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1.  General comments

	Stakeholder number
	General comments
	Outcome (if applicable)

	
	EFPIA welcomes the opportunity to provide comments on Draft guideline on good pharmacovigilance practices (GVP) - Module IX – Signal management (Rev. 1) and Addendum I. We have consolidated our comments within this same document. 

	

	
	Role of the MAH 

Signal management is a pivotal process for the MAH as a key responsibility for patient safety. The revisions to the module appear to diminish the responsibilities of the MAH. This must be appropriately defined to reflect the role of the MAH as outlined in GVP Module 1. This revised module covers signal management by the Agency and NCAs, but the role of MAHs is substantially diminished, particularly where the MAH is the originator of the medicinal product. 
The scope of obligatory actions by the MAH according to this revision is limited to signal detection and validation, whereas most MAHs have standard practices and are accountable for:

· Signal detection (determining when a safety observation becomes a signal)
· Prioritization & evaluation of signals
· Confirmation of new risks
Planning and implementing actions
The responsibilities of MAHs should be fully recognised and specified within GVP IX (Rev 1), and it should be acknowledged that MAH processes are different from those of the Competent Authorities. Signal detection in EudraVigilance (EV) is just one of a series of analyses involving multiple MAHs, multiple regions and other regulatory authorities all of whom conduct independent evaluations. These assessments involve research of databases and sources of information other than EV, and include MAH databases.  Different outcomes are inevitable. Examples of the expectations of Agency in non-harmonised outcomes would be helpful.
In addition, as the timing of each step conducted by the various stakeholders across the globe will vary there will be further conflicts of outcomes across time. As the conclusions of signal evaluations conducted by the various stakeholders may also differ, MAHs may have to initiate a series of actions based on varying conclusions. This could lead to different actions taken in the EU and other regions of the world. Harmonisation would be aided by the addition of a macro process flow diagram outlining the main steps. EFPIA would welcome the provision of indicative timings within this diagram.

Any differences in the responsibilities of the originator MAH when compared to manufacturers of generics, should be specified in the text, not least where the bulk of the safety data are held by generic manufacturers. 


	

	
	Signal validation
Signal validation is defined [EU) No 520/2012 Article 21] as: “the process of evaluating the data supporting the detected signal in order to verify that the available documentation contains sufficient evidence demonstrating the existence of a new potentially causal association or a new aspect of a known association, and therefore justifies further analysis.” MAHs have adopted this definition and are broadly aligned with it. However, the term ‘signal validation’ is used inconsistently throughout this revised document. Signal validation should refer to the day on which a decision is made that a signal requiring further evaluation exists. This translates to Day 0 for the remainder of the process. Individual examples of inconsistencies are highlighted within the specific comments in Section 2. Until the existing inconsistencies are clarified, MAHs will be not able to comply with Module IX as revised here. On this basis it is vital that the existing definition is confirmed and used consistently throughout the module.

	

	
	Effective date
The proposed effective date for the revised guideline (1Q2017) should be aligned with the date when MAHs will be able to monitor and access data in EudraVigilance for signal detection. This will allow MAHs to adapt, enhance or create aligned systems and processes. It is our view that an effective date in November 2017 is pragmatic.

	

	
	Processes

Monitoring of EudraVigilance data
MAHs recognize that EudraVigilance is an important source of potential signals, but many other sources are equally relevant. Monitoring and aggregate analyses of signals must integrate all relevant sources, rather than focusing on one database which may have less statistical power than a pooled and/or integrated safety data population made possible by existing or emerging technologies. In the absence of full insight into the contents of eRMRs for products with developing safety profiles and other outputs from EVDAS it is difficult to assess what obligations MAHs face at this time. Our view is that the effort involved in operationalising the integration of the outputs from EV into MAH systems could be disproportionate to the value provided in a public health context.

New requirement for population-specific signal management

EFPIA takes note of the requirement to implement routine signal detection in specific patient populations {paediatric and non-paediatric groups and geriatric and non-geriatric groups (Module IX Addendum I)}. It will take time for MAHs to develop and implement signal management for sub-populations as a standard procedure. 

Definitions

A definition of Day 0 of a signal is missing; this should be the date of signal validation.


Several references are made to the provision of RMP and PSUR as a source of signals. These documents should be a summary of signals; they are not for the purpose of signal detection.


The wording relating to which signals need to be the subject of communications is ambiguous. The guideline should specify that this requirement applies only to evaluated signals that have indicated a new risk.
	


2.  EFPIA responses to the questions raised by the EMA

	Stakeholder number
	EFPIA responses
	Outcome 

	
	Response to Question 1

Generally the criteria for access to EudraVigilance are acceptable, with the following requests from EFPIA companies:

· MAHs have a requirement to access narratives regardless of the origin of the signal (current limitation is for signals originating from eRMRs). Review of all narratives regardless of whether a signal inclusion in the product information or labelling (for example a signal under review may already be related to a labelled event or there may be a change in nature of an already identified risk under review resulting in a new signal) would be helpful at the time of medical evaluation to support evidence-based decision making on whether a signal has been detected.
· The proposed process which requires the submission of a request for case narratives is cumbersome and will slow down signal validation. We request access is granted to qualified personnel to review selected ICSRs including narratives.
· 
	

	
	Response to Question 2

The recommendations for monitoring of EudraVigilance are generally sufficiently detailed, whilst providing a degree of flexibility to adjust the frequency based on the characteristics of the medicinal product, the safety topic, the time since first authorisation, and most relevant data sources. The proposed frequency for established products with a well-documented safety profile could justifiably be reduced to once yearly as per the risk based approach in IX.C.2.2. 
It is difficult to assess the true impact on workload without a greater understanding of the EVDAS system, and how it is structured or will be performed.The following question was raised:

· Could the Agency make public the frequency of monitoring EudraVigilance for specific substances? If this is done MAHs can align with the periodicity of the signal detection activities.
· 
	

	
	Responses to Question 3
Emerging safety issues: The timelines are clear & acceptable as long the Agency defines and clarifies what constitutes “becoming aware of the issue.” From an MAH point of view the clock starts from the point at which a decision is made that a new safety issue is a validated signal. 

However, some timelines are unclear. In line 385 it is noted an ESI should be reported in 2 days, however in lines 417 to 419 state: “ if by the time a MAH concludes that a signal is validated, a PSUR is due to be submitted in the following 3 months, the signal, together with any potentially related amendment to the product information may be reported in the PSUR. 
The suggested timelines for a validated signal, if a PSUR is not due to be prepared, means that a validated signal, which is not yet considered a risk, and may not fulfil the criteria for an important risk, needs to be communicated to EMA within 30 days. This could be a risk of nausea and on a product where the next PSUR is due several years in the future. An update in 30 days only makes sense for a medically important risk.

Proposed changes: 

Urgent signals/medically important signals must be notified within 3 business days.

Medically important signals should be notified within 30 calendar days. 

Non-important signals should be notified either within 3 months’ from the point of recognition, or in the next scheduled PSUR.

Valid signal: requires a complete revision, based upon the general comment concerning signal validation.
	


3.  Specific comments on GVP Module IX
	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)

	100
	
	Comment: Changes in population distribution should be included as a possible cause for raising a signal and as the text refers to known association, this should be adverse reaction, rather than adverse event

Proposed change: New aspects of a known association may include changes in distribution (e.g. gender, age and country), frequency, duration, severity or outcome of the adverse event reaction.


	

	112
	
	Comment: The EU signal management process described is that of the EMA and Competent authorities, it should be noted that MAHs processes may differ.
Proposed change: The EU signal management process includes the following activities: signal detection, signal validation, signal confirmation, signal analysis and prioritisation, signal assessment and recommendation for action [IR Art 21(1)]. MAHs may have an alternative process but should encompass the general principles of the EU signal management process. 


	

	128
	
	Comment:  Confirmation of a new aspect of a known association should be included.  

Proposed change:  Add: “nor a new aspect of a known association” i.e. "The fact that a signal is confirmed does not imply that a causal relationship nor a new aspect of a known association has been established, but that the signal should be discussed at EU level and further investigated by PRAC (see IX.C.4.)."
	

	147-152
	
	Comment: In this definition, Emerging safety issue applies to authorised medicinal products and GVP Module VI is referenced. However, in GVP Module VI (Rev 2) Section VI.C.2.2.7., the notification of emerging safety issues is also applicable in the period between the submission of the marketing authorisation application and the granting of the marketing authorisation, when information (quality, non-clinical, clinical) that could impact on the risk-benefit balance of the medicinal product under evaluation may become available to the applicant.

Proposed change: A safety issue considered by a marketing authorisation holder in relation to an authorised medicinal product (or product in the period between the submission of the marketing authorisation application and the granting of the marketing authorisation) under its responsibility to require urgent attention of the competent authority because of the potential major impact on the risk-benefit balance of the product and/or on patient or public health, that could warrant prompt regulatory action and communication to patients and healthcare professionals.
	

	161-172
	
	Comment: Although implied with current text consider to make clear that sources for identifying signals can also stem from information within a drug class and in addition may not be limited to drugs used for one indication.

Proposed change: Add: “information on class effects” and “information from use in other indication(s)”.


	

	163
	
	Comment: This text is tailored to the process at the NCA/Agency level. However, as the MAH also performs signal detection, the sources for signals should apply to the MAH as well.

Proposed change: "... provided by marketing authorisation holders in the context of regulatory procedures (e.g. Risk..."

	

	173-175
	
	Comment: Signal detection is generally based on periodic monitoring within the MAHs safety database, with supplementary information being derived from the larger databases.

Proposed change: To clarify that signal detection is supplemented with the use of US FDA Adverse Event Reporting System (FAERS) or the database of the WHO Programme for International Drug Monitoring (VigiBase), with EudraVigilance a legal requirement in EU.


	

	178
	
	Comment:  It is explained that signal detection methodology depends on the nature of data and type of medicinal product. However, the applied signal detection activities and their frequency of execution also depend on the characteristics of medicinal products, e.g. time on market, local versus global exposure, population, and others.

Proposed change: “…on type and characteristics of medicinal product concerned…”
	

	195
	
	Comment: Epidemiology should be added as supportive information in relation to signal validation.

Proposed change: … supportive results of relevant investigations, information on epidemiology;

	

	215-216
	
	Comment: Changes in “duration” of an ADR are considered to be a signal (see signal definition in section A.1)

Proposed change: … additional insight on an expected reaction in terms of e.g. its severity, duration, …


	

	235-243
	
	Comment: Clarification should be provided if the signals where an evaluation results in a decision to continue monitoring are to be classified as “unvalidated signals” (as described in the 2012 version Signal validation section ”it may be appropriate to continue to monitor the potential signal until there is enough evidence to confirm the signal”), or “validated signals to be monitored”. Significant changes to the text are proposed below.
Proposed change:  “The evaluation of the evidence may involve several rounds of expert discussions and different levels of decision-making, within individual organisations. This may result in one of three decisions, as follows:
· Refuting the signal, when the available data are not sufficient to support a new causal relationship, a change in characterisation of an existing causal relationship, or a new or change to an existing potential risk (a new signal may be re-opened at a later stage if new evidence arises);

· Confirming a new, or change to an existing, potential risk, requiring further risk assessment by reviewing new information from the ICSRs or the scientific literature at appropriate time intervals to determine whether new data are supportive of a causal relationship;

· Confirming a new, or change to an existing, identified risk, proposing actions such as changes to the product information by means of a variation, or other routine or additional risk minimisation measures, if there is sufficient evidence of a causal relationship.
 
	

	263
	
	Comment: How a signal is managed depends on the prioritisation and this defines the timelines, add reference to these. 

Proposed change:  Add “For timelines refer to IX.C.3”

	

	IX.B.5

Lines 269-294
	
	Comment: This section only refers to MAHs being required to provide documented evidence of appropriate signal management practices but can the Agency confirm that these quality system requirements will apply across all MS who are delegated signal detection responsibilities in EV for NAPs and medicinal products authorised via MRP/ DCP? How will the HMA or the Agency ensure that all MS staff are performing signal management activities consistently and are trained appropriately? Signal detection responsibilities should follow the same expectations as the MAHs. 

Proposed change:  Through the HMA, MS will ensure that any signal detection delegated to a MS for e.g. nationally authorised or MRP/ DCP authorised products is subject to quality management principles.
 
	

	299
	
	Comment:  In order to avoid any uncertainties, please mention that both MAHs and CAs should monitor the safety of medicinal products in the EudraVigilance database.

Proposed change: Just below the heading, please add: “Marketing Authorisation Holders and Competent Authorities should monitor the safety of medicinal products in the EudraVigilance database.”


	

	331-333
	
	Comment: It is stated that monitoring of EV should be performed to determine new or changed risks. It is not mentioned that it should be performed to detect signals. Recommend adding clearer intention for EV monitoring by stakeholders.

Proposed change: Add “Monitoring of EudraVigilance is a mandated signal detection activity according to the DIR.”

	

	Lines 338-340
	
	Comment: There is no timeline provided for the Agency to grant narrative access for the MAH. 

Proposed change: Please consider addition of a timeline for narrative access for MAH. 


	

	341
	
	Comment: “The review of the electronic reaction monitoring report suggests a signal (see IX.A.); “

First time the electronic reaction monitoring report is mentioned in the document – this report should be more clearly defined.

Proposed change: Define earlier in document.

	

	347-348
	
	Comment:  The wording confuses the concept of a signal before and after validation. Furthermore, the case narratives may be relevant for signal assessment, as well as validation.

Proposed change:  Move the following statement to the start of Section IX.C.2.1: “When validation or assessment of a signal is supported by data from EudraVigilance, marketing authorisation holders should take information from the case narratives into account, as applicable.” 

	

	368
	
	Comment: Term “Active substance” does not specify the brand for the MAH. Is the expectation that all products with the same active substances must be reviewed by all MAHs?

Proposed change:  Can it be clarified that each MAH reviews their own products.

	

	IX.C.3.2. and 
IX.C.3.4.
	
	Comment: The concepts signal validation and assessment are mixed up. Variations are required to be submitted within 3 months after signal validation. But, at signal validation it is not clear yet if a label variation is anticipated. This can only be recommended after full assessment of the signal. After the signal validation step the MAH needs to carry out further work on assessing the signal, determine causality, agree core labelling impact and prepare and submit SmPC.  

Depending on the issue, its priority and complexity, three months for the full assessment may be challenging. 

Proposed change: Change the timeframe to 6 months (or Day 180 of signal).


	

	416-421
	
	Comment: 
First sentence of paragraph is too complex and needs editing because the criteria for notification should be simple and immediately understandable.

Proposed change: Change wording to “If a validated signal is discussed in the frame of a PSUR within 3 months, a standalone notification is not necessary.”

	

	439
	
	Comment: Signal notification as soon as possible and no later than 30 days: depending on the complexity of the signal this timeline may be too tight for MAHs to come to a sound conclusion whether a variation is required because this needs a thorough signal assessment and not just signal validation.
Proposed change: The module should describe how to handle situations in which the MAH concludes that a variation is needed after the signal notification was sent out.
 
	

	447
	
	Comment: For a generic drug, if a signal was confirmed by a generic company and the PRAC decides that it will undergo PRAC analysis and prioritization we request that the originator MAH will be informed promptly.  
Proposed changes: Include text that provides for prompt notification of the originator MAH for confirmed signals with generic medicines. EFPIA seeks clarification of what action(s) are required by the originator MAH following this notification.

	

	Lines 477-478

Lines 553-554
	
	Comment: Some instances occurred in which additional MAH(s) were requested to comment on an adopted PRAC recommendation, which already included additional data requested from MAH(s).  
Proposed change: To prevent this unwarranted situation it is suggested to either improve the identification of MAH(s) needing to provide additional data or to indicate in Figure IX.4 that there can be multiple rounds of need for additional data and MAH(s) submitting additional data to all PRAC members (NAPs) and EMA (CAPs and NAPs).

	

	Lines 541-555 (end)
Appendix 1, Figures 1-
	
	Comment: We refer to the General comment on the Role of the MAH. The contributions of MAHs should be acknowledged and clarified in the process flow diagrams.
Proposed change:
Add a macro-flow diagram with timeframes as requested under ‘General Comments’. All four diagrams should be modified to acknowledge the contribution of MAHs to signal detection. EFPIA PVEG will offer to assist, if this is considered acceptable.

 
	


4.  General comment on GVP Module IX Addendum I 
	Stakeholder number

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

(To be completed by the Agency)

	
	The focus of the document is on disproportionality analyses. It would be worthwhile citing the use of other methods such as volcano plots, rate differences or p-values as a way to identify imbalances. These methods should of course only be as an add-on to all other aspects of signal detection. 


It would be valuable to provide guidance on patient exposure (or surrogate markers thereof) in relation to signal detection strategies.


	

	
	Section IX.Addendum.I. Mixes-up terminology and process. For example, the steps in the process of signal management apply universally to all stakeholders and should not be confused with the responsible functions/ bodies for a particular step.

	

	
	Section IX. Addendum I.2.2 It would be helpful to include examples to illustrate the requirement to detect signals related to increased ICSR reporting frequency “new aspects of known association including change in the frequency, duration, severity or outcome of an adverse event”.


	


5.  Specific comments on GVP Module IX Addendum I 

	Line number(s) of the relevant text
	Stakeholder number
	Comment and rationale; proposed changes
	Outcome

	35-36


	
	Proposed change: Add to the text "To limit the chances of failing to detect a signal" the following "and to detect a spurious finding".

	

	84-85
	
	Comment: In the sentence "these ICSRs reflect the background incidence", we suggest to replace “incidence” with “reporting proportions” because disproportionality analysis works with reporting proportions and does not account for event incidence. In disproportionality analysis the incidence denominator (number of treated patients or person-time at risk) is absent and the incidence numerator (the true number of incident cases) is subject to reporting bias.
Proposed change: “Hence these ICSRs reflect the background incidence reporting proportions of the event in patients receiving any medicine.”

	

	87
	
	Comment: Line 87 is only true with a large, consistent background reporting.  This line should be changed as follows.
Proposed change: When an adverse event is caused by a medicine and the database for analysis is sufficiently large and diverse, it is reasonable to assume that it will be reported more often (above background incidence) and hence this ratio will tend to be greater than one.

	

	87-88
	
	Comment: Because disproportionality measures as contrasts of reporting proportions are not algebraically determined by causal contrasts (defined in terms of event incidence), we suggest removal of the words "above background incidence". 
Proposed change: "When an adverse event is caused by a medicine, it is reasonable to assume that it will be reported more often (above background incidence) and hence this [disproportionality] ratio will tend to be greater than one".

	

	100,102,111
	
	Comment:

Performance of the disproportionality analyses is used interchangeably with the performance of the signal detection system. As the statistical signal detection and the signal detection system may include components other than disproportionality analysis which have an impact on the overall performance of the signal detection system.

Proposed change: We suggest that the specified terms are not used interchangeably. 
	

	Line 103:  
	
	Comment: This definition of sensitivity is common for pharmacovigilance, but is different from the notion of sensitivity in the broader statistics/diagnostic testing field.  Suggest line 103 is modified as below.

Proposed change: 1. High sensitivity, defined as the proportion of SDRs (the proportion of adverse reactions for which the system produces SDRs);

	

	103-106
	
	Comment: Sensitivity and specificity can be assessed by simulations and/or using a retrospective analysis selecting ADRs and AE known not to be associated with the drug.

Proposed change: The Agency should comment in this section about high specificity as it could also be important e.g. low false positive rate. 

	

	Reference #7
	
	Comment: The first author is missing.  
Proposed change : Maciá-Martínez, M, de Abajo, F.J., Roberts, G. et al. Drug Saf (2016) 39: 29. doi:10.1007/s40264-015-0351-3

	

	146-153
	
	Comment: Paragraph does not provide guidance on how to estimate lower confidence bounds and how this relates to a point estimate. 
Proposed change: To provide guidance, or a pointer to where to find guidance, on the above.

	

	160
	
	Comment: Definition of threshold is missing.
Proposed change: Please add a definition of threshold.

	

	194-224
	
	Comment & request for change:

Although the limitation of not accounting for the overall reporting for this drug is acknowledged, suggest replacement of statistics based on absolute event counts with those for reporting proportions as using the reporting proportion instead of the absolute count would be more appropriate.
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