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1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	Answers to Questions on which the Agency seeks specific feedback by means of the public consultation:

1. The updated risk definitions and guidance on Part II Module SVII of the RMP may lead, in the post-authorisation phase, to a list of safety concerns in the RMP that is a subset of the list of the product safety concerns as defined in the PSUR. What should be the priority of the GVP Module V: a focused RMP list of safety concerns or the full alignment with the PSUR content? 

Response: The priority of the GVP Module V should be an EU focused RMP list of safety concerns highlighting important identified and potential risks, or (important) information which is missing for the product.  It should not include description of other ADRs or risks which do not qualify as “important” by definition. This approach is well highlighted in Lines 24-28 of the Guidance on format of the RMP Integrated Document.                                                                  
Rationale: The EU RMP list of safety concerns reflects those agreed with the European regulators which should be a focused list in line with the principles well described in this GVP revision.  The PSUR/PBRER, however is a document with international scope as it can be submitted multiple agencies outside the EU/EEA. As a result, it is not unusual for some regulatory authorities (including Japan, Canada and Switzerland) to require additional safety concerns over and above those included in the EU RMP.  As such, it would be inappropriate for the PSUR/PBRER submitted in these countries to exclude the safety concerns highlighted locally, even if not in the EU RMP. 
This situation was clearly addressed in the ICH E2C (R2) Implementation working group Q&A endorsed by all the ICH regions including the EU. This Q&A recommended inclusion of all the safety concerns required/requested by all countries and that additional safety concerns would need to be addressed in the PSUR/PBRER. As such it is inevitable that the EU-RMP and PSUR content will not always be fully aligned although clearly this would be a desirable situation. EFPIA hope that the welcome clarification of what truly constitutes a safety concern in this revision of Module V will help achieve greater harmonisation with non-EU countries that require submission of the EU-RMP and minimise instances where additional safety concerns (not considered so by the company or the Agency) are requested to be added by a non-EU agency.
EFPIA consider that this important factor will play a more significant role in any discrepancies than the updated terminology and guidance. This takes into account that conceptually nothing has changed and that the principles of risk and important risk remain the same. Nevertheless, we acknowledge that different explanations and terminology could easily cause confusion to different stakeholders; for example under the current definition of “ identified risk “ in Annex 1, there is a statement that “Adverse reactions included in section 4.8 of the summary of product characteristics (SmPC) are also considered identified risks....” In this respect the terms ADR and risk are being used interchangeably which is incorrect as the risk is the undesirable outcome of the ADR. This may well be another route cause of some of the issues raised previously when requests have been received to classify an ADR as an important identified risk. EFPIA will make recommendations to update the terminology in Annex 1 in the detailed comments below to promote consistency and understanding.

2. Should studies conducted by the MAH but neither required nor imposed by the competent authority (previously classified as category 4 studies) be included, for information, in the RMP annex 2? 
Response: Category 4 studies should not be included.
Rationale:  Per Directive Article 8(3), the primary aim and focus of the EU-RMP is (and should remain) risk management planning for those required/imposed studies contained in Part III (PV Plan). It is not a repository of every study conducted anywhere in the world with a primary or otherwise safety objective. As such, Annex 2 should contain a summary of the Category 1-3 studies listed in the PV Plan. 
From a practical perspective, inclusion of the protocols from such studies in Annex  2 (invariably from countries such as Japan and Korea) would require translations from multiple documents, adding an undue burden to the organisation which is not consistent with the principle a risk management system that shall be proportionate to the safety concerns highlighted in the document. Not least, it will add considerable length to the document, as well as frequent updating whenever a new study is set up in an affiliate and it is difficult to determine what purpose it will serve or indeed if such extensive additional documentation that is not actively contributing to the EU risk management system will actually be read and/or acted upon. 
Whilst EFPIA is completely supportive of transparency, the burden imposed on MAHs in relation to the unclear “benefits” cannot be justified, especially when CHMP and the NCAs are not planning to assess category 4 studies. This position, furthermore, takes into account that, should any new safety findings emerge from these Category 4 studies, then the information would be communicated per standard obligations of MAHs under the PV legislation. In addition, data from these studies are disclosed via other ways such as the PASS register for EU voluntary non-interventional trials, as well as listed in the  PSUR standard appendix
3. Should the additional risk minimisation materials as they were distributed in the Member States be included in the annexes of the RMP (i.e. RMP annex 6 – part B)?                                                          

Response:  No, risk minimisation materials distributed in the Member States should not be included in the annexes of the RMP. Only the Core materials should be included in the  proposed Annex of the RMP, with locally modified materials retained locally. 
Rationale: Sponsors should have a core set of additional risk minimization materials (in translated versions) which are distributed to Member States per GVP Module XVI Addendum 1 (Section 2 Principles for Educational Materials).  Member States may have comments and changes which are then reviewed by the Sponsor and may be accepted or negotiated.  It should be the Sponsor’s responsibility to ensure that the final additional risk minimization materials which are agreed upon by the Member States adhere to the core additional risk minimization program.  Addition of these materials to an Annex of the RMP would not add value since there may be differences in the materials for some Member States and this would be based on comments from those Member States. Overall, inclusion of materials for risk minimisation measures in the RMP after Member State approval would not be logistically feasible due varying MS approval times, translation requirements, etc. Thus, national risk minimization material might not be available at the time of the initial RMP and will only become available in variable time frames which would lead to a lot of unnecessary updates if all material would be added to the annex.
4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)? 
Response: Section V.B.10 should be maintained
Rationale: Per lines 1089- 1100 of the revised guideline, EFPIA acknowledge that the EU-RMP and PSUR/PBRER documents have different objectives and hence, useful to keep wording that  outlines the key differences between the objectives of the PSUR and the RMP. Nevertheless there is still an appreciable degree of overlap in a number of the sections and it should be possible to utilise the same sections across multiple documents wherever possible in the interests of efficiency and in order to minimise unnecessary duplicated effort. As such, Section V.B.10 provides additional clarity on the overlap between some sections of information contained in a PSUR and that in an RMP. Retention is also consistent with the modular approach agreed internationally by ICH E2C (R2) and provides direction on what can be done if the two documents are submitted together. It furthermore retains the possibility to future developments in the concept of the modular approach in order to promote further streamlining to future submission of these safety related documents.

	

	
	Overall General Comments by EFPIA 
EFPIA would like to acknowledge the Agency’s and all other parties involved in the revision of this Module for the welcome, thoughtful and considerable efforts taken to make the revised document/accompanying template, a more user friendly document which more clearly outlines the EU requirements for the development of a RMP. 
Overall, EFPIA agrees that the revisions to the GVP Module V provide a more concise and clear description of risk management and how safety risks evolve through a product’s lifecycle based on evidence from a variety of sources. We particularly appreciate the attempts to realign with fundamental principles originally set out by ICH E2E which remain relevant now and which facilitate a document that focusses on what really matters in terms of promoting public health and optimising benefit risk.  Lines 219-250 nicely describe the principles and thought processes involved in risk management.                                                  
EFPIA`s outstanding comments largely reflect fine tuning of a document which has undergone considerable revision including removal of several redundancies present in the current version, based on very thorough process by the Agency. Our outstanding concerns generally reflect how reworded sections could be misinterpreted although we understand the intent behind them
Concerns:

· Consequences of refocussing Modules VI and VII

· Absolute clarity in the revised terminology 
· Differentiation between an ADR and identified risk
· Inconsistency of terminology across GVP Modules and Annex 1
· Practical Implementation

Consequences of refocussing Modules VI and VII

This is EFPIA’s biggest concern with the revised Module V guideline as it appears to have moved a lot of the considerations from the previous Module VI into Module VII, as well as introduce duplication within Module VII As noted elsewhere we are particularly concerned about the apparent need in V.B.4.8.1 to “justify risks not taken forward as safety concerns. This is being widely interpreted that any ADR listed in section 4.8. of the SmPC requires a justification that it is not an important risk; this will certainly be how it is interpreted in the future particularly in the light of existing Annex 1 wording which stated that any ADR in section 4.2 should be considered “ an identified risk” which is clearly incorrect.
We understand from the Implementing Regulation (Article 30 1a) that the safety specification should identify or characterise the safety profile of the medicinal product. Clearly the focus should be on important risks and missing information but the apparent need to justify why every ADR is not a safety concern seems excessive and unnecessary and we are not sure that this was the intent. We do accept that there are safety topics derived from specific situations/data sources that need to be considered to see if they could be a safety concern but  including them for discussion in Module SVII will inevitably be interpreted that they are an important risk or missing information as this section of the RMP has always been focused on characterising important risks (despite the title of the module)

It is EFPIA`s considered opinion that this refocussing of Modules VI and VII will lead to a lot of confusion and misinterpretation and recommend that Modules II, IV and VI focus on identification of safety concerns (acknowledging that some safety concerns may arise from other considerations not covered by these modules) and that Module VII should focus on characterising important risks (including why a risk is considered to be important) and life cycle aspects of the safety concerns. As a result, the safety topics currently listed in lines 495 – 537 of Module VII would be moved back into Module VI where the focus would be to assess whether or not each safety topic could be an important risk or missing information Only those assessed as being a safety concerns, namely if the associated risk was deemed to be important, would be carried forward for further characterisation in Module VII.
In addition to the concerns raised above with respect to the new proposal that “risks not considered important” should be discussed and justified in Module VII, EFPIA firmly considers that this is not warranted in an RMP, since the RMP should focus on risks which are important enough to be categorized as identified, potential and missing information. Apart from the confusion and likely misinterpretation that will undoubtedly arise, the task of keeping such a section up to date will be daunting e.g. as new ADRs are added to section 4.8 of the SmPC as well as tracking over several sections of new information throughout the product life cycle. 
During the marketing authorisation application procedure, all accumulated information is provided to the EMA and Assessors/PRAC/CHMP with detailed safety analysis and summaries at a point in time including determination of what is and what is not a safety concern to be included in the RMP.  As a result, the information in this proposed new section will potentially constantly change during development creating more work for all stakeholders and effectively duplicating already established MAA processes and procedures for agreeing the content of the RMP and what should be considered to be safety concerns. Similarly, in the post authorisation period, there are established systems in place including signal management and periodic safety update reports, through which newly identified ADR/risks can be evaluated in order to determine whether or not they constitute important risk. To include again in the RMP would constitute unnecessary duplication.
EFPIA`s overall assessment  of this  new section to justify risks not considered important is that it does not add any new scientific understanding to risk management planning or create efficiencies in the RMP system but detracts from understanding of important safety concerns.  To avoid duplication of efforts this new section should be deleted

Further practical suggestions, including proposals to minimise duplication are also given in the detailed comments below.
Absolute clarity in the revised terminology

Extensive industry experience to date has demonstrated that, whilst guidelines are written by subject matter experts and generally reviewed by stakeholder experts during consultation who understand the intent of the verbiage included in the guideline, the content and wording of the document may be interpreted entirely differently once it is released for implementation e.g. by less experienced personnel or by PV inspectors particularly if there is an ambiguity in the verbiage in the guideline. In this respect, wording that was included in the original GVP Module V and its subsequent revision (R1) were considered to be a reasonable reflection of ICH E2E concepts (on which it was based) and the generally accepted standards upon which the classification of important risks and missing information were based. Subsequent experience  proved that literal interpretation by new Assessors and other stakeholders was entirely different, a situation that underpinned the original AESGP/EFPIA Position Paper supported by EGA and which prompted the current R2 revision to Module V.
As one example, EFPIA note that the term “risk” is often used in the guideline when it should actually be “important risk”. Given the concerns already expressed that the term “ risk” will inevitably be interpreted as any ADR, then the term should always be qualified with “important” wherever this is the intent and in order to avoid any possible misinterpretation that would otherwise occur. We will note where this applies in the detailed comments below.
EFPIA therefore consider that absolute clarity in terminology and amendment of any potentially ambiguous wording is crucial to ensure consistent understanding and implementation of the revised guideline. Proposed amendments in the specific comments section below have aimed to remove any possible ambiguity and wherever possible we have also included illustrative examples to provide further clarity
Differentiation between and ADR and Risk 
EFPIA very much welcomes the revised definitions and improved focus on “undesirable outcomes” in the definitions of risk.
We are concerned however that, without further explanation and illustrative examples, the erroneous understanding by stakeholders that all ADRs are identified risks will continue. This situation is further encouraged by the current wording in Annex 1 (alluded to previously) that all ADRs listed in section 4.8 of the SmPC should be considered identified risks which is clearly incorrect. Not least the definition of risk and ADR are different and the content of section 4.8 is adverse reactions (Adverse Effects) Furthermore, this misunderstanding seems to be continuing , even in this revision, notably in section SVII.1.2 which requests that any risk not taken forward as a safety concern should be justified. This will almost certainly be interpreted as justifying why every single ADR listed in section 4.8 is not considered to be an important risk even if it is clearly a non- serious ADR e.g. nausea, flushing, rash.
While all identified risks are ADRs , not all ADRs are identified risks, as the risk of some ADRs is purely driven by the outcome so, for example if thrombocytopenia is a listed ADR in 4.8, then the associated risk would be “ bleeding”; similarly if elevated hepatic transaminases is an ADR, then the associated risk is hepatoxicity or DILI. Likewise Prolonged QTc interval may be an ADR but the risk per se is Torsade de Pointes. On the other hand, myocardial infarction, ventricular arrhythmia, CVA can be both an ADR and a risk. As a consequence of this misunderstanding, it is not unusual for both the ADR and risk to be listed in the RMP as if they were completely independent important risks
Further clarification is therefore considered to be important in order to avoid perpetuating the confusion or we anticipate that there will be no significant impact on the identification and categorisation of risks in RMPs prepared under the revised GVP Module V guideline without this clarity and lack of ambiguity. In addition illustrative examples, including sources of identified risks other than from CTs, would be very helpful in order to promote clarity, consistent understanding,  and hopefully avoid further misinterpretation. 
Inconsistency of terminology between Module V(R2) and Annex1
This inconsistency in terminology between the revised Module V and the current Annex 1 has already been highlighted in relation to impact on the list of safety concerns in the PSUR/PBRER vs the new refocussing in future RMPs. Although conceptually the approach has not changed in that important risks have always been those that could impact benefit risk or public health, the interpretation and guidance surrounding the classification, documentation and management of risks has been refined and misunderstanding and confusion is only likely to continue until the terminology is aligned across this module and Annex 1. EFPIA appreciate that Module VII would also be impacted but there is not the opportunity to make changes that deviate from ICH standards. Having said that the PSUR is less of an issue than differing terminology with Annex 1, so we strongly consider that Annex 1 should be updated to be consistent with Module V( R2) as a matter of high priority. We appreciate that updating any guideline or Annex will take time so would recommend a Q&A in the interim. EFPIA would be happy to work in collaboration with the Agency on this if it would be helpful.
Practical Implementation
It is important that the roll-out of the new template is adequately planned. Some key points are as followed:

· It is essential that NCAs are ready to receive the  new simplified RMPs (including training of assessors on the new template);

· While implementing the new template for new products will be relatively straightforward, the complexity of managing a template change for products that already have an RMP in place should not be underestimated. Clear instructions will be needed to clarify:

· whether the new template will need to be implemented proactively for all products,

· if yes, whether it will need to be done within a certain timeline, 

· whether the template change can be introduced with another planned change to the RMP, or via a separate variation,

· which type of variation the template change would be (it is assumed that it would be a type IB).

· how to handle the template change if there are multiple versions of the RMP under evaluation.

Revision 2 of GVP Module V is scheduled to come into effect at some time during Q3 2016.  It is not clear to us if this timeframe also applies to adoption of the revised RMP template.  In addition, it is not apparent to which RMPs the template requirement will apply or if it will be phased in over time.  MAHs face a substantial amount of work under what apparently will be a highly compressed timetable in order to change their internal documents and processes.  This burden would be eased considerably through advanced notice from EMA to industry of the agency’s implementation plans.

We recommend that the agency issues an advanced communication of its anticipated implementation schedule for the revised RMP template, both for products requiring an initial RMP and for those with existing RMPs.  Ideally this would occur as soon as logistically feasible prior to the final versions of Module V and the RMP template being released. It is recommended that this is discussed with industry stakeholders once the template is finalised.

Other General Comments and Suggestions for fine tuning: 
To ease navigation between the GVP module and the template, EFPIA suggest referring to the section number from the template rather than just the part, module and section title e.g. in line 602 this would read V.B.4.8.1 RMP Module SVII.1 identification of safety concerns….and likewise when providing guidance on subsections such as in line 607, minimise complexity by removing the subheadings number V.B.4.8.1.a and refer to the relevant section number of the template instead i.e. line 607-608 becomes V.B.4.8.1.a RMP Module  SVII sections SVII.1.1 and SVII.1.2 for example. The numbering of the GVP module is quite difficult to follow and errors were noted during review.
· While EFPIA welcomes the clarification and the effort made in reducing duplication with the document, there is still a fair amount of duplication between the GVP Module and the RMP template and sometimes some inconsistency as noted between the two documents. Consideration for reducing the duplication, e.g. by using cross-reference to the template where possible may help.  
· GVP P.III is not available yet so EFPIA consider that alignment between the two documents is important with respect to biological medicinal product. We assume that EMA has already reviewed the implications and need for consistency between these two guideline and had adjusted the content of the two documents accordingly RMPs depending on when the updated GVP will be in force vs the new GVP P.III
	


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)

	116
	
	Comment: Although EFPIA fully understands the intent of the phrase “not all actual or potential adverse reactions…”, we recommend that standard terminology is used as proposed below in order to avoid any potential for misinterpretation by less experienced stakeholders and for absolute clarity.

Proposed change: “However, not all actual or potential adverse reactions or identified or potential risks will have been identified...…”


	

	119-122
	
	Comment: Line 119 appears to mix the separate concepts of a risk management system and a risk management plan. Although this is undoubtedly unintended, it could cause confusion so early in the guidance.  We propose that it should be more closely aligned to the wording in the legislation. Also the concept of managing known important risks seems to be missing

Proposed change (if any): The aim of a risk management plan (RMP) is to address uncertainties regarding the safety profile at different points in a medicinal products life cycle and to plan risk management activities accordingly  document the risk management system considered necessary to identify, characterise and minimise a medicinal product`s known important risks and to address uncertainties at different points in its lifecycle. These efforts should be focused on optimising a product’s benefit-risk balance

	

	123-125
	
	Comment: EFPIA acknowledge that the verbiage in these lines exactly reflects that in Article 30 of the Implementing Regulation, however use of the terminology “safety profile” is readily open to misinterpretation that it pertains to all ADRs or risks associated with the medicinal product when, in fact the focus of the RMP is on important risks and missing information.  We therefore propose the following modification to provide further clarity and avoid any ambiguity. 

In addition, “which risks need to be further characterised or managed proactively” in relation to the safety specification appears to be introducing an element of risk minimisation into the safety specification which is likely to be unintended.
Proposed change  1. identification and characterisation of the safety profile of the medicinal product, which focuses on  important identified and potential risks and missing information that may need to be further studied and  characterised or managed proactively (the ‘safety specification’)”

3. Proactive planning and implementation......


	 

	Lines 156 – 158 and

Lines 214-216
	
	Comment: As noted in the general comments above, EFPIA is concerned that as long as the terminology surrounding (important)identified and (important)potential risks remains inconsistent across GVP modules and Annex 1, then this will only continue to cause confusion and perpetuate the confusion and misunderstanding that prompted the much needed revisions to Module V in the first place. In fact there is a high likelihood that Assessors and industry alike may continue to revert back to the Annex 1 definitions as these are more familiar; changing behaviours and understanding in the circumstances therefore will be a huge challenge.

It is therefore imperative that Annex 1 is updated to align with the revised terminology in Module V(R2) as a matter of high priority. In an ideal world the revised Annex 1 should be released t the same time as the finalised Module V(R2) but we clearly appreciate that this is logistically impractical. In the meantime, EFPIA recommend that to minimise the confusion and provide more clarity that a Q and A is published to guide Assessors and MAHs on how any discrepancies can be addressed practically.

It would also be helpful if the wording in this revision reflects that the content of Annex 1 will be updated to achieve consistency with this revision of Module V

Proposed change: Without prejudice to the terminology provided in GVP Annex 1 until the Annex is revised to be consistent with this GVP Module, more focused definitions.....


	

	Lines160 - 165
	
	Comment: EFPIA very much welcomes the revised definitions and improved focus on “undesirable outcomes” in the definitions of risk.

We are concerned however that, without further explanation and illustrative examples, the erroneous understanding by stakeholders that all ADRs are identified risks will continue. This situation is further encouraged by the current wording in Annex 1 (alluded to previously) that all ADRs listed in section 4.8 of the SmPC should be considered identified risks which is clearly incorrect. Not least the definition of risk and ADR are different and the content of section 4.8 is adverse reactions (Adverse Effects) Furthermore, this misunderstanding seems to be continuing , even in this revision, notably in section SVII.1.2 which requests that any risk not taken forward as a safety concern should be justified. This will almost certainly be interpreted as justifying why every single ADR listed in section 4.8 is not considered to be an important risk even if it is clearly a non- serious ADR e.g. nausea, flushing, rash.

While all identified risks are ADRs , not all ADRs are identified risks, as the risk of some ADRs is purely driven by the outcome so, for example if thrombocytopenia is a listed ADR in 4.8, then the associated risk would be “ bleeding”; similarly if elevated hepatic transaminases is an ADR, then the associated risk is hepatoxicity 0r DILI. Likewise Prolonged QTc interval may be an ADR but the risk per se is Torsade de Pointes. On the other hand, myocardial infarction, ventricular arrhythmia, CVA can be both an ADR and a risk. The consequences of this confusion have been previously highlighted in this commentary.

Further clarification is therefore considered to be important in order to avoid perpetuating the confusion or we anticipate that there will be no significant impact on the identification and categorisation of risks in RMPs prepared under the revised GVP Module V guideline. In addition illustrative examples, including sources of identified risks other than from CTs, would be very helpful in order to promote clarity, consistent understanding,  and hopefully avoid further misinterpretation. The amendments suggested below are being made on this basis.                             

We also suggest adding “clinical” before undesirable outcome for an identified risk as this is determined by clinical data whereas a potential risk may be derived from both clinical and non-clinical sources.

Finally, it appears that the sentence “In a clinical trial, the comparator may be placebo, active substance or non-exposure.” is derived from Annex 1 under the after the examples stated of sources of identified risks. In that context it is appropriate to refer to what comparators may be used but as used in Line 162, the wording seems redundant and could be deleted.

Proposed change: 
An undesirable clinical outcome for which there is sufficient scientific evidence that it is caused by the medicinal product. 
Identified risks may be derived from adverse drug reactions or the outcomes of adverse drug reactions from multiple sources such as adverse non- clinical findings confirmed by clinical data, clinical trials and epidemiology studies and spontaneous data sources including published literature. They may also be the result of adverse reactions specifically linked to situations such as off label use, medication errors or drug interactions.

In a clinical trial, the comparator may be placebo, active substance or non-exposure. Where an adverse event which is an identified risk for an active comparator and the event occurs at a similar (active comparator) or higher frequency with a new product in a clinical trial, this suggests that the adverse event should could also be an identified risk for the new product, particularly if both investigational products are in the same drug class.

The identified risk of some ADRs would be the adverse clinical outcome of the effect. For example, laboratory abnormalities may be listed as ADRs for a medicinal product but the identified risk relates to the adverse clinical sequelae if these have been observed and confirmed to be due to the laboratory abnormality such as the risk of bleeding due to thrombocytopenia, the risk of MACE or adverse CV outcomes due to increased cholesterol/ hyperlipidaemia or the risk of infection due to neutropenia. Other examples include the risk of dehydration which has been confirmed as due to listed ADRs such as nausea, vomiting and /or diarrhoea or cardiac arrhythmia due to an ADR of coronary vasospasm or Torsade de Pointes due to QTc prolongation. In these circumstances, both the ADR and associated risk would be listed in section 4.8 of the SmPC
Other ADRs listed in section 4.8 of the SmPC can also be identified risks, particularly if the underlying adverse effect leading to the risk is unknown or the ADR is idiosyncratic e.g. pancreatitis, myocardial infarction, insomnia


	

	Lines 167-169
	
	Comment: The current terminology defining a potential risk would be clearer if it was more explicit in stating the need for scientific evidence (vs “a basis”). In addition, it would be helpful to clarify that, contrary to the definition of an identified risk, the basis for a potential risk may be non-clinical adverse findings that have not been confirmed or refuted by clinical data. 

As noted in the AESGP/EFPIA Position Paper on Risk Management endorsed by EGA ( submitted in January 2015), a signal can certainly be a source of information from which a potential risk arises but if a signal is refuted following evaluation, then  it cannot be a potential risk. As such, inclusion of “signal” without any qualification as an example of a potential risk could easily be misinterpreted and needs to be modified. The changes suggested below reflect these comments, together with some re-ordering to make the sentence clearer.

Proposed change (if any): … An undesirable clinical or non-clinical outcome for which there is a scientific evidence basis for supposition of to suspect a causal relationship with the medicinal product (e.g. a signal, a class effect plausible also for the new product, findings from (non-) clinical studies) but where there is insufficient evidence support to conclude that there is a causal association i.e. the basis for supposition is more than just theoretical considerations. Examples of a potential risk would include  a signal that has been evaluated and the outcome considered to be indeterminate (can be neither refuted nor confirmed), a class effect plausible also for the new product, findings from (non--) clinical studies which have not been observed or resolved in clinical studies or undesirable outcomes observed in clinical trials or epidemiological studies

	

	Lines 170 - 189
	
	Comment: It would be helpful to provide a table at the end of the section on (important) identified risks to summarise the information provided in the text on what constitutes and ADR, risk or important risk

Proposed Change: Insert this table after line 189

ADR 

Associated   Risk

Associated Important Risk

QTc prolongation

Torsade de Pointes       (T de P)
Torsade de Pointes
(T de P)
Coronary artery vasospasm

Cardiac arrhythmia

Serious cardiac arrhythmia

Increased CPK

Myopathy

Rhabdomyolysis

Neutropenia

Infection

Serious infection/sepsis

Nausea and vomiting

Dehydration

Renal impairment

	

	Lines 170-177
	
	Comment: Combining the definitions of important identified risk and important potential risk into one somewhat lengthy sentence, has caused confusion and difficulties in determining what differentiates the two concepts as they are clearly not the same. Furthermore it introduces a significant potential for misinterpretation in the future, particularly by less experienced personnel. Although EFPIA appreciate that the proposed re-wording presented below will make the section more lengthy, we recommend that separate definitions are created  and additional explanatory text  added as clear, unambiguous terminology is (and will be) crucial for optimal interpretation and consistent adoption of this guideline. In this respect, we consider that it is important to convey the principle that the likelihood of an important identified risk having an impact on benefit risk/public health if not managed appropriately is higher than that of an important potential risk. Currently both appear to have “equal weighting”, namely both could have an impact. Overall, it seems that it is necessary to provide text that spells out requirements in words that cannot be misinterpreted and are completely unambiguous.

Proposed change : An important identified risk or potential risk is a risk that could is likely to have an impact on the benefit-risk balance of the product if it is not managed appropriately in daily clinical practice.  An important identified risk  and which would therefore usually warrant:
· Further evaluation as part of the pharmacovigilance plan (e.g. to investigate frequency, severity, seriousness and outcome of the risk under normal conditions of use or which populations are particularly at risk) and/or 
·  Additional risk minimisation measures beyond routine communication in the SmPC.  If additional risk minimisation measures are not deemed to be necessary, it is likely that the SmPC will include instructions that are intended to affect clinical practice (e.g. requiring dose reduction or frequent monitoring in certain populations ) 

Consistent with the principles highlighted above in determining what an identified risk is, not all ADRs will constitute identified risks and those which are considered to be an identified risk would not be classified as important unless they have a likely impact on benefit risk or public health. In this respect, even a serious ADR or risk may not be important if it occurs extremely rarely and when it does not require additional PV or risk minimisation activities, particularly in the context of treatment of a serious medical condition. Similarly an ADR which is clinically concerning would not be an important identified risk if it has not been associated with undesirable outcomes which could have an impact on benefit risk e.g. elevated transaminases or CPK levels can be listed ADRs but the associated important risks such as DILI or rhabdomyolysis would remain as important potential risks if these outcomes had not been observed or confirmed. (Please refer to Important Potential Risks). 

As a result of these factors not all ADRs listed in section 4.8 of the SmPC need to be considered for classification as an important risk, especially if they are non-serious.
Further evaluation of important identified risks through additional pharmacovigilance activities would be expected to be included in the initial MAAs for new active substances but may not be necessary to address well characterised safety concerns in the initial MAAs of more mature active substances e.g. generic applications.
Important potential risk is a potential risk that, when confirmed and  further characterised , could fulfil the criteria of an important identified risk and hence have a potential impact on benefit risk for the medicinal product, Important potential risks may be the undesirable outcomes of listed ADRs in section 4.8 of the SmPC  if possible outcomes have not been either observed or established  e.g. if QTc prolongation is a listed ADR in section 4.8 of the SmPC but there is no compelling evidence that this ECG finding is causally associated with Torsade’s de Pointes, then T de P remains as an important potential risk. Similarly if neutropenia is an listed ADR, then serious infections would be classified as an important potential risk in the absence of any clinical evidence of serious infections that could impact benefit risk associated with neutropenia caused by the medicinal product or if the serious outcomes were so infrequent that they did not fulfil the criterion for important.

An important potential risk should require further evaluation as part of the pharmacovigilance plan as for an important identified risk  and would include assessment of whether or not a likely causal association can be established. Important potential risks are unlikely to require additional risk minimisation measures but may require routine risk minimisation activities via communication in the SmPC if the information provided could impact patient management by the prescriber. 
Typically, a potential risk......


	

	Lines 182-184
	
	Comment: It would be less confusing if the proposed modification is made to the example given as it is no longer a potential but identified risk. In addition, additional monitoring may be established medical practice e.g. INR monitoring for a new anticoagulant medicinal product

Proposed change: If confirmation of the potential risk as an identified risk would not result in any changes of to  the usual monitoring requirements, then such a potential risk would not usually be considered ‘important’.”


	

	Lines 185 – 188

And

Lines 198 - 200
	
	Comment: The additional clarification provided in lines 185 – 188, namely that situations such as off label use or use in populations not studied need to be associated with likely adverse reaction to be considered a potential risk, is much needed clarification. Per line 198, EFPIA also agree that if off label use is considered to be likely, then it would constitute “missing information”. The subsequent example given , however , (if a markedly different safety profile than that in the target population is suspected, the specific safety concern that might be associated with off label use should be specified rather than the global term off label use) though absolutely correct is actually indicative of a potential risk than off label use as missing information. We therefore recommend that this wording is moved  to  the end of line 188. We would also suggest that for off label use to be considered missing information, then off label use would be predicted in unstudied sub populations or indications but there is no evidence to anticipate that the off label use would be associated with a different safety profile or specific adverse effect or that any association with a different safety profile is unknown. This situation would also apply to the other examples cited under “ missing information” (See comments under Lines 191 – 200 below)

Proposed change: .......and if deemed important, should be included as an important potential risk. In these circumstances, the specific safety concern that might be associated with the off label use or  long term use or use in populations not studied, as well as other situations (please also see the specific safety topics derived from specific situations/data sources included in Module SV1, which is currently SCII)  should be specified rather than the global term (“off label use”;” long term use”; “medication error” etc.


	

	Lines 191 - 200
	
	Comment: Consistent with the comment for “ off label use “ above, the definition ( including use of the terminology “ Gaps in knowledge.....which could be clinically significant”)  seems closer to that of  a potential risk and the two need to be clearly differentiated. Based on current experience, EFPIA note there is existing confusion on this point. Expressed very simply, a potential risk would be one where there is evidence to suspect an adverse outcome but as yet unconfirmed; missing information would be situations , circumstances or subpopulations which are likely to arise or occur post authorisation e.g. use in children or pregnant women, off label use, etc. but where the associated risk is unknown or unsure. Use of “could be clinically significant” could well be interpreted that there is some basis to suspect that use in these circumstances would be associated with adverse outcomes when in fact, they represent situations /subpopulations that are likely to occur/be used post authorisation and they simply have not been studied or there is insufficient knowledge to know whether or not there could be adverse outcomes. The slightly revised wording proposed below aims to take these points into account and ensure that the terms potential risk and missing information are clearly differentiated.  So, for example, use in pregnancy would be “missing information”, if there was no evidence of adverse impact on the foetus to date based on non-clinical and very limited clinical evidence but the medicinal product is likely to be used in women of child bearing potential and was not studied in development. “ Adverse effects on the foetus (following use in pregnancy)” or Congenital malformations (following use in pregnancy)” would be an important potential risk if skeletal malformations ad been observed in one or more non-clinical species and these had neither been confirmed nor refuted in very limited clinical experience during development.

Proposed Change: Gaps in knowledge about a medicinal product........for which there is no or insufficient experience to date to determine whether or not they could be clinically significant. For instance:

· Safety profile with long-term use when there are suspected potential risks  most of the current clinical experience is in short term use for a product intended for use in a chronic medical condition so likely to be used for several years. In these circumstances, the data are insufficient to determine whether or not related to cumulative or other adverse effects could occur following long term exposure;
· Use is anticipated in subpopulations not studied or only studied to a limited extent ( e.g........) and there is no or insufficient clinical experience to determine whether or not the safety profile will is expected to be different in these sub-populations;
· Off label use is anticipated to be likely (e.g. in subpopulations or  indications that have not been studied or for which clinical experience is very limited); in the absence of any evidence or information  to determine whether or not off label use could be associated with adverse outcomes for patients, then “ Off label use“ would be classified as missing information. This is in contrast to the situation when there is some evidence to suspect that off label use could be associated with .if a markedly different safety profile than that in the target population. is suspected, In the latter circumstances, if considered to be important,  the specific safety concern that might be associated with off label use should be specified as important missing information  rather than the global term “off label use” (see previous section on important potential risk in the RMP

	

	214-216
	
	Comment: The same comment applies here as already made  for lines 156-158. In addition, it is unclear in “.....the definitions in GVP Annex 1 apply without the respective above for the EU GVP” which EU GVP is being referred to (presumably the revised Module V). If this is the case “for the EU GVP” is redundant and can be deleted.
Proposed change: ......without the respective focus described above for the EU GVP. This situation will only apply until Annex 1 is revised to be consistent with the terminology in this GVP Module.


	

	236-238 

	
	Comment: There may be other more common circumstances when it is medically and scientifically justifiable for an MAH to propose that an “important identified risk” can be removed from the RMP. Typically such circumstances would include when “ important identified risks” were assigned based on assumptions taken some years ago that have been rectified in this revision e.g. non – serious events such as flushing, injection site reactions  and nausea/vomiting classified as important identified risks or where adverse effects such as elevated liver enzymes seen in clinical development were interpreted as an important identified risk of hepatotoxicity but several years and extensive exposure demonstrated that there was no evidence that DILI is occurring or is occurring so rarely in the context of extensive exposure that, whilst clearly a serious ADR, it is no longer considered to be important, especially if  no additional risk minimisation activities are considered to be necessary and no additional monitoring is required above usual clinical practice. 

Proposed change (if any): Add as a third bullet point:

· There may be other circumstances where existing RMPs list as “ important identified risks”, adverse effects or outcomes that would not meet the criteria for “ important “ or an  “identified risk” as defined in this Module. Such situations could include the listing of common adverse effects that are generally mild or non -serious such as nausea, injection site reactions or serious ADRs that extensive clinical experience has shown to be so rare that they no longer are considered to be important from the point of view of minimal impact on benefit risk, especially if no additional PV or risk minimisation activities are needed.  Similarly, an important identified risk could be considered for removal if it had been added to the RMP as a conservative measure at the time of authorisation or early in the post authorisation period based on limited data but then subsequent extensive exposure demonstrated that it was occurring very rarely and/ or was generally presenting in a non- serious or mild form. Other situations could also include ADRS of laboratory abnormalities such as neutropenia, thrombocytopenia or increased CPK, when the adverse outcome or important risk is Serious infections, Serious bleeding/Haemorrhage, or rhabdomyolysis respectively. Removal of the laboratory abnormalities could be considered if the associated risk was already included as an important risk and/or if the subsequent clinical experience had failed to demonstrate any adverse outcomes of the laboratory abnormalities included as ADRs.

	

	234-235


	
	Comment: The rationale for elevating an important potential risk to an important identified risk should be the strength of the association between the risk and the product, not whether additional risk minimization activities are proposed.

1. Proposed change (if any): (e.g. if they result in associated additional risk minimisation activities if scientific and clinical data strengthen the association between the risk and the product whether or not additional risk minimisation activities are considered necessary.)
	

	Line 238
	
	Comment: The phrase” “the required risk minimisation measures have become fully integrated into standard clinical practice”, may be open to interpretation so EFPIA propose a slight modification that adds an example of what we think is intended

Proposed Change: .....the required risk minimisation measures have become fully integrated into standard clinical practice such as inclusion into treatment protocols or NICE/equivalent guidelines”,

	

	Lines 249-250
	
	Comment: The sentence about change to additional risk minimisation activities should also include that the results of effectiveness evaluation could lead to the need for change.  Per the comment to line 238, EFPIA suggest adding examples. societies.
Proposed change (if any): “The need to continue additional risk minimisation activities may change as they become part of the routine practice such as inclusion into standard treatment protocols in the EU , or in response to the findings of effectiveness evaluations.” 


	

	Lines 261-269
	
	Comment: Highlighting the need to continuously review the safety profile and list list of safety concerns is appreciated. The advice provided here would also benefit being reflected in section V.C.1 to provide further clarity in the later section
Proposed change:  Similar wording to be reflected in section V.C.2.1 describing the maintenance of the RMP over time.

	

	Lines 264-269
	
	Comment: EFPIA appreciate the practical advice given with respect to suggesting specific “milestones” when it is recommended that MAHs should reflect on the need to review the list of safety concerns. The way in which it was worded has led to some confusion, particularly reference to 8-9 years, therefore we propose some small amendments to enhance clarity and reduce the potential for any ambiguity or misinterpretation. We have assumed that the milestone around the time of generic applications is on the basis of a likely stable and well characterised safety profile at that time as well as facilitating consistency with the generic RMPs which may need to be brought in line with a revised list of safety concerns of the innovator.

Proposed change:  In addition, there are two specific moments milestones when the MAHs are advised to reflect on the need to review..........and risk minimisation activities: with the 5-year renewal and in the time period when around the submission of the first PSUR following that 5-year (first) renewal is due for submission.  It is anticipated that this PSUR submission would (usually occur approximately 8-9 years following the granting of the marketing authorisation and at a time when the assessment of the generic products for the active substance commences) As such,  the safety profile of the medicinal product is likely to be  sufficiently stable and well characterised to allow an update  list of safety concerns in the innovator RMP. In addition, this would facilitate efforts to maintain consistency between the revised innovator RMP and that/those of subsequent generic RMP(s)


	

	Line 276
	
	Comment: It appears that reference to V.C.2.1 is an incorrect cross-reference 

Proposed change: Replace V.C.2.1 with V.C.1.1.


	

	Lines 283-284
	
	Comment: The sentence "The safety specifications in the RMP should not be a duplication of data submitted elsewhere" has caused some confusion with respect to what is intended by “ data submitted elsewhere”. EFPIA assume that the intent is to not duplicate data already submitted in the CTD/eCTD or where sections of other documents such as the PSUR/PBRER are intended to be common modules. We have therefore modified the wording on this assumption

Proposed change: The safety specifications in the RMP should not be a duplication of data submitted elsewhere in the CTD/eCTD or unless the sections are intended to be common modules with other documents such as the PSUR.

	

	Line 287
	
	Comment: Although this line refers to data presented in other modules of the eCTD, not all (nationally approved) product dossiers have been transferred into an eCTD format. As all dossiers irrespective of regulatory procedure use the CTD format, EFPIA recommend that whenever there is reference to eCTD, the CTD is given as an alternative.

Proposed change: ......presented in other modules of the eCTD or CTD.
	

	Line 326


	
	 Comment:  An eCTD link to the currently approved PI is suggested as part of the administration information for the RMP but there are situations where eCTD submissions are not available such as for a nationally submitted MAA dossier. EFPIA therefore propose that reference to eCTD is only “where available” and have proposed an alternative solution when there is no eCTD. This takes into account situations where submissions are still paper based in some Member States for NAPs.
Proposed change : eCTD link to the currently approved PI, where this is available or reference to the respective CTD knot (either as hyperlink or in written form e.g. embedded pdf file)

	

	328-329
	
	Comment: It is unclear what is meant by “only related to main population”. 

Proposed change: (summary information – only related to the recommended dosage that will be used by the majority of the target main population; not a duplication of all dosages/dosage adjustments for the sub-populations listed in Section 4.2 of the SmPC.


	

	333-334
	
	Comment: EFPIA full agree that QPPV oversight of the EU-RMP is imperative, however question the continued need for a “wet signature” in an age when documents are managed electronically and where all MAH approvals are documented and auditable. As long as an MAH is able to demonstrate QPPV oversight of the RMP and can produce evidence of approval on request that should be sufficient. Where the internal procedures of an MAH do require a QPPV signature for the RMP, then this can be easily handled separately to the European template document. Reference to GVP Module 1 is probably not needed as the QPPV role is well established now. The current wording also implies that the finalised approved version of the RMP is in the closing sequence of the eCTD which may not be the case e.g. for national authorisation submissions they may be no eCTD. The revised wording for the eCTD has been aligned with that in the template.

Proposed change: The QPPV`s actual (see GVP Module 1) signature is not required for the RMP but evidence that there has been QPPV oversight of the document is still considered to be important. This evidence can be achieved by a statement on the front page that the RMP has been approved by the MAH`s QPPV and that the electronic signature is on file. This statement is not needed for versions submitted for assessment; this but can be included in the closing sequence in the finalised approved version of the RMP. For eCTD submissions,  this would be with the RMP submitted in the last eCTD sequence of the procedure.


	

	336
	
	Comment: As noted earlier, EFPIA appreciates that reference to the safety specification as the section of the RMP which identifies or characterises the safety profile of the medicinal product, we are nevertheless concerned that this implies that every single ADR listed in section 4.8 of the SmPC be evaluated in this section along with other conditions of use that may also be a concern. The focus of the safety specification is clearly on specific aspects of the safety profile which could become a safety concern, namely, important identified and potential risks and missing information and in the presentation of scientific evidence as to which adverse outcomes fulfil the criteria for a safety concern. The terminology “adequate discussion on the safety profile”, can be interpreted that the safety specification has to discuss every single aspect of the ADR profile along with other situations but rather than its intended purpose which is a more focussed approach. 

Proposed change: The purpose of the safety specification is to provide an adequate discussion on identify and characterise key aspects of the safety profile of the medicinal product(s), with a focus on those aspects that need further risk management activities. As such, it  It  should be a summary of the appropriate scientific evidence that supports what constitutes the  important identified risks of a medicinal product and potential risks and missing information  of a medicinal product and It should also address....

	

	409-430
	
	Comment: Although other sections of the guideline contain advice that the content can change with the experience from the post-authorisation phase, the non-clinical section does not.  Of all the sections in the RMP, however, the non-clinical data relevant at the initial authorisation of a product is the most likely to become obsolete or even prove to be an inaccurate predictor of human experience for products with several years of extensive clinical exposure. EFPIA therefore propose to include guidance that the content should be maintained and assessed for relevance over time.
Proposed change:   Add  at the end of the section in Line 430 

“The content of this section should be assessed for relevance over time. Post-authorisation, this section would only be expected to be updated when new nonclinical data impact the safety specification and/or benefit: risk of the product.  Safety concerns identified on the basis of non-clinical data which are no longer relevant and/or have not been confirmed even after several years of post-marketing experience can be removed.”


	

	424
	
	Comment:  Significant non-clinical findings in the absence of confirmation in human experience are invariably important potential risks. Clarification is therefore needed that this type of safety concern is considered to be a potential risk. 

Proposed change: “…safety finding could constitute an important potential risk to the target population…”


	

	Line 426
	
	Comment: It would be helpful to clarify that if the non-clinical safety finding is not considered relevant for humans and a rationale is provided, then it is not carried forward to SVIII.
Proposed change (if any): “…for human beings, provision of a brief explanation is required, and then the risk is not carried forward to SVII and SVIII.”

	

	Lines 432-453
	
	Comment:  Similar to the comment made above with respect to the non-clinical data section, it would be helpful to clarify when there is a need to update the section on clinical trial exposure. It would also be useful to indicate that this section too should be reviewed for relevance over time, taking into account that clinical trial exposure becomes increasingly irrelevant (in the absence of major updates due to clinical data for new indications etc.) the longer a medicinal product is on the market when post authorisation exposure greatly exceeds that in a CT setting.

Proposed change: In this RMP module, in order to assess the limitations of the human safety database, summary information on the patients studied in clinical trials should be provided in an appropriate format (e.g. tables/graphs) at time of submission of the initial RMP or when there is a major update such as an updated RMP with exposure data from clinical studies in a new indication. The content of this section should be assessed for relevance over time and, in the absence of clinical trial exposure data in new indications /populations or formulations etc. the CT exposure does not need to be updated when post authorisation exposure significantly exceeds that in a clinical trial setting.

	

	Lines 456 - 460
	
	Comment: The EU-RMP template includes important wording and instruction that would be useful to include in the guideline document as well for clarification purposes and to minimise the potential for misinterpretation. The EU RMP template refers to “important exclusion criteria” so it would be helpful to provide guidance on which exclusion criteria are considered ‘important’ (e.g. those in the protocol for the well-being of subjects vs those in the protocol to define an ‘efficacy’ population). As noted before , use in a subpopulation or circumstances not studied where there is evidence to suspect an adverse outcome, then the adverse outcome should be specified as an important potential risk if it is expected to  fulfil the criteria of a safety concern.

Proposed change:  Exclusion criteria from the clinical trial development programme should only be included as missing information when they are not proposed as contraindications for the medicinal product e.g. a contraindication may not be relevant to the target population or, for reasons that should be explained, the exclusion criteria are reflected in Section 4.4 of the SmPC (Warnings and Precautions) or the exclusion criteria pertain to efficacy considerations.. When exclusion criteria from the clinical development programme not proposed as contraindications for the medicinal product, then RMP Module SIV should are listed as missing information, then module SIV should also include a discussion on the relevant subpopulations, including whether or not any use in populations excluded from the clinical trials (e.g. women of childbearing potential, older people) might be associated with a different list of safety concerns. If use in populations not studied and /or available information is insufficient to determine whether or not use in these circumstances could constitute a safety concern, then  and this should be included as missing information in the RMP. If there is evidence that use in excluded populations could be associated with important adverse outcome(s), then the important adverse outcome(s) should be included as an important potential risk

	

	Lines 467 - 468
	
	Comment:  The suggestion currently is that the degree of renal, hepatic or cardiac impairment “should” be specified as well as the type of genetic polymorphism.  This would not give enough flexibility as for all products the type of genetic polymorphism may not be available.
Proposed Change:  It would be helpful to include at the end of the sentence “where available/appropriate”.

	

	470-482
	
	Comment: EFPIA note that there is now a discrepancy between the advice given in the Module V  RMP template, which requires only exposure data to be presented, and the proposed GVP Module text which requests a discussion of patterns of use arising from that exposure. Given that patterns of use in practice, including off label use and use in special populations in specifically addressed in the PSUR and /or other sections of the RMP, then further inclusion in Module SV could be considered duplicative which seems contrary to advice provided in Line 474 (not intended to duplicate information from PSURs). 

We acknowledge that the proposed revision in the guideline considerably reduces the extent of discussion stipulated in previous versions of Module V but this may be an opportunity to focus even further on post authorisation patient exposure only (as the accompanying template suggests) and to move any discussion on the implications of post authorisation drug utilisation to the other section(s) that address off label use, use in pregnancy, use in other subpopulations such as children. The current guideline indicates that this discussion would be in Module SVII but for reasons already highlighted as a concern in the general comments we recommend that this is included as an EU specific requirement in Module VI.

Proposed change: (EFPIA Preference) Delete lines 477 – 482 and consider whether or not they would be more appropriately placed in the section(s) of the RMP that address whether or not these situation/ use in sub-populations constitute a safety concern.
If post marketing exposure data are available.........It is not intended to duplicate information from the PSUR. High-level information on the number and characteristics of patients such as age and gender should be included, when available.

Or

Alternative proposed change: Amend the EU RMP template to create a sub section in Module V that addresses the utilisation discussion currently stipulated in lines 477 - 482 which would then be retained.


	

	Lines 483 - 489
	
	Comment: As noted in the General Comments section above, EFPIA are concerned that the scope of Module SVI has changed significantly and that situations/sub-populations previously evaluated in this section appear to have been effectively moved to Module VII. Furthermore, the rationale for moving the majority of safety topics previously included Module SVI to Module VII and not the potential for misuse for illegal purposes is far from clear. In effect all are specific EU requirements for the safety specification that were not covered in ICH E2E so nothing has changed in this respect. This is a significant concern as, inadvertently, it will create much confusion and a perception that the safety topics listed will automatically be considered to be safety concerns as they are being discussed in the Module that was intended to focus on the characterisation of important risks. 

EFPIA`s considered opinion is that sections prior to Module VII should focus on the identification of safety concerns and that Module VII should  focus on the characterisation and life cycle aspects of the safety concerns.  This can be easily rectified by clarifying that Module VI is intended to address safety topics derived from specific situations/data sources that are of particular interest in the EU and with a view to determining whether or not they constitute a safety concern to be characterised in Module SVII. Taking into account comments made above for Module SV, the scope for patterns of use such as off label use and use in sub-populations could be expanded to post authorisation experience where this is available and relevant to the assessment of whether or not such topics warrant classification s a safety concern to be characterised in Module SVII,

 Proposed change: Some safety topics were not included in the ICH E2E format.........or prior experience of a safety issue. The purpose of this section is to concisely discuss  the topics listed to determine whether or not they could constitute a safety concern, namely that there is some evidence to suspect they  could be associated with undesirable outcomes sufficient to impact benefit risk or public health. 

The discussion for all topics should take into account available experience which may include how the product is being used in practice such as labelled and off label use and use in special populations when relevant to the assessment of whether or not the topic constitutes a safety concern.  If off label use is considered to be a safety concern in the EU, data on unauthorised use in markets outside the EU should also be summarised and the implications for the, authorisation in the EU discussed, but only where appropriate and relevant.

 This The particular safety topics of interest in the EU include:

· Potential for harm from overdose

Then move lines 495 t0 537 to follow the content of this bullet point

NB: 1.comments on the content of the individual bullets points moved from Module VII will be included in the comments below and pertaining to the lines in which they are currently placed.

2. We note that risks associated with the disposal of the used product, risks related to the administrative procedure and specific paediatric safety information per section 5 of Annex 1 of the PIP opinion are included in the accompanying RMP template but not included in the Module V guideline. Presumably these need to be added and , again recommend that this is in Module VI

3. Similarly, we note that risks in pregnancy /lactation and effects on fertility are included in Module V but not in the template.


	

	Line 491
	
	Comment: The fact that this section of the RMP is titled “ Identified and Potential Risks” despite the focus being on Important Identified and Important Potential Risks is an ongoing and perpetual cause of confusion and a justification for including ADRs/Risks that are clearly not “ important” being included for characterisation. This point is alluded to in many sections of this commentary and a source of concern. The current instruction given seems clear but , nevertheless is still being misinterpreted so EFPIA advise that it is spelled out in completely unambiguous terms. Per comments documented before too , EFPIA strongly consider that the purpose of Module SVII is the characterisation and lifecycle management of safety concerns and not the module in which safety concerns are identified. Identification should occur in earlier sections of the RMP, notably sections II, IV and VI:

Proposed Change: Despite the title of this section being “Identified and Potential Risks, the focus and content of this RMP Module is to should provide a focussed discussion on the identification characterisation of important identified and important potential risks and missing information ( i.e. safety concerns)

	


	Lines 495 -537
	
	Comment: As highlighted previously , discussion on all the safety topics currently listed in Module VII, are better placed in Module VI. In addition, in order to avoid further

Proposed Change: Move lines 495 to 537 to immediately follow line 489 in Module VI.


	

	Lines 507 - 509
	
	Comment: As currently written it appears as if the sentence in Line 507 should finish after reference to the Good Practice guide on recording, coding, reporting and assessment of medication errors.  The wording that follows seems to be redundant and makes little sense.

Proposed change: Delete “including in Annex 2 – Design features which could be considered to reduce the risks of medication error an extensive list of potential medication errors and their consequences to the patients.


	

	Lines 520 - 521
	
	Comment: EFPIA welcome the clarification that off label use needs to be linked to an undesirable outcome or a different safety profile in order to be considered a possible important risk. Per previous comments, we recommend that the assessment of whether or not the outcomes of the off label use constitute a safety concern should be in Module VI and not Module VII and that inclusion in Module VII should only be on the basis that the potential or important risk associated with the off label use are important and warrant characterisation. The current wording could be interpreted that any outcome could be considered important which is probably not what was intended.

Proposed change: In such cases, If the potential or identified risks arising from the off label use of the product are considered to be important, following evaluation in Module VI then they should be considered for inclusion included as a safety concern for characterisation in Module VII

	

	522 to 524


	
	Comment:  As noted previously, it is important to qualify “risk” with “important” when this is appropriate or it could easily be misinterpreted that that every single ADR included in 4.8 or Warning and Precaution included in section 4.4 of other members of the pharmacological class should be discussed. This is an important point to clarify as EFPIA has experienced already such requests from some national Competent Authorities. Overall, establishing what constitutes an important risk for the class of NAPs is a challenge in the absence of an existing RMP.
Proposed change: if an important risk common to other members of.......

	

	Lines 615 – 616

Lines  619-621
	
	Comment: EFPIA fully supports the concept of providing the scientific evidence supporting why an ADR or risk is being considered to be an important identified or potential risk. As such we welcome its addition to this Module of the RMP as it forces a critical and objective assessment of the data and why a risk could truly impact benefit risk and or public health. 

As noted in the general comments however, we remain extremely concerned with the proposed new sub- section (Risks not considered important for inclusion in the safety specification) which is and will continue to be interpreted as effectively needing to justify why every single ADR included in section 4.8 of the SmPC or even in section 4.4 is not an important risk. In addition to the reasons already discussed in the general comments section, this proposal  would  also be highly duplicative of the eCTD/CTD Summary of Safety which is considered to be the more appropriate place for a detailed description. In particular, lines 615-616 would necessitate a document as long as the SCS, and thus make the RMP an extremely lengthy document with no added value.  It could also be argued that this sub-section could duplicate sections of the PSUR/PBRER where signals evaluated during the period have been closed and refuted or where new information on a known risk does not warrant an “upgrade” to an important risk

It is our firm scientific opinion that the safety information in the RMP should be focused on the safety concerns that meet the definition of a “important risk” and which require risk minimisation to prevent harm to patients.. It is not necessary for the RMP to mirror all of the ADRs included in section 4.8 of the SmPC, that are documented in the Summary of Safety for the initial RMP or the PBRER for updates. This seems to go against the intention of streamlining the RMP and focusing on valuable and relevant information. MAHs should document their internal discussions and evaluations as appropriate, but we propose that this justification not be included in the RMP; the RMP should focus on what is included and why.
For the same reasons EFPIA also consider that “ newly identified risks not considered to be important or missing information” have no place in a section that should focus on what is a safety concern Not least, the way in which it is worded is very confusing, ambiguous and open to variable interpretation.  As such there is considerable uncertainty regarding scope. Is the expectation to discuss newly identified risk not considered important or missing information or previously identified risk not considered important or missing information for which new emerging data is available since the last submission of the RMP or both?  This section too could become very large, include non-value added information to the RMP and be duplicative of the PSUR and other documents.

Proposed change; 

1.Delete lines 615-616

For risks not taken forward as safety concerns the justification for not including them as a safety concern
2.Delete Lines 619-621

For post authorisation RMP updates, newly identified risks not considered important or missing information, for which significant emerging data is available since the last submission of the RMP, should be discussed in this RMP section.

Note: these proposed changes above do not take into account separate comments below relating to simplification of the different sections.


	

	602-623
	
	Comment: Although EFPIA fully appreciate the intent of the information in this section of the RMP, we are concerned that it has become unnecessarily complicated and fragmented as well as highly duplicative. Not least, it seems to have lost focus and stands in danger of becoming overly long and bureaucratic. As highlighted before, EFPIA strongly consider that this section of the RMP should focus on the characterisation of important risks which would include the scientific basis for inclusion as a safety concern, as well as when important risks and missing information can be either reclassified or removed. Overall what is being proposed does not appear to be in line with the principle of refocus and streamlining of the RMP and we consider that there are simple ways of achieving the same end so that the current complexity of V.B.4.8 can be largely eliminated without loss of important information. In particular, it will help reduce the significant concern and confusion that it is currently causing.

In particular:

· The rationale for presenting the safety concerns in the initial RMP separately to those subsequently determined is unclear and over complicates this important section. EFPIA consider that it is preferable to have the RMP always reflect the current situation is not clear, especially given the earlier guidance about linking to other sections of the eCTD. It will also lead to potentially duplicative tables with over-lapping information. It should be very easy to identify which important risks are newly identified by a simple addition to the subsection in which important risks are characterised (V.B.4.8.3)

· Clear duplication  of information is apparent between V.B.4.8.1 and V.B.4.8.3 The information requested in Lines 612-614 for each risk 1.e., on scientific evidence for the risk, seriousness, frequency and clinical and benefit-risk impact is repeated again SVII.3.  Such duplication is completely unnecessary and can be readily managed, again, by inclusion of an additional subheading in V.B.4.8.3 that relates to “Rationale for classifying the risk as important. Accompanying instructions in the template can provide guidance on which considerations are considered necessary to make the determination. If the rationale includes evidence source and strength of the evidence (scientific basis for suspecting the association, seriousness, frequency, clinical and benefit risk impact), then it is not necessary to repeat later on in that sub- section as all the relevant information is contained in a single subsection.

· EFPIA completely support the proposal to include a justification for reclassifying or removing safety concerns which is entirely in line with appropriate life cycle management of an RMP, taking into account the principles discussed earlier in the guideline. As it is unlikely that an MAH could unilaterally take action before the justification has been agreed with the agency (ies), then it makes more sense to place V.B.4.8.2 (b) after V.B.4.8.3 on the assumption that the content V.B.4.8.3 would remain unchanged until the justification had been considered and agreed. Furthermore instructions to that effect would be helpful as it is currently unclear if a justification is made whether or not it is possible for the MAH to act upon it for that version of the RMP. It would be inefficient to go ahead and remove or reclassify only to have to change if agreement is not reached.

.

 Proposed Changes:

V.B.4.8.1 RMP Module SVII section “ Identification Characterisation of safety concerns Important Identified Risks and Important Potential Risks in the initial RMP submission
This RMP section should contain the initial identification of safety concerns provide more information on the medicinal product`s important identified and important potential risks, including the scientific rationale for classifying the different risks as important. Where appropriate, this section can also include a justification for one or more important risks or missing information to be re-classified or removed. The information provided should be made in order to appropriately characterise each important risk. and is expected to be populated for RMPs submitted with the initial marketing authorisation(MA) application or with a new RMP submitted post authorisation ( at the competent authority`s request or without request)
For RMPs covering multiple products where there are significant differences in the important identified and potential risks and missing information for different products( e.g. fixed dose combination products), it is appropriate to make it clear which safety concerns relate to which product.

This RMP section applies to all stages of the product`s life cycle.

Lines 607 – 623 should be deleted.

Lines 624-627 should be moved to after  the current section V.B.4.8.3 and will become V.B.4.8.2

Modify the title slightly: V.B.4.8.2b Justification on the reclassification of safety concerns re-classification ( deletion, addition, downgrade and/or upgrade) 

 lines 630 – 633 moved  to the introductory paragraph above (new section V.B.4.8.1)
Presentation Characterisation of important identified and important potential risks data
· Name of the important risk (using MedDRA terms where appropriate)
· Newly Identified Important risk ( Yes/No )
· Rationale for classification as an important risk
· Evidence source(s) and strength of evidence ( i.e. the scientific basis for suspecting the association)

· Seriousness

· Frequency ( incidence rates with confidence intervals)

· clinical and benefit risk impact

· frequency ( interval rates and confidence intervals
· potential mechanism

· Evidence source(s) and strength of evidence ( i.e. the scientific basis for suspecting the association)

· Impact on the individual patient( e.g. i.e. absolute risk........as well as quality of life

· Risk factors and risk groups ( including..........or synergistic factors, such as interaction with other medicinal products)
· Preventability (i.e. predictability of a risk.......could mitigate seriousness)
· Impact on the benefit risk balance of the product
· Public health impact ( absolute risk...........at population level)


	

	647
	
	Comment: In terms of “impact on the benefit-risk balance”, further guidance would be useful to advise MAHs what kind of information the Agency anticipates would be included for impact on benefit risk. EFPIA appreciate that there is further wording provided in the template but even this is not very helpful. Important risks, by their very nature, are usually relevant to the benefit-risk assessment.

Proposed change: Add wording from lines 577-579 of the template and, if possible, add some illustrative examples that would meet expectations 


	

	Lines 650 - 656
	
	Comment: This section is new to the RMP and, as noted before in relation to comments for Lines 191-200 (terminology on missing information), use of terminology “such as description of the risk” is confusing and more descriptive of a potential risk than missing information. Missing information is a critical gap in knowledge in relation to anticipated utilisation patterns, generally in patients not studied/or studied to only a limited extent or following long term or off label use. 

If there was reason to suppose that use situations were associated or with a risk, then this would constitute a potential risk and, if important listed as such as a safety concern.  Missing information implies that whether or not there is an associated risk is unknown or uncertain. In these circumstances, EFPIA assume that the purpose of this section is to give an update on information received this indicated that such situations or subpopulations may be associated with an adverse outcome of different safety profile. As such the purpose of this section is unclear and would merit some explanation to avoid further confusion and misinterpretation.

“ description of a population in need of further characterisation” is, by implication the “ missing information” so this can be deleted.

Proposed change:

Update on the status of Missing Information Data
The purpose of this section is to provide an update, where applicable, on the status of new information received e.g. from PASS or other data sources to address missing information listed as a safety concern in the safety specification of the RMP. It is possible that new data may provide reassurance that use in the situations/subpopulations does not appear to have an associated risk of provide an indication or confirmation that there is an associated risk or different profile.  If the risk is shown to be important then the important risk due to use e.g. in children or in off label indications should be included as an important identified or potential risk (depending on the strength of the association) and “ off label use” or “use in children” (per the examples) could be removed as missing information.

If there is no new information or no change in the status of the missing information, this section does not need to be completed.

Where new information has been received, the following information should be included:

· Name of the missing information

· Description of any potential or identified the  risk(s) demonstrated from the new information e.g.in the population not previously studied or the description of a population in need of further characterisation;
· Evidence that the safety profile either is or is expected to be different......target population, if applicable
· The changes in the benefit –risk........(i.e. worst case scenario)

· Whether or not findings warrant classification as an important identified or important potential risk with or without additional risk minisationa activities.

	

	Line 665
	
	Comment: As noted before, wherever the term risk is used and important risk intended, then this should be clarified in order to avoid misinterpretation.

Proposed change: to further characterise the important risks identified in…or characterise the safety concerns identified in…


	

	667
	
	“…the investigation of whether a potential risk is real or not”

Comment: “Investigation of whether a potential risk is real or not”  could be more clearly expressed to avoid misinterpretation

Proposed change: “…the investigation of whether a potential risk is real or not confirmed as an identified risk or refuted. 


	

	Lines 701-704 and 

Lines 1060-1064
	
	Comment: The continued requirement to include copies of targeted follow up forms linked to the safety concerns listed in the RMP is a large administrative burden, especially as these may well be amended over time.  The objective of including them in Annex 4 is unclear to EFPIA and we would question the extent to which they are actually reviewed during assessment of the RMP, what value they add and, whether or not they exist and /or are appropriate is better placed under the purview of the PV inspectors than in a scientific document. We would therefore ask for consideration as to whether this Annex is still needed at all, especially if, in practice the forms are not or only rarely reviewed. 
Proposed change: 1..........and copies of these forms should be provided in Annex 4

 or if inclusion of the forms is considered to be essential for evaluation of the RMP in order to assess whether or not the applicant or MAH has appropriate follow up in place

2.......and copies of these forms should be provided in Annex 4 unless applicants or MAHs have made these forms available on a website for access by either competent authorities or  other applicants /MAHs in the interests of consistency and public health. If this is the case, then the availability and website should be noted in this section and in Annex 4 without the additional need to include copies  of the forms.


	

	711-714
	
	Comment: Although this is likely to be inadvertent, lines 712 to 714 (Other forms of routine pharmacovigilance activities, appear to be introducing additional requirements for the PSUR/PBRER which are over and above those recognised as “ routine PV activities” such as  observed vs expected analyses in the PSUR, and cumulative reviews of events of interest. This position fully takes into account activities already under discussion for the “ PSUR roadmap”

Proposed change: EFPIAs preference would be to delete lines 711 – 714

 Alternatively the following amendments should be made:

Other forms of routine pharmacovigilance activities to be described in this section include e.g. enhanced passive surveillance, requested observed versus expected analyses in the PSUR, requested re-evaluation of risks in the PSURs, cumulative reviews of adverse events of interest.


	

	715-742
	
	Comment: This section would benefit from a description, in simple terms, of the different categories of PASS, namely 1, 2 and 3.  Module VIII (Rev 2) has been updated to include a list of reasons why a PASS may be required and refers to Module V.  Although Table V.3 in the PV Plan section of Module 3 summaries the different categories, there is  no adequate descriptions to distinguish the categories.  Since the categorisation is important, and a source of confusion and misinterpretation, clear and simple explanations or at least a cross reference to Table V.3 would be helpful. In addition, it would be useful to include reference to the point that the PV Plan would only include Category 1-3 studies.
Proposed change: Either cross reference to Table V.3  and/or include the following in section V.B.5.2.
Category 1 - Imposed mandatory additional pharmacovigilance activities which are conditions of the marketing authorisation.

Category 2 – Imposed mandatory additional pharmacovigilance activities which are Specific Obligations in the context of a conditional marketing authorisation or a marketing authorisation under exceptional circumstances.

Category 3 - Required additional pharmacovigilance activities

	

	Lines 733-740
	
	Comment: The different subsections proposed for Annex 3 appear to be somewhat complex although understandable from a competent authority perspective. In the circumstances, clarity as to whether an updated RMP, incorporating the draft protocols for part A and B is expected to be submitted when the protocol is submitted for review (which is not the current understanding) or whether MAH`s should continue to follow the same process that consists of a submission of the cover letter/protocol with the protocol to be added  to the RMP at the earliest opportunity after it is finalised.  In addition, for those protocols submitted for information only (Part C) – confirmation that such submission of initial protocol and protocol amendments can be undertaken at the earliest opportunity and not necessarily prior to study start/implementation would be welcome.

Proposed change:  RMP annex 3 – Part A should contain protocols submitted for assessment that had been agreed, when the protocol submission has been requested by the competent authorities; RMP annex 3- Part B should contain protocol amendments that have been agreed with competent authorities and are being submitted when the RMP for amendment, when the protocol submission has been requested by the CA (i.e. previously in Part A); RMP annex 3 – part C should contain protocols already approved and other category 3 studies protocol, submitted for information only when available (see V.B.10). 


	

	Line 741 - 742
	
	Comment: It would be useful to a) clarify that the final report submission milestone is mandated for all studies, while other are to be agreed on a study by study basis and b) specifically mention how to handle protocols in RMP annex 3 – Part 1-3 when the final study report has been submitted.

Proposed change: Milestones, including The time point for the final study report submission to the CA should be included for each study. Additional milestones if requested may need to be added.  Relevant sections of the RMP should be updated to include data from completed studies and protocols of completed studies should be removed from RMP annex 3 once the final study reports are submitted to the competent authority for assessment

	

	757-759
	
	Comment: The second part of the first sentence”…unless they are also imposed  (…) or required by a national competent authority”  is causing confusion as it si being interpreted that it contradicts the second sentence “Studies not required by the EU or national competent authority should not be  included in the pharmacovigilance plan in the RMP”.  There is lack of clarity as to whether or not if a study is required, but only by an outside-EU competent authority should it be included or not?

Proposed change: Studies that are being conducted for safety reasons in jurisdictions outside the EU  at the request of non –EU regulatory agencies should not be included in the EU RMP unless they are imposed as a condition of the MA..........obligation, or required (as a Category 3 study) by the Agency or an EU national competent authority. This is without prejudice to safety concerns........


	

	Lines 786 -  808
	
	Comment: The reference to a baseline discussion on benefit seems to have been removed. EFPIA recommend that this section be reinstated to include a high level summary of the product’s efficacy. This summary would provide a description of the product’s efficacy (to inform benefit-risk) and when PAES are listed in Section IV, provide context for these imposed / obligatory studies.
Proposed change (if any): Please reinstate the summary benefit information (even if it is extremely short.) It can be linked from module 2.5.6

	

	Lines 812-816
	
	Comment: The proposed changes are included below to encompass other key strategic important elements, including the concept of burden of any proposed additional risk minimization activities.

Proposed change: “Consideration must be given to the risk proportionality of the risk minimisation activity proposed, the feasibility of implementing any additional risk minimisation activity in all Member States, whether the proposed measures are necessary for the safe and effective use  or whether they are likely impact the product’s benefit- risk balance in the proposed indication (e.g. by limiting exposure to those populations for whom a greater benefit has been demonstrated in the all patients, and the possibility to adapt distribution modalities for such risk minimisation activities so as to best to suit different healthcare settings. The burden of any proposed additional risk minimization activity on the stakeholders (ie. to the patients, healthcare practitioners, and healthcare system) should also be considered.”

	

	Lines 823-824
	
	Comment: Consider inclusion of the statement below to provide clarity and avoid ambiguity.
Proposed change: Add “If the additional risk minimization measure becomes standard medical practice, the risk minimization measure should be discontinued after consultation with the Agency.”

	

	846
	
	Comment: SmPC Sections 4.2, 4.4, 4.5 and 4.6 are discussed, but the status of warnings in Sections 4.3, 4.7 and 4.9 is not included . EFPIA consider that these sections be included for the sake of completeness and to avoid ambiguity
Proposed change: Add sections 4.3, 4.7 and 4.9. to the list in line 846

	

	908
	
	Comment: EFPIA consider that it is important to clarify that a Direct Healthcare Professional Communication (DHPC)  is included in additional risk minimisation activities

Proposed Change: (Line 909)  Additional risk minimisation activities which may include a Direct Healthcare Professional Communication, should only be suggested.....


	

	Lines 922-923
	
	Comment: These lines refer to protocols for category 1-3 PASS studies ( i.e. additional PV activities) in a section that relates to risk minimisation activities. As this GVP module seems to refer to the current RMP annex 6, this discrepancy should be corrected.

Proposed change: delete lines 922-923 as not referring to the correct Annex and does not involve risk minimisation activities.

.
	

	Line 931
	
	Comment: In the current version of Module V which is in effect, section V.B.11.2 RMP Part V section – “additional risk minimisation activities” includes a paragraph about the PRAC’s oversight of additional activities. Importantly this paragraph clarifies that only activities which are recommended by the PRAC and subsequently agreed by the CHMP are allowed in the risk minimisation plan and become, once agreed by the European Commission, conditions of the marketing authorisation (Line 1369 of draft Guidance). This information is now moved to the very end of the document, under section V.C.3. This is rather confusing to the reader.

Proposed change: Consider referring to Section V.C.3 at the end of Line 931 or add text:

“The Pharmacovigilance Risk Assessment Committee (PRAC) is the body mandated to review RMPs and make recommendations on their content and on the suitability of proposed pharmacovigilance activities and risk minimisation measures. For centrally authorised products, only additional risk minimization measures which are recommended by the PRAC and subsequently agreed by the CHMP will be allowed in the risk minimisation plan.” along with a reference to Section V.C.3, so the reader has access to this information in V.B.7.

	

	940 - 943
	
	There is no need for another impact assessment by region, since GVP Module XVI already mandated assessment of the effectiveness of risk minimization measure.  

Evaluation of effectiveness of the risk minimization activities should be based on formal assessment criteria already established in GVP Module XVI.

In addition, as this guideline relates to the EU RMP “ such information may be presented by region” could be interpreted as the effectiveness of risk minimisation measure across regions outside the EU which was probably not the intent 

Proposed change (if any): “When the RMP is updated, the risk minimisation plan should include a discussion of the impact of additional risk minimisation activities interpretation of evaluation of the effectiveness of additional risk minimization measure, if available. Such summary should include information on attainment of risk minimization objectives, important challenges on implementation or recommended changes based on results of the evaluation. Where relevant, such information may be presented by Member State e.g. if the results differ significantly region.”

	

	Line 1011
	
	Comment: the phrase “educational material in annex 6 might only be applicable to the RMP” is unclear; this may be a typographical error.

Proposed change: (e.g. a follow up form in Annex4or educational material in Annex 6 might only be applicable to the products containing the active substance that is causally linked to the event; educational material in annex 6 might only be applicable to the RMP)


	

	1017
	
	Comment: The title word “pharmacoepidemiological” should be replaced with “pharmacovigilance” as studies in the PV Plan may also include clinical trials or even non-clinical studies 
Proposed change: Tabulated Summary of ongoing and completed pharmacoepidemiological pharmacovigilance study programme

	

	1025-1026
	
	Comment: As noted in response to EMA`s specific question, EFPIA do not consider that Category 4 studies should be included as these do not add any value to the RMP. Stating that they are not required ensures clarity and a consistent approach by MAHs

Proposed change: Studies conducted by the MAH but neither required nor imposed by the competent authority (previously classified as Category 4 studies) can also be included for information in annex 2 are not required to be included in annex 2

	

	Line 1032-1035 
	
	Comment; In line with previous comments (Lines 733 – 740), EFPIA recommend that it should not be necessary to update the RMP at the time of submission of the draft protocol(s)/protocol and/or subsequent amendments as this may require several updates during a procedure to align with the latest drafts and add unnecessary burden to companies, the Agency as well non-EU agencies that require all RMP versions to be submitted. EFPIA consider that the protocol submission should be handled as a standalone PAM (cover letter + protocol) and only when the protocol/protocol amendment is considered final, the RMP should be updated. Titles of the sub- sections headings are overly long and complicated.

Proposed change: Approved Protocols of Proposed Studies that have been submitted requested for regulatory review with this updated version of the RMP
This part of RMP Annex 3 should include the protocols that are proposed for assessment have been agreed within the same procedure that the RMP has been submitted in and when the protocol submission has been requested by the competent authorities;


	

	Lines 1040 - 1043
	
	Comment: Same comment as for 1032 – 1035
Proposed Change:  Agreed Updates of previously approved protocols of Proposed that have been requested for regulatory review with this updated version of the RMP
This Part B of RMP Annex 3 should be completed only when the study protocol update has been requested to be submitted within the RMP review by the competent authority.  It should contain protocol amendments that have been agreed with competent authorities and are being submitted when the RMP for amendment, when the protocol submission has been requested by the CA submitted for information only when available (see V.B.10).

Delete line 1046


	

	Lines 1048 - 1058
	
	Comment: based on the previous feedback that Part A and B should contain final agreed protocols

 Proposed change: Previously agreed protocols for on-going studies and This part of Annex 3 should include the protocols of other category 3 studies not reviewed by the competent authority and are submitted by the MAH for information only. in this part of RMP Anne 3, as follows 

Delete lines 1050 1056

Move lines 1057 – 1058  to follow after line 1031


	

	Line 1060-1061
	
	Comment:  As noted before on relation to comments to lines 701 – 710, the continued requirement to include copies of targeted follow up forms linked to the safety concerns listed in the RMP is a large administrative burden, especially as these may well be amended over time.  The objective of including them in Annex 4 is unclear to EFPIA and we would question the extent to which they are actually reviewed during assessment of the RMP, what value they add and, whether or not they exist and /or are appropriate is better placed under the purview of the PV inspectors than in a scientific document. We would therefore ask for consideration as to whether this Annex is still needed at all, especially if, in practice the forms are not or only rarely reviewed. 
Proposed change: 1..........delete Anne 4 ) lines 1059 – 1064

 or if inclusion of the forms is considered to be essential for evaluation of the RMP in order to assess whether or not the applicant or MAH has appropriate follow up in place

2. This annex should include copies of all follow – up forms used by the MAH to collect additional data on specific the important risks and missing information. If applicants or MAHs have made these forms available on a website for access by Competent Authorities or other applicants /MAHs in the interests of consistency and public health, it is not necessary to include the follow up forms in Annex 4; only reference to the availability and website reference/link should be noted in Annex 4 in these circumstances. 


	

	Line 1075-1082
	
	Comment: For all the reason highlighted in response to the direct question on this point by EMA (including sheer volume of material and need for continual updates as materials are approved at different times and in different languages by the various Member States) EFPIA strongly considers that the additional risk minimisation materials as they were distributed in the Member States does not warrant inclusion in RMP Annex 6 ( part B) of the RMP. Reference to the key messages or core materials distributed (which would be included in Annex 6 Part A would suffice.

Proposed Change: delete lines 1075 – 1082


	

	Lines 1311-1316
	
	Comment: Based on previous experience, EFPIA consider that the wording as written is open to interpretation that an update to the RMP will be needed for any new routine PV measures or any updates to the SmPC for safety reasons. We appreciate that this is unlikely to be the intent. Cross reference to V.B.5.1 would therefore be helpful with respect to clarifying routine PV activities.  Reference to monitoring renal function, however is probably not a good example of a routine risk minimisation activity as if this has been added into the SmPC, it will invariably be in relation to a new safety concern that would trigger an RMP update anyway. As such that example is best deleted.

Proposed change: An update....beyond routine communication, (Please refer to V.B.5.1) For example............when monitoring of renal function is added as a recommendation in the Specific Warnings and Precautions for use section 4.4 of the SmPC (routine risk minimisation activity).

	

	Lines1319 to 1321
	
	Comment: The requirements for how emerging safety issues should be handled in the context of an RMP update are unclear. In addition it is not clear to EFPIA if the term “emerging safety issue” is being use as a “generic term” or as defined in GVP Module VI. If the latter reference to a confirmed safety signal is confusing as a confirmed safety signal may only represent a non-serious ADR and hence not an emerging safety issue in the sense intended by GVP Module VI. 

Proposed Change: When an emerging safety issue is still under assessment (reference GVP Module VI), in particular in the context of a signal or potential risk that could be an important risk, an RMP update may be required upon confirmation that this impacts the safety specification if the emerging safety issue is confirmed as an important risk  requiring addition to the list of safety concerns in the RMP.


	

	Lines 1358-1360
	
	Comment: PRAC only review by default RMP for centralised products so this section appears to contain conflicting information. As stated in lines 1357-1358 PRAC is not involved in the RMP assessment for nationally products.

Proposed changes: Clarify situations where the RMS would be involved or delete this part of the sentence “or with the RMS as appropriate”. 

For the RMP assessment, the PRAC appoints a PRAC rapporteur who works closely with the (Co) Rapporteur(s) appointed by the CHMP or with the Reference Member State as appropriate.”


	

	Lines 1376-1378
	
	Comment: NCAs should also ensure that MAH of the originator (reference) product is informed when a generic or biosimilar product has changes to its RMP/risk minimisation activities.

Proposed change: When necessary, the competent authorities should ensure that all marketing authorisation holders of generic and/or similar biological medicinal products are informed and make similar changes to their risk minimisation measures when changes are made to those of the reference medicinal product. In some circumstances, it may be necessary to inform the innovator of changes to the RMP of generic or biosimilar products

	

	
	
	Minor Typographical  and Editorial Comments
	

	Line 126 - 127
	
	Comment: A typographical error was noted.  Sentence should read:

Proposed Change: Planning of PV activities to characterise & quantify serious or clinically relevant risks or adverse reactions, and to identify new adverse reactions.”
	

	Line 169
	
	Comment: This part of the sentence would be clearer if the word “support” was replaced with “evidence”.

Proposed change (if any):...clinical studies) but where there is insufficient support evidence to conclude that there is a causal association.
	

	Line 211
	
	Comment: Delete “s”
Proposed change (if any): Any intervention intended to prevent or reduce the occurrence of an adverse reactions associated with......
	

	Lines 261 - 262
	
	Comment: Insert “the” between “of” and “safety”.
Proposed change: The critical review of the safety profile of the product is a continuous activity and is reflected in data submitted.......
	

	Line 296
	
	Comment: Consider reference to the exact section of relevance.

Proposed change: see V.B.9.7.


	

	Line 504
	
	Comment: This sentence would be more clear if “remedies” was replaced with “risk minimisation measures”.

Proposed change: “Medication errors identified during product development including clinical trials should be discussed and information on the errors, their potential cause(s) and possible remedies risk minimisation measures used. Given.

	

	Line 607
	
	Comment: remove subheading that makes it complicated and refer to the section number of the relevant sections form RMP when appropriate for ease of navigation between both documents.

Proposed change: V.B.4.8.1.a RMP Module  SVII sections SVII.1.1 and SVII.1.2

	

	Line 658
	
	Comment: reference to Part of the RMP for clarity.

Proposed change: V.B.4.9 Part II RMP Module SVIII “Summary of the safety concerns”
	

	Line 673
	
	Proposed change: summarised in RMP Part II Module SVIII of.......
	

	Line 679
	
	Proposed change:  V.B.5.1 RMP Part III section III.I “routine.
	

	Line 715
	
	Proposed change: V.B.5.2 RMP Part III section III.2 “Additional…
	

	Line 843
	
	Proposed change: Recommend that the term ‘adverse effects’ or ‘undesirable effects’ replace  ‘side effects’


	

	Line 926
	
	Comment:  Whilst the acronym “QRD” is well known to regulatory personnel, it has been the source of questions from PV colleagues who will be the broader audience for this module

Proposed change:  Clarify that QRD refers to template instructions for the SmPC and provide a reference.


	

	Line 1291
	
	Comment: the wording infers the RMP should be submitted as multiple pdf files. Clarify of change to singular.
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