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Submission of comments on GVP Module XVI – Risk minimisation measures: selection of tools and effectiveness indicators (Rev 3) (EMA/204715/2012 Rev 3)
Comments from:
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Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).
1.  General comments

	#
	Stakeholder number

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

(To be completed by the Agency)

	1
	
	It is understood that aRMM programmes may require adaptation to local healthcare settings in agreement with competent authorities. The effectiveness of an agreed aRMM will depend on the level of complexity, burden on a health care system and additional country-specific expectations. Therefore, guidance on harmonization of aRMM programmes to the extent possible across the EU Member States - similar as for routine RMMs provided in SmPCs and PLs - will contribute to the success of a aRMM programme and should be considered by EMA. Harmonization across EU MS would also support a streamlined approach for the methods of effectiveness evaluation in all EU Member States.”

	

	2
	
	It is acknowledged that the updated draft Guideline provides more detailed guidance on many aspects of risk minimization measures and their effectiveness measurements. However, selected sections of the draft guideline are overly detailed, leading to overlap and possibly confusion (e.g. in Section XVI.B.3.1 the different categories overlap and are in practice combined).  Inducing an undue administrative burden may influence treatment decisions  by HCPs.
	

	3
	
	Could a LOGO be mandated across the whole EEA to be added to the materials which are aRMMs (like “blue Hand” in Germany) so they are immediately recognized to help HCP and Patients recognize the risk minimisation materials from other form of information?

To improve the awareness of the HCPs/Patients the involvement of NCAs as a key player in the communication campains should be reinforced.

 
	

	4
	
	The Guideline includes very little information regarding digital resources. B.3 (Line 161 - 165) mentions digital but only in the form of electronic dissemination, possible digital solutions and approaches to delivering digital risk management are not mentioned. Access to digital information is almost ubiquitous in today's society and Regulatory Guidance on operating with regards to Risk Management within this space is of great importance. With the ever increasing digitalisation of healthcare systems globally, the need for innovative new digital RM solutions continues to grow in importance and relevance. There are also environmental advantages to reducing the use of physical/paper based materials. Therefore, given the advances in digital health tools and options, the revision should reflect the acceptance of these options as aRMM. 


	

	5
	
	There is considerable emphasis throughout this draft GVP Module update on the potential burden of RMMs on the patients, HCP and the healthcare system. It would be helpful if similar recognition is made about the potential burden of the RMMs effectiveness evaluations at each step of the RMMs implementation process on these parties. Therefore, the quantity and scope of aRM and their effectiveness evaluation should be carefully considered with this in mind.

	

	6
	
	In several sections of this draft GVP Module update, the scope of requirements would benefit from being refocused on the topic itself, i.e., on those Risk Minimisation Measures addressing specific important risks as detailed in the RMP of a specific medicinal product. Also, the requirements for measuring the effectiveness of routine and ARMM should be made more clear. There is considerable vagueness on when specific effectiveness measurement is required (through a PASS) and when routine PV can be considered adequate as RM effectiveness measurement for both routine and ARMM (e.g. in Section XVI.B.5  ‘RMM’ is used when in practice almost exclusively ‘ARMM’ is to be in scope.) 
Proposal: Include that the all required effectiveness measurements are defined in the RMP. 

	

	7
	
	It is appreciated that the agency has provided combined experience gathered since the introduction of Module XVI. The provision of detail and examples should be carefully considered and focused to ensure compliance with key regulatory requirements. An appendix similar to Addendum II containing the types of risk minimisation tools and the methodology supporting them would help streamline the main module.
	

	8
	
	The Effectiveness Evaluation section is overly detailed with methodology information and is difficult to understand because of the academic focus which seems beyond the scope for this guidance. We recommend this section emphasize the purpose of effectiveness evaluations and provide a high-level description about more commonly used evaluations (drug utilization studies, knowledge, attitude, behavior surveys, outcomes evaluations).  


	


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)

	
	Lines 83 - 85 
	
	Comment: “Monitoring and amending RMM, if warranted, aim at ensuring that the benefits of a particular medicinal product continue to exceed the risks by the greatest achievable margin." 

Additional guidance is needed for expectation of when amending of aRMMs would be required.


	

	
	120-132
	
	Comment: Consider adding an additional paragraph regarding the format of an aRMM once a particular aRMM has been selected. Having the right information is of little use if it does not reach the intended audience (HCPs, patients etc.) because it has been set up in a format/media which is not suitable for the target population. 

Proposed change (if any): paragraph on the importance of the format/media for aRMM – including digital/electronic options.
	

	
	127-132
	
	Comment: long sentence; suggest to have bullet points: 
Proposed change: update the sentence ‘Each safety concern needs to be considered individually, and the selection of RMM should take into account the seriousness of the identified or potential risk, the severity of the adverse reaction(s), the possible impact of the risk and the RMM on the patient, the preventability and the clinical actions required to minimise the risk as well as the indication, the route of administration, the target population and the healthcare setting for the use of the product’ 

to:

Each safety concern needs to be considered individually, and the selection of RMM should take into account:

- the seriousness of the identified or potential risk, 
- the severity of the adverse reaction(s), 
- the possible impact of the risk and the RMM on the patient,: 

- the preventability and of the risk,

- the clinical actions if any required to minimise the risk as well as
- the potential need for a long-term follow-up of the patient

- the indication and medical condition (eg. life threatening disease),  
- the duration of treatment (acute, chronic)
- the route of administration,
- the target population (HCP, patient) and,

- the healthcare setting for the use of the product
	

	
	128, 138 & 463
	
	Comment: The text refers to aRMM being considered for safety concerns, but as per the definitions in GVP V, aRMM are usually only considered for important identified risks, not important potential risks and missing information.
Proposed change (if any): Additional RMM should focus on important identified risks

	 

	
	133

	
	Comment: Could you please elaborated a little bit more/be more specific? 

- As digital technology advances, would that be acceptable to include aRMM in a website or a mobile Apps where other type of information is available (e.g. information about the disease, the use of the drug, etc...)?
- In current practices, promotional activities may include face to face communication by company rep with HCPs/prescribers. This is an opportunity to present aRMM also. Is that acceptable?
Further clarifications on what can be done, or what should not be done would be helpful. 

	

	
	133
	
	Comment: It could be helpful to provide a definition or further guidance on what constitutes promotional activities in the EEA. If this is not available, the sentence ‘as per national/local regulations’ could be added.

Promotional activities doesn’t have a clear definition and it has very broad interpretation. 

Proposed change (if any): Promotional elements, either direct or veiled (e.g. logos, product brand colours, suggestive images and pictures), should not be included and the focus of the educational material should be on the risk(s) related to the product and the management of those risk(s) requiring additional risk minimisation. Any educational programme should be completely separated from promotional activities and contact information of physicians or patients gathered through educational programmes should not be used for promotional activities.
	

	
	144-147
	
	Comment: Guideline on key aspects for the use of pharmacogenomics in the pharmacovigilance of medicinal products, section 5.1.3. – Risk Minimisation Plan – lists ….”restricted access to medicinal products based on genotype or phenotype testing…” as additional risk minimisation measures

Proposed change (if any): Amend the paragraph with these information and reference to the guideline mentioned above


	

	
	148-149
	
	Comment: The authors speaks to assessing the ‘potential for effectiveness of the additional RMM’. However, there may be situations where the intervention has been tested or utilised in clinical trials in which case that evidence should be considered.  However, even if the tool was effective in a clinical trial or controlled setting, consideration for its use in a real world setting should be considered.

Proposed change: To add: Assess the evidence for the effectiveness of the additional RMM in other settings including clinical trials and the potential for effectiveness in real world used”
	

	
	142-154
	
	Comment: list of considerations for determining if aRMM would be most effective should be updated. 

Proposed change: 
· Consider the target population, the medical condition, the frequency, seriousness, severity of the safety concern, context of use, possible impact and preventability of the risk for which the additional RMM is meant to be developed.
• Consider the need for advice to healthcare professionals for appropriate patient selection and excluding patient exposure where the use of the medicinal product is contraindicated, 

• Consider patient monitoring during treatment to prevent adverse reactions or early detection and management of adverse reactions
• Assess the potential for effectiveness of the additional RMM, 
• the burden the RMM may impose on the system and possible unintended effects; 
• Consider the intended behavioural changes of healthcare professionals and patients during each step of the treatment process; and
• Select the RMM tools that are expected to be:

− risk-proportionate and effective in timely manner in minimizing the risk;
− practical, user friendly for patients and not too burdensome for patients or the healthcare system.

	

	
	154
	
	Comment: We would like to reinforce that both criteria need to be addressed here: not too burdensome and proportionate to the level of risk too
Proposed change (if any): Select the RMM tools that are expected to be:

· risk-proportionate and effective in timely manner in minimising the risk; and
· Practical and not too burdensome for patients or the healthcare system.

	

	
	155-159
	
	Comment: Comment: Consideration is made for consistent approach to developing materials for the same active substance.  However, there could be an argument for co-developing additional RMM for the same class of drugs so that tools had the same look and feel. Effectiveness would likely be much higher if drugs in a similar class used similar tools.  Example of this exist in the US with Class wide REMS. Who is expected to drive this consistent approach across products? The innovator MAH or the EMA/NCA?

Proposed change (if any): Please clarify and/or cross-refer to XVI.B.6 (line 717: XVI.B.6. Coordination of effectiveness evaluation across medicinal products containing the same active substance) if that is relevant to this point.

	

	
	160
	
	Comment: It should be mentionned in this section that some educational materials such as patient card or publications are not to be considered as additional RMM because they are not linked to an important safety concern; eg patient card for the Covid vaccine which contains name of the vaccine, a QR code, batch information ect.


	

	
	165
	
	Comment: ‘… in addition to paper-based materials.’

Should this be: ‘… and/or in addition to paper-based materials. 
Anticipate that some materials would be better as purely digital. In general it would be appreciated if the agency could expand on guidance relating to digital material.
Proposed change (if any): Add ‘and/or’ and provide further guidance on digital material.

	

	
	161-165: 


	
	Comment: The guideline would benefit from having some view/guidance on formalizing electronic risk alerts/RMMs via these digital channels from the EMA and maybe consider having an Application to be used by Healthcare workers? 

Proposed change (if any): Suggest including language as per the above comment.


	

	
	161 - 165


	
	Comment: Digital resources are only mentioned in the form of electronic dissemination. Can digital be considered its own category of aRMM? Or a sub-category? More Guidance is needed on the EMAs expectations regarding digital aRMM resources – e.g. Guidance on what video materials may contain/show. Social media should also be considered in situations when this is the manner by which the intended audience is likely to obtain their information.
	

	
	161 - 165
	
	Comment: “… in addition to paper based.” There may be scenarios where a digital solution is the most practical and preferred by HCPs & Patients, or scenarios where a paper-based equivalent of aRMM is not practical/possible (e.g. video, knowledge test). It is highly recommended that the format for dissemination be based on the best way to disseminate the information to the intended stakeholders. Insisting that paper is standard for all educational materials is extremely outdated and could potentially be detrimental in the effectiveness of the educational materials. For example, if a specific educational tool, such as a patient diary or patient card, was intended for a disease that is predominantly in young people, the use of paper materials would be a format that would not be suitable nor attractive to this age group and could greatly limit the uptake of this intervention. Many young people use their smart phone for everything and a paper patient card simply wouldn’t be used.

Proposed change (if any): Delete “… in addition to paper based” and modify to allow the format(s) of the materials to be suitable for the intended stakeholders.
	

	
	161 - 165
	
	Comment: The GVP Module does not provide any guidance regarding when a digital aRMM resource crosses the boundary into becoming a medical device and/or Software as medical device (SAMD). Further, the Guidance does not reference any other Regulatory resource which may provide clarity in this regard.

Proposed change (if any): Include guidance regarding when a digital aRMM resource becomes a medical device and/or include reference to existing Regulatory resources which provide clarity in this regard.
	

	
	161 - 165
	
	Comment: It is welcomed that digital technology may be considered in addition to paper-based materials.

Can clarification be provided as the technology details/description of the digital tools that would be need provided as part of the submission? 

Also, would details only need to be provided to Local Competent Authority (CA), or also to PRAC?

Please consider including that digital tools may allow for use of more interactive features or graphics that are not feasible with the equivalent paper-based versions (so the two different formats of the same educational material may not be completely identical, although the content should still be aligned).

Proposed change (if any):


	

	
	161-165
	
	Comment: The acknowledgement of progress in technology for dissemination of RMM is welcomed. It is suggested to anticipate further progress and let flexibility to the MAH and Member States for selecting the appropriate tool. Paper-based material may become obsolete and redundant in some Member States in the future.

Proposed change: As digital technology advances, the potential of electronic dissemination, such as through web and app-based mechanisms, allowing for fast dissemination of updated information to the appropriate target audience(s) and for interactions between patients and healthcare professionals, or for safety systems independent from location, may be considered in replacement or in addition to paper-based materials, as required.
	

	
	161-165
	
	Comment: 
The guidance still advises of the use of digital technology for the distribution of aRMMs in addition to paper-based materials. There is evidence from surveys on physicians’ preferences for route of presentation of educational materials that at this point in time three categories of preferences exist: physicians that prefer a) paper based, electronic b) web based c) both routes. It is a general trend that electronic/ web based communications are preferred by an increasing number of people, and that paper based communication in most areas will continue to shift to electronic materials over time. Considering this dynamic it would be prudent to maintain the requirement for paper based materials for the interim, but some RMM objectives may better be achieved entirely with e-materials (e.g. a PowerPoint presentation, a checklist, an algorithm) and should be assessed on a case-by-case basis and in consultation with local health authorities. Paper may be required e.g. only at launch and thereafter re-distributions and updates can be issued electronically.
Proposed change (if any): 
Consider modifying this text:  “A variety of tools are currently available for use on their own or in combined manner as additional RMM. As digital technology advances, the potential of electronic dissemination, such as through web and app-based mechanisms, allowing for fast dissemination of updated information to the appropriate target audience(s) and foster interactions between patients and healthcare professionals, or for safety systems independent from location, may be considered as an alternative or as a supplement to paper-based materials.”


	

	
	162-165
	
	As digital technology advances, the potential of electronic dissemination, such as through web and app-based mechanisms, allowing for fast dissemination of updated information to the appropriate target audience(s) and for interactions between patients and healthcare professionals, or for safety systems independent from location, may be considered in addition to paper-based materials.

Comment: Are web and app-based mechanisms subject to the same process metrics as paper-based dissemination? If so, would we need to capture download information or number of views of the materials?

Proposed change (if any):
…….may be considered as well as paper-based materials


	

	
	165
	
	Comment: It is unclear whether digital tools can replace paper-based materials, or if paper-based materials should always be used.

Proposed change: update to “…may be considered in addition to or as alternative to paper-based materials”.
	

	
	171


	
	Comment: There seems to be some overlap between the different tools, to allow a robust and appropriate selection it would be helpful to have an overview table summarising the key features for each tool.

Proposed change (if any): suggest adding a table summarising the key features for each tool in this Educational materials introduction section, including what are the timing expectations for implementation of proposed RMP variations to accommodate tool name updates?

	

	
	182 - 185


	
	Comment: Audience input with regards to the format of educational materials is required, but this could be extended to specifically include digital formats.

Proposed change (if any): When developing educational materials, it is therefore encouraged, where possible, to engage with healthcare professionals and patient representatives and user-test proposed materials for readability, accessibility, adequacy and user friendliness of formats (e.g. colours, font type/size) as well as of channels in the target population. These parameters and considerations could include the appropriateness of possible digital solutions, as well as physical (paper-based) options, in order to maximise the reach and effectiveness of the aRMM.
	

	
	186


	
	Comment: Except in the case of patients’ cards for which there is an exception, black triangle information should be listed as one key element in this list of information elements.

Proposed change (if any): suggest adding information about/refer to black triangle as an element in this list, as appropriate.


	

	
	198-200
	
	Comment:

Some MS competent authorities don´t formally approve the educational material but only do a review.

Proposed change (if any):
Consider revising to accommodate for these differences in approval/review. 

Update the sentence to: “Statement explaining that this educational material is part of the marketing authorisation and has been approved by or developed in collaboration with the respective competent authority, including the version date/number and date of approval”.

	

	
	202
	
	Suggest to add that any patient material should be written in layman’s terms in order to ensure the comprehensiveness by non-medical audience. 


	

	
	212-214
	
	Comment: “…when handing out the guide …” This language presumes a paper-based resource. In the modern world, including the health industry, more and more information is disseminated digitally.

Proposed change (if any): replace “handing out” with “distributing” or “disseminating”.
	

	
	214
	
	Comment: genetic testing is missing 

Proposed change (if any): …diagnostic or genetic test….

	

	
	222-223: 


	
	Comment: Language is potentially confusing and introducing ambiguity as regard exact purpose of guides used for RMM purposes: are “healthcare professional guides” used “for reminding healthcare professionals of an on-going registry/study” considered ARMM?
Proposed change (if any): Reword to avoid confusion

	

	
	224
	
	Comment: Given such specifics of the tool requested, it should then be noted the precise location in the RMP that these sizes and other tool specifics should be specified.  Should this be in the main body where aRMMs are described or should this only be in the appendix where details of the proposed/approved aRMMs are described? 
 
	

	
	224 - 225


	
	Comment: By only specifying physical format specifications, it is implied that digital solutions are not preferred. Consideration should be given to the format of digital solutions too - e.g. online video, online knowledge tests, apps etc. Also, a minor .ording change suggested for the purpose of consistency
Proposed change (if any): In the description of the tool in the RMP, details on the format (e.g. DIN A4 size or larger, online or digital resource [video, website etc]), its length (e.g. a short or a comprehensive guide) should be specified.
	

	
	224-225

	
	Comment: Further details regarding where in the RMP this detail on the format of the patient guide should be provided. There is a concern that if prescriptive and specific information on the exact format of the patient guide is stipulated in the RMP this will not accommodate any local/country level requirements based on the healthcare system, some flexibility is needed.

The final format of RM tools is agreed on a national level and may thus vary between MS. Therefore, providing this level of detail in the RMP appears redundant. 

From a practical perspective, would be difficult to specify details on the format, because usually the design of the tool is not systematically worked out at global level but at country level allowing some local adaptations to local health system or National Authority request. In addition, the artwork/mock-up is not longer appended to the RMP.  It is quite time consuming to prepare such artwork/mock-up because involving many actors and sometimes CRO; thus would not be ready for RMP submission/approval steps.
Proposed change: 
Please delete.

Or replace the “should be specified” by “ could be specified“ and specify that the description can focus on what is common between countries, rather then providing details on the format, or delete. 

	

	
	226-230
	
	Comment: although there might be a multiplicity of terms used to name educational materials, the examples provided here are quite self-explanatory. This is more practical to use evocative language to name a specific type of tool, ie slide deck, poster or HCP or patient guide. 

Why the preference/what is the rationale not to include qualifiers for different guides? How would these be distinguished if the Educational Materials include guides for different aspects of the RMM?
Proposed change (if any): introduce the multiplicity of existing tools that could fall into “guides”. 
	

	
	231
	
	Comment: 

Can clarification be provided as to whether Digital checklists might be allowable in line with advocacy for digital approaches now included in the guidance?   
	

	
	231-259
	
	Comment: It is not clear if an HCP checklist can be included within a Guide for HCPs (XVI.B.3.1.a) or if it must always be a standalone document. Especially given that several objectives listed seem those of a ‘Guide’ (e.g. lines247-249; 250)

Proposed change (if any):
	

	
	232-234 
	
	Comment: Considering information is in the SPC, the healthcare professional checklist is also developed to remind the prescriber actions that should be taken when prescribing a medicinal product to a patient. 

On top of prescriber and dispenser, one should add the counsellors: for OTCs, a strategy to improve the detection and resolution of misuse may consist of the creation of a counselling model to be first used in a study with customers requesting advice on non-prescription drugs for a specific condition.  
Such counselling model (or protocol) consists of a number of key questions to be covered routinely in the pharmacy practitioner’s dialogue with the patient, questions that are often brought up in patient encounters but are asked in a more consistent way to all patients within a specific therapeutic group through the practice of counselling models. 

Proposed change: amend to: ‘A healthcare professional checklist is a tool that provides recommendations and lists actions aiming to support the prescriber or dispenser / counseller to check…”
	

	
	237-238 
	
	Comment: series of questions (check list like) can be part of guides to help healthcare professional on patient selection, but not aiming to be recorded. 
 
Proposed change: In contrast to guides (see XVI.B.3.1.a.), a checklist is presented as a series of questions which can generally be answered in a ‘yes’/’no’/’not applicable’ manner or with a very short answer, for which the completion will be recorded. 
	

	
	247-249
	
	Comment: This bullet does not read like the objective of a checklist but rather that of a guide.

Proposed change (if any):

Selecting the correct formulation, strength or dose in order to avoid medication errors
	

	
	251-253
	
	Comment: Reminding physicians and patients of amount of time that is required to follow a patient would also be helpful.
Proposed change (if any): Suggest adding ‘and duration of monitoring or follow-up’ to line 251
	

	
	254 – 258 
	
	Comment: should be part of the patient Guide instead of check list


	

	
	261-262


	
	Comment: The remit of the risk awareness form appears to overlap with the Healthcare professional checklists for risk minimisation when targeting the HCP. As the Checklist is for the HCP, we suggest limiting the target audience for the Risk awareness form to the patient, for clarity of use both for the HCP and for Industry. 
Proposed Change (if any): “A risk awareness form is a tool that informs patients on (a) certain risk(s) of a medicinal product and the need for risk minimisation.”


	

	
	265


	
	Comment:  Following a valuable reinforcement of provisions for collaboration with HCP and patients’ organisation within this Draft GVP Module update, HCP engagement should be better reflected here to ensure these forms would be effectively used. 

It is stated that risk awareness forms should be used when it is considered essential for the product. However it is unclear what is different about these forms as all additional RMM should only be implemented if essential.
Proposed change (if any): Suggest this statement should be rephrased – ‘The HCP should ensure that the patient should receive…’ Also, suggest this needs to be qualified as may be dependent upon the local healthcare system in which the form is implemented. 

Please provide examples of when a risk awareness form might be appropriate.

	

	
	265 - 266


	
	Comment: A physical printed form of Risk Awareness Form is mandated in the Guidance without justification. At 277-281, the Guidance says the document may take several forms, including electronic. Given the acknowledgement that digital solutions have advanced and continue to advance, suggest that equal opportunity for physical and digital documentation of risk awareness is promoted. Digital solutions have myriad opportunities for metric collection, including innovative measures of understanding (e.g. knowledge tests). 

Proposed change (if any): Remove advocacy for limited paper-based solutions and offer more opportunities for leveraging the capabilities of digital solutions.
	

	
	277-284


	
	Comment: We would like to clarify, and it is our understanding, that this would be HCP responsibility to ensure and collect evidence (signature applied/box checked) that the information has been effectively delivered to the patient. We would also suggest reinforcing that, in order to easy collation and analysis, electronic format should be the primary/preferred media.
Proposed change (if any): We suggest language to be updated to reflect the above, and make it clear it is not the intend that MAH would be responsible to ensure such a documentation has been established. 


	

	
	277-284
	
	Comment:  

EMA and local competent authorities should function as partners and ensure that any local healthcare E-Systems support  the broader dissemination and utilization of RMM tools. Can EMA provide further guidance on what the expectations of the MAH and national competent authorities are?  It is not optimal (or even realistic)  if MAHs contract software providers and establish independent processes without active support and coordination by a central authority.

Proposed change (if any): 

	

	
	281-284
	
	Comment: It would be beneficial if the agency could expand on the role of NCA's in respect to the form and process, the alignment with the HC systems can be demanding – should be “preferably”, but not a requirement.
Having the MAHs adapt their processes and forms across 27 different countries and systems will be difficult and a hinder to effective dissemination. For this to truly be effective we need a closer collaboration between the agency, local HAs and the MAHs and alignment in systems and processes. Just handing over the issues to the MAHs will not be effective.
Proposed change (if any):  Please provide clarification on this aspect.
	

	
	289-293


	
	Comment: Since only the patient and HCP will know whether the patient situation has changed and whether this would require a new/updated form; we suggest language to be amended to reflect this and make it clear that MAH will only be able to react upon HCP request/feedback. We think that the proposal for specific additional follow-up risk awareness forms is an unnecessary burden and could lead to the follow up form being used inadvertently as the initial risk awareness form. The HCP, who again should be aware of changes to the patient’s clinical situation, could re-review the risks to the patient (with appropriate documentation) using the same risk awareness form.  MAH having no visibility here cannot be proactive unless made aware by the HCP or through RMM effectiveness study results.
Proposed change (if any): Amend wording to reflect the above and remove the need for having specific follow up forms and that any reassessment is made using the same form.


	

	
	294-309
	
	Comment: MAHs use some tools (e.g. videos) to train HCPs/patients on the appropriate use of some drug devices. Until now, those tools are not and should not considered necessarily as aRMM, as they do not necessarily minimize one single safety concerns. How to differentiate those “demonstration kits” from “already existing videos” in place to communicate on the appropriate usage of a drug. There might be a risk of overlap with regulation with drug devices. 
Proposed change (if any):  A demonstration kit including videos might be considered as aRMM only if it supports a safety concern in the RMP, such as a medication error as ex.


	

	
	294
	
	Comment:

Demonstration kits may be used for different purposes than to address risks described in the RMP.

Demonstration kits may be created as part of preparation for Commercialisation.  Can it be clarified that Demonstration Kits are only considered additional RMM if the objective is to mitigate specific safety concerns e.g. medication error.  

Proposed change (if any):
Add information that this section does not apply to all demonstration kits, only to the ones used for the purpose to address the risk as described in the RMP.

	

	
	303-309


	
	Comment: Clarification is needed as regard what type of demonstration kit is foreseen here: would these be device trainers? They may not be the same materials/have the same specifications as the production device; also, how would ‘training devices’ intended for RMM purposes be distinguished from those intended for marketing/promotional purposes? Could these devices also be developed/manufactured by a 3rd party? Should demonstration kits be considered as true RMM tools falling into RMM requirements? What would be the regulatory requirements for notifying NCAs in case of AEs/Incident/issues? How far does this has to be linked with National Device legislations/EU Medical Device Regulation?

Proposed change (if any): Clarification is needed as per the above questions.

	

	
	310-337

	
	Comment: This wording appears to expand the scope of RMMs to an area that is not under MAH control nor RMM focused (but rather more Pharmacovigilance focused). 
 There is the potential to blur the disconnection between RMMs and measures of effectiveness (such as PROs) or Pharmacovigilance activities and could be viewed by clinicians as encroaching on clinical practice. 

The scope of such activities needs to be clearly defined and should be based on the collection of information that is absolutely per the SmPC/RMP to promote the safe use of the product.

This comment applies to most of the section XVI.B.3.1.e, rather than the specific lines referenced. We also suggest not to use the term ‘patient diaries’ within the context of RMMs. If patient information must be collected to facilitate risk minimisation, propose to rename e.g., “patient logbook” or some other terminology which is not utilised for another purpose outside of risk minimisation context.
Proposed change (if any): Suggest to either remove, remove ambiguity or reword to refocus on RMM tools purposes and replace ‘patient diaries’ by a more appropriate term. We would suggest deleting the sentence (line 328) as it is confusing and the purpose of an additional RMM is not to be a data collection tool.


	

	
	310 - 337
	
	Comment: Consider advocating for digital solutions for patient diaries. The vast majority of people in Europe have access to a smart phone, laptop or tablet. Physical diaries can be easily lost, are very passive (i.e. they rely on patients remembering to complete them) and take time to be communicated to HCPs. Conversely, digital solutions can be carried easily on a phone or mobile device, can be programmed to send notification to remind patients to complete them, can be directly linked to monitoring devices (e.g. blood pressure machines) and can be uploaded to a HCP almost instantly. Programmed reminders or alerts for HCPs can then also be made available.

Proposed change (if any): Include additional information on digital patient diary solutions and advocate for a digital approach over paper, where possible and appropriate based on assessment of the patient population needs.
	

	
	338
	
	Comment: What about electronic "cards"? Most smartphones today support e-card functionality for credit cards, boarding cards or membership cards.

Proposed change (if any): Please consider to add a section regarding electronic patient cards, can clarification be provided whether Mobile Phone Applications would be acceptable for patient cards, including push notifications..

	

	
	393


	
	Comment:  It is not clear what this statement means. Is this saying that even if the patient card is included within the packaging the HCP should still provide a copy to the patient at the time of prescribing?

Whether the patient’s card is inside or outside of the packaging has an impact on the requirement for the MAH to ensure that patients’ card is always available to HCP and how the MAH could be responsible to ‘ensure’ this, as the mechanism for patient card availability to the HCP and the point at which the patent is given the card may vary between healthcare systems?

More guidance is also needed in cases where the patient’s card is inside the packaging and the pack is split particularly because this not under MAH control.

Proposed change (if any): please consider providing more guidance for these situations where the patient card is within the pack and the pack could be split by the pharmacist.
Please consider to add information regarding digital distribution/re-distribution systems for information related to patient cards.
It is proposed to replace the sentence as follows: ‘Marketing authorisation holders should ensure that patient cards are always available to healthcare professionals when dispensing the medicine to the patient at the applicable point of care

	

	
	421
	
	Suggest to add a clarification regarding the need to instruct the HCPs about the purpose and use of the Patient Card (when to provide it to a patient and what guidance is to be provided to the patient). It is particularly critical when the objective of the Patient Card is not for the Patient itself but to alert other HCPs, and so the Patient is expected to carry the patient card with him/her.The provision of the Patient Card to the patient is mainly supported by the HCPs, hence it is expected to ensure the  HCPs is properly educated on this material. 


	

	
	422-425
	
	Comment: Cooperation between MAHs is the optimum approach but may be difficult to implement in many cases. An alternative recommendation should be provided in cases when a single patient card is unattainable.

Will there also be coordination by the concerned Competent Authorities? How would regular dissemination be managed in this case?
Proposed change (if any): Please clarify

	

	
	423 - 425
	
	Comment: How will this work in reality? There are two scenarios: 1) The innovator card is already available or 2) A new risk emerges when generic/biosimilars are already available. In the latter, will the innovator be appointed the lead? It’s hard to make this a recommendation. How will it function if some of the MAH do not wish to follow a recommendation that is not a requirement?  

Additionally, how practical is it if these materials are approved in individual member states and for individual MAHs? It would seem to require the format and language to be determined more centrally for all MAH and then imposed across all applicable MSs (Member States).


	

	
	428


	
	Comment: A DHPC ‘may also serve as an additional RMM’? We would like to have clarification and to prevent ambiguity as to whether DHPCs are only to be considered an aRMM when related to safety concerns in the EU-RMP? (e.g. is a DHPC requested by a Competent (National) Authority, not listed in the RMP, not to be considered an ARMM).
Proposed change (if any): Suggest avoiding ambiguity and clarify that a DHPC listed in the EU RMP is considered as an additional RMM.
	

	
	453-454


	
	Comment: How can the evaluation of an adverse pregnancy outcome be considered aRMM?
Proposed change (if any): Please clarify


	

	
	455-456


	
	Comment: when the forms for reporting pregnancy should be provided? With the PPP or after a contact by the physician?
Proposed change (if any):

Suggest the organised data collection for reporting of pregnancies should not be considered part of the PPP ARMM, as this does not minimise the risk.

This should be considered separately under measures of effectiveness.


	

	
	474-476


	
	Comment: We suggest adding a reference to the relevant product specific current guidance. We would also welcome any update on the status of EMEA/149995/2008 rev.1 Committee for Medicinal Products for Human Use (CHMP) Guideline on safety and efficacy follow-up and risk 6 management of Advanced Therapy Medicinal Products: Draft.
Proposed change (if any): Suggest referring to EMA guideline: EMEA/149995/2008: Guideline on safety and efficacy follow-up and risk-management of Advanced Therapy Medicinal Products (Effective 31-Dec-2008).
 
	

	
	477
	
	Comment: centre accreditation systems: need for further details/clarifications such as: by whom these centers will be accredited? Will the accreditation be officialised post training? Post training with certification delivered by the MAH? Because of different national health care system in Europe, may be very difficult to implement in EU globally.

Proposed change (if any): more details, clarity on roles and responsibilities to give accreditation to these centers, are needed. Idem for Feasibility at EU country level or otherwise need for a statement to adapt to local situations as per national health care system as in line 495.


	

	
	485-495
	
	Comment: The role of MAH in ensuring the use of forms for patient information exchange between prescriber and dispenser (XVI.B.3.4.c) and dispensing forms (XVI.B.3.4.d) for the purpose of controlled access as a RMM is unclear. The burden of responsibility for these items rests on the prescriber and dispenser, not the MAH. The MAH may supply the forms, but can’t be responsible for ensuring c) and d) are performed. 
Proposed change: roles and responsibilities of MAH versus prescriber and dispenser in sections XVI.B.3.4.c and XVI.B.3.4.d must be clarified. Suggest to write up in one sub-section
	

	
	488 

	
	Comment: We would suggest electronic format to be the primary/preferred media.
Proposed change (if any): suggest rephrasing as follows "This information exchange can preferably take place via connected electronic systems, paper forms, or personal confirmation”

	

	
	496
	
	Although there are likely to be national-specific requirements, it would be helpful if general guidance could be included in this section on web-based RMMs, for example when they should be considered, and monitoring and controlling access
	

	
	497
	
	Guidance on submission of Dissemination Plans in timely relation to RMP submissions is missing. Suggest to add guidance on if Dissemination Plans should be submitted in parallel to a new/updated RMP, or after its approval (considering that there is some shared information in both documents) ?

A risk minimisation programme and implementation plan template approved by EMA to be use for all NCAs would be helpful to align between member states and help ensure a harmonised and transparent approach to implementation of aRMM. 
	

	
	501
	
	Comment:

The meaning of target outcomes is unclear 

Proposed change (if any):
Add clarifying information of what target outcomes are in this context.

	

	
	510
	
	Comment:  

It is not very clear whether the DHPC Communication Plan Template should be used as the Template for description of RMM Dissemination. 

Could the DHPC Communication Plan be made more generic to allow utility for other RMM as well, and to avoid confusion? 


	

	
	514
	
	Comment

This section (Effectiveness Evaluation) is overly detailed with methodology information which seems beyond the scope for this guidance. As examples:

· The extensive details about quantitative measurements / research. 
· The details about qualitative findings relating to behavioral change.
· Figure XVI.3 – details about behavioral enablers / barriers  

Also, terminology use in this section seems to be more ‘academic’ in nature and not consistent with wording in prior sections. For example, terms such as “stages of the communication process”, “factors influencing risk perception and knowledge adoption”, “prior information awareness”.   

Also, the terminology does not align with the framework for effectiveness evaluation  – process indicators (as noted in prior version [rev 2], GVP V and CIOMS IX).

	

	
	520-521
	
	Comment: 
Regarding the statement:  “Monitoring RMM outcomes is intended to evaluate the effectiveness of RMM and may include both routine (see XVI.B.1.) and additional RMM (see XVI.B.3.)”, can the agency provide clarification about cases where additional PV monitoring is expected when only routine RMMs are in place?
Proposed change (if any): It should be made clear that evaluation of effectiveness of routine and/or additional RMM should (only) be performed as described in the RMP. As such the RMP should indicate when routine PV is considered adequate to evaluate effectiveness of routine and/or ARMM
	

	
	524-526


	
	Comment: Please make a clear reference to alignment with the RMP Part III PV Plan, we suggest to re-phrase as below. It is not clear from the wording of this sentence if protocols for all qualitative studies should be included in the Pharmacovigilance Plan of the RMP.
Proposed Change: ‘The guidance on methods for effectiveness evaluation in GVP Module XVI - Addendum II should be followed and qualitative studies described in the pharmacovigilance plan of the RMP’


	

	
	536-541
	
	Comment: 
Is the additional check point timeline meant to include a mandatory update of the RMP at this time? Or just a review of the RMP aligned with PSUR schedules?  Reviews should include adding or removing element of the RM programme.

It is stated that effectiveness should be evaluated a regular timepoints…e.g. After initial implementation of a risk minimisation programme (e.g. within 12-18 months), after 3 years.  

As evaluation of effectiveness is an iterative process, with some indicators being assessed at certain timepoints and other outcome indicators perhaps dependent on study completion, it is not clear if the intention is that an ‘Effectiveness update report’ is required to be submitted at the timepoints suggested?  

Effectiveness updates are provided in the PSUR.
Proposed change (if any):

Within 3 years of initial implementation of a risk minimisation programme to potentially remove or add further elements to the risk minimisation programme (see XVI.B.5.3.)

	

	
	542 
	
	Comment: “Within 5 years to assess the overall effectiveness of the risk minimisation programme (see 543 XVI.B.5.3.) or in time for the evaluation of the renewal of a marketing authorisation”

Consider adding the possibility for dismissal from the program upon positive evaluation. 


	

	
	545-556 and table Line 559


	
	Comment: These are no absolutes and the degree of unintended effects needs to be considered too, for instance in adherence, which will never be 100%. How can MAH possibly measure unintended outcomes without posing an increased burden on the Healthcare System? (Please refer to the general comment section). 

The unintended outcome ‘lack of adherence’, if observed, will be very difficult to attribute to the aRMM; or would need to have some kind of control group or historical benchmark; still, the variability is so great that causality could be established; at the best a decrease of adherence may be observed. 
The unintended outcome ‘switching’ and ‘non-treatment’ seem relevant. ‘Spill-over effect’ or ‘additional prescribing’ may require very detailed and accurate data sources so not sure about feasibility. 
Proposed change (if any): Leave out the evaluation of unintended consequences.
	

	
	559
	
	Comment

Table XVI.1 – intended / Unintended – this table does not appear to be relevant information for this section. The concepts of switching, spill-over, non-treatment, would require further explanation and seem too ‘academic’ for this type of guidance. The general points relating to this table were covered in text. 

Proposed change (if any): 

Suggest removing.
	

	
	559
	
	Comment:

Within the table XVI.1, the row pertaining to lack of adherence could be misinterpreted.  Lack of adherence to the medication of interest could be an unintended consequence whereas we are referring here to lack of adherence to the RMM which is in itself not an unintended consequence but a failure of the RMM. 
Table XVI.1.: Effects of regulatory actions on medicinal product use […]

Lack of adherence --- NA --- RMM is not adhered to in the target

Population […] 
Realistically, it may be challenging to identify these unintended effects, as HCPs are less likely to indicate if they are not adhering to the RMM.
Proposed Change: 
Consider excluding this table row as it is inherent in the measures of effectiveness already described 
Complete table and avoid using ‘N/A’. Maybe the intended effect of the regulatory effect in this example is “RMM recommends the close HCP/patient interaction to overcome potential obstacles for lack of adherence.”


	

	
	581-594 


	
	Comment: We would like to reinforce the use of behavioral change methods and research accordingly to implement and evaluate RMMs – majority of this is human-dependent and can be facilitated by technical systems and processes only.
Proposed change (if any): suggested wording: “Depending on the scope of the effectiveness evaluation, a combination of research methods may be useful, inclusive of behavioural, and the objectives should be defined in the evaluation strategy in relation to the desired health outcomes of RMM. Marketing Authorisation Applicants/Holders and Competent Authorities should agree on indicators of success to be included in the evaluation plan”.

	

	
	606_654

	
	Comment: Determining the “Proportion of” requires having knowledge about the denominator which may be practically impossible in many situations, eg especially for large patient cohorts. MAH may not be able to know which % of the patient was prescribed the drug, which % of these would have received RMM material, % of contraindicated patients exposed etc... 
Proposed change (if any): Please consider amend the wording to reflect this

	

	
	613


	
	Comment: If “Level of comprehension” is being measured “within 3 years” (line 540) or “within 5 years” (line 542) in a patient who was on the treatment maybe only for 6 months overall this may be defeating the intended purpose.
Proposed change (if any): Would suggest waiving line 540/542 to add “according to treatment duration and regimen”


	

	
	615


	
	Comment: What about the use of PROMs/PREMs and patient-orientated outcomes? We would suggest considering these as well as examples of outputs of qualitative research into knowledge adoption.
Proposed change (if any): Please consider adding language about these 

	

	
	615-624 
	
	Comments: (Risk knowledge) The qualitative findings are new and may only be measured via surveys or focus groups. HCPs’ attitudes in term of feasibility, usability and time constraints are relevant and may drive some quantitative measurements down so should be included in the discussion in case of non-success. 

Proposal: to clarify how and when. A framework for translating the impact of qualitative findings into the success criteria would be useful. 
 
	

	
	627
	
	Comment: (behavioural changes) some of the qualitative findings overlap with some quantitative measurements from the knowledge section. 

Proposal: A summary table of qualitative and quantitative estimates for either risk knowledge or behavioural changes would be very useful. 

	

	
	648-654


	
	Comments: 
-What if a member state does not have an electronic healthcare database or medical records? Would surveys not constitute a burden to the Healthcare System?
-What about the use of PROMs/PREMs and patient-orientated outcomes? We would suggest considering these as well, as examples of quantitative measurements of behavioural changes.
Proposed change (if any): Please consider adding language about these


	

	
	633
	
	Comment:

What does lack of diagnostic tools mean regarding difficulties in implementing RMM?
	

	
	698 - 700
	
	Comment: “Threshold values may be defined by using for example baseline or historical data, expected frequency in

comparable populations or of comparable risks.”

Please clarify the expected threshold within the different domains.  


	

	
	706

	
	Comment: Please consider reviewing the scope of what is feasible for the MAH within this table. Knowledge of all these factors within each individual Member State is not realistic (e.g. Possibility of taking an informed decision (e.g. access to PL, need for urgent treatment, patients with different chronic disease), Variability between populations, Risk level accepted by society (e.g. insurance company, case law, from other technological areas), Level of public interest). 
In addition, all these factors, and especially for acceptability, are very much contextual i.e. perception of risk during a pandemic.
Proposed change (if any): Please consider rephrasing to reflect the above

	

	
	707 - 709
	
	Comment: The text would indicate that an aRMM is either effective or failed; it does not allow for a partial success, indicating that aRMM is on the right track but does not fully meet pre-defined criteria for success – which of course would still necessitate further considerations as to how to accelerate/further improve. Suggest reference to the iterative approach of RM to allow for this.

Proposed change (if any): Effectiveness evaluation where results indicate that pre-defined thresholds have been reached confirm that the objectives of the regulatory action for a specific product have been met. On the other hand, failure to reach (or only partially reaching) the pre-defined threshold requires further investigation as part of the iterative approach to risk management to obtain a clear understanding of the reasons that could help explain the failure lack of success.
	

	
	711-712


	
	Comment: it is not within the remit of the MAH to be engaging in the development of clinical guidelines and setting treatment standards.
Proposed change (if any): Please remove.

	

	
	754 - 755
	
	Comment: Clarity and guidance is needed with regards to what the relevant timepoints/events that should trigger or inform the critical assessment of an aRMM would be. As currently worded, this concept is vague and open to varying interpretations that would result in inconsistency across products and companies.

	

	
	Lines 779-789

Lines 798-801

Lines 821-824

Lines 837-849

Lines 879-894
	
	Comment: The paragraphs listed in column A refer to implementation and dissemination of aRMMs and highlight the importance to consider specificities of Member States requirement and diversity in terms of healthcare systems, national languages, accessibility to information and the need for the MAH to discuss plans for RMM well in advance. On the other hand, the GVP raises the importance of implementation of aRMM in a coordinated manner. 

Proposal: Include further clarification and details on how RMM agreement will be discussed and communicated between the MS and with the EMA to ensure a coordinated approach and ultimately effectiveness of the RMM.
	

	
	782-783


	
	Comment: 
Does the use of ‘RMM’ here refer specifically to ‘additional RMM’ (as lines 775 to 779 RMM do)?

Proposed change (if any):
 Consider referring to ‘additional RMM’ in all instances in this sentence

	

	
	797
	
	Comment: 
The GVP XVI Addendum I has not been updated to align with the revision of GVP module XVI. Are there plans to update GVP XVI Addendum I? 


	

	
	809-815 


	
	Comment: in reference to the comment for lines 165-165 we would suggest the Agency to provide guidance reinforcing EU wide dissemination of RMMs and related communications through electronic risk alerts/RMMs via digital channels from the EMA; and maybe consider having an Application to be used by Healthcare workers? 

Proposed change (if any): Suggest including language as per the above comment.

	

	
	821-824 
	
	Comment: “In order to respect the diversity of the different healthcare systems in Member States, some key elements will be specific for only some Member States (e.g. an activity is specifically linked to the healthcare system of one Member State), but these should still be included in the RMP agreed at EU level.”
Comment:- key elements for CAPs would apply in all 27 Member States. Key elements don’t exist as such for non-CAPs. 
How do local HAs communicate between each other and with EMA? 

It might be difficult to have the exhaustive activities linked to the different MS healthcare systems. 
Proposal 

Rather it could be mentioned that some local adapation remain possible depending on the healthcare system organisation, and these will be decided at nationla level. It might be more effective if the PSUR is used to list differences, not the RMP, guidance would be appreciated. 

Define “Key elements”. 

	

	
	832-857
	
	Comment: The role of the Member State itself in a RMM implementation needs to be further reinforced as it cannot be the marketing authorisation holder’s responsibility alone, and indeed that is not feasible in terms of any one healthcare system implementing a RMM, inclusive of appropriate resource provision.

Proposed change (if any): suggest adding: “National Competent Authorities should support MAH in the implementation phase as needed “
	

	
	868 
	
	Comment: “Certain medicinal products may in some Member States permitted to be prescribed nurses or pharmacists with or without oversight by a general practitioner”.

Should materials be addressed to those nurses or pharmacists as “prescribers”?
	

	
	888 - 891
	
	Comment:

It is stated: Specifically the implementation of risk awareness forms may vary significantly from one Member State to the other, a therefore a detailed description of the forms and dissemination processes in Member States to be followed by the marketing authorisation holder should be available within the RMP, as agreed with the competent authority(ies) in (the) Member State(s).
It is understood that the key messages of the risk awareness form would be included within the RMP, whereas the detailed description and dissemination plan is agreed and documented with the Member State (but is not included in the RMP). 

Proposal:

Further clarification to be provided to this text.  It does not seem feasible or in line with GVP V that specific Member State dissemination plans should be included in the RMP. 

	

	
	888-894
	
	Comment: “User-testing of materials for risk minimisation in the local languages is recommended”. In general user-testing in local languages would increase the complexity and prolong the MS implementation phase.

Current writing is also unclear on when during the local implementation such user-testing is recommended to be performed.

Need a clarification: If that means a form per country is required in the RMP is not realistic. 

In the same, user-test in each country is also not realistic.


	

	
	889
	
	It would be helpful to receive clarification as to whether RMM dissemination would be agreed at the Member State level, as this would be after CHMP positive opinion and therefore the RMP would not include a detailed description of the forms and dissemination processes in Member States. 


	

	
	896
	
	Could you please specify for which type of issues encountered in dissemination process, the MAH should inform the Member state. It is usual to have minor deviations e.g. slight delay in the implementation, not 100% target reached...Would that be major issues only, and if so pls give examples? 
Additional clarity could be provided in relation to what constitutes ‘relevant changes’ to dissemination which should be agreed with the competent authorities in Member States.


	

	
	922


	
	Comment: collaboration between the Agency, its committees, competent authorities in Member states and HCPs and/or patient representatives makes sense. It would also make sense to add in section XVI.C.3 language about the collaboration between MAH and HCP/patient representatives to be in line with the encouragement of engagement with HCPs and patient representatives when developing EM specified in section XVI.B.3.1 (lines 182-185). In addition, MAH are responsible for developing EM that expected to be practical and not too burdensome for patients or healthcare systems (lines 152 – 154) requiring connection with HCPs.

Proposed change (if any): It would also make sense to add in section XVI.C.3 language about the collaboration between MAH and HCP/patient representatives to be in line with the encouragement for engagement with HCPs and patient representatives when developing EM specified in section XVI.B.3.1 (lines 182-185).


	

	
	935-936
	
	Comment: The text introduces the possibility of evaluating the outcomes of RMM in the RMP,  it is noted that this is ‘should’ rather than ‘shall’. Please consider removing this suggestion.  The RMP is a planning document rather than and report, and with this is mind it is considered that the PSUR is the appropriate place for such an evaluation.  It is however acknowledged that should the evaluation result in a change to the RMM this should be included in the RMP. Regarding the text about summary evaluation in the RMP as well as the PSUR, please provide more clarification and guidance on the differences of what should be reported in the PSUR vs in the RMP. For example the evaluation is captured in the PSUR but the impact of the assessment would be in the RMP (e.g. adjustment of the aRMM). Please can clarification be added on which routine risk minimisation measures require evaluation of effectiveness for inclusion in the PSUR e.g. only those with formal assessments of the effectiveness as described in the RMP. Should results of the RMM evaluation now also be included in Section 12 of the RMP (in addition to Section 16.5 in the PSUR, as done currently)?
Clarity is needed regarding the expectations for evaluation to be reflected in the PSUR for Generics.
Proposed change (if any): PSURs should include a summary evaluation of the outcomes of specific RMM in the EU. If the evaluation results in a change to RMM the RMP should be updated and include a rationale as to why changes are being made to the RMM.
	

	
	940-942


	
	Comment: Should this statement be further clarified as the PSUR and risk management plan common modules have become more divergent following the introduction of GVP V Rev 2?
Proposed change (if any): please clarify accordingly


	

	
	949
	
	Comment: EPAR. As a specific COVID-19 transparency activity EMA has disclosed the entire EPAR, in contrast to other compounds where only a summary of the EPAR has been disclosed. 
Proposed change (if any): Please clarify is the bullet here means disclosure of the entire EPAR.


	


Please add more rows if needed. 
3.  ANNEX 1 : 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)

	
	83-84
	
	Comment: “Amending” RMM refers to the process of altering an existing RMM in order to be more effective based on new evidence about its effectiveness or impact on the outcome of interest. However, the word ‘correction’ is then used to describe the same concept in line 86.   

Proposed change (if any): Consider using the word ‘modification’ of the RMM in both instances or use the same word throughout (e.g., ‘amending’)
	

	
	85-87
	
	Comment: “Monitoring” and “amending”, in the context of RMM are defined (which is helpful), but then the wording switches back to “assessment of effectiveness”. 

Proposed change (if any): Consider adding information/detail regarding the roles of monitoring and amending RMM in the context of assessment of effectiveness, to link these sentences. E.g. “Monitoring and amending RMM are important elements in assessing the effectiveness of RMM” Line 85
	

	
	88 


	
	Comment: In reference to the sentence: “The assessment of the effectiveness of RMM is important for risk management with an iterative process of evaluation, correction and re-evaluation of RMM, which is integral to the lifecycle benefit-risk assessment of medicinal products”, and in consistency with sections XVI.C.2. and XVI.C.4, a reference to GVP Module VII should be added. 
Proposed change (if any): suggest adding: “This GVP Module should be read together with GVP Module VII - Periodic safety update report (PSUR)”

	

	
	98-99
	
	Comment: Extending the word ‘patient’ to cover carers and representatives is confusing. How to avoid confusion when targeting true patients and not carers or representatives? Example given below. Line 144: “Consider the need for advice to healthcare professionals for appropriate patient selection and excluding patient exposure where the use of the medicinal product is contraindicated, patient monitoring during treatment to prevent adverse reactions or early detection and management of adverse reactions;”
Proposed change (if any): 

Allow differentiation between true patients and the whole group of patients, carers and representatives.
	

	
	98-100
	
	Comment: This is our understanding that GVP Module XVI and its addendum is also applicable to vaccines, hence the term ‘patient’ may be misleading for vaccines. 

Proposed change: The term ‘patient’ in this guidance covers patients using or considering the use of a medicine, subjects using or considering using vaccines, parents and other carers, and patient and consumer representatives. It also includes the (unborn) child in the case of exposure during pregnancy.
	

	
	115
	
	Comment: about the labelling on outer packaging: as an ex. would add pictogram, warning texts

Proposed change: ‘…the labelling on the immediate or outer packaging of a medicine, pictogram, warning text, pack size…’
	

	
	140 - 142
	
	Comment: “In determining whether additional RMM are needed and which measures would be most effective,

marketing authorisation applicants/holders and competent authorities should:

 • Consider the target population, frequency, seriousness, severity, context of use, possible impact and preventability of the risk for which the additional RMM is meant to be developed”

Please also consider expected benefit of the treatment and treatment duration for line 142. 
	

	
	144-147
	
	Comment: This point is extremely complicated as written.  

Proposed change: “Consider the need for additional advice to HCPs for appropriate patient selection when treatment is indicated, which patients to exclude from treatment where the medicinal product is contraindicated, monitoring patients during treatment to either detect adverse reactions early or prevent them and management of adverse reactions” 
	

	
	149
	
	Comment: With reference to ‘impose on the system’, to which system does this refer? E.g., risk management system, local public health system?

Proposed change (if any): Please clarify

Suggest to add “healthcare” prior to “system”
	

	
	153
	
	Comment: What can be understood as “timely” manner?

This might be very much open to interpretation.

Proposed change (if any): Remove the term “timely manner”. 

	

	
	162 - 164 
	
	Comment: “As digital technology advances, the potential of electronic dissemination, such as through web and app-based mechanisms, allowing for fast dissemination of updated information to the appropriate target audience(s)…” 

This is a challenge for industry with dissemination to pharmacists and nurses.

We welcome the electronic assimilation possibility, however there are some challenges with the availability of a valid source for email addresses for HCPs and data privacy concerns associated with the usage of email addresses.

Please revise as:

As digital technology advances, the potential of electronic dissemination, such as through electronic medical records or web and app-based mechanisms, allowing for fast dissemination of updated information to the appropriate target audience(s)”.


	

	
	172- 174
	
	Comment: The text here is difficult to follow
Proposed change (if any):

An educational material should have a clearly defined scope and objective and add value beyond the SmPC and PL. The material should only refer to safety issues or measures that are included in the SmPC and PL but should not be a mere repetition of the SmPC/PL content or parts of it. 
	

	
	173 - 174
	
	Comment: “Although it should not be a mere repetition of the SmPC/PL content or parts of it, it should not relate to safety issues or measures that are not included in the SmPC and PL.”
Proposed change (if any): “Although it should not be a mere repetition of the SmPC/PL content or parts of it, it should not relate to safety issues or measures that are not included in the SmPC and PL.”

	

	
	181
	
	Comment: suggest rewording the sentence: “…concern(s) and when the objectives of RMM cannot be reached with the SmPC and PL alone.”
Proposed change: ‘‘…concern(s) and when the objectives of RMM cannot be reached with the SmPC and PL and outerbox labeling alone.”

	

	
	189-191
	
	Comment: “…(where warranted, information can be provided in more detail or in a different way than in the SmPC/PL e.g. by the use of tables, flow charts or illustrations)”;
Proposed change: “…information can be provided in more detail or in a different way (for ex. by using a different wording) than in the SmPC/PL …”
	

	
	196-197
	
	Comment: in reference to digital tools, hyperlink to the SPC/PL are proposed. What about QR code?

Proposed change: update the sentence as: “Reference to the SmPC or the PL whenever possible; in the case of digital educational materials, these could refer to the SmPC or PL through a hyperlink or a QR code;” 
	

	
	203


	
	Comment: a guide does not only highlight actions to take but also information or recommendations on the risk. 
Proposed change: amend the sentence as “A patient or healthcare professional guide is a tool that highlights information and the specific actions to take for risk minimisation (see XVI.B.1.) to healthcare professionals or patients”
	

	
	229 - 230
	
	Comment: “It is preferable not to add qualifiers to describe the content (e.g. ‘administration guide’)”
The reason for the preference to not add qualifiers is unclear.  For example, a sponsor may want to clarify that the Pharmacist Guide is to provide the pharmacist with further information about how to minimise or prevent medication errors.
Proposed change (if any): Please remove this sentence.

“It is preferable not to add qualifiers to describe the content (e.g. ‘administration guide’)”

	

	
	244
	
	Comment: amend the sentence “Exclude pregnancy before/during treatment, record pregnancy testing results….’

Proposed change: “Exclude pregnancy before/during treatment, by conducting a pregnancy test and record pregnancy testing the results….”


	

	
	295-296
	
	Comment: Only the demonstration kit for the management of Important Identified Risk should be considered as Educational Material. 
Proposed change (if any): A demonstration kit for the management of Important Identified Risk is an educational material and is a tool that trains healthcare professionals or supports healthcare professionals in

training the patient for administering the medicinal product safely.

	

	
	295 – 300 
	
	Comment: Regarding demonstration kits.

Please consider adding a possibility for a demonstration video.  


	

	
	306
	
	Comment: It is not clear what kind of reporting advice is supposed to be included here.

Proposed change (if any): The marketing authorization holder should include reporting advice to healthcare professionals and patients in the instructions of the demonstration kits, investigate such reports and notify the competent authorities of any action needed to improve the demonstration kit, the device or product information of the actual medicinal product, and initiate the necessary actions.


	

	
	339-342
	
	Comment: correct a typo and amend the purpose of the card which may also contain safety information.
Proposed change: A patient card is a tool that (a) may include the key safety information on the risk and/or (b) reminds the patient of (a) certain action(s) to take for risk, and /or (c) precautions of use, eg:  instruct patients to separate their med from antacids or calcium supplements to prevent the drug not working as well as it should. It aims to ensure that information regarding the patient’s current treatment with the medicinal product and its risks is held by the patient at all times. Patient card can and be used as a communication aid with healthcare professionals (e.g during prescribing or dispensing). 
	

	
	359
	
	Comment: in case of signs of symptoms advice from medical may also be recommended

Proposed change: Certain signs or symptoms of the adverse reaction require the patient to seek (urgent) medical advice or care;
	

	
	367
	
	Comment: 

Proposed change: There is potential for clinically significant interactions with other therapies and that concomitant treatment with those should be avoided or need to inform any prescriber;

	

	
	379-381
	
	Comment about the material of the patient card.

“Used over a long time, therefore their material should be of sufficient durability to sustain considerable wear and tear, e.g. be laminated and not be a cut-out or tear-off paper sheet as part of the PL”.

This described in row 397-399 paragraph describing patient card inside or affixed to the outer packaging:" Patient cards placed inside or affixed to one of the sides of the outer packaging (e.g. patient card attached to the outer packaging as a flap side with a tear-off section)"
It might be difficult to have the same support for patient cards sent by email.

Proposed change: e.g. be laminated if feasible and not be a cut-out or tear-off paper sheet as part of the PL

	

	
	410-413
	
	Comment: please clarify interim measures. In addition it is not clear what “or to allow for dispensing existing pharmacy stock of the medicinal product” means.

Proposed change:  In the case where the patient card inside or affixed to the outer packaging becomes a new requirement in the post-authorisation phase,

the marketing authorisation holder may need to distribute stand alone patient card to the target audience  take interim measures until the new packages with the patient card are available distributed or and to allow for dispensing existing pharmacy stock of the medicinal product supplied in the former package without inside or affixed patient card.
	

	
	419-421
	
	Comment: standalone cards like affixed cards can also facilitate discussion between the patient and the pharmacist or prescriber at dispensing.

Proposed change: amend the sentence and move it in section on the objectives of the patient card, after line 395 as: ‘standalone patient cards (whether inside: affixed to the outer packaging or standalone as described below) can also facilitate and be an opportunity for a discussion between the patient and the prescriber or pharmacist during prescribing or at dispensing independently from the dispensing process of the package.
	

	
	437-441
	
	Comment: It is suggested to replace the word ‘avoid’ by ‘prevent’ in the context of PPP.

Proposed change: 

The typical objectives of a PPP are to:

·  Prevent that female patients are pregnant when starting the treatment; and

· Prevent that female patients become pregnant during and, if relevant, for a specific period after stopping treatment;
· Prevent, if applicable, that a male patient father a child during and, if relevant, for a specified period after stopping treatment.
	

	
	442
	
	Comment: a PPP can combine tools alone or in combination

Proposed change: A PPP can combines the use of different RMM tools – alone or in combination- and the following… 
	

	
	455-456
	
	Comment: The language “…collection by means of specific forms for reporting pregnancy …” suggests a paper-based system. Clarity could be added that such programmes and forms might consist of, at least in part, electronic media too (e.g. apps or web-based forms for reporting).

Proposed change (if any): … by means of specific forms (either paper and/or electronic) for reporting pregnancy …”
	

	
	497-509
	
	Comment: Clarity is needed regarding what constitutes a format and what is a dissemination channel. The same information can be presented as text in a paper document or on a website, as well as in the form of a video. We recommend that the dissemination channel is the mode/method to provide the chosen formats to the intended audience and the term ‘format’ is reserved for the medium of the aRMM itself. E.g. a dissemination channel might be a website, e-mail, app or a mailed paper document, whereas a format would include video, text, image(s), sound recording etc.

it looks there is a mix up between aRMM support types (eg paper, audio, video, web-based, training slide-deck, cell phone Apps, electronic platform) and dissemination channels (eg email, mail, QR Code, link to an electronic platform (NCA or MAH), Face to Face). Printing documents is possible with multiple channels. Training program should be considered as educational material, no? In addition, electronic features as described in the paragraph correspond to channel of dissemination.

The term “digital” is now broadly recognized & used; thus, would word “electronic or digital”

Proposed change: section should be updated as above commented to make clear support type, channels of dissemination, communication and dissmenination:

aRMM support should be: paper, audio, video, web-based, training slide-deck, cell phone Apps, and any electronic digital tool. 
Channels of dissemination should be: any digital suport/ platform such as e-mails, QR code, website such as MAH website or website specifically developed towards HCPs or patients, hyperlink to a digital platform, face to face)
Supportive communication: amend the sentence line 503 as “… interventions strategies (e.g. where feasible: through learned societies or patient organizations). Additionally, involvement of national competent authorities in safety awareness campaigns towards HCPs / patients could also be considered, further to national competent authorities agreement)”.
Repeated RMM dissemination: amend the sentence line 509 as: … may require repeated RMM interventions in various formats and/or channels which may differ at each repeated dissemination”.

	

	
	497-498
	
	Comment: An ‘a’ missing in front of RMM.

Proposed change (if any): Marketing authorisation holders should submit plans for the dissemination of aRMM to healthcare professionals and patients for agreement by competent authorities.

	

	
	528
	
	Comment: the 1st principle of effectiveness is not clear? What does “should focus on RMM of major patient and public health importance” mean?

This wording appears to indicate that if the RMM concerned is not of major patient and public health importance, there is no need to conduct an effectiveness evaluation? Pls clarify.

Proposed change: reword as “should focus on key objectives or key safety messages conveyed in the aRMMs impactful in terms of patient safety or public health”

Please also provide examples which illustrate a focussed evaluation.
	

	
	576-579


	
	Comment: 
In Figure XVI.1, a key to explain what the white and blue boxes represent will be helpful.

Proposed change (if any):  

Consider adding a key to the graphic.

Propose to describe the key messages of the figure XVI,1 and what needs to be achieved more clearly and tailored to actions by the MAH
	

	
	576, 603, 665, 683
	
	Resolution of Figures should be increased.
	

	
	603
	
	Comment: Step 3 in Figure XVI.2 is labelled identification of materials, this is miss-leading as it implies the identification of materials to be used but this comes earlier in the pathway.

Proposed change (if any):

Acknowledgement of materials or receipt of materials
	

	
	637
	
	Comment: “Proportion of patients exposed to medicinal product in accordance with the authorised indication”

Do you mean compliance or adherence? 


	

	
	666
	
	Comment: fig XVI.3 would it be integretability or integrability ?


	

	
	670-671
	
	Missing word in the sentence ‘Monitoring and investigating health outcomes <missing word> evaluate whether implemented RMM have improved patient and public health. 


	

	
	690-691
	
	Comment: Over time, aRMM may not be considered necessary to widespread knowledge of the risk and the aRMM materials. There is not necessarily new evidence on the risk itself to lead to the conclusion that aRMM is no longer necessary. There may also be new evidence on the risk management measure itself (e.g. become routine clinical practice) which might lead to removal of the RMM tool.
Proposed change: New evidence on the risk or effectiveness of risk management measure may lead to the assessment conclusion that a RMM tool is no longer necessary.

	

	
	742
	
	Comment: wording

Proposed change: amend to: ‘…choose to have additional RMM to best address safety concerns that are considered might not to be fully mitigated in clinical practice with routine RMM only
	

	
	785-789
	
	Comment: Is the role of the marketing authorisation holder AND the Member State delineated, as both have responsibilities for RMMs implementation success here?

Proposed change (if any): Proposed wording: “a Commission decision may be addressed to Member States, giving them the responsibility for ensuring that specific conditions or restrictions are collaboratively implemented by the marketing authorisation holder in their territory.”


	

	
	856
	
	Typo - “maybe be”
	

	
	889
	
	Typo - “a therefore a”
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