be used to answer ad hoc questions and provide follow up on signals.

Downloading of data

· It is our understanding that the MAH can download the data, as needed, from the restricted area of the EV website, rather than having to request them individually in each and every case.  Please can this be clarified?  In addition, it would be helpful for the download to be automated - is this possible - and if so, can further details be provided?  

Implementation period and request for examples from the database

Currently we are not able to start to plan for surveillance activities - to fulfil our MAH obligations to review EudraVigilance data - without further knowledge of the analysis tools and information MAHs will be working with.  Therefore, we request consideration of a suitable implementation period in which the clarifications requested above are provided.  In addition it would be helpful if the Agency shares an example of an e-RMR and accompanying related ICSR elements for one product to aid in the planning process.

	

	Section 5.4.3

Page 21
	
	Confirmation is needed in Section 5.4.3 that MAHs (Stakeholder Group III) will have access to EVDAS (EudraVigilance Data Warehouse and Analysis System).  The earlier Section 5.3 contains general statements about access to EudraVigilance data and methods of access, including EVDAS.  However, there is no specific mention of access in Section 5.4.3 for Stakeholder Group III (MAHs).  This is in contrast to Section 5.4.1 of the draft policy relating to Stakeholder Group I, which specifically mentions access to EVDAS.

Assuming that MAHs will be granted access to EVDAS we seek clarification on the analytical methods used in EVDAS. 

If EVDAS is not made available to MAHs, guidance should be provided on how MAHs will perform signal detection without an analysis tool.  


	

	Chapter 5.4.3.3., Page 21, last sentence in this section
	
	Comment:

Referenced text: “Access to a maximum of five signal detection and data analysis experts will be granted as regards point ii, iii, and iv; these experts may reside within or outside the EEA.”

Reference to “point ii, iii, and iv” is not clear.

· Is the total for the mix of personnel or 5 of each kind of professionals involved in these activities?

· Are individuals who manage data in XEVMPD part of the same 5?
· There is no mention of any training provisions for these individuals

The rationale behind specifying five experts is not clear. For a large, active or diverse product portfolio, additional experts may be justified.  In large pharmas the proposed level of access would not be sufficient to cover the personnel who perform signal detection, and would be inadequate to cover all products, especially if analysis, exploration, ad hoc queries are possible in the systems.  Moreover this would prevent acces of other personnel performing research and analysis of external data. Access should be granted proportionally to the extent of the portfolio of innovative products, and factoring the individual MAHs organization
Proposed changes: 
(a) Clarify the reference to “point ii, iii, and iv.” 
(b) Modify the paragraph as follows, “... these experts may reside within or outside the EEA. Additional experts would be justified in certain circumstances, such as for an MAH with multiple divisions, diverse or large product portfolios, etc.; such exceptions must be agreed by the Agency.”

	

	Chapter 5.4.4.1., Page 22, Para last
	
	Comment:

The following sentence is the only instance in the entire document where the need to protect commercially confidential data is mentioned, “• Data access should observe EU legislation on protection of personal and commercially confidential data.”

More robust language is needed.
Proposed change: Modify the paragraph as follows, 
“• Data access should observe be in compliance with EU legislation on the protection of personal data and with EU law on the protection of commercially confidential data.”
	

	Section 5.4.4.1, page 23, bullet 1
	
	Comment:

We welcome EMA’s efforts to increase access for bona fide non-commercial Research Organisations with the objective of furthering science to the benefit of patients. 

EFPIA and PhRMA launched earlier in 2014 a set of joint principles for responsible clinical data disclosure including a system for granting access for external bona fide researchers to conduct secondary research on companies’ clinical study data upon request. 
In line with these principles, a number of companies have already set up Review Boards that assess the scientific validity of the received request proposals before granting access. 
Based on our experiences, we recommend that EMA ensures that its Panel includes experts in register-based research and in biostatistics, as well as clinicians within the disease area(s) in question, for the assessment of the scientific validity and societal relevance of the received research proposals. Moreover, in order to enable credibility and trust around the Panel’s decisions, the Panel’s detailed decision-making procedures, assessment criteria and the Panel’s final decisions on individual proposals must be made publicly available. We urge the assessment criteria to include considerations as proposed below. 

Proposed change (if any):

· An ad-hoc EMA panel will review requests for research access to data based on a research request33 The EMA panel will include as a minimum 1 expert in register-based research, 1 expert in biostatistics, as well as clinicians within the disease area(s) in question. Their assessment of the received research proposals will include considerations of the following: 

· Public health relevance of the proposed studies 

· Scientific rationale

· Ability of the requested study data to address the research objective proposed

· Ability of the proposed statistical analysis plan (design, methods and analysis) to meet the scientific objectives and whether this adheres to good analysis practices such as outlined in the ICH-E9 guideline, as well as the ENCePP Code of Conduct and Guide on Methodological Standards in Pharmaco-epidemiology

· Publication plan for the research which should include timely publication of the research in a peer-reviewed scientific publication in accordance with the Helsinki Declaration 

· Ethical considerations

· Declaration of real or potential conflicts of interest that may impact the planning, conduct or interpretation of the research and the proposals to manage these conflicts of interests

· Declaration of source(s) of funding so as to help ensure that access is given solely to bona fide Research Organisations rather than to commercial entities

· Qualifications and experience of the Requestor’s research team to conduct the proposed research which must include as a minimum a qualified statistician

· There should also be full transparency around the received research proposals, including their proposed objectives, research teams and sources of funding. Safeguarding the confidentiality of the ICSRs and protection of personal data takes priority and therefore, all data should be anonymised before sharing with Research Organisations, and the proposed confidentiality agreements must be supported by appropriate enforcement mechanisms and sanctions in case of breach. 

· The Panel’s decision-making procedures and assessment criteria will be made publicly available on EMA’s website. The EMA website will also host a regularly updated log of the received research proposals, including their proposed objectives, requestor(s) and sources of funding, and the Panel’s final decisions on these. 

· An ad-hoc EMA panel will review requests for research access to data based on a research request. The Agency may refuse access to the data if the panel remains unconvinced of the public health value or scientific validity of the proposed research or judges it to conflict with the public health and legal responsibilities of the Agency. 


	

	Chapter 5.4.4.1, Page 23, bullet 2
	
	Comment:
Referenced text: “• Those given access to EudraVigilance data should make appropriate efforts to publish their research.”

Results should be published promptly if there are no unresolved points of disagreement. 

Proposed change: Revise the bullet as follows,
 “• Those given access to EudraVigilance data should make appropriate efforts to publish their research within one year of completion.”
	

	Chapter 5.4.4.1, Page 23, bullet 3; also Page 15, Table 5, last bullet
	
	Comment: 

Referenced text: 

Page 15 “• Researchers to sign agreement that EMA exercises the right of review for publications based on EudraVigilance data including a privacy check (possible re-identification of patients) “

Page 23 “• The Agency has the right to view any publication resulting from EudraVigilance data before submission (maximum period for initial Agency review will be six weeks) including a privacy check as regards possible re-identification of patients. Any issues raised by the Agency concerning incorrect analyses, unsupported inferences, misleading statements or the protection of personal data must be addressed to the satisfaction of the Agency before submission for publication.”

To support the Agency with its review of manuscripts and given the fact that research organisations will, under the proposed revised access policy, now potentially be provided with a broader set of data elements than before, equal to those provided to MAHs, we believe the Agency should involve the relevant MAH(s) in also reviewing the manuscript in advance of publication, for information and comment. We believe it would be reasonable to require this only where the research concerns a specific medicinal product or products, which is/are authorized in the EU, and the concerned MAH(s).

The following final sentence of Table 5 (Page 15) is not clear vis-à-vis the text on Page 23: “Researchers to sign agreement that EMA exercises the right of review for publications based on EudraVigilance data including a privacy check (possible re-identification of patients)”. Therefore, we propose to add a reference to the requirement to sign such an agreement explicitly on Page 23.

Proposed changes: 
(a) Modify wording on page 23 as follows, 
“• The Agency has the right to view any publication manuscript intended for publication or presentation at a scientific meeting that is based on from EudraVigilance data before submission (maximum period for initial Agency review will be six weeks) including a privacy check as regards possible re-identification of patients. Where the research concerns (a) specific medicinal product(s), authorised in the EU, the Agency will share the manuscript with the relevant MAH(s) for information and comment in advance of publication. Any issues raised by the Agency concerning incorrect analyses, unsupported inferences, misleading statements or the protection of personal data must be addressed to the satisfaction of the Agency before submission for publication or presentation. An agreement that the Agency has this right of review for manuscripts based on EudraVigilance data must be signed by the responsible researcher and the research organization. If replacement of the responsible researcher is contemplated, a new agreement must be signed in advance.”

(b) Modify wording in Table 5 as follows, 

“• Responsible researchers and research organization to sign confidentiality undertaking 

“• Responsible researchers and research organization to sign agreement that EMA exercises the right ...”

[…]

A confidentiality agreement must be signed by the party applying for extended data access for research purposes. Data may not be transferred to any third party. Any breaches of the confidentiality agreement will followed by appropriate sanctions.
[…]

The personal data protection requirements applicable to research organisations are the same as for MAHs as outlined in chapter 5.4.3.5. All patient-level data must be anonymised before sharing with Research Organisations. 

	 

	Section 5.4.4.2.

Page 23
	
	Please provide clarification on how an MAH accesses the extended subset of ICSR data elements in ICH E2B(R3) XML format for substances for which MAH holds marketing authorization(s) in order to fulfill PV obligations/Research (Level 2 Access).  We would expect that the MAH can download these elements from the EV Website.

Please clarify whether MAH versus non MAH reported cases will be labelled and therefore easily identifiable.

	

	Chapter 5.4.4.3., Page 23
	
	Comment:

Referenced text: “Data will be provided to a person nominated by the research organisation to safeguard the EudraVigilance data for the research purpose.”

Both chapter 5.4.4.4. of the EudraVigilance Access Policy which entered into force in July 2011, and chapter 5.4.3.3. of the 2014 revision mention that: “The identification of ‘authorised personnel’ is based on the EudraVigilance registration process.” However, this is not mentioned in chapter 5.4.4.3. of the 2014 revision. A mechanism of prior authorisation by the Agency is essential, to ensure that access is only provided to the person nominated and authorised by the research organisation.

If the Agency proposes to provide data extracts directly to the researcher and the researcher does not have access to EudraVigilance itself, then the EudraVigilance registration process would be outside the scope of the proposed access policy for research.

	

	Chapter 5.4.4.4,  Page 23
	
	Comment:

Referenced text: “The personal data protection requirements applicable to research organisations are the same as for MAHs as outlined in chapter 5.4.3.5.”
It would appear that the intended reference is chapter 5.4.3.4. (rather than “chapter 5.4.3.5.”).

With regard to providing research organizations access to personal data, we note that research organizations are not necessarily in the same legal position as MAHs with regard to rights and obligations vis-à-vis the data subjects under data protection legislation, for example in the context of pharmacovigilance.

Proposed change:

Revise the last paragraph on page 23 as follows,
 “For purposes of the EudraVigilance access policy for research, the personal data protection requirements applicable to research organisations are the same as for MAHs as outlined in chapter 5.4.3.5. 5.4.3.4.”

	

	Section 6
	
	Comment:

“This Access Policy will enter into force six months following the announcement by the Management Board of the Agency that based on an independent audit report, the EudraVigilance database has achieved full functionality.”
Proposed change (if any):

Please add or reference the planned date of the independent audit, and of the availability of the audit report.

	

	Annex 2
	
	In relation to linked reports, is the MAH accessing this information obliged to forward this report (maybe via licence agreements), if the linked id relates to a third party reference?
C1.10.r


	

	Annex 2, Page 30
	
	Comment: Footnotes 36 and 37 are not unique.

Proposed change: Remove duplicate and renumber.

	

	Annex 2, Pages 31-51
	
	Comment: Typo, header, 3rd column of table, “EELEMENT”

Proposed change: Modify to “ELEMENT”

	

	Annex 2

Page 30 -
	
	The following additional fields are required for Level 1 MAH access

Stratification and signal strengthening fields:

D.2.3 
Patient Age Group (as per reporter) 

D.3 
Body Weight (kg) 

D.4 
Height (cm) 

D.8.r.6b 
Indication (MedDRA code)   (How is this different from field G.k.7.r.2b?)

E.i.8 
Medical Confirmation by Healthcare Professional

G.k.9.i.4 
Did Reaction Recur on Re-administration?


	

	Annex 2, page 30
	
	Comment:

Field C.1.1 Senders case identifier should not be available to the public since it to some extend indirectly provide information about the exact branded product  

Proposed change (if any):

Replace Y with N for group II


	

	Annex 2

Page 31
	
	Comment: Data element C.1.6.1.r. 2 “included documents”: this element is indicated as being not accessible to MAHs (level 2 access). It may be of interest to give a possibility for an ad-hoc access (not systematic) in case of a signal that needs to be validated with only few supporting cases (strong evidence needs to be collated and shared with the same level of information between MAHs and competent authority) and that may potentially affect the labelling of the product. Data protection would need of course to be taken into consideration.


	

	Annex 2, page 31
	
	Comment:

Field C.1.8.1 World wide case identifier should not be available to the public since it to some extend indirectly provide information about the exact branded product  

Proposed change (if any):

Replace Y with N for group II

	

	Annex 2, Pages 35-36, rows 5-6
	
	Comment: Intended meaning of footnotes 33, 37, 38, 39 is not clear. Footnote 33 (page 23) refers to Research Request; Footnote 37 (page 30) refers to gateway receipt, etc. Footnotes 38 and/or 39 may be appropriate for element D.2.2b, D.2.3, etc. 

Proposed change: Apply footnotes to convey intended meaning.

	

	Annex 2, Pages 42 and 48
	
	Comment: Footnotes 41 and 45 appear to be duplicates. Neither one indicates the level of MedDRA coding, i.e., LLT, PT, etc.

Proposed change: Delete duplicate and indicate the level of coding to be provided.

	

	Annex 2, Pages 42-43 and 48-51
	
	Comment: Intended header in last column may be “Stakeholder Group V and VI” instead of “Field ICH or EU.”

Proposed change: Adjust to intended meaning, as indicated.

	

	Annex 2, Page 46, row 7
	
	Comment: Reference to footnote 43, which does not appear in the document.

Proposed change: Adjust to intended meaning.

	

	Annex 2

Page 46, last row
	
	Comment: Data element G.k.2.5 “investigational product blinded”: this information is indicated as being not accessible to MAHs (level 2 access) – to have an accurate view of the evidence of a signal, it is important to make sure of the actual suspected drug, so there is a need to share information on the blind status.


	

	Annex 2, page 50

ICH E2B(R3) Data Element H.1
	
	Comment: Ability to access the narrative facilitates better understanding of all factors contributing to an event for medical assessment by the MAH. The case narrative may include element that are not coded (for example details on outcome and rechallenge – time course) and would also facilitate the review while validating a signal.  Further, narratives including all relevant medical details are forwarded to competent authorities outside the EU where the MAH has ICSR reporting obligations.

Proposed change: Make this data element available also to Stakeholder Group III Level 2, i.e. change cell from N to Y.

	

	Annex 3, Page 52
	
	Comment: The initialism “XEVMPD” may be intended, since “eXEVMPD” is not used in the document. 

Proposed change: Adjust to intended meaning.

	

	Annex 4, Page 53
	
	Comment: Key references are missing.

Proposed change: Add references as follows,

1)
Implementation Guide for Electronic Transmission of Individual Case Safety Reports (ICSRs) E2B(R3) Data Elements and Message Specification (http://www.ich.org/products/electronic-standards.html), supplemented by ICH Q & A

2)
MedDRA Term Selection Points to Consider (http://www.ich.org/products/meddra.html; This is periodically revised to correspond to MedDRA upversioning, which occurs twice per year)

	


Please add more rows if needed.
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