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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May, 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

AEFI

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy statements:
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid and
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public consultation:
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf).

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 m
Send a question via our website www.ema.europa.eu/contact An agency of the European Union



1. General comments

Stakeholder number

General comment

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

1) The priority of the GPV module V should be a focused
list of safety concerns and ideally can be cross-linked if
applicable with the PSUR.

2) Studies conducted by the MAH but not required or
imposed by the competent authority should be included
for information in the RMP Annex 2 to have all
information compiled and avoid possible risks.

3) The additional risk minimization materials as they
were distributed in the member states should be
included in the annexes of the RMP to ensure traceability
and periodic distribution of versions if necesary.

4) Section V.B.10 should be maintained as PSUR is a
source of safety concerns.
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2. Specific comments on text

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

1409 Comment:
Taking into account information collected into:
[359 V.B.4.1 General considerations for
generic products and advanced therapy
360 medicinal products

361 V.B.4.1.1. Generics

365 RMP summaries for most recently approved

366 centrally authorised medicinal products (CAPs) are
published on EMA websites. The CMDh has

367 published the summary of safety concerns for
selected medicinal products for which an RMP is in
place,

368 on the CMDh websitea4.]

And the importance the role of national competent authorities
to implement DIR Art 106, we consider very useful if it could be
confirmed or specified that the implementation will be
performed before Module V should be effective or timelines to
implement DIR Art 106 should be specified, because
transparency is very important and it will have a great
repercussion.

Proposed change (if any):

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

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

<30 May 2016>

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

The Association of the European Self-Medication Industry (AESGP)

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number

General comment

AESGP overall appreciates this second revision of the guideline on good pharmacovigilance practices “Module V — Risk
management systems” and believes that the document is more pragmatic than its previous version. However, guidance on
implementation of the new template will be required. Indeed, it is proposed that the new template will be mandated
prospectively for new and updated risk management plans (RMPs) from a certain date with an appropriate transition period.
During the transition period, adoption may be optional and may be partial for RMP updates, such as move to new tables whilst
leaving other sections unchanged.

Its impact on the Coordination Group for Mutual Recognition and Decentralised Procedures — human (CMDh)
initiative to publish the list of safety concerns per approved RMP of active substance per product should be
considered. Marketing Authorisation Holders (MAHs) would hence welcome the opportunity to discuss this as part of the CMDh
ad hoc group on RMP initiatives.

There will be a period of misalignment as MAHs refocus their safety concerns; it is these refocused safety concerns that
should be published and used for harmonisation across MAHs and for use by generic companies for their RMPs. There may be a
period where generic companies only have access to the previously published safety concerns of an innovator which may not be
aligned to the clarification as provided in the revised GVP module.

The increased emphasis on life cycle management for the RMP, with removal of safety concerns and omission of
modules for certain products is welcomed. However, clarification is required as to the RMP modules which can be omitted for
established actives on market for more than 10 years and not approved by the legal routes specified in the GVP template — this is
not clearly stated in the GVP module, but is referred to in the template.

Furthermore, there may be ‘new’ or ‘initial’ MAAs for established actives on market for more than 10 years. Lines 1192 to 1198 of
the GVP module V (Section V.C.1.1. ‘Risk management plans with initial marketing authorisation applications’) should be further
clarified to state that submission of all parts of an RMP would not be required for actives on the market for more than 10 years.

A simplified RMP for these product types was an important part of industry proposals for this GVP revision. Allowance for
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Stakeholder number

General comment

omission of modules and for reduced or, in certain cases, no content in other modules as appropriate to stage in
life-cycle is an important clarification to make in line with risk proportionality.
The acceptance of the concept of proportionate information in the RMP in line with the stage in the product lifecycle is welcome.

Clarity that an RMP can cover multiple products should be provided in the introduction to the GVP module. Lines 630,
817 to 822, 986-987, and 1009 suggest this is allowed, whereas line 304 refers to the ongoing application only. This allows the
MAH to use a single RMP for different applications.

Same simplification should apply to homeopathic medicines under Article 16(2) of Directive 2001/83/EC.

Although the ability to refer to eCTD sections is welcome (particularly to the product information - PI) and may be helpful to
reduce duplication, it should be considered that not all products are already transferred into the eCTD format

In addition, this may cause difficulties if the RMP is used for countries outside of the EU, or present other practical issues. The
reference to eCTD sections with use of hyperlinks should, therefore, be optional and not mandatory.

To ease navigation between the GVP module and the template, AESGP suggests referring to the section number from the
template rather than just the part, module and section title. For instance, in line 602, this would read V.B.4.8.1 RMP
Module SVII.1 ‘identification of safety concerns in the initial RMP submission’, 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 *B-4-8-34-a—-RMP Module SVII sections SVII.1.1 and
SVI1.1.2. The numbering of the GVP module is quite difficult to follow and errors were noted during review.

A Glossary at the beginning or end of the document with all abbreviations used within the document would be
helpful. For instance, clarification is needed as to meaning of the acronym QRD.

AESGP welcomes reduction of duplication within the RMP, but where guidance is duplicated from GVP Module to
RMP template, it must always be consistent. Consideration for reducing the duplication, e.g. by using cross-reference to the
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Stakeholder number

General comment

template would hence be appreciated.

There is still an unfavourable situation of nationally approved RMPs in parallel procedures as there can only be one
current RMP. Thus the RMP is modified by country, but another submitted or a previous version is approved in other countries
and the cycle of resubmissions begins again. Could there be a centrally approved RMP in a similar way to a centrally reviewed
PSUR? Even with that, the EU-RMP has additional complications as it may also be used outside of the EU.

AESGP responses to the four questions on which the EMA seeks specific feedback by means of the public consultation:

Question 1: THE UPDATED RISK DEFINITIONS AND GUIDANCE ON PART Il 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?

AESGP welcomes the clarification around what constitutes a safety concern in the RMP and accepts the fact that the priority of the
RMP should be a focused list of safety concerns, and to that extent may, initially, not always be fully aligned with the PSUR.
AESGP considers that the clarification of safety concerns in the revised GVP is a restatement of the intended meaning rather than
a new definition. Therefore, the priority should be to introduce the same clarification into the PSUR and hence attain alignment. It
is also felt that these clarifications may help with the harmonisation with non-EU countries adopting the EU module and requiring
submission of the EU-RMP and minimise instances where safety concerns (not considered so by the company and the Agency) are
requested to be added by a non-EU agency.

Question 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?

This should not be mandatory i.e. be consistent with the legislation. In addition, data from these studies are disclosed via other
ways (PAS register for EU voluntary non-interventional trials, PSUR).
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Stakeholder number General comment

Question 3: SHOULD THE ADDITIONAL RISK MINIMISATION MATERIALS AS THEY WERE DISTRIBUTED IN THE MEMBER STATES BE INCLUDED IN THE ANNEXES
OF THE RMP (1.E. RMP ANNEX 6 — PART B)?

No, because they are not part of the RMP assessment per V.B.9.6.2. In addition, presenting additional risk minimisation materials
in the RMP annexes as distributed to member states would add unnecessary burden and would not add great value. Furthermore
at the time an RMP (or its update) is approved such materials would not be available as they would need to be customised,
reviewed by the National Competent Authorities (NCA) before they can be incorporated into the RMP. This would trigger the need
for the RMP to be updated even in the absence of other update.

Question 4: SHoULD SECTION V.B.10 BE MAINTAINED OR DELETED (I.E. IN THE LIGHT OF THE RMP TERMINOLOGY DESCRIBED IN V.A.1.)?
It is useful to keep this section to emphasise the principles of sharing modules between an RMP and PSUR to avoid duplication.

However, Table V.4 appears incomplete and it should be recognised that the sections will not always be completely aligned due to
difference in time periods.
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

159
162 - 165
167 - 169

Comment:

Any adverse drug reaction (ADR) identified in the clinical programme would meet the definition of identified
risk. It should therefore be confirmed that all ADRs which are not considered important i.e. not meeting the
definition of safety concern for the RMP should be discussed in SVII.1.2.

If confirmed, clarification as to whether this infers that the RMP would need to be updated every time an ADR is
added to the Summary of Product Characteristics (SmPC) is warranted. This may also drive consistency
worldwide especially for those countries following the EU format or requiring submission of the EU-RMP.

Proposed change: Please clarify the need or not to discuss all the ADRs, and split them into important versus
non important in the RMP in the GVP module SVII or the RMP template (lines 373-381)

Comment: Paragraph from line 162 to 165 would only be appropriate in case where the active comparator is
within the same drug class.

In the case of older active comparators including those from the same class, identified risks may have occurred
at a different threshold. Moreover, this does not take into account the severity of an adverse event, which may
be more or less for the new product, and as such may impact its importance i.e. as an important identified risk.

Proposed changes:
“In general, a two arm clinical trial;—the_may have a comparator may-that can either be a placebo, an -active

substance or non-exposure. Where—If an adverse event which is an identified risk for an active comparator
within the same drug class occurs at a similar factivecemparater) or higher frequency with a new product, this
could suggests that the adverse event should also be an identified risk for the new product.”

Comment:
Wording should be aligned with that of the ‘guideline on summary of product characteristics (SmPC)’ for
consistency (see first paragraph under point 4.8 ‘Undesirable effects’).

6/24


http://ec.europa.eu/health/files/eudralex/vol-2/c/smpc_guideline_rev2_en.pdf

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

178 - 184
214 — 216
229 - 239
236 — 239

Proposed changes:
“An undesirable outcome for which there is a scientific basis for supposition of 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 support to conclude that there is no reasonable evidence of a causal
association.
Comment: Routine risk minimisation is applicable to all risks.

Proposed changes:

“Typically, a potential risk will not be considered ‘important’ if it has minimal impact on patients or, upon
further characterisation, does not require atleastroutineadditional risk minimisation activities that are intended
to affect clinical practice, even if a strong causal relationship were-was found. For example, if a potential risk,
once confirmed, requires dose reduction or more frequent monitoring in certain populations, then that would
qualify the potential risk as ‘important’. If a confirmation of the potential risk as an identified risk would not
result on any changes of the monitoring requirements, then such a potential risk would not usually be
considered ‘important’._Potential risks may be removed from the safety specification in the RMP (see V.B.1). ”

Comment: This paragraph is confusing. The definitions of safety concern, important identified risk, important
potential risk, missing information and safety concern are not different from other GVP modules but merely a
restatement of the original intention.

Comment: Good that focuses on reducing the list of safety concerns over time. However it is not clear how
MAH goes about removing risks such as risks that were required by Competent(s) Authority(ies) when
assessing previous RMP; also how CMDh list will be updated with these more focused safety concerns.
Comment: Clarification is needed as to what is meant by “long time” (line 237) and whether this is a
regulatory timeline, based on scientific evidence or both?

Same goes for the term “required risk minimisation measures” (lines 237-238) which is rather vague, as well
as the term “standard clinical practice” (line 238). Indeed, there are different “standards” of clinical practice
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Line number(s) of Stakeholder number

the relevant text

Comment and rationale; proposed changes

249 - 250
264 - 269
|
|
270

within the EU, which amongst other things justify why risk minimisation plans must be adapted to risk
minimisation programs, where additional risk minimisation tools are adapted accordingly.

Proposed changes:
“In certain circumstances, important identified risks may need to be removed from the safety specification {e.g.
for products marketed for a—tengsufficient enough time (based on scientific evidence) for which the given

important risks ard—thewith required additional risk minimisation measures have become fully integrated into
standard accepted clinical practice—standard of care, thereby changing their category to not important.as

”

Comment: ‘Routine’ practice does not necessarily correlate with accepted clinical standard of care. Routine
practice in some regions might not be considered clinically acceptable standard of care by medical and scientific
societies.

Proposed changes:

“The need—teo—contingecontinuation of additional risk minimisation activities may ehangenot be needed once
accepted as part of clinical standard of care;—asthey -becemepartefthe routine practice.”

Comment: The list of safety concerns should also be reviewed if a change in legal status is being proposed,
e.g. switch from prescription to non-prescription.

Proposed changes:

“In addition, there are two-three specific moments when the MAHs are advised to reflect on the need to review
the list of safety concerns and the planned and ongoing pharmacovigilance and risk minimisation activities:
with the 5-year renewal, and around the submission of the first PSUR following the (first) renewal (usually 8-9
years following the granting of the marketing authorisation — when the assessment of the generic products for
the active substance commences)_and when a change in legal status (switch from prescription to non-

prescription) is being proposed.”

Comment: This paragraph is important and particularly appreciated for non-prescription medicinal products, as
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Line number(s) of Stakeholder number

the relevant text

Comment and rationale; proposed changes

275 - 276

283 - 287

292 — 294
(including Table
V.2)

295

295 - 296

Nationally Authorised Products with limited information in dossier can put information in RMP to support the
risks.
Comment: Wrong cross-reference is noted.

Proposed change: In addition, in specific circumstances certain RMP modules may have reduced content
requirements (see V.C.21.1).

Comment: Not all (nationally) products dossiers have been yet transferred into an eCTD dossier, whether all
dossiers irrespective of regulatory activities use the CTD format.

Proposed change :

“However, the safety specifications in the RMP should not be a duplication of data submitted elsewhere; where
applicable, the information in the RMP should provide an integrated overview/discussion focusing on the most
important risks that have been identified or are anticipated based on pre-clinical, clinical and post-marketing
data presented in other modules of the eCTD.”

Comment: Table V.2. is only relevant for initial marketing authorisation applications and/or major updates
(extension application or major type Il variation).

Proposed change: “To aid consistency between the information provided in the eCTD and the RMP, Table V.2
indicates where information from the eCTD for initial marketing authorisation applications or major updates is
likely to be discussed in the RMP:

Comment: The inclusion of literature references in Annex 7 should be limited to key references only, with

others being provided on request, as it is currently in practice.
Proposed changes:

“Only key tliterature referenced in the RMP should be included in RMP annex 7”.
Comment: Reference should be made to the exact section of relevance.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

300 - 301
308 - 318
326

336 — 337

Proposed change: “This should be in the format of links if already included elsewhere in eCTD (see V.B.9.7).”
Comment: Science should be replaced by scientifically

Proposed change: “The RMP is part of the scientific dossier of a product and as such should be scientificallyee
based and not promotional.”

Comment: The description of the RMP Part | “product(s) overview” is not fully aligned with the corresponding
section in the RMP template (see page 9/45). Items described in the module listed from line 308 to 318 (i.e.
active substance information and administrative information on the RMP) are not written in table part 1.1 in the
RMP template.

Similarly not all items described in the RMP template (e.g. details of the currently approved RMP) are written in
the GVP module.

Proposed change: A full alignment between the GVP module V and the RMP template should be ensured.
Comment: The GVP module only refer to the currently approved product information while the RMP may in
situations where changes to the approved product information are proposed include a link to the proposed
product information in the eCTD sequence.

In addition, not all (nationally) products dossiers have been yet transferred into an eCTD dossier, whether all
dossiers irrespective of regulatory activities use the CTD format.

Proposed changes:
“eCTD link to the currently approved or newly proposed Pl_where applicable; in other cases, reference to

respective CTD knot either as a hyperlink or in written form should be accepted.”

Comment: The safety specification is not a formatted presentation of scientific evidence.

Proposed changes:
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

387 - 389
423 - 425
430

| ® A reference should be included here

“The purpose of the safety specification is to provide an-adequate_—diseussien-scientific evidence on the safety

profile of the medicinal product(s), with focus on those aspects that need further risk management activities.”

Comment: The terms ‘racial’ and ‘ethnic’ bear the risk to be understood differently. It would therefore be
necessary to make a reference to a scientifically sound document which would clarify what is meant by these;
similarly to the FDA guidance for industry ‘collection of race and ethnicity data in clinical trials’ available and

specific to the US population.
(same goes to the term ‘ethnic’ used on lines 449 and 466)

Proposed change:

“The RMP module should include incidence, prevalence, outcome of the target disease (i.e. indications) and
relevant co-morbidity, and should when relevant for assessment of safety and risk management be stratified by
age, gender, and racial and/or ethnic origin{.”

(same comment goes to the term ‘ethnic’ which is used on lines 449 and 466)

Comment: It should be clarified that the type of safety concern (explained on lines 423-425) is considered to
be a potential risk.

Proposed change:

“Where the non-clinical safety finding could constitute as important potential risk to target population, it should
be included as a safety concern in RMP module SVIII.”

Comment: It would be useful to have some guidance on when updates to this section may be expected
throughout lifecycle as new data become available.

Proposed changes: “Final conclusions on this section should be aligned with content of module SVII and any
safety concerns should be carried forward to module SVIII._This section would only be expected to be updated

when new non-clinical data impact the safety specification and/or the benefit/risk of the product.”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

432 - 435
469 - 482
470 — 472
483 - 489
487 - 489

Comment: It should be clarified that this section is of relevance for initial RMP and/or major updates
associated with new clinical data. This would not need to be updated for other updates even though the clinical
trial exposure is evolving.

Proposed changes: “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 updated RMM with data from new clinical studies. The
size of the study population should be detailed using both numbers of patients and, where appropriate, patient
time exposed to the medicinal product.”

Comment: Section SV “Post-authorisation experience” is much reduced and leaves to the discretion of the
MAH what to include, i.e. relevant/helpful for risk management planning, which is an improvement.

Comment: The new guidance states that “important” risks in the safety specification are not a long list of all
events in 4.4 and 4.8, but should focus on those that have an action in the pharmacovigilance plan, or risk
minimisation plan. Does this mean that in the new section, “risks not considered important for the safety
specification” now requires in section SVII 1.2 description of events in 4.4/4.8 of the label, a statement that
routine pharmacovigilance is sufficient? Or does this also include other serious events, which were e.g. seen in
clinical trials, but e.g. “confounded by indication”? What would be the threshold for listing an event in this
section; state that it is not a concern or not including it in the document?

Comment: Please confirm that in section SVI, the additional EU requirements from the safety specification
only comprise misuse for illegal purposes and that the other sections in the existing template are not now
required to be discussed in this section.

Comment: This are straightforward risk minimisation activities (Controlled distribution is an additional risk
minimisation strategy, limited pack size and special medical prescription are other risk minimisation tools)
designed specifically for risk prevention. (See the practical approaches to risk minimisation for medicinal
products from the Council for international organisations of medical sciences (CIOMS) Working Group 1X)

Proposed changes:
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

493 - 494
493 - 537
501 - 511
502 - 504
532 - 534
604 - 606

“e the potential for misuse for illegal purposes, and, where appropriate, the proposed means of limiting this
with additional risk minimisation when necessary; e.g. limited pack size, controlled distribution, special medical

prescription (see also V.B.7.).”

Comment: Please clarify whether safety topics derived from specific situations/data sources should be
discussed in this section even if they are not considered to be safety concerns for the RMP (particularly for
established products).

Comment: It would be clearer and less confusing if the list of safety topics in the GVP module and in the RMP
template were consistent.

Comment: It would be helpful if the expectations of the Good Practice Guide on risk minimisation and

prevention of medication errors could be reflected in the RMP template. The guide requires a stand-alone

summary of aggregated data on medication errors in the clinical trials and post-marketing period so it would be
good if the two documents were harmonised.

Comment: 'Remedies’ (line 504) appear to mean risk minimisation measures; this term should therefore be
used for consistency.

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—givenrisk minimisation measures

provided.”
Comment: The Good Pharmacovigilance Practices (GVP) on pregnancy and breast-feeding (P.lll) is not

available yet, so consideration for a revised wording should depend on whether the updated GVP module V will
available before the new GVP P.III.

Comment: This RMP section refers to ‘initial’ RMPs and reads as if referring to new products e.g. new chemical
entities.

It should therefore be clarified as to whether this section would be needed for a first RMP for an established
product or for a switch in legal status.
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

607 title

609 — 616

Comment: The subheading makes it complicated, especially as it is not used in the RMP template.
For ease of reference between the GVP module V and the RMP template, it would be better to use the sections’
numbers.

Proposed changes: ¥-B-4-8-3-=a-RMP module SVII sections SVI1.1.1 “Risk—eensidered—+mpertantFor
etusten—in—the—safety—speetfieationr” and SVI1.1.2 “RiskrneteoenstderedtHmportantFforinectuston—in
Comment: What is the criterion for events to be described? The new guidance seems to clarify, that
“important” risks in the safety specification are not a long list of all events in 4.4 and 4.8, but focuses on those
that have an action in the PV plan, or risk minimisation plan. Does this mean that in this new section, “risks not
considered important for the safety specification”, now require a description of events in 4.4/4.8 of the label
with a statement that routine PV is sufficient? Or does this also include other serious events, e.g. observed in
the clinical trials, but, e.g. “confounded by indication”? What would be the threshold for listing an event in this
section; state that it is not a concern or not including it in the document?

The expected content or an example for risks that would typically be expected in this section should be given
(reference also to line 469-472 of the RMP template). Please clarify.

Proposed change:
“In this RMP section, for each risk, the following information should be summarised and discussed:
e [for risks taken forward as safety concerns_(include an example of risks that would typically be
expected in this section)] the level of scientific evidence of an association (including when relevant a
causality assessment);

e Seriousness;

e Frequency;

e Clinical and benefit-risk impact;

e [for risks not taken forward as safety concerns_(include an example)] the justification for not including
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

612 - 614
615

617 title
619

621 - 624
633

them as safety concern.”
Comment: The information requested here for each risk on scientific evidence for the risk, seriousness,
frequency and clinical and benefit-risk impact is asked for again in SVI1.3.
Can this duplication be eliminated?
Comment: Regarding risks not taken forward as safety concerns, a justification is required for each. Can
additional guidance be included as to what is expected here? This could amount to a very long list of AEs which
are not considered to meet the definition of important. This is not considered of value, particularly for products
(such as non-prescription medicines) which have been on the market for many years.
Comment: The subheading makes it complicated, especially as it is not used in the RMP template.
For ease of reference between the GVP module V and the RMP template, would it better to use the sections’
numbers.

Proposed changes: V.B.4.8.2. RMP module SVII.2-seetion—tdentification—of-safety—econcerns—with—a
Comment: Regarding newly identified risks considered important, can additional guidance be given as to what
the expectation is here? Signals evaluated? AEs added to the SmPC?

O / A
- —a v - v O TETY - - -

Proposed changes: ¥B- c
Data presented in this RMP section shall follow same requirements as detailed in V.B.4.8.1.%

In addition, Wwhen an important risk or missing information is re-classified, added or removed, a justification

should be provided in this RMP-section_ SVI1.2.2.
Comment: “This RMP section applies to all stages of the product’s life cycle”.

Clarification as to whether this implies that other RMP sections do not. Otherwise, this sentence should be
deleted.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

636
658
664 - 670
673 - 674
679
715
729 - 730
731 - 732

Comment: Since it is not possible to provide actual incidence rates of Adverse Events post-authorisation, this
item should state “e.g. reporting rates” since it does not appear to only refer to clinical trial data.

Proposed changes: “ frequency (e.q. iacidenee-reporting rates with confidence intervals)”
Proposed changes for clarity: V.B.4.9. Part 11 RMP module SVIII “Summary of the safety concerns”
Comment: The term ‘real’ should be replaced by ‘scientifically substantiated’.

Proposed changes:

“The purpose of the pharmacovigilance plan in part Ill of the RMP is to present an overview and discuss how
the applicant/marketing authorisation holder plans to further characterise the important risks identified in the
safety specification. It provides a structured plan for:

e the investigation of whether a potential risk is real-scientifically substantiated or not
o further characterisation of safety concerns including severity, frequency and risks factors;
e how missing information will be sought;
e measuring the effectiveness or risk minimisation measures.”
Comment: ‘Part II’ should be added for consistency.

Proposed change: “The pharmacovigilance plan should focus on the safety concerns summarised in RMP Part
II_module SVIII of the safety specifications and should be proportionate to the benefits and risks of the
product.”

Proposed changes: V.B.5.1. RMP part 111 section 111.1 “Routine pharmacovigilance activities”

Proposed changes: V.B.5.2. RMP part 111 section 111.2 “Additional pharmacovigilance activities”
Comment: It needs to be clearer that this piece is referring to PASS studies.

Comment: MAAs is usually used as an abbreviation for ‘Marketing Authorisation Applications’ and not for
companies. Therefore would suggest replacing MAAs by applicants, also in line with line 701.

Proposed changes:
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

733 - 740

741

“MAAs-Applicants and MAHs may submit to EMA or national competent authorities PASS protocols for Scientific
Advice.”

Comment: Clarification 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 the process should continue to follow the same process and consist of a submission of the cover
letter/protocol with the protocol to be added once final to the RMP at the earliest opportunity. Furthermore, for
those submitted for information only (Part C) — it should be confirmed that such submission of initial protocol
and protocol amendments can be done as part of the earliest opportunity and not necessarily prior to study
start/implementation would be welcome.

Proposed changes:
“Until completion of the study and submission to the competent authorities of the final study report; protocols
for studies in the pharmacovigilance plan should be provided in RMP annex 3.

RMP annex 3 — part A should contain protocols—submitted—fer—assessment that had been agreed, when the
protocol submission has been requested by the competent authority;

RMP annex 3 — part B should contain protocols amendments that have been agreed with competent authorities
and-are-being-submitted—with—the RMPfor-amendment, when the protocol submission has been requested by
the competent authority i.e. previously in part A;

RMP annex 3 — part C should protocols already approved and other category m studies protocols, submitted for

information only when available (see V.B.10).
Comment: Clarify that the final report submission milestone is mandated for all studies, while other are to be
agreed on a study by study basis.

Proposed changes: “Milesternes,—including—a—The time point for the final study report submission to the
competent authority; should be included_for each study. Additional milestones if requested may need to be
added.”
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

757 - 759
757 - 761
789 - 790
823

845 - 848
921 - 923

Comment: Module V says “Studies not required by the EU or national competent authority should not be
included in the pharmacovigilance plan (...)”. This should be clarified and clearly stated in the text as proposed
below.

Proposed changes:

“Studies required in jurisdictions outside the EU should not be included in the RMP unless they are also
imposed, as a condition to the MA or as a specific obligation, or required by the Agency or a national competent
authority_in EU Member States. Studies required in jurisdictions outside the EU and not imposed or required by
the EU—Agency or a national competent authority in EU Member States should not be included in the
pharmacovigilance plan in the RMP.”

Comment: Consideration for transitioning of existing RMPs, e.g. removal of studies which no longer need to be
in the RMP would be welcome.

Comment: Clarification that only studies imposed or included as specific obligations are required to be included
is welcome. However, as per the Cat 4 studies, a guidance on transitioning arrangements for removing
voluntary studies from this section in approved RMPs via a pragmatic way (i.e. as part of a routine update)
would be welcomed.

Comment: There should be guidance on what is meant by ‘regular intervals’ in the sentence “The need for

continuing risk minimisation measures should be reviewed at regular intervals” (line 823). Is it a case-by-case
basis or on collective evidence acquired already on the use of particular tools, such as patient alert cards?

The term “required risk minimisation measures” is vague. All products have “required” (routine) risk
minimisation measures.

Same goes to the term “standard” clinical practice. Even within the EU, there are different “standards” of
clinical practice, which is one of the reasons risk minimisation plans must be adapted to risk minimisation
programs, where additional risk minimisation tools are adapted accordingly.

Comment: Could reasons for not including SmPC part 4.3 ‘Contraindications’ be clarified here?

Comment: The GVP module seems to refer to the current RMP Annex 6 and this should be corrected. In
addition, the text “Protocols for proposed and ongoing studies in categories 1-3 of the section “summary table
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

926

941

941

995 - 999
1012 - 1015
1025 - 1026

1034 — 1035 &
1042 - 1043

of additional PV activities” in RMP part 111" seems out of place and should be deleted.

Proposed changes: “Where relevant, details of additional risk minimisation activities should be provided in

RMP Annex 6 — Pretocolsforpropesed-and-on-going-studies—inDetails of proposed additional risk minimisation
measures (if applicable)—eategerie sitReseeter T omnrnes s —msle et edelitioma s hesmnss s sileses
aetivities””.

Comment: The acronym of QRD should be spelled out.

Comment: As the scope of the guidance is EU, the term ‘region’ should be clarified.

Comment: Sentence on lines 940-941 seems to call for information on the impact of additional risk
minimisation activities to be included when the RMP is updated. Clarity on whether this would be considered for
any RMP update (as routine) or whether this should only be associated with specific updates, and trigger of a
variation should be provided.

Comment: Regarding the summary of the RMP, the agency is clearly taking a different approach with this
revision of the Module V. Plain language, rather than lay language, is called for. An example would be helpful,
particularly when the intended audience for this section is not specified, even though line 1156 refers to the
content, language and format being appropriate to the intended audience.

Comment: The section V.C.2.’Submission of a risk management plan to competent authorities in the EU’ refers
to XML file, so does the sentence ‘the electronic file should be submitted in accordance to V.C.2."” (line 1014)
mean that XML file could also be submitted for products that are still in NeeS or even in paper format?

In case where this would only be applicable to centrally authorised products (as noted under V.C.2.), this
should also be written and clarified in lines 1014 - 1015.

Comment: A consistent approach should be proposed and as outlined earlier, there is a risk that such
information becomes out-of-date as timelines evolve. It is therefore suggested to remove this as an option, or
clarify that this information does not need to be kept up-to-date.

Comment: These parts add additional burden and suggest not mandating to update the RMP at time of
submission of the draft protocol(s)/protocol amendments as this may require several updates during a
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1047 title

1048 - 1049
1051 - 1052
1060 - 1061
1075 - 1082

procedure to align with the latest drafts and add unnecessary burden to companies/Agency as well non-EU
agencies that require all RMP versions to be submitted.

The protocol submission should be handled as a standalone post-authorisation measure (cover letter +
protocol) and only when the protocol/protocol amendment is considered final, the RMP should be updated.
Comment: In order to be consistent with the other header which includes further wording, it is proposed to
clarify what is under annex 3 — part C.

Proposed changes:
V.B.9.3.3. RMP annex 3 — part C_— approved protocols

Comment: based on the previous feedback that Part A and B should contain final agreed protocols, see
suggested changes.

Proposed changes: “Previoushyragreed-protocolsfor-on-going-studies—and-pProtocols not reviewed-previously
agreed by the competent authority should be included in this part C of RMP annex 3, as follows:”

Comment: A clarification is needed as to what is meant by ‘the name of the procedure’ (lines 1051 — 1052)
Does this refer to the general description or a specific procedure number?

Comment: Confirmation of what needs to be done when follow-up forms are updated is warranted, e.g. this
section can be updated at the next earliest opportunity unless the change is significant enough to warrant a
review.

Comment: As per our response to question 3 (here above in the general comments), the additional risk
minimisation materials as they were distributed in the Member States should not be part of the RMP,
considering that they are not part of the RMP assessment per V.B.9.6.2. Indeed, this will only result in an
increase of the overall size of the RMP and will not be of any added value. For example the educational
materials for 28 Member States could easily contain 300 pages. We would therefore suggest a deletion of this
paragraph.

20/24



Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1083 - 1084 title

1106

1180 - 1188

1194

Proposed change :

Comment: Clarify that not all reference materials need to be provided, but key references only while other

should be provided upon request.

Proposed change:”V.B.9.7. RMP annex 7: Other supporting data (including key referenced material)”
Comment: Table V.4 appears incomplete. Indeed, the table should include all areas of commonality
RMP/PSUR. Otherwise, there should be an acknowledgment that the information will not always be aligned
between PSUR and RMP due to differences in time periods and data lock points.

In addition, the table seems to indicate that the RMP part Il module SV should include “actions taken for safety
reasons” (equivalent to section 3 in PSUR) but this is not clear in the description in V.B.4.6 or in the RMP
format guidance (template) for part 11 module SV (lines 318 — 349 of the template).

Proposed change: Deletion of table V.4
Proposed changes:
3" pullet point: “situation where milestones for studies in the pharmacovigilance plan need to change and when

their final study report is submitted for which an updated RMP would be expected.”

Comment: There may be ‘new’ or ‘initial’ MAAs for established actives on market for >10yrs. Clarify to state
that submission of all parts of an RMP would not be required in such situations.

There is no mention of established actives on market for >10 years in Section V.C.1.1 and no clarification of
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1212 - 1213
1256 - 1264
1265 - 1271

modules of the RMP that can be omitted. However, such information is provided in the template. This is
potentially confusing.

Proposed changes: For established actives on the market for > 10 years, allowing for omission of modules as

stated in the template and for reduced/no content in other module as appropriate to stage in life cycle.

Comment: It should be recognised that, in the period of transition to this GVP module, the safety concerns
published on the CMDh website for the originator product may not be aligned to the clarified definitions.
Marketing Authorisation Holders should be able to justify non-inclusion on these grounds.

Comment:

There is a need for clarification on how to handle a fixed combination consisting of one new substance and an
old one, as the current wording (below) would mean that the new active substance follows bullet point 1, and
that the old substance follows bullet point 2 in the paragraph below.

“For new applications for fixed dose combinations, there are two situations:

1. The combination contains a new active substance: A full RMP, following the elements as for full initial
MAA, should be submitted. RMP modules SI-SVI should focus on the new active substance.

2. The combination does not contain a new active substance: The RMP should follow the elements for a
generic product. For the purpose of establishing the elements of RMP part Il, “the originator” should be
read as “any/all authorised products containing the same active substances included in the new
product.”

Comment: Homeopathic medicines should have reduced RMP content requirements similarly to medicinal
products of well-established use. Accordingly, Part Il “safety specification”, Modules Sl to SVI should not be
required for these products.

Proposed change:
“V.C.1.1.5. New applications under Article 10a, i.e. “well-established medicinal use”_and under
Article 16 (2) i.e. homeopathic medicines
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1291
1292 - 1294
1308
1308 - 1310
1322 - 1324

For new applications under DIR Art 10a_and DIR Art 16(2), RMP elements are as follows:
e RMP part I: The elements are the same as for a full initial MAA,
e RMP part Il: Only RMP modules SVII and SVIII are required. The applicant is required to justify the
proposed safety concerns, or the lack of any thereof, using available evidence from published scientific

literature (information available in the public domain).
e RMP parts Il1-VII: The elements are the same as for a full initial MAA”.
Comment: The wording infers the RMP should be submitted as multiple pdf files, this should be changed to
singular.

Proposed change: “For centrally authorised products, the RMP should be submitted as PDF files within the
eCTD submission.”

Comment: It should be clarified whether the Commission Decision is always the trigger. There are procedures
where a Commission Decision is not issued within 2 months. Meaning for practical reasons the outcomes
/positive opinions/acknowledgements will be collected/bundled and later on published in one single decision.
Comment: It is acknowledged that an updated RMP would be expected when a due date changes. However, in
case where the change in due date of final report for a Cat 3 study (Annex 3 Part C) is due to a change in the
protocol not mentioned in the RMP body or reviewed by the Agency, e.g. extension of follow up period, it
should be confirmed that such submission would be expected prior to the initial due date, but not necessarily
prior to the implementation of the amended protocol (extended follow-up period) is warranted.

Comment: For clarification, wording should be modified as follows.

Proposed changes:

“For example, a change in study objectives, population or due date of final results, or addition of a new safety
concern in the key messages of the educational materials would be expected to be reflected in an updated RMP
with-as part of the procedure triggering those changes.”

Comment: It should be clarified what is meant by ‘changes introduced in the last update (as applicable)’. In
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1329 - 1330

1358 - 1360

other words, is it suggesting that when an updated RMP is already under review upon submission of the new
RMP, companies will not be expected by default to take the unapproved “updated RMP under review” as the
baseline? Currently this is not necessarily the default position.

Comment: Clarity on what is considered the timepoint of approval for an updated RMP when the procedure
includes the commission decision making steps is warranted, i.e. would the RMP be considered approved at
CHMP opinion or Commission decision. Following form that, when should the Annex | be submitted- currently
the default was to submit Annex 1 post CHMP opinion except for initial RMPs.

Comment: The PRAC is not involved in the RMP assessment for nationally authorised products and it only
reviews by default RMP for centralised products. The second part of the sentence on line 1360 should be
deleted.

Proposed change:

“For the RMP assessment, the PRAC appoints a PRAC rapporteur who works closely with the (Co-)
Rapporteur(s) appointed by the CHMP-er—with-the - Reference-Member-State-as-appropriate.”
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1. General comments

Stakeholder number General comment

Comment for question 1

The updated risk definitions and guidance on Part Il 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?

Answer

The priority of the RMP should be a focused list of safety concerns. Full alignment is not needed as the documents are
complementary.

Comment for question 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?

Answer
Category 4 studies which are not adding relevant information should not be included in the RMP.

Comment for question 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)?

Answer
The EU RMP contains information on key elements. Materials as approved in the Member States can differ per country. Inclusion of
these different materials in the EU RMP has no additional value.

Comment for question 4

Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?
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Stakeholder number

General comment

Answer

Section 10 on post authorization studies can be deleted, relevant information from these studies can be added to the specific
paragraphs associated with the described risks.

Page 31, lines 1030-1031; Page 32, line 1067-1068; Page 32, line 1085-1086:
Annexes may include the links to other modules of the eCTD dossier

Comment: Based on the preference for hyperlinks, it would appear that the RMP is no longer a stand alone document. Please
confirm.

Pag 19, line 615-616:
[for risks not taken forward as safety concerns] the justification for not including them as a safety concern.

Comment: Please be more specific. For example, is the MAH expected to justify why each risk identified in the prescribing
information but is not included as a safety concern>
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2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

Line 314 Comment: Data Lock Point is not clearly defined

Proposed change (if any): Please define data lock point (e.g., data of latest safety information, data of latest
received source document, etc).

Line 340 — 343 Comment: These instructions are not clear as whether only one table should be presented in this section
SV.1.2

Proposed change (if any): Please clarify whether should only be one table presented for this section.
Line 491 Comment: Referencing V.B.4.8. RMP module SVII “ldentified and potential risks”, there is an error in spelling

Proposed change (if any): This RMP module should provide a focussed discussion...

Please add more rows if needed.
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1. General comments

Stakeholder number General comment

The updated risk definitions and guidance on Part Il 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 definitions of a safety concern should be consistent within the PSUR and RMP, therefore there should be consistency
with the safety concerns and there should not be a difference in this identification, otherwise there would be a lot of confusion with
respect to the definitions.

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: In order to have a full understanding of exposure etc. we believe these should be included in annex 2.

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: We believe that the additional risk minimisation materials as they were distributed in the Member States be included in
the annexes of the RMP should not be included. Many times there are a lot of discussions and negotiations among different
member states that take place after the approval of the RMP. If we were to wait for these conversations to be completed there
would be a long delay.

In order to know which sections to complete in a generic RMP, will MAHs now have access to originator RMPs — will they be publicly
available?
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

170-189

840-850

936-954

Comment: Description of important no longer has the guidance previously provided, that “important” risks
would likely be in W&P section of the SmPC. Given the “important” risks have potential impact on public health
should this guidance not remain? Especially since the SmPC guideline description of what should be in W&P is
also similar to what is described as “important” risks.

Proposed change (if any):

Would add back in “Normally, any risk that is likely

to be included in the contraindications or warnings and precautions section of the product information should
be considered important.”

The new definitions appear to be somewhat more confusing.

Line 176: beyond routine risk communication (see V.B.7.). — the risk minimization measure should allow for
routine risk minimization in the form of section 4.4 even when there might not be a direct action to be taken,
such as warning a HCP of the risk of anaphylaxis and what may occur.

The previous definition left this open to things in section 4.4.

Per the SPC guidelines, ARs that are mentioned in 4.4 already meet this higher definition and in order to
remain consistent with the SPC, we should not have a distinction between routine risk communication and
“beyond routine risk communication”

In line 178 it is stated “upon further characterisation, does not require at least routine risk minimisation
activities” — again we are stating routine risk minimization activites as a general term, which we agree with,
rather than then dividing this into routine risk communication and beyond routine risk communication
Comment: This section on routine RMM describes the SmPC as a RMM however there is a distinction with
“routine risk communication” and “routine RMM beyond routine risk communication”. Why is there this
distinction if we are all under the umbrella of RMM? As stated above, to meet the criteria of “important” risk, it
should be only those risks that can change the B-R balance of the product and should therefore normally be in
sections such as 4.4

Proposed change (if any): would remove this distinction since we need to remain consistent with the SPC
guidelines for what is in section 4.4

Comment: Module XVI solely focuses on effectiveness checks (EC) for additional RMM. Would request a
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

Section starting
with line 1192

Please add more rows if needed.

clarification here, that routine RMM do not necessarily require ECs.

Proposed change (if any): add a sentence in such as :

As described in Module XVI, effectiveness checks must be described for additional risk minimisation measures;
however only in specific circumstances would the effectiveness evaluation also apply to routine risk
minimisation measures associated with safety concern(s) which are described in the SmPC/PIL (e.g. the SmPC
provides guidance for clinical actions beyond routine standards of clinical care for either the risk itself or
management of the target population).

Comment: The understanding of when to utilize which sections appears to be more confusing now. Especially
with the need to check many different areas to see if things had previously been completed by the originator.

Proposed change (if any): need to have the table that was in the previous module added back in, to help
understand when to utilize which sections.
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1. General comments

Stakeholder number General comment

General comments:

New definition of important identified and potential risks:

We highly appreciate that efforts are being made in order to improve the content of the existing GVP module. Whilst we support
the overall aim to update the existing guidance taking into account experience gained so far we consider further improvements
necessary to provide more clarity.

In this regard we wish to highlight that we prefer the “old” definition as per GVP V rev.1 over this new definition.

Acknowledging however that the definition is to be revised we believe that the “new” definition is too long and complicated. A
sentence with 3 conditional parts (and/or, and, or) and a cross reference is difficult to read and understand.

In addition, the term “when further characterised” is too vague and is, in our view, sufficiently described by “would usually lead to
further evaluation as part of the pharmacovigilance plan within the RMP (e.g. to investigate frequency, severity, seriousness and
outcome of this risk under normal conditions of use; which populations are particularly at risk)”.

We would therefore propose the following version, which in our view is easier to read and understand:

“An important identified or important potential risk is a risk that could have an impact on the product’s benefit-risk balance when

at least one of the following criteria are fulfilled:

. It is not managed appropriately in daily clinical practice.

D It would usually lead to further evaluation as part of the pharmacovigilance plan within the RMP (e.g. to investigate or
monitor frequency, severity, seriousness and outcome of this risk under normal conditions of use; which populations are
particularly at risk).

D It requires risk minimisation activities beyond routine risk communication (V.B.7).”

However we want to highlight that also the term “if not managed appropriately in daily clinical practice” is subject to
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Stakeholder number

General comment

interpretation by MAHs and NCAs especially since daily clinical practice may vary greatly among different Member States and
health care systems. A safety concern may be managed appropriately in daily clinical practice in one Member State but not in
another.

Important parts of the RMP have been deleted as per GVP V rev.2, but we consider it necessary and helpful to maintain this

information in the RMP:

1. Summary of changes to the Risk Management Plan over time (VI1.2.7)

In our view, there is a need for a “history” of important risks in the RMP. In the current section VI.2.7 “Summary of changes to
the Risk Management Plan over time” changes/addition/deletion of important risks are tracked and brief explanation is included
why these risks were deleted from the RMP. We believe that this is particularly important considering the background that one
intention of this GVP V revision is too decrease the number of important risks in the RMP. We are concerned that with deletion of
section VI1.2.7, this information might be lost over time. As per the new approach with a focus on the RMP as planning
instrument, initially available information on safety aspects may be deleted over time and we consider it helpful to have a clear
and transparent record of these changes. In addition, we believe that this information should be available to the public, too, as it
might be important to explain why safety concerns are removed from the RMP despite the risk as such still being a risk associated
with the use of the concerned product. It might therefore be helpful to include a respective section for changes in the RMP
summary for the public.

2. It is a legal requirement from IR Art 30 (1)(c) that the RMP contains an evaluation of the effectiveness of interventions to
minimise the risks without any restriction to additional risk minimisation measures only. Especially in cases of restricted
indications due to safety concerns it is essential to monitor continuously the number of ICSRs reported for the relevant risk and
the prescription data stratified for indication to evaluate whether this routine risk minimisation measure is effective in daily
clinical practice. Therefore, evaluation of the effectiveness of risk minimisation measures is crucial also for routine risk
minimization measures and should not be restricted in part V of the RMP to additional risk minimisation measures only.
Additionally, such restriction would also not allow for an interchange of this section of the RMP with the respective section 16.5 of
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Stakeholder number

General comment

the PSUR.
3. Figure V.3. Requirements for new marketing applications

In GVP V rev.1 a table was included which parts are needed for which type of application (Figure V.3. Requirements for new
marketing applications). We believe this table was/will be very helpful.

We would therefore like to strongly recommend updating this table in line with the revisions made and (re-)including this updated
table “requirements for new marketing applications” (analogue of figure V.3 from GVP V rev.1). We consider such an overview
important to provide clarity and quick reference for both NCAs and industry.

4. SmPC (old: Annex 2)

We believe that the SmPC should be attached to the RMP (Annex 87?). It simplifies the assessment of an RMP, and allows to
directly check the wording regarding warning of important risks. When the SmPC is no longer integrated into the RMP or directly
linked with eCTD module 1.3, RMP variations might result into the challenging situation to retrieve the latest version of a current
SmPC -especially for nationally authorized products.

Moreover, as the definition of an important risk includes the requirement of risk minimisation activities beyond routine risk
communication (i.e. information beyond those provided in section 4.8; line 842, GVP V rev.2), the SmPC in the Annex or link to
eCTD Module 1.3 allows to directly access warnings in section 4.4 in order to check whether they fulfill criteria of V.B.7.

Questions on which the Agency seeks specific feedback:

1. The updated risk definitions and guidance on Part Il 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?

In our view there should be a full alignment with the PSUR content for the following reasons:

1. Problems of two parallel definitions of “important risks”
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Stakeholder number

General comment

It will not add clarity if the term “important risk” is defined differently in the context of a PSUR or a RMP. Each reference will have
to specify which definition of an important risk applies - as per GVP V or as per GVP VII. There is also only one definition in the
“Guideline of pharmacovigilance practice Annex | — Definitions Rev3”. This module would have to be updated in parallel.

Moreover, there is a need to provide sufficient information that this difference in definition actually will exist once GVP V rev.2
comes into effect. Apart from this cover note question there is no statement within GVP V rev.2 that informs the reader about the
essential difference in the definition of an important risk between the two documents. Corresponding information would need to
be added to GVP module VII and GVP Annex I.

2. Changes of the definition of an important risk (safety concern) also affects other GVP modules

The updated risk definition of an important risk does not only affect GVP VII. The term “safety concern” is defined as an
important identified risk, important potential risk or missing information (see “Guideline of pharmacovigilance practice Annex | —
Definitions Rev3”).

All GVP modules, not only GVP VII, use the term “safety concern”.

In consequence, in parallel of revision of GVP V, there will be a need for clarification which definition of an important risk (=
safety concern) applies to the other GVP modules.

Alternatively, we propose to use other terms than “important risk” and “safety concern” for GVP V to reduce the potential

LTS

confusion. Instead of the terms “important risk” and “safety concern”, new terms such as “risks to be followed up”, “summary of
risks with additional PhV activities” could be defined and used in GVP V rev.2 to make it clear that these differ from the definition
of “important risk” and “safety concern” used in other GVP modules.

3. Direct reference of GVP VII to safety specification of the RMP (ICH-E2E).

In regard to important risks, there is direct reference of GVP VII to the safety specification of the RMP.

GVP module VII outlines in PSUR sub-section VII.B.5.16.1. PSUR sub-section “Summary of safety concerns”:

“The purpose of this sub-section is to provide a summary of important safety concerns at the beginning of the reporting interval,
against which new information and evaluations can be made. For products with an existing safety specification, this section can

be either the same as, or derived from the safety specification summary!® that is current at the start of the reporting interval of
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Stakeholder number

General comment

the PSUR.”
18 |CH-E2E — Pharmacovigilance planning

ICH-E2E forms the basis for GVP V. Hence, GVP VIl directly links the summary of safety concerns, which, throughout the current
structuring of the PSUR, forms the basis for B/R assessment, within the PSUR to the safety specification, which is part of the RMP.
Moreover, the “safety specification”, defined within the RMP (=part Il) of a product is explicitly mentioned in the introductory
note on GVP VII.A (see below).

“The “modular approach” of the PSUR described in VII.B.5. aims to minimise duplication and improve efficiency during the
preparation and review of PSURs along with other regulatory documents such as the development safety update report (DSUR)1
or the safety specification in the Risk Management Plan (RMP)... .”

In consequence, any change in the safety specification of an RMP (e.g. by changing the definition of an important risk in GVP V
rev.2) will directly affect the summary of safety concerns displayed in the PSUR as per current GVP module VII. It is therefore
unclear on which basis the safety specification of the RMP should be a subset of the list of product safety concerns. This is not
evident when reading GVP V rev.2 and GVP VII.

As outlined above, GVP VII gives advice that upon preparation of the PSUR reference to the RMP should be made to populate the
summary of safety concerns. Hence, B/R assessment in PSURs would only be based on a subset of clinically relevant risks.
Therefore, a revision of GVP V would warrant a corresponding update of GVP VII. In our view, it might be important to highlight
that former parts of the summary of safety concerns might still be important for an overall benefit-risk assessment in the PSUR.
Therefore, we would like to suggest including specific guidance in GVP Module VII that the evaluation of new information with
respect to previously recognized identified and potential risks (VI1.B.5.16.3) should also include prior safety issues that have been
deleted from the actual summary of safety concerns of the RMP. It might also be helpful to include a respective subsection in the
RMP that might facilitate accommodation of safety aspects that do not or do no longer form part of the RMP summary of safety
concerns, but are considered important to be evaluated and followed up within the PSUR.

4. New definition difficult to understand for lay people
The term “important risk” is also used in the public summary of the RMP. However, the term “important risk” is not defined within
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Stakeholder number

General comment

part VI of the RMP template (Draft guidance on format...). We believe the newly proposed definition of important risk is not self-
evident for lay people. The new approach of defining an important risk as part of the RMP focusses on planning aspects and does
not necessarily reflect the totality of important key safety aspects of a medicinal product.

Consequently, lay people are likely to misunderstand the concept of an “important risk”. For lay people, the term “important risk”
carries a certain expectation, which in our view comes close to the definition of an important risk being clinically important or
relevant for B/R.

The new definition of an “important risk” would also contradict the recommendation to present the public summary (part VI) in
plain-language approach.

We would therefore like to suggest to including more explanation in the template for the public summary highlighting that the
provided set of safety concerns has a specific focus on planning aspects and should not be taken as a set of key safety aspects of
a medicinal product.

5. Reduction of interchangeability

As per introductory note of GVP VII.A, the purpose of modular format of PSUR and RMP was to minimise duplication and improve
efficiency. However, the proposed update of GVP V rev.2 decreases the number of common modules between PSUR and RMP
from 5 common modules in the current GVP V rev.1 to only 1 common module in GVP V rev.2 (compare section V.B14.1 GVP V
rev. 1 to section V.B.10.1 GVP V rev.2 and taken into account that the modules of effectiveness measures are not
interchangeable). An increased workload for generation and assessment of PSURs and RMPs is expected.

6. Definition of “important risk” as per GVP V rev.2 lacks clarity

We also believe that the currently proposed definition of the term “important potential/identified risk” is not clear, and different
interpretations between regulators in different member states, industry and other stakeholders will lead to confusion and
disharmonisation.

Firstly, as outlined above we believe that a definition worded in a nested set/long, complicated sentence, which includes 3
conditional parts (and/or, and, or) is very difficult to read and understand.
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Stakeholder number

General comment

Secondly, we believe that the definition itself lacks clarity. We have concerns that a common understanding could be established
across the EU what “managed appropriately in daily clinical practice” would mean.

Theoretically, the concept of a standard clinical practice, as decisive factor if risk minimization is still needed, might work.
However, in practical terms standard clinical practice differs across all member states with very different health systems in the
EU. It remains therefore unclear how “standard clinical practice” should be defined itself, and how a full integration into standard
clinical practice across all member states should be determined.

From other parts of the RMP it is understood that the concept should be to focus on risks “to be followed-up”. However, the last
part “risk minimisation activities beyond routine risk communication” mostly reflects items in section 4.4 of the SmPC. This would
then mean that the definition of an important risk basically covers the “old” definition of GVP V rev.1.

The last point of the above cited definition also considers a risk as important if it requires “risk minimisation activities beyond
routine risk communication (V.B.7)”. It is unclear why items in section 4.3 of the SmPC are not considered “beyond routine
communication”, whereas warnings in section 4.4 are listed as examples. The examples provided in section V.B.7, which are
highly welcomed, cover many items included in section 4.4 of the SmPC (= old definition of important risks as per GVP V rev.1).
This would then again not reflect the approach that only risks with additional activities or specific follow-up are considered
important.

In consequence, we are concerned that it is left to the interpretation of the reader which approach is taken to classify a risk as
important. This will then lead to a situation that different MAHs and also different NCAs will propose different safety specifications
for the same medicinal products and where incongruent approaches of application of the guidance might emerge upon
preparation or assessment by different MAHs and NCAs.

We therefore see the need for a more consistent approach and interpretation of the new concepts and guidance.

However, in line with above mentioned comments as regards transparency, harmonization and interchangeability of concepts, we
strongly favour a full alignment of the RMP safety specification with the PSUR content.

2. Should studies conducted by the MAH but neither required nor imposed by the competent authority (previously classified as
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Stakeholder number

General comment

category 4 studies) be included, for information, in the RMP annex 2?

In order to have a full oversight of all ongoing studies, we believe it would be beneficial to have these studies in RMP annex 2. If
not included in an annex of the RMP, it might become difficult to gain overview over on-going category 4 studies that might be
sources for safety information. We consider it however important to have the possibility for review and overview of on-going
activities as part of the obligations of NCAs and Rapporteurs for monitoring, which includes information about ongoing category 4
studies.

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)?

Yes. It allows the Rapporteur and different member states to get an overview of the educational material on the market. In
addition, member states might recognize advantages of educational material in other member states (e.g. different colour coding
etc.), and implement these into their educational material with the next update.

Moreover, it allows the Rapporteur/inspectors to check whether educational material has been implemented in all member states
in which the medicinal product is marketed.

In addition, for measurement of effectiveness it is essential to know how the risk minimization material looks like in other
member states.

4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?
Section V.B.10 should be maintained.

As outlined above the focus of the modular format of PSUR and RMP to minimize duplication and enabling interchangeably was a
driver when implementing GVP modules. However, this will be reduced with the current draft of GVP V rev.2. In our view,
decreased interchangeably increases the workload for MAHs and NCAs.
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2. Specific comments on text

Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

170 ff

185-188

190 ff
& 279 ff

Draft guidance on

Comment:
The definition of important risk is difficult to read and understand.
We therefore consider the following definition more appropriate:

“An important identified or important potential risk is a risk that could have an impact on the product’s benefit-
risk balance when at least one of the following criteria are fulfilled:

e It is not managed appropriately in daily clinical practice.

e It would usually lead to further evaluation as part of the pharmacovigilance plan within the RMP (e.g. to
investigate or monitor frequency, severity, seriousness and outcome of this risk under normal
conditions of use; which populations are particularly at risk).

e It requires risk minimisation activities beyond routine risk communication (V.B.7).”

Comment:

The paragraph states that an adverse reaction associated with long-term use, off-label use, or use in special
population not studied should be considered a potential risk. However, there are ongoing discussions whether
the risk itself with context (e.g. cancerogenicity in long-term use) or the condition itself should be stated in the
RMP (e.g. off-label use). It would be helpful if GVP V rev.2 could provide clarification if off-label use, long-term
use etc. can be labelled as a risk itself or whether a different approach should be preferred by e.g. rather
naming the potential risk associated with these circumstances.

Proposed change (if any):

See above

Comment:

In the definition of a missing information, we would welcome a strengthening of clinical significance as the
decisive factor. We often see that “populations excluded in clinical trials” are directly transferred to “missing
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

format of the risk
management plan
(RMP) in the EU —
in integrated
format

232-234

information” in the RMP.

In the “Draft guidance on format of the risk management plan (RMP) in the EU — in integrated format”
additional information could be included that the absence of information itself does not constitute an important
risk, and some evidence for clinical significance is needed.

E.g. for substances, which have no hepatic metabolism, safety in patients with hepatic impairment is no
missing information as it is unlikely that there is any clinical significance. In addition, regarding paediatric use
as missing information, the extent to which this product could be used in paediatrics should be taken into
account. Median age for certain cancer therapy in > 60 years of age, and these cancer types are super rare in
children. In our view, there is no clinical significance for the overall population.

Proposed change (if any):
Draft guidance:

SIV.1 Exclusion criteria in pivotal clinical studies within the development programme

Discuss the important exclusion criteria in the pivotal clinical studies across the development programme.
Please take into account the concept of clinical significance if something should be considered a missing
information or not (e.g. product without hepatic metabolism = safety in patients with hepatic impairment is
unlikely to represent missing information).

GVP V rev.2:

“Gaps in knowledge about a medicinal product, related to the anticipated utilisation patterns such as long-term
use or use in particular patient populations, which could be clinically significant. The absence of data itself (e.g.
exclusion of a population in clinical studies) does not constitute a risk. Instead, additional evidence for a
potentially different safety profile in the particular population is needed for the inclusion as missing information.
For instance: ...”

Comment:

“It may be that important potential risks can be removed from the safety specification in the RMP (e.g. ... or
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

236-239

when there is no reasonable expectation that any pharmacovigilance activity can further characterise the risk,
thus questioning the importance of the risk). “

The concept, that a risk can only be “important” if it can be further investigated, is considered questionable as
a risk might merely not be further investigable due to constraints of available data sources and methods while
the risk itself might be relevant. The fact of not being able to further investigate a risk does not necessarily
result in the risk not being present and clinically relevant.

Following this approach, a risk such as teratogenicity or cancerogenicity, that upon confirmation would have
impact on B/R, has to be removed from the RMP when at a specific time point regulators see no PhV activity to
further characterise it, e.g. if pregnancy registries conducted by the MAH are ended while in principle further
information on the risk will be gathered on an on-going basis through public registries or teratology services.
Many risks are not further evaluated based on feasibility grounds (e.g. very old drug, many generics, but data
on cancerogenicity/teratogenicity from animal studies). However, these risks might become be very relevant
for the drug”s B/R upon confirmation or further investigation or characterisation, even if not included in the
RMP.

We believe it is not communicable to the public that such a risk is not included in the RMP (public summary)
because it is not regarded “important” as per GVP V definition (see general comments response to question 1
on which the Agency seeks specific feedback, number 4).

Proposed change (if any):

Delete the respective example.

Comment:

“In certain circumstances, important identified risks may need to be removed from the safety specification (e.g.
for products marketed for a long time for which risks and the required risk minimisation measures have
become fully integrated into standard clinical practice thus reducing the risk to a level when is no longer
considered an important risk).”

In other words, a risk is no longer considered “important” in the concept of the RMP (not for the PSUR) if it is
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

243-246

managed appropriately in clinical practice. This implies that upon effective implementation of risk minimisation
measures, a risk might no longer be considered as important risk in the concept of the RMP, while in principle it
might only be effectively managed through effective risk minimisation, which would in our view imply inclusion
as an important risk. Further on, effectiveness of risk minimisation might not be constant, may vary across
member states and might need further review over time, which would again lead to the need to include this
risk as important risk. We do not support this view. In any way the conclusion that a safety concern is no
longer considered a safety concern in the context of pharmacovigilance planning would need throughout
evaluation of the “appropriate management in clinical practice in each Member state” based on transparent
criteria as part of the safety specification.

Theoretically, the concept of a standard clinical practice, as decisive factor if risk minimization is still needed,
might work.

However, in practical terms standard clinical practice differs across all member states — with significant
differences between countries. It remainsunclear how “standard clinical practice” should be defined itself, and
how a full integration into standard clinical practice across all member states should be determined.

Proposed change (if any):

Delete the respective example.

Comment:

“... the classification as missing information will not be appropriate anymore once new data become available,
or when there is no reasonable expectation that the existing or future feasible pharmacovigilance activities
could further characterise the safety profile of the product with respect to the areas of missing information.
Summary of product characteristics (SmPC) changes should be made accordingly.”

The second example is non-compliant with the definition of missing information defined in GVP V rev.2 on p.7,
which is largely unchanged compared to GVP V rev.1. “Gaps in knowledge about a medicinal product, related to
the anticipated utilisation patterns such as long-term use or use in particular patient populations, which could
be clinically significant.”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

The definition does not mention that the possibility to follow-up on a gap in knowledge about a medicinal
product defines it as a missing information or not. The definition states clinical significance as the decisive
factor.

Taking teratogenicity as an example, which is clearly of clinical significance: In >90% of the old drugs,
teratogenicity cannot be adequately followed-up. It is a missing information as per current definition of missing
information, but not according to the above cited example. Hence, clarification is needed here.

In our view the above cited example is not optimal. It postulates that a gap in knowledge is only a gap in
knowledge if there are ways to fill the gap in knowledge. In other words, missing data on teratogenicity in
humans for a certain drug would not be considered as a gap in knowledge when we are not aware of any
feasible method to investigate it. Some risks might at least be further characterized by spontaneous reporting
and generated case series which might be seen as routine pharmacovigilance activities, but might however
contribute to increasing the knowledge on these risks.

It should be kept in mind that unlike the PIL, the RMP public summary currently summarizes in which
populations gaps of knowledge exists. This will be lost using this example. If the proposed approach is
maintained, it might be helpful to clarify in the template for public summaries that the RMP list of missing
information relates to planning purposes and does not specify a full list of gaps in knowledge with regard to
safety of the product.

Moreover, the current wording might be misinterpreted, e.g. that the SmPC should be updated once
no additional data is expected. It might be beneficial to rephrase this section to provide more
clarity

Proposed change (if any):

... the classification as missing information will not be appropriate ....—erwhen-there-is-ro-reasonable

v/ othG

area s ier. Summary of product characteristics
(SmPC) changes should be made accordingly.”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

327

336-339

365-367

Comment:

Indications might differ between member states if an RMP includes multiple medicinal products authorised
through decentralised and national procedures. In these cases, the MAH should be asked to insert a footnote
indicating that this indications is only granted in country X, Y and Z.

This could either be included in GVP V rev. 2 directly or into the Draft guidance document.

Proposed change (if any):
Indications (specify differences in indications between MS in a footnote);...

In case different indications exists this should also be reflected in part VI.

Comment:

“The purpose of the safety specification is to provide an adequate discussion on the safety profile of the
medicinal product(s), with focus on those aspects that need further risk management activities.

It should be a summary of the important identified risks of a medicinal product, important potential risks, and
missing information.”

The safety specification includes the summary of the important identified risks of a medicinal product,
important potential risks, and missing information, but is not defined by this summary itself. It also includes all
identified and potential risks irrespectively of being designated as “important”. In conclusion the relevant
sentence should be revised as follows (proposed change):

Proposed change (if any):

“It should ke include a summary of the important identified risks of a medicinal product, important potential
risks, and missing information.”

Comment:

“RMP summaries for most recently approved centrally authorised medicinal products (CAPs) are published on
EMA website. The CMDh has published the summary of safety concerns for selected medicinal products for
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

387

410ff

which an RMP is in place, on the CMDh website.”
We endorse that the MAHs are informed on which websites they can find RMP summaries.

However, to our knowledge only a very small percentage of approved RMP summaries have already been
uploaded to EMA and CMD(h) websites. Potentially, a number of questions/requests will come asking for
uploading certain RMP summaries or asking for reasons why respective RMP summaries have not been
uploaded.

Proposed change (if any):

Comment:
“This RMP module should include incidence, prevalence, outcome of the target disease (i.e. indications)...”

Maybe it should be specified if outcome of the target disease means the outcome without or with state of the
art treatment.

Proposed change (if any):

“This RMP module should include incidence, prevalence, outcome of the (untreated) target disease (i.e.
indications)...”

Comment :
“This RMP module should present a high-level summary of the important non-clinical safety findings, ...“

Revision 2 of GVP V defines an important risk as a risk that warrants further investigation. It is unclear how this
definition should be applied to the non-clinical section. At this stage it is impossible to determine if a certain
risk/safety finding requires further investigation.

In our view, the word “important” will confuse the reader here. High-level summary of significant findings is
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

456-460

sufficient to inform the author of an RMP to stick to the main points.
Proposed change (if any):
This RMP module should present a high-level summary of impertant-significant non-clinical safety findings,...

Comment:

“When exclusion criteria from the clinical trial development programme are not proposed as contraindications
for the medicinal product, then RMP 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 and should be
included as missing information in the RMP.”

In our view the wording “might be associated with a different list of safety concerns” is difficult to understand.

According to the definition in draft GVP V rev.2, a missing information is included into the summary of safety
concerns based on clinical significance.

If it is the intention to rather draw attention to missing information as gap of knowledge that could and should
be further investigated, the above cited explanation means that the MAH should discuss in this part whether he
believes a study population excluded in clinical trials should/could be further investigated.

The above cited paragraph might therefore benefit from rephrasing as proposed in the following

Proposed change (if any):

“When exclusion criteria from the clinical trial development programme are not proposed as contraindications
for the medicinal product, then RMP 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 risks of clinical significance differentlistefsafety
eeneerns and should be included as missing information in the RMP.”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

501ff

529-530

Comment:

Here, no clear recommendation is included whether medication errors itself, or the adverse events or potential
for adverse events as a consequence from medication errors should be included into the RMP.

We propose to add a statement analogous to overdose that medication errors could be included as a safety
concern on their own.

Proposed change (if any):

“Medication errors identified during product development including clinical trials should be discussed and
information on the errors, their potential cause(s) and possible remedies given including discussion whether
this should be considered as a safety concern. Where applicable... .

Adverse reactions related to medication errors in the post marketing period should be discussed in the updated
RMP. The inclusion of medication errors as a safety concern into the RMP should be discussed and ways of
limiting the errors proposed;*“

Comment:

“The evidence supporting the interaction and possible mechanism should be summarised, the potential health
risks discussed for different indications and populations. Important (potential) risks following clinically
important interactions should be considered for inclusion as a safety concern;”

We consider the wording confusing. If a risk was already classified as “important”, it needs to be included into
the summary of safety concerns (and not considered for inclusion).

In addition, the concept to include the risk rather than the interaction might be misleading. Interactions might
be associated with a bunch of risks especially when catabolism of a drug is affected. Therefore, approaches to
minimize the risks of an interaction will always aim on the interaction rather than the specific risk(s)
(symptoms) arising from the interaction.
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

532

In our view, it might therefore be more helpful fill to name the risk, which could be general (e.g. increased
toxicity), in conjunction with the drug interaction.

Example: Increased overall toxicity when used in combination with strong CYP3A4 inhibitors

Moreover, based on the new definition of important risks, the MAH needs to discuss here if/how he plans to
further characterize interactions. If further characterization is planned, the interaction should be included into
the summary of safety concerns.

Proposed change (if any):

“The evidence supporting the interaction and possible mechanism should be summarised, ard-the potential
health risks discussed for different indications and populations, and plans to further characterise and minimise

the risks described. tmpertant-(potentiab)risksfolowing-¢clinieally timportant interactions along with their

associated risk should be esensidered-for inclusierded as a safety concern;
Comment:
“...contraception recommendations can be considered as risk minimisation measures.”

According to V.B.7 contraception is a routine risk minimisation activities beyond routine risk communication. It
might be helpful to clarify whether it is intended that every time contraception is recommended, an important
risk (teratogenicity?) should be included in the RMP.

Proposed change (if any):

risks in pregnant and lactating women, e.g. teratogenic risk - direct or through exposure to semen:
contraception recommendations can be considered as risk minimisation measures. If contraception is
considered necessary this risk qualifies for inclusion as safety concern (See V.B.7).
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

603-606

617-621

Comment:

“This RMP section should contain the initial identification of safety concerns 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).

We believe it should be clarified that not the update of existing RMP is meant here, but an RMP which was
requested for the first time in the post-authorization phase.

Proposed change (if any):

“...with the initial marketing authorisation (MA) application, or with a new RMP submitted-newly introduced in
the post-authorisation phase (at the competent authority’s request or without request).

Comment:

Heading and text of V.B.4.8.2 are not aligned properly. The heading states “ldentification of safety concerns...”,
whereas the text asks for discussion of new significant emerging data of risks not considered important.

Per GVP V module rev.2 a safety concern is defined as “Any of the important identified risks, important
potential risks, or missing information included in the RMP.” Therefore, either the heading is correct and in this
section details of safety concerns (=important risks) should be included, or the text is correct, and only data on
risks not considered important should be included. We assume that this section should report on the latter.

In addition, the term “identification” in V.B.4.8.2 does not fully match to the concept of re-classification as
mentioned in V.B.4.8.2b.

Proposed change (if any):

“V.B.4.8.2. RMP module SVII section “ldentificationNew significant data on ef safetyeenecerns-risks not
considered important-with—a since the last submission of the an—updated RMP”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

623

734-738

Comment:

“Data presented in this RMP section shall follow same requirements as detailed in V.B.4.8.1.1..”
There is no section V.B.4.8.1.1. — only V.B.4.8.1.a.

It should be specified that data on risks not considered important should be included here.
Proposed change (if any):

“Data on risks not considered important presented in this RMP section shall follow same requirements as
detailed in V.B.4.8.1.%a..”

Comment:

“RMP annex 3 — part A should contain protocols submitted for assessment, when the protocol submission has
been requested by the competent authority; RMP annex 3 — part B should contain protocols that have been
agreed with competent authorities and are being submitted with the RMP for amendment, when the protocol
submission has been requested by the competent authority;”

This section might benefit from clearer guidance and clarification if and whether 3A should be used for non-
approved or assessed protocols and whether 3B should be used to include already agreed protocols when
submitting routine RMP updates or whether updates to previously agreed protocols that need approval as major
protocol amendment themselves should be submitted as part of part B. If the intention of 3A and B is to clearly
separate materials that need further agreement from the ones already agreed, a more concise wording might
be helpful.

In addition, direct cross reference to V.B.9.3 should be given.

Moreover, it is important that assessors are informed early that an RMP is accompanied by a study protocol.
The MAH should therefore be asked to clearly state within scope of variation and cover letter that study
protocols/protocol updates were submitted and whether these have already been agreed with the responsible
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

745-752

845ff

authorities.
Proposed change (if any):

Update of annex 3 to ask the MAH to clearly state in the scope of the variation and/or the cover letter that
study protocols/protocol updates are submitted for assessment with the same application.

RMP annex 3 — part A should contain protocols submitted for assessment, when the protocol submission has
been requested by the competent authority; RMP annex 3 — part B should contain previously agreed protocols

that-have beenagreed-with-competentauthorities-and are being submitted with the RMP for amendment, when
the protocol submission has been requested by the competent authority;

Comment:

In Table V.3, for category 1 and category 2 studies, it could be added that these are found in Annex Il D and
Annex Il E of the SmPC for medicinal products with a central marketing authorisation respectively.

Proposed change (if any):
See above
Comment:

“routine risk minimisation activities beyond routine risk communication: usually found in sections 4.2 and 4.4 of
the SmPC but can also be found in sections 4.6 and 4.5 and accordingly sections 2 and 3 of the PL; warning
and precaution messages and recommendations in the SmPC will include information on minimising the risk of
the product by e.g.: — performing a test before the start of treatment;

— monitoring of laboratory parameters during treatment
— monitoring for new signs and symptoms

— adjusting the dose or stopping the treatment when adverse events are observed or laboratory parameters
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

918-920

change

— performing a wash-out procedure after treatment interruption

— providing contraception recommendations

— prohibiting the use of other medicines while taking the product

— treating or preventing the risk factors that may lead to an adverse event of the product
— providing long-term clinical follow-up to identify in early stages delayed adverse events. “

In our view the cited examples of routine risk minimisation activities beyond routine risk communication mostly
reflect common warnings in section 4.4 of the SmPC. Taking into account that the definition of important risks
defines a risk as important if routine risk minimisation activities beyond routine risk communication are
required, we feel that the specification what constitutes routine risk minimisation activities beyond routine risk
communication in V.B.7 leads to a definition of an important risk that is very similar to the old definition in GVP
V rev.1l. However, reading the preamble and other parts of the revised module, we have doubts that this
understanding might be correct.

In summary, reading through draft GVP V rev.2, we are not sure if all risks with above cited warnings in section
4.4 should be included into the summary of safety concerns, or if an important risk is characterized by its
ability to be further characterised.

Proposed change (if any):

Clarification throughout the RMP and especially in the terminology and V.B.7 is needed to avoid confusion what
an important risk as per GVP V is. A clear definition of an important risk needs to be provided.

Comment:

We endorse that applicants are asked to consult patient and HCPs and discuss risk minimization activities with
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

926-927

936-959

& 764ff of

Draft guidance on
format of the risk
management plan
(RMP) in the EU —
in integrated
format

them. Proposed change (if any):

Comment:

Information could be added that patient alert cards are attached to the PIL and thereby directly available for
patients (as per QRD template).

Proposed change (if any):
See above
Comment:

The restriction of the evaluation of risk minimisation measures to additional risk minimisation measures only is
not considered helpful and also not considered in line with the legal requirements from IR Art 30(1)(c):

1. The risk management plan established by the marketing authorisation holder shall contain the following
elements:

(c) a documentation of measures to prevent or minimise the risks associated with the medicinal product,
including an assessment of the effectiveness of those interventions;.

In line with this legal requirement and also in line with PSUR section 16.5 (which is itself established by the
requirements from IR Art 34(3) “The periodic safety update report shall contain the results of assessments of
the effectiveness of risk minimisation activities relevant to the risk—benefit assessment.”) all risk minimisation
measures established to minimise safety concerns, irrespectively of being “routine” or “additional” shall be
evaluated for their effectiveness.

Especially in cases of restricted indications due to safety concerns it is essential to monitor continuously the
number of ICSRs reported for the relevant risk and the prescription data stratified for indication to evaluate
whether this routine risk minimisation measure is effective in daily clinical practice. Therefore, evaluation of the
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

effectiveness of risk minimisation measures is crucial also for routine risk minimization measures and should
not be restricted in part V of the RMP to additional risk minimisation measures only. The evaluation of the
effectiveness of routine risk minimization measures is necessary as only with such evaluation any conclusion
can be drawn whether an important risk can be considered as being “managed appropriately in daily clinical
practice”.

Proposed change (if any):

In conclusion these sections need revision to re-establish the evaluation of the effectiveness of routine risk
minimisation measures. (Please also refer to the comment on interchangeability of sections from PSUR and
RMP).

“When the RMP is updated, the risk minimisation plan should include a discussion of the impact of additional
risk minimisation activities. Where relevant, such information may be presented by region. A discussion on the
results of any formal assessment(s) of additiernal risk minimisation activities should be included when
available.”

“In the RMP section on the risk minimisation plan, for each safety concern in the safety specification, the
following information should be provided:

= routine risk minimisation activities, including details of whether only inclusion in the SmPC and PL is foreseen
or any other routine risk minimisation activities are proposed;

= additional risk minimisation activities (if any), individual objectives and justification of why needed; fereach

» for each risk minimisation activity, the following information on measuring their effectiveness should be
presented:

— how the effectiveness of each (or all) of the risk minimisation activities will be evaluated in terms of

26/33



Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

975ff of GVP V
rev.2

& 907ff of

Draft guidance on
format of the risk
management plan
(RMP) in the EU —
in integrated
format

1000-1006

attainment of their stated objectives;

— what the target is for the additienal risk minimisation measures, i.e. what are the criteria for judging
success;

— milestones for reporting on the effectiveness of the additienal risk minimisation measures as well as
milestones for evaluating the need to maintain the activities (e.g. at renewal and thereafter with the PSURs).”

Comment:

Unlike draft GVP V rev.2 , the “draft guidance on format of the risk management plan (RMP) in the EU — in
integrated format” does not contain specific information that a plain-language approach should be used. In
contrast, the draft guideline often states that information from other parts of the RMP should be copied (e.g.
Use text from RMP Part Il SVI1.3.1 under ‘Evidence source and strength of evidence’). Information is missing
that this text should be “translated” in plain-language.

Proposed change (if any):

Add throughout the draft guidance that in part VI a plain-language approach should be taken and that the
copied parts have to be amended to be understandable for laymen.

Comment:

“The summary of the RMP part VI should be consistent with the information presented in RMP part Il modules
SVII, SVIII and RMP parts Ill, IV and V. It should contain the following information:

« the medicine and what it is used for;
= summary of safety concerns and missing information;

e routine and additional risk minimisation measures;
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1002 of GVP V
rev.2 &

864 of the

Draft guidance on
format...

1101-1106 &
764ff of the
Draft guidance on

= additional pharmacovigilance activities. “

There is a lack of detail what should be provided in the four subsections. GVP V rev.1 provided guidance on
each individual section. This is also needed here. The draft guidance document outlines that for the public
summary of safety concerns information on “evidence for linking the risk to the medicine”, “risk factors and risk
groups”, “risk minimization measures” and “additional PhV activities” should be included.

Especially for MAHs of old and generic medicines, it will be very difficult to retrieve the “evidence for linking the
risk to the medicine”. Guidance is needed here what should be taken into account (e.g. number of cases,
increased frequency compared to placebo in clinical trials, causality assessment as per WHO-UMC etc.).

In our view, it would also be important to inform patients about completed PhV activities and updates of the
significant RMP in general. Therefore, we believe that the section “Summary of changes to the risk
management plan over time” from GVP V rev.1 should be kept.

Proposed change (if any):

Please provide more guidance on what is expected to be included. Keep the Summary of changes to the risk
management plan over time” from GVP V rev.1.

Comment:

The title “the medicine and what it is used for“ might be misleading. Drugs are often used off-label. Therefore,
the heading should be changed and clearly stated what the respective drug was authorised for.

Proposed change (if any):
“the medicine and what it is usedauthorised for*
Comment:

It is proposed that Part V of RMP section “Evaluation of the effectiveness of risk minimisation activities” and
Section 16.5 of PSUR “Effectiveness of risk minimisation (if applicable)” are interchangeable. However for the
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

format...

1192ff

1203-1213 of GVP
Vrev.2 &

907 of the Draft
guidance on
format...

relevant PSUR section it is required that in line with IR Art 34(3)

“The PSUR shall contain the results of assessments of the effectiveness of risk minimisation activities relevant
to the risk-benefit assessment”.

Therefore, also the effectiveness of routine risk minimisation measures is displayed in section 16.5 of the PSUR.
Interchangeability of these relevant sections from PSUR and RMP is therefore only possible if the effectiveness
of routine risk minimisation measures as required from IR Art 34(3) are assessed and included also in part V
section “Evaluation of the effectiveness of risk minimisation activities” of the RMP.

In conclusion based on the current definition these sections are not considered interchangeable.
Proposed change (if any):

For full interchangeability routine risk minimisations measures needs to be evaluated in the context of part V of
the RMP or reference to interchangeability should be deleted.

Comment:

In GVP V rev.1 a table was included which parts are needed for which type of application (Figure V.3.
Requirements for new marketing applications). We believe this table was/will be very helpful.

Proposed change (if any):

Please include an updated table “requirements for new marketing applications” (analogue of figure V.3 from
GVP V rev.1).

Comment:

New applications under article 10(1) i.e. generic do not require part Il SI-SVII in case the originator has an
RMP or an RMP is published on CMD(h) website. In addition, part V may also be omitted if the originator has no
additional risk minimization activities. However, in part VI new applications under article 10(1) i.e. should
provide the same elements as for a full initial MA. Here, the “draft guideline on format...” asks new applications

29/33



Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1212

1214-1218 of GVP
V rev.2

under article 10(1) to provide elements from part Il SVII and part V (part VI.11.1.2 und VI.11.1.3 of the table
(line 907)).

Thereby, generics do not have to provide part Il SVII and part V in the RMP body, but have to provide the
respective information in part VI. This is inconsistent.

Proposed change (if any):

It should be specified that new applications under article 10(1) in situation 1 and 2 do not need to provide
“SVII data” in part VI.

OR

More advice in the “draft guidance on format...” is needed how generic applications in situation 1 and 2 (line
1203-1213 of GVP V rev. 2) should populate the table in line 907 of the RMP template.

Comment:

“safety profile” should be replaced by "safety concerns" since the safety profile usually includes more risks than
the safety concerns which on the other side also includes "missing information" which is not considered to
belong to the "safety profile".

Proposed change (if any):

Originator does not have an RMP but the safety prefiteconcerns of the originator product is published on the
CMDh website®®.

Comment:

“3. Originator does not have an RMP and the safety profile of the originator product is not published on the
CMDh website: Full modules SVII and SVIII should be included in the RMP. Module SVII should critically
analyse available relevant information (e.g. own pre-clinical and clinical data, scientific literature, originator’s
product information) and propose a list of important identified and potential risks as well as missing
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

1214-1218 of GVP
Vrev.2 &

360 of the Draft
guidance on
format...

information. “

One of the aims of GVP V rev.2 was to decrease complexity of the RMP. Albeit, the idea is acknowledged to
include details of risks and scientific evidence into the generic RMPs, we believe that this will increase
complexity of generic RMPs and will lead to a strong increase in workload for MAHs and NCAs. The vast
majority of the generic MAHs will not have pre-clinical or clinical data, and therefore will not be able to provide
details for each risk (all risks, not only important risks, see SVI1.1.2) especially regarding the “level of scientific
evidence for <risk> to be added in the safety specification as an important potential risk” (line 450 of “draft
guidance on format...”) when applying for a new generic marketing authorisation. Evidence of generic MAHSs is
often limited to the SmPC of the originator. However, as SVII and the respective evidence should also become
part of the public summary (see draft guidance on format...) detailed discussion on evidence of each risk is
needed, which in turn will increase workload for NCAs and MAHSs for a relevant number of generic products.

Proposed change (if any):

Remove the three different situations for new applications under article 10(1). Only part SVIII should be
required for all new applications under article 10(1).

Comment:

“3. Originator does not have an RMP and the safety profile of the originator product is not published on the
CMDh website: Full modules SVII and SVIII should be included in the RMP. Module SVII should critically
analyse available relevant information (e.g. own pre-clinical and clinical data, scientific literature, originator’s
product information) and propose a list of important identified and potential risks as well as missing
information. “

Generics should now provide module SVII if no RMP is available as per GVP module V rev.2. However, the draft
guidance document states that SVII is not required for generics (line 360).

Proposed change (if any):
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

1304-1306

1304-1306
1311-1316

Remove inconsistency.
Comment:

“As stated in V.C.1.2. an RMP update is expected to be submitted at any time when ....”

Here, cross reference to V.C.1.2 is given. However, the respective section V.C.1.2 “Risk management plans first
submitted not as part of an initial marketing authorisation application* does not state when an RMP update is
expected.

Proposed change (if any):

Delete the reference to V.C.1.2:

“As-stated-in\V-C-3-2—an RMP update is expected to be...”

Comment:

“An RMP update is expected to be submitted at any time when there is...”

“An update of the RMP might be considered when data submitted in the procedure results ...”

It might be easier for the reader to identify the difference in the two paragraphs if it starts with the situation
when it updates should be submitted. In line 1304 ff, the RMP update should be submitted at any time if...,
whereas in line 1311 ff, the RMP should be updated within a procedure.

Moreover, we are not in favour of a wording like “might be considered”, this leaves too much space to interpret
the need for RMP update differently across EU MS states and MAHS.

We consider it helpful if GVP V rev. 2 could give advice how minor changes (update of post-marketing
exposure, new non-clinical data, closing of trials etc.) should be handled. The accumulation of significant
number of minor changes should also trigger an RMP update. Update of the RMP at the next regulatory
opportunity could be proposed. Alternatively, GVP V rev.2 could recommend that the MAH should check the
RMP yearly/five-yearly for minor changes and submit an update once a significant number of minor changes
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Line number(s) of Stakeholder number Comment and rationale; proposed changes
the relevant text

accumulated.
Proposed change (if any):
“An RMP update is expected to be submitted at any time when there is...”

“Within a procedure, an update of the RMP should mightbe eensideredsubmitted when data-submitted in-the
procedure-results ...”

Further proposals see above.

Please add more rows if needed.
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1. General comments

Stakeholder number General comment

Questions on which the Agency has sought specific feedback by means of the public consultation:

1. The updated risk definitions and guidance on Part 11 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?

As the PSUR and the RMP have different purposes and different periodicities, the safety concerns described in the RMP should be limited to those that are
classified as important and for which there is focus on risk management.

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?

We agree to the proposal in GVP V rev 2 not to include voluntary studies in the RMP in line with EMA’s aim to keep the RMP focused.

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)?

We recommend not including these multiple documents as these would increase the volume of an RMP significantly. Instead, the English master version may be
appended.

4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?

We recommend maintaining text in V.B.10 and deleting V.B.10.1 as the table incorrectly implies that the sections interchangeable.
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

160 Comment: If the definition of risk changes from an ‘untoward occurrence’ to an ‘undesirable outcome’, will
there be guidance from the Agency on how to update existing RMPs. For example should the risk of medication
errors with an insulin product be modified to the risk of Hypoglycaemia/hyperglycaemia, with a root
cause/MOA as the medication error?

Proposed change (if any): Provide a Qs & As as a separate document providing process instruction to update
existing RMPs.

174-177 Comment: Is our understanding correct that according to the newly proposed definition of important risk, in the
future, a risk is only considered important if there are additional pharmacovigilance activities and/or additional
risk minimisation activities? In other words, risks with only routine measures are not considered important?
If this is the case, will the existing important risks with routine pharmacovigilance and risk minimisation
measures be re-classified as non-important?
Proposed change: Please clarify the terminology.

185-195 Comment: This concept of justified supposition of an ADR related to long-term use and use in populations not

studied needs to be clarified against lines 191-197. Classification as a potential risk (line187) is contradictory
to lines 196 where it is stated that use in population not studied with an expected different safety profile should
be missing information. It is the difference between ‘justified supposition’ and ‘expected’ that needs to be
clarified, especially when clinical judgment is applied to both scenarios.

Proposed change (if any): Please clarify.
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Line number(s) of

the relevant text

Stakeholder number

Comment and rationale; proposed changes

236-239

Comment: More guidance when an important risk can / should be re-analysed and removed from the RMP
would be appreciated.

286-289

Comment: The linking of the CTD with the RMP is considered practical for an initial MAA but will add complexity
in the post marketing setting considering that not all documents / document versions referenced in the RMP
may be available in the eCTD.

Proposed Change: Maintain the RMP as stand-alone document containing references instead of hyperlinks. This
would still allow keeping the RMP focussed.

295-296

Comment: A clarification whether full text or a list of references should be appended would be appreciated. It is
impractible to include literature references as full texts in the RMP annex 7.

483-489

Comment: Module SVI has been substantially revised and now only contains the potential for misuse for illegal
purposes.

Proposed change: Consider moving this section to another module or part of the RMP to facilitate module
administration.

615-616

Comment: This requirement on justification why a risk is not taken forward as a concern may misinterpreted as
a lengthy review of all risks contained in the Pl (contraindications, warnings and precautions, all individually
listed side effects, drug interactions, pregnancy and lactation, drug interactions...) and justifications for each.
However, the review of all risks and decisions on which are classified as important are part of the MA procedure
and in postmarketing in procedures related to PSUR reviews and RMP updates. In addition, any new risk
included in the Pl would trigger an RMP update to justify its non-inclusion although there are no changes to the
risk management system.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

Proposed change: Omit last bullet in module V.B.4.8.1 and delete SVII.1.2 and SVII.2.2 in RMP template

713-714

Comment: Requested observed vs expected analyses are not required according to the PSUR guidance.

Proposed change: Delete

921-923

Comment: RMP Annex 6 is incorrectly referenced (“Protocols for proposed and on-going studies in categories 1-
3 of the section “Summary table of additional pharmacovigilance activities” in RMP part 111” instead of “Details
of proposed additional risk minimisation measures (if applicable)”).

Proposed change: Please correct to Annex 3.

950-952

Comment: Clarification is needed with regard to Annex 2 — Summary of on-going and completed pharmaco-
epidemiological study programme. This should list all studies included in the pharmacoepidemiological
programme. However, according to the proposed template, this should list all studies included in the
Pharmacovigilance Plan (current or in previously approved RMP versions).

Proposed change: Please revise.

1107

Comment: Table V.4 is inconsistent with regard to the correspondence between RMP Part I, module SV “Post-
authorisation experience” and PSUR Section 3 “Actions taken in the reporting interval for safety reasons”. In
fact, the RMP section “Actions taken for safety reasons” has been removed from the proposed template.

Proposed change: Please correct.

1311-1318

Comment: Clarification is needed on the need for RMP updates when the SmPC changes, e.g. “when monitoring
of renal function is added as a recommendation in the Special warnings and precautions for use section 4.4 of
the SmPC ”.
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Line number(s) of Stakeholder number

the relevant text

Comment and rationale; proposed changes

Proposed change: Please provide more guidance on RMP update requirements.

1369

Comment: This paragraph is unclear when compared to the requirement in Module XVI to present country
specific differences in the imposed additional risk minimisation activities.

XVI.C.1: In circumstances where some key elements are specific for only some Member States (e.g. an activity
is specifically linked to the healthcare system of one Member State) or where additional risk minimisation
measures are not imposed as a condition for marketing authorisation these shall be included in the RMP.

Proposed change: Please clarify this paragraph and harmonise with module XVI.

Template 58-59

Comment: The following instructions need clarification: “... is advisable to use a major version number (e.g.
version 1.0., 2.0, 3.0, etc.)”

This advice is unpracticable since the MAH cannot foresee which (minor) version will receive a positive opinion,
therefore the last submitted minor version would be the approved one.

Proposed change: Please clarify requirements for versioning.

Template 67

Comment: Table Modules 1; inconsistent heading for Annex 3:

ANNEX 3 Protocols for proposed, on-going and completed
studies in the pharmacovigilance plan

Proposed change: “Completed” should be removed according to heading and instructions provided later on in
the template.

Template 855-862

Comment: A definition of important risk is missing; more context and explanations are needed regarding to the
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

concept of risk minimisation measures and additional pharmacovigilance activities.

Proposed change: Please add definition and further explanations in the annotations.

General remark

Comment: It would be helpful to have a cross-reference to the guidance on RMPs for biological medicinal
products (EMA/168402/2014) in module V Section V.C.1.1 (and subsections).

Proposed change: Please add cross-reference.

Please add more rows if needed.
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1. General comments

Stakeholder number General comment

In general, the changes of revised GVP module V, which will result in shortening of guideline and template as well, are appreciated. This will be associated with
a more focused RMP, with lower number of redundancies. Furthermore, the guidelines gives a good introduction in the need and aim of a RMP, including the
legal background. The reduction of table number in the corresponding template will also contribute to a more focused document.

The new opportunity to link the RMP with other documents as the CTD is also an advantage, to avoid redundancies and to create a streamlined document.

Some disadvantages, which were not resolved with the new guideline version, are the low numbers of examples given in the entire document. However, such
examples would be very helpful to illustrate the objective of the sections and the information enclosed and thus will be the basis for clear and appropriate
created document. This would be a big advantage for authors, assessors, and user of the RMP.

The identification of safety concerns is a central part and forms the basis for creation of adequate and useful RMP. In this context, the definition of the term
“important” in connection with identified and potential risk is of crucial importance. Under specific circumstances, it is very difficult to classify a risk as
“important” or as “not important”. However, such a decision might have large consequences including studies, which are probably not necessary. Therefore, in
the context of definition of an important risk, various examples should be given, which help the authors of a RMP to categorise the risk more appropriately to
keep the RMP focused on real important risk and to avoid burden to test person for studies, costs, and time. In this context it should be also noted that status
of an initially “not important categorised” risk can change to “important”, for example when more information are available.

General Comments / different parts:
e Partl:

o0 The QPPV-signature seems only to concern the “currently approved RMP”, but for this already approved RMP a new QPPV signature is not
necessary. A QPPV-signature for the new version of the RMP is missing. On the first page the information of the current RMP for assessment
should be given, not the information concerning the already approved RMP because the document is newer than the already approved RMP.

0 What should be done instead of the hyperlinks (e.g. for spc and literature) if the product does not have an eCTD at the moment? How could
these hyperlinks be managed if there are different products concerned in the RMP but not all products are concerned in the current assessment
procedure (e.g. different DCP procedures in different assessment steps)? Furthermore it is sufficient to refer to the relevant document (spc and
literature) in the RMP without setting a hyperlink due to the fact that the structure of the CTD is harmonized.
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Part Il SVII:

“Risk not considered important for inclusion in the safety concern”:

The RMP as a document for the benefit-risk-management and —planning should only focus on important risks. The benefit-risk-assessment is done in
the PSUR where the assessment “Important — not important” should be defined already. The safety concerns of the RMP and PSUR should be in line.
Therefore information concerning “not-important safety concerns” are not necessary for the RMP.

Part V:

Section V.3 is a summary of V.1 and V.2.

The duplication of information in Part V should be reduced. There should be only one complete table for safety concerns and the necessary risk
minimization measures in Part V. Pharmacovigilance activities which were added in the new RMP Template in section V.3 are already described in Part
11l and this content is not relevant for the section “risk minimization measures”. This part of the table should be deleted. More details regarding
additional risk minimization measures can be described in section V.2.

Part VI:

The numbering in section Part VI, “Il. Risks associated with the medicine...” seems to be wrong:

It starts with 1.1 and ends with 1.4.2. In the table in 1.2 and 1.3 there is a crossreference to “section 2.3” which we could not find in the RMP
Template.

Responses to general questions:

Question 1:

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

A focused RMP list is appreciated. This is in line with the aim of RMP, to be a document/tool focused on data collection, which were needed but currently
not available to characterise known or potential risk. If such information is gained and the risk is appropriately characterised, then there is no need to
further enclose this risk as safety concern in the RMP. In contrast, the PSUR/PBRER is a document to characterise the benefit/risk balance of a
substance comprehensively. Such information is and should be essential for the PSUR and has to be discussed and assessed in this document. In
consequence, RMP and PSUR are documents with different focus (prospective vs. retrospective/integrative), there should be the possibility to list
different safety concerns in both documents.

Question 2:
Should studies conducted by the MAH but neither required nor imposed by the competent authority (previously classified as category 4
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studies) be included, for information, in the RMP annex 2.

All studies with aim to analyse data concerning safety concerns, which are listed in the RMP should be included in the RMP, independently from origin of
study. However, if a study does not focus on the safety of the product, inclusion in RMP annex 2 is not recommended.

Question 3:
Should the 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)?

The risk minimization materials must be included in English language in RMP Annex 6. This English document is the central document and will only be
translated in different national languages without changing the content of the risk minimization material. Therefore the national translations do not
result in any additional information concerning the RMP. It is not necessary to add these translations in the RMP, the English version is sufficient.

Question 4:
Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1)?

The documents RMP and PSUR are based on the safety concerns of a drug product. The safety concerns of both documents should be in alignment. But
the documents are different: PSUR for retrospective, integrated, post-authorisation benefit-risk-assessment; RMP for prospective pre- and post-
authorisation benefit-risk management and planning. This should be clearly described in the relevant GVP-Module. Therefore Part V.B.10 of the GVP
Module V should be maintained.
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2. Specific comments on text

Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

225ff

285ff

289

424-430

619

619ff

Comment: As this a very important step in the life cycle of an RMP, examples should be given here under
which circumstances safety concerns could be removed from the RMP.

Comment: The term ‘most important risks’ should be defined more clearly and examples should be given.
What distinguished it from an important risk?

Comment: Does that mean that the link to the respective document is sufficient or has the cited document to
be listed in annex.

Comment: In this section it should be clearly stated that safety concerns only comprises risks/missing
information with a possible/known impact on patient’s health.

Proposed change:
It should be clearly stated here again that non-clinical safety findings, which are not considered relevant for

human, should not forwarded to section SVIII and thus their discussion should stop at this point.

Comment: Does that mean that only information on “newly identified” risk should mentioned here and
information on potential risk are excluded in this section?

Proposed change: Give some examples for “newly” identified risk.

Comment: As this a very important step in the life cycle of an RMP, examples should be given here under
which circumstances safety concerns could be removed from the RMP.
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Line number(s) of Stakeholder number Comment and rationale; proposed changes
the relevant text

984 Comment: What should be the language for national authorised products?

995ff Comment: No information about the language were given. Is an English summary sufficient?
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23 May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

CSL Behring

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

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

1. The updated risk definitions and guidance on Part Il 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?

The RMP content in the safety specification should be in full alignment with the content of the PSUR.

Changing the definitions in Module V to diverge from the definitions in other GVP modules would in many cases result in different
lists of risks in the EU RMP to the PSUR. This is likely to result in confusion for stakeholders, and makes communication between
MAH and CA regarding important risks unnecessarily complex.

In addition, whilst many countries outside EU follow the EU GVP guidance, there are still many who base their requirements
around the original ICH E2E template and definitions. Therefore, these changes would result in differing lists of important risks
being included in RMPs in different countries/regions- causing difficulties for both MAH and inter-agency communications.

There is an appreciation for the proposed changes in definitions to provide a less complex pharmacovigilance plan and risk
minimisation plan, which is targeted to only risks which require further characterisation or additional risk minimisation measures.
An alternative to changing the definitions would be to provide a subset of important risks under a new definition of ‘Risks
requiring additional activities’.

This would allow the safety specification to remain in line with the PSUR and other documents, but the pharmacovigilance plan
and risk minimisation plan to target those risks which require actions in addition to routine PhV (such as activities to characterise
the risk or additional risk minimisation measures).

As an example, the content of Module SVIII (summary of safety concerns) could be changed to look like this:
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Stakeholder number General comment

Category Risk Risk requiring
additional
activities

Important identified risks * Anaphylactic reactions No

e Migraine No
e Thromboembolic events Yes
Important potential risks e Anaemia Yes
e Stevens Johnsonsyndrome Yes
Missing information o Safety profile in pregnancy and lactation Yes

Only risks which are indicated with a ‘Yes’ would be discussed in Part |1l and Part V. A rationale would need to be provided for
risks which are indicated with a ‘No’ as to why no actions were needed (eg. well characterised risk with no additional actions
needed, current clinical practice sufficient to manage this risk).

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?

In line with the current GVP Module V, MAH should have the option to provide category 4 studies in the table for completeness.

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)?

Given that materials could differ in various member states, depending on the structure of the health system and product
distribution in each member state, this appendix could be unnecessarily cumbersome. The proposed key messages in Appendix A
should be sufficient.

4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?
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Stakeholder number General comment

Section V.B.10 should be maintained and expanded in line with the current GVP Module V (Section V.B.14 in current module). The
reasons for not adopting the new proposed terminology in V.A.1 are provided in the response to question 1.
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

156-158

160, 167

168

171

Comment:
New definitions not used in the entire context of the pharmacovigilance legislations may lead to confusion and
inconsistencies.

Proposed change (if any):

Do not introduce definitions which are not used consistently throughout all GVP Modules

Comment:

Proposed is the phrase “An undesirable outcome....” Definition of the term “undesirable outcome” required

Proposed change (if any):
Please continue to use “an adverse reaction....”

Comment:
Not clear whether the term signal includes also not yet confirmed signals. Would a confirmed signal be
synonymous with potential causal association?

Proposed change (if any):

Comment:

Unclear why among the term “important identified risk” and “important potential risk” the term “important
risk” is used in this document. Use of latter mentioned term may lead to confusion and/or misinterpretation

and inconsistency.

Proposed change (if any):
Do not use the term “important risk”
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

182-184

201

205

214-216

Comment:
Sentence “ If confirmation....” This sentence is somewhat redundant and not logical linked to sentence 2 of
this paragraph.

Proposed change (if any):

Sentence and should be merged with the first sentence of this paragraph or —alternatively- should follow the
first sentence. Current second sentence is not logical linked to the first one and should be moved to the end
of the paragraph.

Comment:

Additional value of introduction of the term “safety concern” unclear because just an umbrella term for
already defined terms. There is the danger that the term “safety concerns” is used inconsistently.

Proposed change (if any):

Do not use the term in context of this document

Comment:

Suggest to strike the term pharmacovigilance and replace by risk minimization activities, because in many
instances one need cooperation between functions and other organizations including Heath Authorities

Proposed change (if any):

Replace term “pharmacovigilance” by “risk minimization”

Comment:

Highly unclear and confusing to understand why one would have different definitions and different use of
these terms in different modules. It is of eminent importance that terms are used in a consistent manner
throughout all GVP Mules because of significant interdependencies between Modules.

Proposed change (if any):
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

234

Please add more rows if needed.

Use defined terms consistently in ALL GVP Modules

Comment:

Example given in brackets to elevate a “important potential risk” to “important identified risk” does not
comply with the definition of “important identified risk” provided earlier in the document

Proposed change (if any):
Delete above mentioned phrase “(e.g. if they result in associated additional risk minimisation activities)”
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format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public consultation:

http://www.ema.europa.eu/docs/en_GB/document library/Other/2012/02/WC500123145.pdf).
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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).
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on 'Guideline on good
pharmacovigilance practices (GVP) Module V — Risk
management systems (Rev 2)' (EMA/838713/2011 Rev
2.)

Comments from:

Name of organisation or individual

European CRO Federation (EUCROF)

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).

30 Churchill Place e Canary Wharf ¢ London E14 5EU e United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union

© European Medicines Agency, 2017. Reproduction is authorised provided the source is acknowledged.



1. General comments

Stakeholder number General comment (if any)

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

1. The updated risk definitions and guidance on Part Il 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 identification of ‘non-important’ safety concerns in the RMP appears duplicative of the PSUR. The
recommendation would be that this list is NOT included. If it is decided that they should remain, it is recommended that it is
aligned with the PSUR to reduce the resource burden to create this section.

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: As any new information from all studies is presented and analysed in PSURs, it is recommended that it is omitted from
the RMP, unless there are new safety issues, impacting the product B/R balance with impact on the public health.

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: As the RMP is only required to be updated in specific situations, it is likely that copies of distributed documentation
will become outdated over time due to administrative and/or logistical considerations associated with the underlying
documentation. It is recommended that they are NOT included in the RMP annexes.

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: It is recommended that V.B.10 is retained as an understanding of the differences between the PSUR and RMP is key
and not explained by the definitions provided in V.A.1.

Regarding the terminology described in section V.A.1, it should be omitted and the module should refer to GVP module Annex 1.
definitions, that needs to be updated.

2/3



2. Specific comments on text

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

Comment:

Proposed change (if any):
Comment:

Proposed change (if any):
Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

CE MEDICINES HEALTH

31.5.2016

Submission of comments on GVP Module V - Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

I rman Society of Pathology

Please note that these comments and the identity of the sender will be published unless a specific
Jjustified objection is received (please see privacy statements:
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general content 000516.jsp&mid and
http://www.ema.europa.eu/docs/en GB/document library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public consultation:

http://www.ema.europa.eu/docs/en_GB/document library/Other/2012/02/WC500123145.pdf).
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

27" May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

Gilead Sciences International Ltd.

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

This updated Module V text creates a question over PASS definition and the forthcoming Module VIII update, including the
requirement to register studies in the PAS register: Module VIII reads, as if studies routinely required post-authorisation in non-
EEA countries may have to be registered in the EU PAS register. However, the text here in Module V specifically states that they
should not be included in the EU RMP. What is the intention — to capture all relevant studies in the EU RMP and match these with
the PAS register or is it acknowledged that the PAS register may contain more studies for a product than are listed in its
corresponding EU RMP?

Response to Agency Question 1 (line 19): The RMP should focus on the important risks for the product (see comment on Lines 615-
616 and 619-621 below)

Response to Agency Question 2 (line 19): See comment on lines 743-761 and 1025-1026 below

Response to Agency Question 3 (line 19): Given the long time it can take to get materials approved by national authorities and the
frequency of RMP updates, it does not seem appropriate to include national authority approved materials in the RMP. Per the
updated module and template it appears that draft text for educational material no longer needs to be included in the RMP. Is this
the intention?

Response to Agency Question 4 (line 19): recommend deleting
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

211

216

236-239

288-289

294

Comment: Slight grammatical correction needed to clarify singular vs plural of ‘adverse reactions’.

Proposed change (if any): Remove the word ‘an’ in the sentence

Comment: ‘for the EU GVP’ — Should this more specifically refer to Module V, as otherwise there is a potential
for conflict with Annex | definitions?

Proposed change (if any):

Comment: Lines 172-177 refer to an important risk usually needing further evaluation or risk minimisation
activities beyond routine. Therefore once additional PV activities have been completed for an important
identified risk for which there are no additional risk minimisation activities, should the risk no longer be
considered important? If this is the case, suggest it is reflected in Lines 236-239.

Proposed change (if any):

Comment: Does the request for links to eCTD documents in the RMP core mean that the RMP is no longer a
stand-alone document? How will these links work, when the RMP is updated separately from CTD required
submissions and how will the links be maintained over a sequence of submissions or should they be removed?
How will the data remain source-referenced over several versions of the RMP?

Proposed change (if any): Propose to remove this text

Comment: Table V2: The cross-reference proposals suggest an entirely hyperlinked RMP across the eCTD —

3/9



Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

295-296

393-394

464-466

470-471

483-489,
493-494, 495-
500, 501-511,
512-515, 516-521

How will this work when only parts of the RMP Modules are updated over successive submissions? Or if the RMP
contains more than one product?

Proposed change (if any):

Comment: Suggests the RMP is no longer a standalone document.

Proposed change (if any):

Comment: Does relevant AEs refer to those that are due to the underlying indication?

Proposed change (if any):

Comment: Are the populations in parentheses intended to be examples? They may not always be appropriate.
Proposed change (if any): The exposure or the lack of, in special populations (e.g. pregnant women.....
Comment: Does this include combination products where one component is the same active substance?
Proposed change (if any):

Comment: SVI now only mentions misuse for illegal purposes, despite the word ’includes’ in line 486. Should
this topic be the only one for the module? The move of overdose, transmission of infectious agents, medication
errors, off-label use and paediatrics to Module SVII is creating the question whether these topics should only be

discussed in case they constitute an important identified/potential risk or missing information.

Proposed change (if any): Retain the discussion of overdose, transmission of infectious agents, medication
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

522-524, 525-
530, 531-534,
535-537

525-527

538-601

610-614

615-616

errors, off-label use and paediatrics in this module SVI and include only relevant text for risks on these topics
in module SVII, if they merit inclusion as specific risks/missing information for module SVIII and Part V.

Comment: Class effects, drug-drug-interactions, pregnancy & lactation, fertility — it is not clear whether these
topics require a general and separate presentation in SVII or whether they should only be mentioned if there
are specific concerns to be treated as important identified/potential risk or missing information.

Proposed change (if any): These discussions could all be moved to Module SVI, so that SVII can focus on those
items that are the key important identified/potential risks or missing information requiring list in SVIII and Part
V.

Comment: Does information on non-clinically important interactions need to be included?

Proposed change (if any):

Comment: Special considerations for ATMPs — should these form a separate module for RMPs of such products?
Proposed change (if any):

Comment: This information seems repetitive to section V.B.4.8.3.

Proposed change (if any): Remove

Comment: ‘the justification for not including them as a safety concern’ — would this be whether or not they are
considered important? It is confusing to use different terminology here.

What are the expectations for discussion here? It can hardly be the intention to discuss every reported ADR
from all clinical trials or every signal ever investigated for a marketed product here. What is the threshold for
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

619-621

679-699

700-704

including such a discussion in the RMP and is it the expectation that the RMP be updated every time a risk is
being evaluated by the MAH and rejected as not important? Would this mean that every PSUR requires an RMP
update concomitantly to keep track of these rejected signals? It appears logistically challenging and somewhat
redundant with the PSUR and other submissions on such matters, particularly considering the apparent
intention to link the RMP across the eCTD and therefore recognising it as not being a standalone document.

Proposed change (if any): Remove the sections to justify risks that are not taken forward as safety concerns.
Comment: As above, it appears that the introduction of a request to include discussions on newly identified
risks not considered important would go beyond the reasonable scope of a focused RMP and create duplication
with PSURs and other reports dealing with such matters. It would also create a need for constant update
without necessarily any important new data contributing to the demonstration of a changing risk profile.
Proposed change (if any): Remove

Comment: Description of routine PV activities would appear important to be presented for the Module SVIII
risks in a structured form, rather than by routine PV activity. The text is not clear that the description is to be

structured by each of the SVIII items.

Proposed change (if any): Clarify that the required outlines should be for each of the module SVIII identified
items where applicable.

Comment: As above — the text should clarify that the use of specific adverse event questionnaires is relevant to
a specific risk from Module SVIII.

Proposed change (if any):
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

711-714

729-730

715-742

743-761 and
1025-1026

Comment: Requested analyses and reviews are likely to change over time. Given that the RMP is not routinely
submitted with the PSUR suggest removing this section.

Proposed change (if any): Remove section.

Comment: The sentence is rather truncated and is not entirely clear therefore. Is the meaning: ...according to
the respective legislation in place ‘and’ recommendations in the GVP Module VIII? Or ‘as per’ recommendations
in the GVP Module VII1?

Proposed change (if any):

Comment: The text makes no reference to the categorisation of studies (Category I, I, I11). It would be helpful
to mention that the activities should be presented by Category in this section already and not retain this solely
for the summary section.

Proposed change (if any):

Comment: It appears that the Category IV has been omitted from the update, both in this module text as well
as the new RMP template — is this intentional and does this mean that the Category IV studies are no longer to
be listed in the RMP? This is seemingly in contrast to the text for RMP Annex 2, where such studies may still be
listed. Is it useful to have different study lists in the Annex from the Body of the RMP?

The question also arises about definition of PASS under such circumstances — is it possible that the MAH
conducts voluntary PASS, but these are not required for inclusion in the RMP, as they are not falling under the
categories I, 1l or 111?

Proposed change (if any):
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

803-805

940-941, 1162

973-974

1030/1031,
1067/1068

1095-1100

Comment: Does the text intend to state that agreed studies as part of a PIP to add a paediatric indication have
to be listed as PAES in the EU-RMP? The text is not clear in that regard.

Proposed change (if any): Clarify. If the intention is not to add the PIP studies in the PAES part of the RMP,
then perhaps the details of the regulation provided here should be removed.

Comment: The text suggests that every RMP update needs to include a discussion of the impact of additional
risk minimisation activities. Is this the intention? There are many possible reasons for RMP updates and not all
of them may affect the risk minimisation plan. It would be better to specify a timetable for impact assessment

and reporting and update the relevant RMP section at such a milestone.

Proposed change (if any): Clarify when an update of the impact of additional risk minimisation activities is
needed.

Comment: Given the section is on risk minimization, it does not seem appropriate to include PV activities in
Part V Section 3 unless it is limited to those addressing the effectiveness of a risk minimisation activity.

Proposed change (if any): Remove PV activities from Part V section 3.

Comment: Similar comment as before — in a multiple update situation for an RMP, would the expectation be
that the eCTD links are provided only for the most recent updates and the protocols for previously included
studies be then added in full?

Proposed change (if any):

Comment: This speaks to the comments made above, the example provided here is that a RMP will reflect a

new risk that is discussed in the PSUR — as these two documents are complementary, the addition of text
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Line number(s) of Stakeholder number Comment and rationale; proposed changes
the relevant text

regarding those risks that are not taken up in the RMP as important safety concerns can be limited to the PSUR
and should not be repeated in the RMP.

Proposed change (if any):

1317/1318 Comment: Lines 960-969 imply that the effectiveness only needs to be assessed for additional risk
minimization activities.

Proposed change (if any): Remove sentence

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

1% May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

Guild of Healthcare Pharmacists

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

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

1. The updated risk definitions and guidance on Part Il 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?

We feel that it should be a focused Risk Management Plan (RMP) list of safety concerns. This would highlight the potential risks with medicines and fill
knowledge gaps before approval of the product by regulators. Also, as pointed out in the module, the primary post-authorisation pharmacovigilance
documents for safety surveillance are the RMP and the periodic safety update report (PSUR) and although there is some overlap between the
documents, the main objectives of the two are different and the situations when they are required are not always the same. The main purpose of the
PSUR is retrospective, integrated, post-authorisation benefit-risk assessment whilst that of the RMP is prospective pre-and post-authorisation benefit-
risk management and planning. As such, the two documents are complementary. When a PSUR and an RMP are submitted together, the RMP should
reflect the conclusions of the accompanying PSUR.

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?

It may be useful if such studies could be made available for anyone seeking clarity on particular issues but we do not see that they need to be included
in annex 2. Instead, we suggest that hyperlinks are provided in the document to enable commands to a web browser to load a target web page that list
these studies.

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)?

As above, we do not see that these need to be included, and instead the provision of hyperlinks in the document would be preferable.

2/4



4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?

Section V.B.10 should be maintained as section V.A.1 does not make any reference to PSURs. Furthermore, lines 738 to 740 in the module make
reference to section V.B.10 regarding RMP annex 3 — part C needing to contain protocols already approved and other category 3 studies protocols.
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2. Specific comments on text

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

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

Healthcare Improvement Scotland

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 “
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

Healthcare Improvement Scotland is the national healthcare improvement organisation for Scotland and part of NHSScotland. We

work with staff who provide care in hospitals, GP practices, clinics, NHS boards and with patients, carers, communities and the
public.

Our work drives improvements in the quality of healthcare people receive by:

e supporting and empowering people to have an informed voice in managing their own care and shaping how services
are designed and delivered
delivering scrutiny activity which is fair but challenging and leads to improvements for patients
providing quality improvement support to healthcare providers, and

e providing clinical standards, guidelines and advice based upon the best available evidence.

Through its Quality Strategy, the Scottish Government has a commitment to improving quality and has, for the last 10 years,
committed to improving safe use of medicines across NHSScotland. Healthcare Improvement Scotland has a key role to play in
supporting delivery of this agenda through strengthening collaborative working between Area Drug and Therapeutic Committees
(ADTCs). These are Committees responsible for providing advice to the regional NHS boards on the use of medicines to meet the
needs of the patients in that health board area. There are 14 regional health boards in Scotland.

Healthcare Improvement Scotland welcome any proposal to make the risk management plans developed by product manufacturers
more widely available to allow the risks of medicine use in clinical practice to be more effectively managed. We look forward to
developing mechanisms in future to allow us to drive improvement in the safe use of medicines.
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2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

21 May 2016

Submission of comments on (GVP) 3 - Module V — Risk
management systems (Rev 2) (EMA/838713/2011 Rev. 2)

Comments from:

Name of organisation or individual

International Plasma Fractionation Associatio (I1PFA)
Our ref. IP-16-114
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1. General comments

Stakeholder number General comment

Answers to Questions

1. The updated risk definitions and guidance on Part Il 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?

Answer: The full alignment with the PSUR content is highly preferred. See comments below.

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?

Answer: This proposal is acceptable but only in annex 2. Section V.B.5.2 should clarify that these studies are not part of the
pharmacovigilance plan. See comments below.

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)?

Answer: No. See comments below.

4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in V.A.1.)?

Answer: This should be maintained as in revision 1 of the guideline.

General Comments

Comment 1:

This revision 2 is the 2d major revision of Module V within 2 years (revision 1 came into effect in April 2014) and will come into effect Q3
2016.

In case of update of an existing RMP (i.e. addition indication or others), will it be mandatory to update the document in order to be
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Stakeholder number

General comment

compliant with revision 2 of the guideline? If yes, this could have an important impact on business workload for MAH.
It is important to take that into account with an adequate transitory period.

Comment 2:
This revision 2 is the 2d major revision of Module V within 2 years (revision 1 came into effect in April 2014) and will come into effect Q3
2016.

Several eCTD links to other documents of the MA dossier are required in the draft guidance.

This approach is opposite to the one presented in revision 1 of the guideline which mentions “Information should be provided in enough
detail to enable an assessor to understand the issues being presented. Unless specifically mentioned in this guidance, cross references to
other parts of the dossier should be avoided since it is intended that the RMP should be a largely stand-alone document”.

eCTD format is mandatory for MA dossiers of CAP but not for NAP. How can MAH be compliant with this guidance for MA dossiers in
NeeS or paper format?

Addition of links to other documents of the MA dossier will lead to changes in MAH SOPs and processes and technical difficulties will
have to be resolved.
It is important to take that into account with an adequate transitory period if these changes are confirmed. »

Comment 3:
The different levels of definitions of risks (potential or identified, important or not) from Module V and from other GVVP documents (Annex
I) are not easy to interpret and to implement for MAH.

“Table V.4. Common sections between RMP and PSUR was modified in revision 2 of the guideline (ref: “Table V.3: Common sections

between RMP and PSUR” from revision 1), so “SVIII Summary of the safety concerns” and “SVII Identified and potential risks” of a RMP
seems to be no more common with respectively sections 16.1 “Summary of safety concerns” and 16.4 “Characterisation of risks” of a
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Stakeholder number General comment

PSUR.

How should MAH interpret the table of revision 2 in order to define the safety concerns of the PSUR and how can safety concerns of a
PSUR be different from those of a RMP?
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

156-158

160 - 165

167-169

172-177

174

176-177

Comment: See general comment 3 on definitions.

Proposed change: To use the same level of definitions in Module V and other GVP documents (Annex I).
comment: The focus definition of an identified risk refers to data from clinical trials, which is coherent in case a new
MAA/initial RMP; but any update of a RMP also includes data from post-marketing.

Line 163, the term “identified risk™ should not appear as it is the term being defined.

Proposed change: Use the definition of Revision 1 of the guideline.

comment: The definition of a potential risk is less complete than the one provided in revision 1 of the guideline.
Proposed change: Use the definition of Revision 1 of the guideline (with examples).

Proposed change: Give one definition for important potential risk and one definition for important identified risk.
comment: “further evaluation as part of the pharmacovigilance plan” should be clarified. Is it only additional
pharmacovigilance activities or also routine pharmacovigilance activities beyond ADR reporting and signal
detection?

Proposed change: /

Comment: From our understanding, “or will require risk minimisation activities beyond routine risk communication”
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

178-184

185-187

191-200

214-216

234-235

should be reworded.
Proposed change: “and/or will require routine risk minimisation activities beyond routine risk communication
(usually found in sections 4.2 and 4.4 of the SmPC but can also be found in sections 4.6 and 4.5 and accordingly

sections 2 and 3 of the PL) and/or additional minimisation risk activities”.

Ccomment: Do you mean that to know if a potential risk is important or not, MAH should anticipate the actions the
MAH would have to put in place in case the risk would be confirmed to identified risk?

Proposed change: Clarify this part of the definition (important potential risk).

Ccomment: These are details on definition of potential risk.

Proposed change: The text should be moved under definition of potential risk.

Comment: The definition of missing information is clearer than the one from Annex I.

Proposed change: Please harmonize the definition in Annex | of the GVP with this one.

Comment: See general comment 3 on definitions.

Proposed change: /

Comment: From our understanding, the upgrade of an important potential risk to an important identified risk is not

linked to associated additional risk minimisation activities but to sufficient scientific evidence that it is caused by the
medicinal product.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

236-239

264-269

282-289

295-296

Proposed change: Please delete “(e.g. if they result in associated additional risk minimisation activities and/or routine
activities beyond routine communication)”.

comment: How can we define that risk minimisation measures have become fully integrated into standard clinical
practice ?

From our understanding, an important risk that requires routine risk minimisation activities beyond routine risk
communication usually found in sections 4.2 and 4.4 of the SmPC or also in sections 4.6 and 4.5 of the SPC and/or
additional risk minimisation activities cannot be changed into “not important”. As a matter of fact, even if this is fully
integrated to standard clinical practice (difficult to define), the corresponding warnings or precautions for use will not
be removed from the SPC.

Proposed change: Please change the example or to delete the text.

Comment: this statement does not apply to the products covered by the EURD list and to the products with a PSUR
periodicity different from 3 years.

Proposed change:
“In addition, the MAHSs are advised to reflect on the need to review the list of safety concerns and the planned and
ongoing pharmacovigilance and risk minimisation activities with the 5-year renewal”.

Comment: See the general comment 2.

Proposed change: /

Comment: See general comment 2. Changes will have an important impact in MAH SOPs and processes that should
be taken into account with an adequate transitory period.

Proposed change: /
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

326

393-398

455-460

607

617-627

Comment: See general comment 2. How can MAH be compliant with this guidance for MA dossiers in NeeS or
paper format?

Proposed change: Please add “If possible/applicable”.

comment: It is mentioned that “This section should also describe the relevant adverse events to be anticipated in the
target population”. Are adverse events different from co-morbidities mentioned in line 397?

Proposed change: Please use the same terminology if applicable.

Ccomment: Pediatric population and elderly are no more mentioned. Is it intentional?
Proposed change: Please add these populations if applicable.

Comment: There is “V.B.4.8.1.a.” without any “V.B.4.8.1.b”.

Proposed change: Please modify the numbering of the titles.

Comment: Lines 619 to 621 should be moved in sub-section “Newly identified risks of the product”.

Proposed change: The titles and the subdivisions of the titles should be changed for clarification, as follows:

Title level 1 (for V.B.4.8.1.): “Identification of safety concerns in the initial RMP submission”

Title level 1 (for V.B.4.8.2.): “Identification of safety concerns with a submission of an updated RMP”’
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

665

679

715 to 742

Title level 2: New safety concerns
Title level 3: “New identified risks of the product” (with the text initially mentioned in lines 619-621)
Title level 3: “New potential risks of the product”
Title level 3: “New missing information of the product”
Title level 2: Downgraded and/or upgraded safety concerns
Title level 3: “Downgraded and/or upgraded identified risks of the product”
Title level 3: “Downgraded and/or upgraded potential risks of the product”
Title level 2: Deleted safety concerns
Title level 3: “Deleted identified risks of the product”
Title level 3: “Deleted potential risks of the product”
Title level 3: “Deleted missing information of the product”

Title level 1 (for V.B.4.8.3.): “Details safety concerns in this version of the RMP”

Comment: The term “risk identified” is confusing when compared to “identified risk”.
Proposed change: “risk listed”.
Comment: The title need to be clarified.

Proposed change: “V.B.5.1. Routine pharmacovigilance activities routine pharmacovigilance activities beyond
adverse reaction reporting and signal detection”.

Comment: This section should be consistent with section V.B.5.3 Summary table of additional pharmacovigilance
activities”.

Proposed change: Lines 757 to 761 should be included in section V.B.5.2 Additional pharmacovigilance activities
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

827; 835; 859;
868; 908

1030-1031 ;
1052-1053 ;
1067-1068 ;
1085-1086

1075-1082

1106

and the text “When any doubt exists about the need for additional pharmacovigilance activities, consultation with a
competent authority should be considered” should be removed.

comment: The titles and the subdivisions of the titles should be changed for clarification.

Proposed change:

Title level 1: Routine risk minimisation activities

Title level 2: Summary of product characteristics (SmPC) and package leaflet (PL)
Title level 2: Pack size

Title level 2: Legal status

Title level 1: Additional risk minimisation activities

Title level 1: Evaluation of the effectiveness of risk minimisation activities

comment: See general comment 1 on eCTD links. How can MAH be compliant with this guidance for MA dossiers
in NeeS or paper format

Proposed change: Please add “If possible/applicable”.

Comment: This would a two enormous workload for information only purposes.

Proposed change: To be withdrawn.

Ccomment: See general comment 3. How should the MAH interpret the difference between “Table V.4. Common
sections between RMP and PSUR” from revision 2 of the guideline and “Table V.3: Common sections between RMP

and PSUR” from revision 1, especially for the content of sections 16.1 “Summary of safety concerns” and 16.4
“Characterisation of risks” of a PSUR ?
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

1303-1353

1319-1321

1325-1328

1341-1346

1343

1347-1351

Proposed change: /
Comment: The term “procedure” should be clarified.
Proposed change: Replace each “procedure” by “regulatory procedure”.

comment: It should be explained who should confirm and require the update “RMP update may be required upon
confirmation”.

Proposed change: /

Comment: To our knowledge, closing sequence refers to the dossier and not to the procedure.
Proposed change: “Closing sequence of the dossier related to the procedure”.

Comment: /

Proposed change: Add a subtitle “PSUR not PSUSA”.

Comment: The submission of updated RMP at the same time of the PSUR is not always feasible due to expected
input on PSUR from the NCA and in addition from business workload point of view.

Proposed change: “an updated RMP should be submitted at the same time or subsequently”

Comment: /

Proposed change: Add a subtitle “PSUR not PSUSA”.
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Line number(s) of Stakeholder number = Comment and rationale; proposed changes

the relevant text
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SCIENCE MEDICINES HEALTH
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justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union
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1. General comments

Stakeholder number General comment

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

Answer to Question 1:

The list of safety concerns defined in the RMP should be focused, as per updated risk definitions of Module V Rev 2. However, there
should only be one valid definition of safety concerns to achieve a full alignment of the contents of the RMP and the PSUR.

Answer to Question 2:

For information, studies previously classified as category 4 studies should be included in RMP annex 2.

Answer to Question 3:

The additional risk minimisation materials, as distributed in the Member States, should not be included in RMP annex 6 — part B.
Key messages of the additional risk minimisation measures, as included in RMP annex 6 — part B, are sufficient.

Answer to Question 4:

Section V.B.10 should be maintained. However, the safety concerns should then follow the same definition in the RMP and the PSUR.
Further comments on the guideline:

Comment 1:

As regards updated risk definitions, the guideline should include more examples for risks considered to be important or to be not
important.

Comment 2:

Module V Rev 1 V.C.3.1 contains Figure V.3. This figure illustrates which Parts of the RMP are required for new marketing
applications depending on the type of new application (e.g. new active substance, generic medicine). This overview figure is very
useful. It should therefore be adapted to the new requirements and be included in Module V Rev 2.
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2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

Line 926 Comment: If educational materials such as educational leaflets for patients were also part of the QRD, this
would simplify harmonisation within the EU.

Proposed change (if any):

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

27" May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

NDA Group

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

NDA Group welcomes the opportunity to provide comments on GVP Module V rev. 2 and the revised RMP template. In recent years
the RMP has evolved from what was envisioned when the pharmacovigilance (PV) legislation (Regulation (EU) No 1235/2010 and
Directive 2010/84/EU) was being drafted and it is commendable that steps are being taken to make the RMP more risk-
proportionate with the ultimate aim of benefitting patients and their healthcare professionals and carers. In this regard the work of
PRAC is credited for considering their experience and the lessons learned since implementation of the new PV legislation.

Detailed comments are provided separately on both GVP Module V rev. 2 and the revised RMP template with some overlap to be
expected. In particular NDA Group welcomes the clear definitions of ‘important risks’ and ‘missing information’ which will hopefully
streamline the extensive list of risks to focus on what really is important rather than merely adverse reactions being interpreted as
‘important risks’. As a living document the opportunity to reclassify and remove important risks and areas of missing information is
also fully endorsed. Some constructive criticisms include a proposal to clearly define how to use the terms an adverse reaction vs.
an adverse event in the context of a RMP and to provide guidance on the process by which validated and confirmed signals become
important risks and how they relate to each other (a diagram would be helpful). We have concerns that some of the requested
data are disproportionate to the added value that these data will provide in terms of characterising the safety profile and ultimately
benefitting patients. In particular one of our main concerns is the inclusion of section SVII.1.2 “Risk not considered important for
inclusion in the safety specification” and section SVI1.2.1.2 “Newly identified risks not considered as safety concerns”. We
recommend the removal of these sections as they have the danger of leading to the open-ended assessment of every ADR and/or
AE. The focus should be on the important risks and areas of missing information and not the assessment of risks that are not
important, or indeed, that may have been excluded as risks.
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2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

Line 155

Lines 162-165

Line 273

Line 288

Comment: V.A.1 Terminology

It would be helpful to provide a definition in GVP Module V to relate signals to potential risks (i.e. is a
validated signal aligned to an important potential risk or a confirmed signal aligned to an important potential
risk?). How does risk relate to hazard to make it clearer exactly what the MAA/MAH is meant to minimise?

Proposed change (if any): Add clear guidance (e.g. a diagram) on when a validated / confirmed signal
becomes a risk or conversely that a validated / confirmed signal does not necessarily become an important
potential risk.

Comment: In our experience adverse events and adverse drug reactions are often confused and this leads to
issues when the SmPC (e.g. section 4.8) is quoted. It would be helpful to provide a definition of what is
expected i.e. adverse reaction or related adverse event. Accordingly it would helpful to specify ‘related
adverse events’ in this definition.

Proposed change (if any): In a clinical trial, the comparator may be placebo, active substance or non-
exposure. Where an-a related adverse event which is an identified risk for a comparator occurs at a similar
(active comparator) or higher frequency with a new product, this suggests that the related adverse event
should also be an identified risk for the new product.

Comment: In our experience the RMP and the PSUR have not been procedurally aligned as expected. It is
difficult to foresee that this will be taken forward in the future.

Proposed change (if any):

Comment: NDA Group welcomes the cross linking of the RMP to other modules in the dossier for a MAA. Much
discussion in a RMP should already have occurred in documents such as the clinical overview and clinical
summaries with the aim of making the RMP solely ‘a plan’.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

Line 328

Lines 333-334

Lines 359-360

Lines 393-396

Proposed change (if any):
Comment: Define the ‘main population’ in the context of multiple indications/patient populations.

Proposed change (if any):

Comment: The QPPV signature at the time of submission is useful for ensuring that the QPPV is fully aware of
what is being proposed for the RMP. For larger pharmaceutical companies it is understandable while this could
be seen as a unnecessary hindrance but for SME that often outsource their RMPs the signature of the QPPV
ensures oversight by the QPPV. It would be preferable to keep the signature as in the current RMP template
or to remove it in its entirety but to specify that the QPPV is expected to have oversight of the RMP.

Proposed change (if any):

Comment: In the RMP template there is reference to generics and fixed dose combination products (lines
147-173) while here there is no mention of the latter. It would be helpful to be consistent. Furthermore it
would be helpful to expand this section of the GVP Module V to include wording and a table which outlines
which modules can be omitted for the different types of products. [See comment on Line 1192 below]

Proposed change (if any):

Comment: “This section should also describe the relevant adverse events to be anticipated in the target
population, their frequency and characteristics. The text should help anticipate and interpret any potential
signals and help identify opportunities for risk minimisation. The text should be kept concise and not be
promotional.”

The term ‘adverse events’ in the context of medicines implies that the content of this section might refer to
responses to other treatments that may be used to treat the indication that may or may not be related to that
treatment. Yet, the preceding sentence states that the content of this section “applies strictly to the natural
history of the indication” — so presumably nothing to do with the treatment of the indication. This is
ambiguous. It is unclear what the intention is — we suspect that the EMA may be referring to complications of

4/8



Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

Line 447

Lines 516-521

Lines 607-616

the indications (e.g. ischaemic heart disease may be a complication of hyperlipidaemia; appendix abscess
may be a complication of appendicitis), but that is merely speculation on our part.

This section needs to be written more clearly so that it is not left open to interpretation. One should also bear
in mind that many applicants will have difficulty distinguishing between what is a complication of the
indication, and what is a co-morbidity.

Proposed change (if any): Delete or clearly and unambiguously state what you expect to see in this section.
Comment: Clearer guidance on preferred pooling should be given i.e. all clinical trials, Phase 2/3 studies only
etc.

Proposed change (if any):

Comment: The wording in the revised RMP template (line 408) “The risks when used off-label” implies that all
off-label use is a risk when this is not the case. This should be clarified further in the RMP template and in
GVP Module V.

Proposed change (if any):
Comment: V.B.4.8.1.a. RMP module SVII sections “Risk considered important for inclusion in the safety
specification” and “Risk not considered important for inclusion in the safety specification”

There is a danger that all ADRs listed in section 4.8 of the SmPC will be assessed in section SVII.1.2 of the
RMP which is unlikely to be the intention.

It should be fair to assume that if there is no evidence, and no facts or arguments, to suggest that a risk
amounts to a safety concern for inclusion in the RMP that it should not be necessary to provide a justification
for every risk excluded from the RMP. The value added by section SVII.1.2 is extremely dubious.
Furthermore, has the EMA considered the impact that this section will have on products with currently
approved and satisfactory RMPs? This section amounts to a huge additional burden placed on regulators,
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

Line 614

Lines 634-656

Lines 655-656

applicants and MAHs with very little to be gained. We recommend that Section SVII.1.2 (and therefore the
guidance in V.B.4.8.1.a) should be deleted.

If the EMA cannot be persuaded to remove section SVII.1.2 there should be very clear guidance on what
amounts to a “risk” in this context to limit the potential scope of this section. For example the guidance
should specify that the focus should be on those ADRs that warrant a SmPC warning or justify additional
wording in section 4.8 of the SmPC other than inclusion in the Tabulated list of adverse reactions. Otherwise
the scope is potentially endless unless the parameters are defined clearly, and this section could easily
become the longest in the whole RMP without adding benefit.

(the same applies to section V.B.4.8.1.1 Line 623)

Proposed change (if any): Delete all subheadings and simply list the risks and areas of missing information to
be considered.
Comment: "Clinical and benefit-risk impact:”

Proposed change (if any): This should be amended to “Benefit-risk impact:” as the clinical impact will be
considered as part of the benefit/risk impact.
Comment: There appears to be more guidance provided in the template (Section SVI1.3) than here.

Proposed change (if any): Provide more guidance in GVP Module V and less in the template

Comment: Presentation of missing information data “the changes in the benefit-risk balance that are
anticipated if a causal relation between a further characterised risk and the product is confirmed to be strong
(i.e. worst case scenario).”

The proposed wording appears to relate to an important risk rather than missing information — an area where

there is limited / lack information e.g. use in a specific population. If a specific concern is anticipated this
would make it an important potential risk.

6/8



Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

Lines 757-761

Lines 995-999

Line 1012

Missing information does not actually refer to risks as such — it refers to missing information. So use in
pregnancy or off-label use, or use in patients with hepatic impairment would be missing information. It does
not make any sense to assume a worst case scenario based on a confirmation of a causal association under
these circumstances. There will never be a confirmed causal association for example between use in
pregnancy and exposure to a medicine that would allow us to infer an impact on B/R balance. You would have
to see adverse outcomes in pregnancy for the B/R balance to be impacted. Likewise you would have to see
adverse outcomes as a result of off-label use to infer an impact on B/R, and not just confirmation that off-
label use takes place.

Proposed change (if any): Remove the subsection “the changes in the benefit-risk balance that are
anticipated if a causal relation between a further characterised risk and the product is confirmed to be strong
(i.e. worst case scenario).” or reword bearing in mind the definition of missing information.

Comment: In the current RMP studies requested by other non-EU Competent Authorities are classified as
Category 4 studies. It would be helpful to highlight that these are now listed in annex 2.

Proposed change (if any):
Comment: What is the intended broad audience and how does this permit use of technical terms if it includes
the public?

We agree that the public summary should be drafted in plain language but as outlined in our comments on
the RMP template (Line 560, Line 567, Lines 691-694, Line 907, Lines 918-919 and 926-927) the technical

language used in some sections of the RMP should be retained and then modified for the public summary.

Proposed change (if any):
Comment: If Annex 1 is always empty, is there any point in having it in the RMP?
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Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

Lines 1075-1082

Line 1118

Line 1192

Practical guidance
from PRAC/EMA

Please add more rows if needed.

Proposed change (if any): Remove Annex 1 from the template

Comment: Examples of the additional risk minimisation measures from individual Member States would not
be particularly helpful. They should be available on request to Competent Authorities or via a link to a
website. If required they could become a post-authorisation commitment to provide updates on an individual
case by case basis.

Proposed change (if any):
Comment: Part Il Module SVI of the RMP template covers the potential for misuse for illegal purposes.

Proposed change (if any): Are there specific risks in addition to those not addressed in the RMP;—+-e—mistuse
and-abuse?

Comment: It would be helpful to have a summary table which outlines which modules can be omitted for the
different types of products in this section or in section V.B.4.1. [See comment on Lines 359-360 above]

Proposed change (if any):

Comment: When the revised RMP template and GVP Module V are released it would be very helpful for
PRAC/EMA to provide some practical advice to help with the transition to the new template. For example
guidance on whether a biosimilar applicant should include all the safety concerns of the reference medicinal
product or whether there is an opportunity to remove some of the risks that may not meet the definition of
important. Once agreed by the PRAC/EMA would the reference medicinal product need to amend their RMP to
be in line with the newly approved biosimilar?

Proposed change (if any):
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SCIENCE MEDICINES HEALTH
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jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 “
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
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1. General comments

Stakeholder number

General comment

Question 1.

The updated risk definitions and guidance on
Part 1l 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?

Question 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?

Question 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 to Question 1.

We propose that a subset of ‘important’ safety concerns be used in the RMP rather than a longer list of safety
risks which aligns with the PBRER. This means that only those safety concerns which lead to additional PV or
additional risk minimisation measures will be listed in the RMP concerns. This would add substantial clarity to
the RMP by reducing unnecessary descriptions of safety observations which resulted in only routine
pharmacovigilance and routine risk minimisation, and would facilitate the evaluation of risk management
system for the product.

Response to Question 2.

The range of possible post authorisation studies is very wide and could include investigator studies,
interventional trials, non-interventional studies, market access programmes, patient support programmes and
compassionate use programmes. This would risk making the RMP unclear to read, and impair ready
understanding of the presented risks, and their management. We propose that only those studies which add
significantly to the safety database for the medicinal product, and which target a particular aspect of safety of
the product, would be relevant for consideration as strategies for managing risk in the RMP

Response to Question 3.

We propose that it is not necessary to include additional Member State-specific RM materials to the RMP
Annexes, since the additional risk minimisation measures themselves will be presented in the RMP Annex.
Although individual member states may impose changes in the implementation of additional risk minimisation
measures, these member state specific differences would not be relevant to the consideration of the measures
as a whole, or change the overall assessment of benefit —risk. Furthermore, since agreement with individual
member states on how to implement risk minimisation measures can vary considerably between countries, a
requirement to include such materials in the RMP might severely delay the preparation and approval of a given
EU RMP.
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Stakeholder number General comment

Question 4. Response to Question 4.

Should section V.B. 10 be maintained or We propose that this section be maintained.

deleted (i.e. in the light of the RMP Although there have been further clarifications around RMP terminology, in section V.A.1., the current text in
terminology described in V.A.1)? V.B.10. covers different aspects of RMP preparation and remains helpful in helping prepare the PSUR versus

the RMP.

3/4



2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

No specific Comment:

comments on

text Proposed change (if any):
Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on GVP Module V - Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Paul-Ehrlich-Institut

Please note that these comments and the identity of the sender will be published unless a specific
Justified objection is received (please see privacy statements:
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general content 000516.jsp&mid and

http://www.ema.europa.eu/docs/en GB/document library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public consultation:

http://www.ema.europa.eu/docs/en GB/document library/Other/2012/02/WC500123145.pdf).
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Send a question via our website www.ema.europa.eu/contact An agency of the European Union



1. General comments

Stakeholder General comment

number

Problem statement:

1. Personalized medicine is considered a new era of medicinal product development. Whereas
a few products have already entered the market quite a number of investigational products
are in the pipeline.

2. Implementation and maintenance of Personalized Medicines (precision medicines), e.g.
patient selection based on predictive biomarker based testing, into clinical routine has an
inherent risk that patients may be excluded from an efficient therapy or that patients may
receive an ineffective and potentially harmful therapy when incorrectly classified by the
diagnostic. This problem is vastly exaggerated if the respective diagnostic testing is
insufficiently quality assured.

3. Currently a specific predictive biomarker based test for patient selection (i.e. the test used in
the pivotal phase) will not be approved together with the drug (contrary to the FDA pathway
for “companion diagnostics” where drug and test are approved at the time).

4. The implementation and maintenance of biomarker based testing for patient selection in
clinical routine is within the responsibility of the national bodies. As a consequence the
clinical pathologists or laboratory physicians must implement either (a) an in-house or (b) a
commercial CE marked tests according to the requirements fixed in the SmPC for the
stratified drug.

5. The information in the SmPC and EPAR on the test requirements comes usually too late in
the regulatory process and is normally not sufficient to ensure high quality assured testing in
clinical routine at the time of drug approval.

6. The ongoing development of innovative predictive biomarker based test methods exhibiting
high complexity, e.g. Next Generation Sequencing (NGS), may lead to an additional high
challenge for consistent, standardized and high quality assured clinical routine testing.

Conclusion:

We do think that quality assurance processes for biomarkers used in drug therapy are vital and
part of effective risk minimization of certain medicinal products.

It should be discussed, whether MAHs should support national quality assurance programs for
biomarker testing with the purpose of ensuring quality assured diagnostic testing and the efforts
and outcomes should be reported to the Agency. Similar to submitting a proposal for educational
materials on drug use for physicians, there is a need for adequate information on assay
specifications and high quality assurance for pathologists, laboratory physicians, virologists etc. to
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minimize the risk of inadequate treatment of patients (need of presentation of a “diagnostic
testing pharmacovigilance plan” and a “diagnostic testing risk minimization plan” / “diagnostic
testing risk minimization measures” by the MAH).

The PEI is of the opinion that this topic needs to be addressed in more detail in GVP module V.
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Recommendations for GVP Module V Risk management systems (Rev 2)

Recommendations should best be formulated in sections:

V.B.5. RMP part Il “Pharmacovigilance plan” and

V.B.7.1. RMP part V section “Risk minimization plan”

Risk minimization activities (proposed by the MAH) may include:

- Involvement and support of institutions of medical self-organizations which normally
establish quality assured testing, e.g. by preforming round robin tests

- Establishment and providing of centralized testing in specialized laboratories, i.e. by
performing the test that was used in the pivotal phase (leading to consistency of testing from
pivotal phase to clinical routine)
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2. Specific comments on text

Line Stakeholder Comment and rationale; proposed changes
number(s) number

of the

relevant

text

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Comment:

Proposed change (if any):

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

PHARMIG — Association of the Austrian pharmaceutical industry

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment

PHARMIG — the Association of the Austrian pharmaceutical industry welcomes the opportunity to comment on the draft GVP Module
V — Risk management systems (Rev 2). Please find our comments below.

In general we appreciate the improved content and concise information, especially the examples, provided with revision 2 of the
guideline.

1. The updated risk definitions and guidance on Part Il 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?

We prefer a focused RMP list.

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?

No.

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)?

Yes

4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology
described in V.A.1.)?
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Stakeholder number General comment

Should be maintained.

3/6



2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

157 to 158

185 to 188

617 to 618

623

Comment:

Line 156 to 158 clarifies that the definitions of GVP annex 1 to apply in the EU for the purpose of the risk
management system. However, in the following below it is mentioned RMP which is the detailed description of a
risk management system. For consistency, the wording should be adapted.

Proposed change (if any):

..,to apply in the EU for the purpose of the detailed description of the risk management system (RMP) as
follows:

Comment:

In this section the term “adverse reactions” is used which implies a causality and may lead to confusion.
Therefore, the text should be slightly modified for better understanding.

Proposed change (if any):

Where there is a justified supposition that an adverse event reaction-might be associated with the long-term
use, off-label use, or use in populations not studied (e.g. because similar effects have been seen with other
products of the same class), the adverse event reaction-should be considered a potential risk, and if deemed
important, should be included in the RMP as an important potential risk

Comment:

The header should be consistent with the clarifying text provided.

Proposed change (if any):

V.B.4.8.2. RMP module SVII section “ldentification of new safety concerns with a submission of an updated
RMP”

Comment:

The current wording would result in duplication as this information will be provided in the V.B.4.8.3 update. A
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

636

667

757 to 761

simple list of safety concerns added should be sufficient.

Proposed change (if any):

Newly identified safety concerns should be simply listed and reference to V.B.4.8.3 done.

Comment:
Due to the duplication in V.B.4.8.1.a and the proposed deletion, the seriousness bullet point should be added
herein.

Proposed change (if any):
o name of the risk (using MedDRA terms when appropriate)
e seriousness
o frequency...
Comment:
For consistency reason the word “important” should be added as only important risk are discussed and taken
forward in the safety specifications.

Proposed change (if any):

e the investigation of whether an important potential risk is real or not
Comment:
Including studies required by jurisdictions outside the EU like Japanese PM studies or Chinese requirements
does not seem to be necessary and should not fall under category 1 to 3 becoming in such a situation legally
enforceable in EU. A inclusion may be justified if the study(ies) addresses a specific safety concern outlined in
the EU-RMP as these studies are mostly related to different ethnic groups and transfer of efficacy and safety to
this different population.
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Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

1025 to 1026

1075 to 1082

Please add more rows if needed.

Proposed change (if any):
Studies required in jurisdictions outside the EU should not be included in the RMP unless they further

characterize the risk outlined in the safety specification alse-impesed-as-a-condition-to-the- MA-eras-a-speecific

prejudice to safety concerns arising from any such studies, which should be reported as per the applicable
legislation.

Comment:

Voluntary information should only be optional.

Comment:
As they are not part of the RMP assessment this should not be required also considering the administrative
efforts needed.

Proposed change (if any):
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

<13 May 2016>

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

Pierre Fabre

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union


http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.jsp&mid
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf

1. General comments

Stakeholder number General comment Outcome

2/3



2. Specific comments on text

Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

39

50

Please add more rows if needed.

Comment: On the EU RMP template page 3, on the line “Names of medicinal products to which this RMP
refers”:

Is it the INN or the brand name that we have to refer as both are already mentioned on this page?

Proposed change (if any):

Comment: on version of 25 july 2013 of RMP template, in annex 2, SmPC should be annexed, however in the
revision version of template there is no reference to annex the SmPC, what is the reference document to use
and if SmPC do we have to annex the current version?

Proposed change (if any):

Comment:

Proposed change (if any):
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EUROPEAN MEDICINES AGENCY

I[ENCE MEDICINES HEALTH

30 May 2016

Submission of comments on module V of the good
pharmacovigilance practices (GVP) on risk management
systems (EMA/838713/2011 Rev. 2)

Comments from:

Name of organisation or individual

Prescrire is a non-profit continuing education organisation that works to improve the quality of
patient care. Prescrire publishes evidence-based information about treatments and treatment
strategies, in total independence, as a basis for truly informed decision-making. Prescrire is funded
exclusively by its subscribers. It receives no other financial support whatsoever and carries no
advertising. It has no shareholders or sponsors. More info: english.prescrire.org;

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).

30 Churchill Place ¢ Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 m
Send a question via our website www.ema.europa.eu/contact An agency of the European Union

© European Medicines Agency, 2017. Reproduction is authorised provided the source is acknowledged.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

<31/05/2016>

. Submission of comments on ‘Guideline on good
pharmacovigilance practices (GVP) [OModule V - Risk
management systems (Rev 2)'

. (EMA/838713/2011 Rev 2%*)

Comments from:

Name of organisation or individual

Please find below the answer to the ‘Guideline on good pharmacovigilance practices (GVP) OModule V
- Risk management systems (Rev 2)' by the REGenableMED consortium.

REGenableMED - REGenableMED is a United Kingdom Economic and Social Research Council (ESRC)-
funded project (N°ES/L002779/1: http://www.york.ac.uk/satsu/regenablemed/ ). It brings together
research team builds on work by social science experts based in Birmingham, Edinburgh, Sussex and
York in the UK. It is coordinated by Pr Andrew Webster, Science and Technology Studies Unit at the
University of York, UK. The project aims to examine the dynamics of innovation within the field of
regenerative medicine. Using a mixed-methods social science approach, the project will undertake a
detailed analysis of the interplay between business models, measures of clinical utility, patterns of
regulatory oversight and clinical workflows within healthcare settings. The results of the research will
inform strategies aimed at facilitating the responsible development of effective and useful regenerative
medicine products and services.

All work packages of the project consider what we call the ‘institutional readiness’, i. e. the capacity
and willingness of key pre-existing organisations and inter-organisational structures to adopt, respond
to and utilise novel technologies, such as advanced therapy medicinal products as part of regenerative
medicine. One work package led by Prof Alex Faulkner, Centre for Global Health Policy, School of
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Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 m
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on 'Guideline on good
pharmacovigilance practices (GVP) Module V — Risk
management systems (Rev 2)' (EMA/838713/2011 Rev 2
draft for public consultation)

Comments from:

Regeneron Pharmaceuticals, Inc.

Global Corporate Headquarters: 777 Old Saw Mill River Rd, Tarrytown, NY, 10591
European Business Office: Europa House, 9 Harcourt Centre, Harcourt Street, Dublin 2, Ireland

Regeneron is a fully-integrated, biopharmaceutical company that produces and develops biological
drugs, including recombinant fusion proteins and monoclonal antibodies, for the treatment of a broad
array of diseases and conditions, particularly for the treatment of serious medical conditions.

Our research is conducted on a global level and includes clinical development in EU Member States.

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).

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union

© European Medicines Agency, 2017. Reproduction is authorised provided the source is acknowledged.



1. General comments

Stakeholder General comment (if any)

number

Consultation Question 1. The updated risk definitions and guidance on Part Il 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?

The priority of the GVP Module V guidance should be a focused RMP list of safety concerns instead of full alignment with the PSUR content.
A focused RMP list would be consistent with the objectives of the RMP, which is intended to provide a focused discussion on important
identified and important potential risks, and missing information. The updated terminology and risk definitions also support that only important
identified risks and important potential risks will be in the RMP. Consequently, the RMP will be focused on the subset of risks that are
important, and the PSUR content would remain more comprehensive, containing the full list of all identified and potential risks, as well as
safety concerns.

Consultation Question 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?

Information on studies conducted by the MAH but neither required nor imposed by the competent authority (category 4 studies) should not
have to be included in the RMP annex 2: Tabulated summary of on-going and completed pharmacoepidemiological study programme. The
decision to include such information should be up to the discretion of the MAH. Generally, including category 4 studies in the RMP would not
provide regulators with any useful and meaningful safety and risk management information. Therefore, requiring RMPs to be updated with
information on category 4 studies would levy additional undue burden on MAHs without contributing value to the aim of the RMP, which is to
address uncertainties with the safety profile of a medicinal product during its life cycle.

Proposed Change in Lines 1025-1026: “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, at the discretion of the MAH.”

Consultation Question 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)?
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Stakeholder
number

General comment (if any)

We do not agree that additional risk minimisation materials as they were distributed in the Member States should be included in the RMP. We
believe that the inclusion of the proposed (or approved) draft key messages of the additional minimization activities, as described in RMP
annex 6 — part A, sufficiently serves the purpose of providing applicable details of additional risk minimization activities. The actual physical
presentation of the distributed materials for each Member State would not add additional value for the purpose of the centralised RMP, and
thus should remain within the remit and management of the individual Member States. In the case of products approved through a centralised
procedure, the general content of such additional risk minimization materials is endorsed by PRAC during the review.

Consultation Question 4. Should section V.B.10 be maintained or deleted (i.e. in the light of the RMP terminology described in
V.A.1.)?

We believe that section V.B 10 should be maintained, as it serves as a useful guide for the MAH to describe the relationship between the
RMP and the PSUR, including similarities and differences.
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2. Specific comments on text

Line number(s) of the  Stakeholder
relevant text number

Comment and rationale; proposed changes

Section V.A.1
Terminology

(Lines 221-223)

Section V.B.4.8
RMP module SVII
“Identified and
potential risks”

(Line 490)

Section V.B.4.8.1.a
RMP module SVII
sections “Risk
considered important
for inclusion in the
safety specification”
and “Risk not
considered important

Comment: We request the Agency to ensure consistent and accurate use of terminologies throughout the
document. Specifically, in lines 221-223, “important” appears to be missing in the context that the RMP should be a
focused discussion on the identification of important identified and important potential risks, and missing information
(i.e., safety concerns), as stated in lines 491-492. The omission of the term, “important”, as currently written could
lead to inconsistencies in interpretation by stakeholders.

Proposed change in Line 222: “The risk management system shall be proportionate to the important identified
risks and the important potential risks of the medicinal product, and the need for post-authorisation safety data [DIR
Art 8(3)].”

Comment: We request the Agency to consider the addition of “Important” to the title heading of the module to avoid
confusion and to be consistent with the terminology and risk definitions:

Proposed change in Line 490: “V.B.4.8. RMP module SVII “Important identified and potential risks”

Comment: We propose that risks not taken forward as safety concerns should not be included in the RMP. This
would dilute the purpose and the focus of the RMP, which is to address important identified and important potential
risks as per the new definitions and guideline. Risks not considered important for inclusion in the safety specification
of a RMP are already included in the PSUR. An additional justification and summary for these risks should not be
duplicated in the RMP. Furthermore, for an initial RMP, the Summary of Clinical Safety (Module 2.7.4) should
address the justification for risks not taken forward as safety concerns.
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Line number(s) of the  Stakeholder Comment and rationale; proposed changes
relevant text number

for inclusion in the
safety specification”

(Lines 615-616)

Section V.B.4.8.2.a Comment: Line 623 references section V.B.4.8.1.1, but this section does not exist. Please clarify that the

RMP module SVII appropriate reference is section V.B.4.8.1.a.

section “Newly

identified risks of the Proposed change in Line 623: “Data presented in this RMP section shall follow same requirements as detailed in
product V.B.4.8.1.a."

(Line 623)

Please add more rows if needed.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

31 May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

UCB BioPharma

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)
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1. General comments

Stakeholder number General comment

General comment: It would be important to receive more clarity on how to handle existing RMPs of authorized products. Which
level of change is required to trigger a change to the new template?

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 Il 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: We agree to a focused RMP. The scopes of the two documents are different (although linked) and we should avoid
duplications as much as we can, which would also reduce time on maintenance of the documents. Further clarity/guidance should
also be provided in the PSUR template due to potential impact of this change, especially regarding definition of ‘list of safety
concerns’

Answers to Questions on which the Agency seeks specific feedback by means of the public consultation:
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 in general should not be included, as not all studies will add value to the conclusions mentioned in
the RMP. In addition the revised guidance stipulates ‘Studies not required by the EU or national competent authority should not be
included in the pharmacovigilance plan in the RMP. This is without prejudice to safety concerns arising from any such studies,
which should be reported as per the applicable legislation’. However, we propose an optional approach for non-mandated studies
that would allow the MAH, should they choose, to include studies that characterises the benefit/risk and provide additional
information for a safety concern.
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Stakeholder number

General comment

Answers to Questions on which the Agency seeks specific feedback by means of the public consultation:
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. This would make the RMP
heavy and cumbersome with little value added. Please confirm whether mock samples (which have been proven to be very useful)
are desired as provided in Annex 11 of the current EU-RMP template.

Answers to Questions on which the Agency seeks specific feedback by means of the public consultation:
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: We support keeping section V.B.10. Section V.A.1 describes the focused definitions of (important) identified or potential
risks and missing information are developed whereas Section V.B.10 is providing guidance on the relationship between the RMP
and PSUR and provides a table of common modules between the two documents which is very useful.

3/5



2. Specific comments on text

Line number(s) of
the relevant text

Stakeholder number

Comment and rationale; proposed changes

Line 15

Line 295

Line 670

Line 733

Comment: Please confirm that the revised templates are for initial applications only and that for authorised
product RMPs would only need to occur with a major change of an RMP.

Proposed change (if any):

The guidance is updated in parallel to an amended RMP template for initial marketing authorisation application,
which undergoes public consultation in parallel. For authorised products the RMP would only need to be
updated to the new template in conjunction with a major change to the RMP.

Comment: (1) Our interpretation of the current wording is that we have to include all literature articles in
Annex 7, which is a large administrative burden. Instead we propose that references are cited and that articles
are made available upon request.

(2) Please note that, according to our experience, when managing a modular RMP as distinct documents, it is
much easier to manage/maintain reference lists at the end of each module instead of in a separate annex.

Proposed change (if any):

Literature references in the RMP should be cited at the end of each module of the RMP and be available upon
request. If there are particular references which need to be provided in full, they can be provided in Annex 7.

This could be in the format of links if already included elsewhere in eCTD (see V.B.9.).

Comment: Measuring effectiveness of RMin is included here and under Part V (Line 809). Additional clarity on
the extent of the details provided in each module is requested.

Comment: There is some inconsistency with this statement and elsewhere. It would be helpful to clarify better
that a reference to a previous submission is acceptable to reduce the file size of re-attaching protocols. Text in

4/5



Line number(s) of Stakeholder number
the relevant text

Comment and rationale; proposed changes

Line 759-761

Please add more rows if needed.

Annex 3 says this would be acceptable.

Comment: It is our understanding that if a study is conducted to collect data for a missing information item,
and it is not required by EMA/NCA, it should not be included in the PV Plan. Instead we propose an optional
approach for non-mandated studies that would allow the MAH, should they choose, to include studies that
characterises the benefit/risk and provide additional information for a safety concern.
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

30 May 2016

Submission of comments on GVP Module V — Risk
management systems (Rev 2) (EMA/838713/2011)

Comments from:

Name of organisation or individual

Xendo-Vigilex

Please note that these comments and the identity of the sender will be published unless a specific
justified objection is received (please see privacy

statements: http://www.ema.europa.eu/ema/index.jsp?curl=pages/home/general/general_content_000516.
jsp&mid and http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123144.pdf).

When completed, this form should be sent to the European Medicines Agency electronically, in Word
format (not PDF) (see Introductory cover note for the public consultation of GVP under Practical advice
for the public

consultation: http://www.ema.europa.eu/docs/en_GB/document_library/Other/2012/02/WC500123145.pdf)

30 Churchill Place e Canary Wharf e London E14 5EU e United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 -
Send a question via our website www.ema.europa.eu/contact An agency of the European Union
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1. General comments

Stakeholder number General comment

Response to Q2 Agency

We are in favour of including studies conducted and classified as category 4 in Annex 2, because this gives the possibility to have a
good oversight of studies that are being performed. We also think in this way, it is stimulated that also for category 4 studies the
study is set up and conducted and data are analysed and presented in line with the guidance that applies to category 1-3 studies.
Response to Q3 Agency

We are not in favour of including a part B in Annex 6 where additional risk minimisation materials (aRMM) as distributed in Member
States should be included. It is not really relevant, considering the focus for the RMP itself is on the agreed key messages. Further,
the implementation of the agreed key messages in local materials and the assessment thereof by local competent authorities is a
process with distinct timelines which will make it difficult to have the right and approved materials included in part B at the time of
submissions of the RMP.

Response to Q4 Agency

We think it is important to maintain the description of common modules between RMP and PSUR in section V.B.10. In this respect
reference is also made to V.A.1. on terminology where it is stated that for other GVP modules the current definitions of the
different types of safety concerns will continue to be applied. For the RMP the choice is now made to update the definitions to make
it more clear that the focus of the RMP is to have a safety specification that is subject to change during the life cycle. We think it
will be very confusing to have different definitions of the same terms in place. We understand considering the number of GVP
modules it may be difficult to change it all at one time, but it is important to decide where we want to go to for the future. We
would like to focus this then on what we see in PSUR and RMP. We think it makes most sense to follow the safety specification of
the RMP in section 16 of the PSUR as it is now the case. If the safety specification of the RMP is intended to develop over time,
then the one in the PSUR will develop accordingly. It does not seem a problem that risks that are not considered an important
(identified or potential) risk or do not meet the standards for an important identified or potential risks as described in the rev 2
GVP V are no longer reflected on (in evaluation and characterisation parts) in section 16 of the PSUR. If there are important new
issues in relation to these types of risk that will be reflected in section 15 and 16.2 on signals. Section 16.1, 16.3 and 16.4 can
then focus on the risks that are also most important to follow and evaluate on a continuous basis in line with the RMP. In this way,
PSUR section 16.1 and RMP Part Il Module SVIII and PSUR section 16.4 and RMP Part Il Module SVII.3 continue to be common
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Stakeholder number

General comment

modules and should thus also be reflected as such in Table V.4 (line 1106). Considering the addition of missing information to the
Module RMP Part Il SVII.3 it makes sense to then also present that information in PSUR section 16.4. We currently often present
cumulative information on missing information in section PSUR section 16.3 (as focus of 16.4 is on important identified and
potential risks).

Response to Q1 Agency

This question relates to Q4 and therefore our response is presented below the response to Q4. We are in favour of the current
decision to have a focussed list of safety concerns in the RMP. At the same time we think it makes sense to then also focus the
evaluation in the PSUR on this focussed list of safety concerns (see also above). So, instead of full alignment of the RMP with PSUR
content, we suggest full alignment of the PSUR with RMP focus. In the end, there is always the product information that gives the
whole picture of the risks related to a product. Further, considering the more dynamic nature of the safety specification that is
foreseen we think it is important to have a place in the RMP (for instance an Annex) where the development of the list of safety
concerns is clearly tracked. In case there is a signal in a PSUR later on that is related to a risk that used to be considered one of
the safety concerns but not anymore, then it can still be made clear this is the history of this risk in relation to the RMP and this
can be taken into account in further actions and decisions related to the signal. In relation to the changes in the safety specification
over time also the newly introduced section V.B.4.8.2. RMP module SVII section “ldentification of safety concerns with a
submission of an updated RMP” is important. However, at this stage it is not fully clear what will be included here over time, but it
seems the focus is on the changes made in a specific update of the RMP. If this is correctly interpreted, an additional Annex to
track the history of this process may be very worthwhile. This is also in line with research by Vermeer et al. (Clinical Pharmacology
& Therapeutics 2014) that also showed that some changes observed over time are also due to regulatory requirements and/or
dynamics between regulatory authorities and industry rather than resulting from knowledge gain.
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2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

1106 Comment: It seems there is an error in table V.4. RMP section Part I, module SV is now stated to correspond
to PSUR Section 3.
Proposed change (if any):
Change PSUR Section 3 into Sub-section 5.2 — “Cumulative and interval patient exposure from marketing
experience”
Comment:

Proposed change (if any):

Please add more rows if needed.
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1. General comments

Stakeholder number General comment (if any)

Due to the complexity of GVP documents, it would be considered helpful for reviewers to have a list of changes provided with
every new draft thus guiding the reviewer to concentrate on all changes.

Response to question 1 (page 2, before line 19): We consider that the justification of the updated risk definitions is valid. We
agree that the aim of RMP is to focus on important identified risks and therefore support the proposal of having a focused RMP list
of safety concerns.

However, we propose the consideration of a final aim to harmonise all relevant documents with the new definitions (ICH
guidelines, GVP Module VII etc.).

Response to question 2 (page 2, before line 19): We do not believe that non-imposed studies should be listed in annex 2 as the
results of such studies will already be discussed in the core RMP document (clinical trial exposure section) when applicable.
Therefore, we agree with the revised verbatim as nominated in this draft document.

Response to question 3 (page 2, before line 19): We do not consider necessary the reference of all “local” risk minimisation
materials within annex 6- part B. Although this may be practical sometimes from the MAH point of view, the full materials are not
in any way assessed by EMA or Member States and therefore should not be part of the annex. All Member State materials should
be kept separately by MAH and where applicable, specific material for specific Member State shall be agreed with the concerned
Member State.

Response to question 4 (page 2, before line 19): We propose the maintenance of section V.B.10 because this is an extra helpful
guidance and it is not necessarily repetitive of section V.A.1. Size of the Module will not be considerably affected by its
maintenance and this section will possible aid smaller Pharma companies in the creation of RMPs.

2/3



2. Specific comments on text

Line number(s) of Stakeholder number Comment and rationale; proposed changes

the relevant text

393-396 Comment: Please clarify if the “target population” in line 393/394 involves information on EU patients only (i.e.
to correspond to reference for emphasis to the proposed indication in EU made in line 390-391) or global data

Proposed change (if any):-

1214-1218 Comment: A spontaneous response to the situation where originator does not have an RMP and the safety
profile of the originator is not published on the CMDh website, is that an RMP shall not be required for the
Generic applicant. However, it is understood that there are cases (e.g. when originator is not in the market)
where an RMP may be required. Please clarify as to be apparent that a harmonisation is always desired (e.g.
someone could conclude that it is possible that an RMP is requested from the Generic applicant and not from
the MAH that markets the originator).

Proposed change (if any):-

Please add more rows if needed.
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