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studies evaluating risk minimisation measures for authorised medicinal products but not immediately applicable to existing risk
minimisation measures and ongoing activities regarding risk minimisation measures; however, where existing risk minimisation
measures are amended, the revised guidance should be taken into account and applied if this is considered likely to increase the
effectiveness of the risk minimisation measure without jeopardising its familiarity for patients and healthcare professionals using the
concerned medicinal product.

*Note: Draft Revision 3 released for public consultation versus Revision 2 included the following:

- Changes to XVI.A. to clarify the role of risk minimisation for risk management planning and for the impact on the risk-benefit
balance of medicinal products, and the role of effectiveness evaluation of risk minimisation measures, and to delete/merge
concepts already included in other sections of the Module;

- Addition of XVI.B.2. to give more guidance about the criteria for applying/requesting additional risk minimisation measures;
- Changes to XVI.B.3.1. with a new classification for educational materials;
- Changes to XVI.B.3.4. regarding the concept of controlled access systems and examples illustrating the requirements;

- Addition of XVI.B.4. to clarify the role of risk communication, dissemination and implementation as a relevant part of any
additional risk minimisation activity;

- Changes to XVI.B.5. to give more guidance on criteria and methods for risk minimisation evaluation; emphasis has been given
on the concept of risk minimisation evaluation, which includes an iterative planned and prospective approach with integrated
measurement of different elements and regulatory follow-up;

- Changes to XVI.B.5.4. to give more guidance on risk minimisation evaluation parameters (e.g. implementation, behavioural
changes, outcomes), including suitable study designs and data collection methods;

- Addition of XVI.B.7. to provide recommendations on additional risk minimisation measures within the lifecycle of the product;

- Changes to XVI.C.3. to give more details on the role of healthcare professionals and patients and to clarify possible strategies
for their early engagement and role in risk minimisation development, dissemination and evaluation;

- Deletion of Appendix I on survey methodologies and integration of this guidance in Addendum II of this Module.

** Note: Final Revision 3 versus draft Revision 3 released for public consultation includes the following in response to the
consultation:

- Elaboration of legal basis of RMM and clarifications in the introductory A-part, including reference to implementation science
approaches;

- Clarification in the introductory A-part that as technology advances, the potential of supporting risk minimisation through digital
applications may be considered, without any further guidance in this Module while an EMA reflection paper on digital support to
risk minimisation is under development;

- Clarifications and additions of definitions in a new Terminology section A.1., including clarifications to distinguish between RMM
tools and messages;

- Clarifications of the relationship between routine and additional RMM tools and applicability of the guidance in this Module for
both these RMM categories;

- Revised structure of the B-part with overview tables on RMM tools while clarified details on the tools are provided in new
Appendices;

- Elaboration on the iterative and non-promotional nature of RMM and RMM objectives, on the implementation pathway and on
stakeholder engagement in section B.1.;

- Clarification that a direct healthcare professional communication is a safety communication tool in section B.4.2.1. with
reference to GVP Module XV;

- Renaming of risk awareness forms as risk awareness dialogue form/aid in section B.2.3.1. with clarifications in Appendix 2, and
deletion of follow-up risk awareness forms as an additional RMM tool;

- Deletion of demonstration kit as an additional RMM tool;

- Revised guidance on risk minimisation control tools and programmes replacing draft guidance on controlled access programmes
in section B.2.;

- Transfer of draft guidance on ‘pregnancy prevention programmes’ to the applicable Addendum to GVP M XVI (under finalisation);

- Clarified and tabulated points to consider for requiring and selecting aRMM tools in section B.3., allowing for risk minimisation
measures that are specific to the medicinal product, the risk, the patient population and the healthcare context;

- Emphasised guidance on the development and dissemination planning of RMM materials in section B.4.;
- Clarifications on the naming of RMM materials in section B.4., C.3.1. and Appendix 2;
- Clarifications and tabulated presentation of guidance on RMM effectiveness evaluation studies in section B.5.;

- Integration of guidance on the regulatory follow-up of RMM effectiveness evaluation studies from draft section B.5. in
emphasised guidance on adapting RMM in section B.6.;

- Clarifications on quality management in section B.7.;

- Clarifications on the requirements for including RMM and RMM effectiveness evaluation studies in the marketing authorisation,
the risk management plan and periodic safety update reports in section C.1.;

- Clarifications in the responsibilities of the EU marketing authorisation holder and the EU regulatory network in sections C.2. and
C.3,;

- Integration of guidance on the coordination of RMM effectiveness evaluation for medicinal products containing the same active
substance in section C.2.2.;

- Integration of guidance on stakeholder engagement from the draft C-part in sections B.1.4., C.3.1. and C.3.2.2.;

- Updates on transparency in section C.4.;

- Integration of previous Addendum I on approval of RMM materials by competent authorities in Member States; and
- Overall structural, presentational and editorial improvements.
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XVI.A. Introduction

A marketing authorisation for a medicinal product in the EU may be granted subject to taking certain

measures for ensuring its safe use to be included in the risk management system [based on DIR Art

21a and REG Art 9(4)(ca)]. As such, these measures support keeping the risk-benefit balance of a

medicinal product positive, which is a prerequisite for granting and maintaining its marketing

authorisation. Ri

prevention-and-minimisation-efrisks: A rRisk management systems isconsist- a set of

pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise

risks relating to a medicinal product, including the assessment of the effectiveness of those activities

and interventions [DIR Art 1(28b)], and is described in the risk management plan (RMP) of the product

[DIR Art 1(28c)] (see GVP Module V). ef—phaFn%aee\ﬁgﬂaﬁee—aeHwHes—a%d—rﬁteFveﬁﬁeﬁs—FelaHﬁg—te

. The objectives

of ensuring the safe use of the medicinal product and minimising risks, including their adverse health

outcomes, -minimisation are aemeved—th%eughseﬂaa&ﬁeéfacmtated by t—he—merementaHeﬂ—ef—rlsk

minimisation measures (RMM)

For the purpose of RMM, the marketing authorisation holder shall evaluate all information scientifically,

consider options for risk minimisation and prevention, and take appropriate measures as necessary

[DIR Art 104(2)]. Likewise, the competent authorities in Member States shall evaluate all information

scientifically, consider options for risk minimisation and prevention and take regulatory action

concerning the marketing authorisation as necessary [DIR Art 101(2)], and the Agency’s

Pharmacovigilance Risk Assessment Committee (PRAC) shall provide recommendations relating to risk

management systems and RMM [based on REG Art 56(1)(aa)]. Further, the marketing authorisation
holder [DIR Art 104(3)(c) and (d)] as well as the competent authorities in Member States and the
Agency [based on DIR Art 107h(1)(a), REG Art 28a(1)(a) and REG Art 56(1)(aa)] shall monitor the

outcomes of RMM contained in the RMP or any other conditions or restrictions with regard to the safe

and effective use of the medicinal product.

Planning for developing and evaluating RMM should already begin early during the development phase

of the medicinal product, as part of the risk management system to be set up by the applicants for a

marketing authorisation, to whom the guidance for marketing authorisation holders in this Module is
applicable too.

It is recognised risk minimisation is an evolving area for which new methods will emerge.

Implementing RMM in healthcare requires approaches from the implementation and behavioural

sciences concerned with improving patient-centred healthcare. This requires engagement across

stakeholders for patient safety. As technology advances, the potential of supporting risk minimisation

through digital applications may be considered.
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The terminology for this GVP Module is provided in XVI.A.. XVI.B. providesdeseribes the principles and

tools of RMM, eriteria points to consider for their selection_as well as guidance for their ;-development,

implementation and-ce-ordination-of RMM—in-particular-of-additional RMM,and-theprinciplesand
coneepts—of the evaluation-ef RMM-effeetiveness, with a view to an overall risk-proportionate and

consistent approach to risk minimisation. XVI.C. describes the related roles and responsibilities of

marketing authorisation holders and competent authorities in the setting of the EU regulatory network
and-—ttalse reflects_on the engagement witheentribution-ef healthcare professional and patient

representatives within appropriate frameworks.

This GVP Module should be read together with_the Addenda of GVP Module XVI and other GVP Modules

as referenced

CHMP Guideline on Safety and Efficacy Follow-up — Risk management of Advanced Therapy Medicinal

Products!, the v
medication-errors{see PRAC Good Practice Guide on Risk Minimisation and Prevention of Medication
Errors?) and the EMA Post-Authorisation Guidance3.-ard-the-Addenda-of-this-GVP-Medule-as
refereneced. Marketing authorisation holders should also take into consideration_guidance specificatiens
and-any-specific-processes-thatarealready in place in Member States and follow their requirements.

In this GVP Module, all applicable legal requirements are referenced as explained in the GVP
Introductory Cover Note and are usually identifiable by the modal verb “shall”. Guidance for the
implementation of legal requirements is provided using the modal verb “should”. Directive 2001/83/EC
as amended is referenced as '‘DIR’, Regulation (EC) No 726/2004 as amended as ‘REG’ and the

Commission Implementing Regulation (EU) No 520/2012 en-the-Performance-of Pharmacovigilance

o Dy~ o N Ran on Na -~ avav;
v N vAw,

and-Directive 2001/8 as amended as “IR”.

XVI.A.1. Terminology

Definitions are provided in GVP Annex 1, including the following specifically relevant for this Module:

! www.ema.europa.eu
2 www.ema.europa.eu
3 www.ema.europa.eu/en/human-regulatory-overview/post-authorisation
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XVI.A.1.1. Risk minimisation measure

‘Risk minimisation measure’ (RMM) are is defined, for the purpose of this GVP Module, as an
interventions intended to prevent or reduce the occurrence of adverse reactions associated with the
exposure to a medicinal producte, or to reduce their severity or impact on the patient should adverse
reactions occur{see-GVP-Annext).

The term ‘RMM’ is an umbrella term covering the following terms also referred to in the legislation:

‘measures for ensuring the safe use of a medicinal product to be included in its risk management

system’, ‘measures to prevent or minimise the risks associated with the medicinal product’,

‘interventions designed to prevent or minimise risks relating to a medicinal product’, ‘risk minimisation

activities relevant to the risk-benefit assessment’, ‘regulatory action following consideration of options

for risk minimisation and prevention’, and ‘other conditions or restrictions with regard to the safe and

effective use of a medicinal product’.

A RMM consists of two components:

e RMM messages: the key information (i.e. not the full wording) about the risk and the actions
intended to be taken by the healthcare professional or the patient for minimising the risk; and

e RMM tool: the tool by which the RMM messages are disseminated and the RMM-intended actions
are supported for their further implementation (see XVI.B.1.2.3.), belonging either to the category
of routine or additional RMM tools (see XVI.B.2.).

The RMM for a specific medicinal product are referred to as:

RMM material: the final individual RMM with its full wording, as approved by the competent

authorities; and

RMM set: all routine and additional RMM materials addressing a given risk of the medicinal product.

XVI.A.1.2. Patient

‘Ppatient’ inthisguidanee is defined, for the purpose of this GVP Module, as eevers individuals patients
mere-generally-consumers-subjeets using or considering the use of a medicinal product (including
(healthy) individuals using vaccines and other medicinal products not intended to treat or alleviate a
disease) -as well as-ttalse the_embryo/foetus/child who may be adversely affected expesed-te by a
medicinal product at conception, in utero or through breastfeeding (including by delayed and/or life-

long adverse effects), {unrbern)child-inthe-case-efasmay-, exposure-duringpreghancy- and individuals

may who may be adversely affected through occupational, accidental, or illegal* exposure to a

medicinal product.

For the ease of reading of this GVP Module, the term ‘patient’ also includes parents,—and other carers,

as well as and patient and consumer representatives and organisations, who may be target audiences

of RMM in their role to support patients.

4 See GVP Annex I for the definition of ‘Misuse of a medicinal product for illegal purposes’
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XVI.A.1.3. Healthcare professionals

‘Healthcare professionals’ are defined, for the purposes of this GVP Module, as persons providing

professional healthcare, such as physicians, dentists, pharmacists and nurses.

For the ease of reading of this GVP Module,- the term ‘healthcare professionals’ also includes

healthcare professional representatives and organisations, and learned societies, who may be target

audiences of RMM in their role to support healthcare professionals.

XVI.A.1.4. Target population (risk minimisation measure

"Target population (risk minimisation measure)’ is defined, for the purposes of this GVP Module, as the

group of individuals who are intended to receive the tools and messages of a given RMM tool or

material.

When using this term, the definitions of patients (see XVI.A.1.2.) and healthcare professionals (see

XVI.A.1.3.) apply and subgroups of these population groups may be specified further for a given RMM

RMM tool or materials.

For the ease of reading of this GVP Module, the term ‘Target population (risk minimisation measure)’ is

usually abbreviated to target population (for definitions of ‘target population’ for the purposes of other
GVP Modules, see GVP Annex I).

XVI.B. Structures and processes

XVI.B.1. Pefinition-and-pPrinciples of risk minimisation

Guideline on good pharmacovigilance practices (GVP) - Module XVI (Rev 3)
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The following principles of risk minimisation should be followed by marketing authorisation holders and

competent authorities:

XVI.B.1.1. Iterative approach to risk minimisation within the benefit-risk

management cycle of the medicinal product

The pharmacovigilance activities for identifying and assessing risks as well as implementing and

evaluating RMM, as performed by marketing authorisation holders and competent authorities, are

iterative, starting with the medicine product development in the pre-authorisation phase and

continuing throughout the post-authorisation phase. In the post-authorisation phase, new data as well

as input from patients and healthcare professionals (see XVI.B.1.3.) on the risks and the effectiveness

of RMM may emerge and impact on the risk-benefit balance of the medicinal product, possibly

requiring adaptations to the existing RMM a . Within this cycle, formative gathering of evidence and

input from patients and healthcare professionals for regulatory decision-making on requiring or

adapting RMM (see XVI.B.3. and XVI.B.6.) and; for developing RMM materials and dissemination plans
(see XVI.B.4.) alternate with the evaluation of RMM effectiveness (see XVI.B.5.)-.

This iterative process can be depicted as a learning -cycle for keeping the risk-benefit balance of

medicinal products positive and improving it (see Figure XVI.1.), -as part of quality management of

pharmacovigilance for patient and public health (see XVI.B.7.).
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Figure XVI.1.: Benefit-risk management cycle of the medicinal product®

XVI.B.1.2. Intended outcomes as specific objectives of risk minimisation

measures

To achieve the overall objectives of ensuring the safe use of a medicinal product and minimising its
risks, RMM should have clearly defined specific objectives, i.e. intended outcomes, including:

e Reaching the target audiences through dissemination of RMM materials;

e Knowledge adoption, attitude formation and behavioural changes in audiences for the actions
described in the RMM messages;

e Integration of RMM materials establishing a risk management control programme in healthcare
processes;

6 Further developed from Bahri P, Morales DR, Inoubli A, Dogné JM, Straus SMIM. Proposals for engaging patients and healthcare
professionals in risk minimisation from an analysis of stakeholder input to the EU valproate assessment using the novel analysing
stakeholder safety engagement tool (ASSET). Drug Saf. 2021; 44: 193-209, epub 30 Oct 2020 (developed from [Radawski C,
Morrato E, Hornbuckle K, Bahri P, Smith M, Juhaeri J, Mol P, Levitan B, Huang H-Y, Coplan P, Li H, on behalf of the ISPE BRACE SIG.
Benefit-risk assessment, communication and evaluation (BRACE) throughout the life cycle of therapeutic products: overall
perspective and role of the pharmacoepidemiologist. Pharmacoepidemiol Drug Saf. 2015; 24: 1233-1240.]
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e Health outcomes in terms of reduced occurrence or severity of adverse reactions or their impact on
patient or public health.

Within cognitive processes, forming an attitude as a state of readiness is vital for applying knowledge
and takinge action’s

XVI.B.1.3. Implementation pathway of risk minimisation measures —

regulatory implementation, dissemination and implementation in heathcare

The intended outcomes of RMM (see XVI.B.1.2.) are achieved along an implementation pathway (see

Figure XVI.2.).

This pathway distinguishes between:

e Regulatory implementation through which the RMM tools and messages become part of the terms
of the marketing authorisation for a medicinal product (including in its product information and
RMP (see XVI.C.1.)) and the RMM materials are approved by the competent authorities;;

e Dissemination of RMM materials by marketing authorisation holders to the target audiences; and

e Implementation of RMM in healthcare, which manifest in onward dissemination of RMM materials to
targeted healthcare professionals and patients, the intended knowledge adoption of the RMM
messages and attitude formation in healthcare professionals and patients, and changes towards
the RMM-intended actions in the behaviours of healthcare professionals and patients during the
concerned processes of healthcare or using the medicinal product at home.

While the regulatory implementation lies within the remit of competent authorities, the development

and initial dissemination of RMM materials falls under the responsibility of marketing authorisation

holders under requlatory oversight. Additionally, competent authorities may disseminate information

on RMM as part of their legal obligations for safety communication (see GVP Module XV). Onward
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dissemination of RMM materials (disseminated from marketing authorisation holders to healthcare

professionals) to patients may be demanded from healthcare professionals as an RMM-intended action,

and wider dissemination of RMM within healthcare systems may also be necessary to achieve full

implementation of RMM in healthcare. In general, dissemination covers not only the dissemination of

RMM materials to the target audiences, but also the dissemination of the RMM messages via other

channels-, e.qg. the scientific or general media, which lie outside regulatory oversight and may be used

in the framework of stakeholder engagement (see XVI. B.1.4. and XVI.B.4.).

The implementation of RMM in healthcare falls under the responsibility of healthcare systems for safe

and effective patient-centred care. How the RMM are -implemented in healthcare processes will depend

on the settings where the medicinal product is prescribed, dispensed and administered. Within the

proactive approach to risk minimisation, implementability refers to the expected opportunities of RMM

being implemented effectively (which includes avoiding adverse outcomes), based, as available, on

past or formative evidence on RMM effectiveness (see XVI.B.1.1.) and input from patients and

healthcare professionals (see XVI.B.1.4.), in particular on enabling or disabling factors to RMM

effectiveness taking into account the context of the typical healthcare and patient home settings and

likely scenarios in which the medicinal product is used and how the additional RMM tools and RMM-

intended actions could be integrated in the processes in healthcare and at home. While past evidence

is generated from RMM effectiveness evaluations (see XVI.B.5.), formative evidence in particular

relates to use of medicines, processes of healthcare and health information diffusion, and existing

knowledge, attitudes and behaviours in audiences for RMM, gained from (available) quantitative,

qualitative and mixed methods research applying similar methods as used for RMM effectiveness
evaluation (see GVP Module XVI Addendum II).

Regulato I

implegl)nenta?{on i i M

of RMM in the \ R!‘M am! .Beha i Health

attitudes in intended by
terms of 3 outcomes
2 target RMM
marketing
= ol audiences
authorisation

XVI.B.1.4. Stakeholder engagement- in risk minimisation

Engagement across stakeholders is considered crucial for achieving full implementation of RMM in

healthcare and the intended positive patient and public health outcomes (see XVI.B.1.3.). Given these

shared responsibilities, marketing authorisation holders and competent authorities should have

appropriate processes in place which allow for inclusive engagement of stakeholders. For marketing

authorisation holders, these processes shall be separate from promotional activities (see XVI.B.1.5.).
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Within these frameworks, patient and healthcare professional representatives should be encouraged to

engage in risk minimisation, in particular to:

e Provide input on RMM options in terms of tools, messages and target audiences and;
implementability (see XVI.B.1.3.) for requlatory decision-making on RMM (see XVI.B.3.), in
particular based on insights on current risk awareness, disease management and healthcare
systems, including the processes and system/individual factors which impact on the likelihood of
effectiveness of RMM options;

e Contribute to the development of RMM materials, e.g. designing/tailoring to target audiences,
user-testing, input to consultations prior to approval of RMM materials, -and to the planning for
implementation of RMM in healthcare (see XVI.B.4.);

e Advise on and support the dissemination of RMM via multiple channels, in particular those that
exist outside the regulatory oversight and address the media preferences of the target audiences,
(see XVI.B.1.3. and XVI.B.4.) and advise on and support the full implementation of RMM in
healthcare (see XVI.B.1.3.);

e Advise on and participate in the evaluation of RMM effectiveness (see XVI.B.5.).

XVI.B.1.5. Non-promotional nature of risk minimisation and personal data
protection

Any visualisations in the package leaflet or labelling of the packaging shall exclude any element of a
promotional nature [DIR Art 62]. Likewise, aAdditional RMM materials should be-cempletelyseparated
from-not contain any promotional elementsactivities_ , — either direct or veiled and in accordance with

locally applicable policies.

Likewise, studies evaluating RMM effectiveness should not contain any promotional element and be

separate from any promotional activity, as non-interventional post-authorisation safety studies shall

not be performed where the act of conducting the study promotes the use of a medicinal product [DIR
Art 107m(3)] (see GVP Module VIII).

Any contact information of healthcare professionals or patients which may possibly be gathered

through RMM-related activities, including for stakeholder engagement (see XVI.B.1.4.) must not be

used for any other, including promotional, activities and must be handled in accordance with

Regulation (EU) 2016/679 on the protection of natural persons with regard to the processing of

personal data and on the free movement of such data.
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In the context of RMM, the invented name of the medicinl product is not considered a promotional

element.

XVI.B.2. Categories and tools of risk minimisation_measures

The RMM tools belong either to the main category of routine (see XVI.B.2.2.) or additional (see
XVI.B.2.3.) RMM.

measures

The RMM messages, i.e. the risk information and the intended action to be taken by the healthcare

professional or the patient for minimising the risk (see XVI.A.1.1.), are described in the summary of

product characteristics (SmPC) as the fundamental routine RMM tool and form the basis for the

messages in other routine and, where required, additional RMM tools (see XVI.B.3.).

Additional RMM are hence meant to- emphasise the messages in routine RMM and may elaborate and

contextualise the actions for risk minimisation described in the routine RMM tools or present the

information in a different way by using tables, graphics or other visualisations and enhancements.

The SmPC (see XVI.Appl.1.) and/or the package leaflet, depending on the target audience of the RMM

materials, should mention if additional RMM materials exists for a specific risk and may include

information where they can be accessed.

XVI.B.2.2. Tools of routine risk minimisation measures

Routine risk-minimisation-activitiesRMM tools are those which apply to every medicinal product -as part
of the marketing authorisation. However, a visual reminder (e.g. symbols, pictograms, visually
enhanced warnings) and special warnings/information on precaitions on the packaging are -routine
RMM tools which are not needed for every medicinal product, and if needed, have to be specifically
requested in the marketing authorisation.

Routine RMM tools include those listed in Table XVI.1. and are detailed in XVI.Appendix.1.. Further, the
formulation itself may play an important role in minimising the risk of a medicinal product, e.g. in
minimising the risk of incorrect dosing or administration, misuse or abuse of the medicinal product.

Table XVI.1.: Routine risk minimisation measure tools

Routine RMM tools

Summary of product characteristics (SmPC) (including boxed warnings in bold font type)
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Routine RMM tools

Package leaflet (PL) for the patient in accordance with the SmPC (including symbols, -ard pictograms and
warnings on dark background)

Labelling of immediate and outer packaging (including special warnings, information on precautions and

pictograms)

Pack size

Classification (legal status) of the medicinal product

XVI.B.2.3. Tools of additional risk minimisation measures

A variety of tools of additional RMM are-eurrertly available for use on their own or in combination, or

two additional RMM tools can also be merged into one RMM material as part of audience tailoring (see
XVI.B.4.1.)ed-manneras—additional RMM.—As-digital-technelegyadvances,thepotential-of eleetronie

Additional RMM tools -arecan-be sub-categorised as inte-the followsing—categeries:

e Educational/Safety advice toolsmaterials; and

e b I fossi | N (DHPCs):
o+ Pregnaneyprevention-programmes{PPPs):

e Risk minimisation c€ontrollied—access programme_toolss.

Other sub-categories or tools are not excluded to become additional RMM tools if they meet the
definition of RMM (see XVI.A.1.1.).

Risk minimisation control programmes usually apply their specific tools in combination to

educational/safety advice tools.

Specifically for medicinal products which may adversely affect the embryo/foetus/child at conception,

in utero or through breastfeeding (including with delayed and/or life-long adverse effects) impactoen

the-, routine and additional RMM tools can be combined to prevent adverse pregnancy outcomes (see
GVP Module XVI Addendum I).

A direct healthcare professional communication (DHPC) may be required to support a set of routine

and additional RMM materials of a medicinal product, as this safety communication tool (see GVP

Module XV and GVP Annex I) may support the implementation of RMM-intended actions (see
XVI.B.4.2.1.).
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XVI.B.2.3.1. Educational/Safety advice tool-materials

Educational tools, or synonymously safety advice tools, are targeted at either patients or healthcare

professionals, whereby those targeted at healthcare professionals may also be intended to support the

dialogue between the patient and the healthcare professional in healthcare about the risks and actions
intended by RMM.

Educational/Safety advice tools include those listed in Table XVI.2. and are detailed in
XVI.Appendix.2..

Table XVI.2.: Educational/Safety advice tools

Educational/Safety advice tools

Guides for patients or healthcare professionals for risk minimisation

Healthcare professional checklist for risk minimisation

Risk awareness dialogue form

Patient card

Patient diary for risk minimisation

Guideline on good pharmacovigilance practices (GVP) — Module XVI (Rev 3)
EMA/204715/2012 Rev 3 - Track-change version following public consultation (not to be quoted as final) Page 17/70



XVI.B.2.3.24. Risk minimisation c€ontrolled-accessprogramme_tools

A risk minimisation controlled-aceess programme_includes educational/safety advice tools required for
the medicinal product and further oneisateet or moreset-of additional RMM tools to control the

adherence to the intended actions for risk minimisation through ensuring -the necessary healthcare

support to patients, preventing diversion of the medicinal product and/or providing for traceability of

the medicinal product.

programmes may also include pack size restrictions (see XVI.App.1.4.).

Risk minimisation control tools are intended for application by one or more healthcare settings,

depending on whether the required control concerns the steps of -prescribing, distribution, dispensing

and/or administration of the medicinal product.
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Risk minimisation control tools include those listed in Table XVI.3.. -In practice, each risk minimisation

control tool may need, for its implementation, several RMM materials, e.g. training materials and

certificates of gqualification, or forms to be completed by different healthcare professionals for

information exchange, or by different distribution points for traceability.

Table XVI.3.: Risk minimisation control tools

Risk minimisation control tools

Healthcare professional qualification required for the prescribing, dispensing and/or—administration of the
medicinal product, and/or the supervision of the administration by the patient

Healthcare facility accreditation of the available equipment and gualified healthcare professionals required for
using the medicinal product at this facility

Traceability system to be completed at- dispatch of the medicinal product from the manufacturing site, all
distribution points and the healthcare facility where the medicinal product is dispensed or administered

System for exchange of patient information (e.g. results of medical tests) one healthcare professional is required
to receive from the other healthcare professional for completing the RMM-intended action for the medicinal

product

Check of patient certificates of medical interventions- required for the prescribing or dispensing of the medicinal
product

XVI.B.32. €riteriafor Rrequiring and selecting tools of additional risk

minimisation measures- -

For the purpose of risk minimisation, all information shall be evaluated scientifically, options for risk

minimisation be considered and appropriate RMM be taken as necessary [based on DIR Art 104(2)(d)
and DIR Art 101(2)].

Most safety concerns will be are sufficiently addressed by routine RMM_(see XVI.B.2.2.) {see-GVP
Medute V). Careful consideration should be given to whether the intendedthe RMMrisk-minimisation
outcomes ebjeetives (see XVI.B.1.2.) could be achievedreached with routine RMM toolsmeasures
alone. ;and-e0nly if when retthisinnot-consideredsufficientand it is considered necessary for
keeping the risk-benefit balance of the medicinal product positive, it-should-be-considered-which
additional measure{s)RMM tool(s) (see B.2.3.) should be requiredis{are}-the-mest-apprepriate.

Generally, aAdditional RMM_—sheuld addressfecus—en impertant-safebyeconecerns important identified or
important potential risks (see GVP Annex I).

Each safeby—eeneerarisk needs to be considered individually, and-the-seleetionef RMM-sheuld-take-inte

accountA-safety-conecernmay-beadd

: - but an individual additional
RMM;—and-_materialsere-RMM may address more than one risk: .
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In determining whether additional RMM tools are necessaryreeded and selecting thewhich measures

tool(s) weuld-be-mesteffective, marketing authorisation applicantstholders and competent authorities
should_consider-take-intoaceount the points in Table XVI.4. and:+ +

o Assess-the-petential-for effectiveness of the additional RMM; as anticipated based on past and
formative evidence (see XVI.B.1.1.) or input that may be sought from patient and healthcare
professional representatives (see XVI.B.1.4.). including-the-burden-the RMM-may-impose-on-the

Combining educational/safety advice tools may address the different preferences of the target

audiences for receiving the RMM messages in complimentary manner.

Table XVI.4.: Points to consider for requiring additional risk minimisation measures and selecting tools

Points to consider for requiring additional RMM and selecting tools

Seriousness_(see GVP Annex I) , severity and other characteristics of the_identified-er-petential-risk severityand

frequeney-of the-adversereaction{sy

Preventabilibyand-the-Kind of elinieat immediate and long-term actions- able required intended to minimise the
risk

Indication/restriction of indication,- contraindications, dosing and scheduling, duration of treatment-, route of
administration/pharmaceutical form of the medicinal product, the potential of errors in its handling and
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Points to consider for requiring additional RMM and selecting tools

administration, and the medical condition to be treated overall, including the impact of the medical condition on
the patient

—the-Patient target population for the RMM, their typical state of health and circumstance,aré- healthcare/home
setting, the-healtheare-setting-and likely scenarios where they use the medicinal ferthe-use-ef-the product

Healthcare professional target population for the RMM, and the typical healthcare settings and fertheuse-efthe
preduetclinical context, and likely scenarios where the medicinal product is used ef-use

Intended behavioural changes of healthcare professionals and patients during each step of processes in

healthcare or at home and related nNeeds for advice-te-healtheareprofessionals

Possibleimpactand burden of the-riskand-the RMM on the patient_and the healthcare system in relation to the
risk, taking into account {risk-proportionality (=see XVI.A.)

Implementability of the RMM (see XVI.B.1.3.) with its aAnticipated Pessible effectiveness in achieving the
intended outcomes of the RMM (see XVI.B.1.2.) and avoiding the potential for unintended outcomes effeets of
the RMM (see B.5.1.)

he-selection-of RMM

XVI.B.3.1. Risk minimisation control programmes

A risk minimisation c€ontrolted-aeeess programmes applying specific tools (see XVI.B.2.3.2.) should- be
considered-and-applied-only in exceptional rare situations_where a serious risk may have a specifically
efan—mpertantrisksafety—concern—with—a-severe impact on the patient_and/or -erthe{unrbern)—<child
exposed-in—utero;—ora-significant-public health, which is considered not to be effectively minimised by
routine RMM toqether with educatlonal/safety advice tools alone. +mpaet—takmg—mte—aeeetmt—t—he—ﬁatu+=e

This includes risks with possible severe impact for the embryo/foetus/child due to adverse effects of a
medicinal product at conception, in utero or through breastfeeding (including with delayed and/or life-
long adverse effects), risks associated with misuse or abuse of a medicinal product with possible severe
impact on patient and public health, and risks with advanced therapy medicinal products (ATMPs) that
may require specific traceability.

XVI.B.4. Developing materials and planning the dissemination_of

additional risk minimisation measures ptans

XVI.B.4.1. Tailoring of materials to target audiences and local healthcare
systems, and user-testing

Edueational To facilitate achieving the intended knowledge adoption, attitude formation and

behavioural outcomes of the RMM in the given healthcare and patient settings, material_ have also to be

tailored to the various national healthcare systems where they should be used and a target audience
(see XVI.A.1.4.) should be defined for each additional RMM tool; -and the additional RMM materials
should-_be tailoredbeadapted to these-target audiences. - This should take into account how the
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materials can support the intended behavioural changes in the given healthcare and patient settings

through integration of the RMM-intended actions in processes in healthcare and at home.

When-developing-educational-materials;-Marketing authorisation holders areit-is therefore encouraged,

where possible, or may be required where considered necessary by the competent authority, to_user-

test draft additional RMM materials -engage-with healthcare professionals and patient representatives

in local contexts (see XVI.B.1.4.). -and-user-test-proposed-materialsfor Such user-testing should

investigate the materials’ adequacy (e.g. for the audiences’ settings and their circumstances),

comprehensibility and usability, so that diverse patients/healthcare professionals can correctly

understand the risk information and identify the actions to be taken for risk minimisation, readabitity;
aceessibility;— and as well as their user-friendliness-effermats (e.g. colours, font type/size, typography,
layout).

Methods for user-testing should build on those established in the areas of health literacy, risk

perception and communication, patient preferences, human factors and implementation of innovation

in healthcare. These include testing of draft materials in survey, focus group and scenario-based study

designs.

For additional RMM materials targeted at patients, the guidance- provided in the Guideline on the

Readability of the Labelling and Package Leaflet of Medicinal Products for Human Use?!? should be

followed as far as applicable by analogy.

W as of . lation.

XVI.B.4.1.1. Information items in the materials

The information in RMM materials should follow the principles of safety communication (see GVP

Module XV) are generally applicable.

An-edueational- additional RMM material should contain the following information itemselements:

e Name of the RMM tool (see XVI.B.2.) as the heading of the RMM material as applicable;

o Up-to-date;objective,unrambiguousand-CelearsStatements clearly summarising the nature of-the
safety-conecern{s)and the risk and outlining the specific actions to be taken by healthcare

professionals or patients in-erder-to minimise the risk and use the product safely (where

warranted,; infermation-the messages of routine RMM may be elaborated and contextualised, or

€an be presentedprovided-inmore-detailer in a different way thanr-inthe-SmPCS/PLe-g- by using by
theuse—of tables, graphics or other visualisations and enhancements (see XVI.B.2.1.)flew-charts-or

10 https://health.ec.europa.eu
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e Reference to the SmPC or the package leaflet PE with a reminder to carefully read the SmPC or

package leaflet w
the-SmPC-erPLthroughahyperlink;—and;

o A-sSStatement explaining that theis RMM edueational material fulfills is-part-ef-the conditions of the

marketing authorisation and has been approved by _the—+espective competent authority, including

the version date/number and date of approval/last ;

review of the RMM matarial.+

National tailoring to of RMM materials may require further information items.

XVI.B.4.2. Dissemination plans

With the aim to reach the defined target audiences of RMM in their respective settings, dissemination is

a crucial step to be optimised along the implementation pathway of RMM (see XVI.B.1.3.). Therefore,

mMarketing authorisation holders should submit plans for the dissemination of additional RMM

materials to-healtheareprofessionalsand-patients for approvalagreement by competent authorities at
national level. The plans should specify list the_ RMM tools (see XVI.B.3.), the target audiences;the

targeted-euteomes;-,_timeframes of (re)dissemination,fer-ensuring-contintous-avatability-ef-materials,
and, if applicable, the use of supportive_dissemination channels , —cemmunication-interventions

strategies{e.g.-through scientific journals, healthcare professionallearred-secieties, -or patient
organisations_and their conferences, clinical guidelines, point-of-care tools and training activities (see
XVI.B.1.2.).=

The timeframes offer (re)dissemination should ensure the continuous availability of (amended) RMM
materials at healthcare and patient level as a prerequisite of eensidertheneeded sustainability of RMM

effectiveness over time,-both-within-healthcare-professional-communities-and-for-individuat-healtheare
prefessionalsand-patients. The knowledge adoption, attitude formation and behavioural changes of

healthcare professional may require repeated RMM using various tools (see XVI.B.6.). In the case of

long-term treatment,- processes for periodically repeated delivery of educational/safety advice

materials to a patient may be necessary.Periedic-provision-ef—thermaterialstocally-issystemically
ehsidereda ompetentauthoritvtevelat time-of-implementation . :

For the content and format of dissemination plans_and supportive communication interventions, the
PHPC-ecommunicationplan templates (see GVP Annex II) and guidance on safety communication (see
GVP Module XV) may be applicable, a-fer-the-planning-of the-dissemination-of the RMM-and-suppertiv
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XVI.B.4.23.1.2--Direct healthcare professional communications

A direct healthcare professional communication (DHPC) is a safety communication tool (see GVP Annex

I) and may be required to support the dissemination of additional RMM materials and the

implementation of RMM-intended actions in healthcare, in particular when launching a new or amended
RMM set for a medicinal product. If such DHPC is required, it should be included in the RMM
dissemination plan and the guidance on DHPCs in GVP Module XV should be followed.

XVI.B.5. Evaluating the eEffectiveness-evaluatiorn of risk
minimisation measures

Monitoring RMM outcomes refers to evaluating the effectiveness of routine and additional RMM.

Where no additional RMM are required in the RMP, RMM effectiveness studies are not mandatory and

outcomes of routine RMM are generally monitored through routine pharmacovigilance activities unless

otherwise agreed with the competent authority.

horisati : A\RMM._

XVI.B.5.1. Scope of studies evaluating risk minimisation measures

Prinein £ ffect taati

Any study relating to an authorised medicinal product conducted with the aim of evaluating the
effectiveness of RMM is a post-authorisation safety study (PASS) [DIR Art 1 (15)]. For these studies
the guidance in GVP Module VIII should be followed in addition to the guidance in this GVP Module and
in GVP Module XVI - Addendum II on methods for RMM effectiveness evaluation.
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Studies evaluating the eEffectiveness-evaluation of RMM should be requested by the competent

authority for RMM aimirged teat minimiseingmitigating risks of major patient and public health

importance, considering the nature, seriousness and severity and-seriousness of the risk, the

magnitude of population exposure and the amount of public concern.
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The design of such studies should provide evidence enabling evaluation of whether adaptations to RMM

are warranted, including whether additional RMM may be discontinued (see XVI.B.6).

The study objectives should be defined in relation to the intended outcomes of the RMM (see

XVI.B.1.2.) and consider possible local variation in RMM implementation between countries.

RMM effectiveness evaluation should consider that simultaneous events such as changes in clinical

quidelines, reimbursement policies, events impacting healthcare (e.g. a pandemic), national variation

in RMM implementation and media attention may influence the outcome of RMM and make establishing

a causal relationship between a specific RMM and its outcomes challenging.

In certain situations, RMM may lead to unintended consequences, possibly counteracting the

effectiveness of RMM, and other outcomes of RMM beyond the intended ones (see XVI.B.1.2) may be

appropriate for investigationevaluation upon request of the competent authority. Such unintended

outcomes include e.q..ferexample; undue burden of RMM on the patient, healthcare professional or

healthcare system. Other examples are shown in Table XVI.5;.

Switching RMM recommends that patients are Patients are switched to a treatment that has

switched to alternative treatment a less favourable safety profile

Spill-over effect RMM recommends that the- medicine is no Medicine is withheld in a patient population

longer used in a certain patient population that is not targeted by the RMM and where

and patients are switched to alternative the medicine has a positive benefit/risk profile

treatment

Non-treatment Medicine is no longer authorised and used No alternative treatment is used even though

in an indication as- the benefit is no longer an alternative is available to treat patients

considered to outweigh the risks with this indication
Lack of N/A Treatment with the medicine is not adhered to
adherence to by the patient
treatment
Additional RMM recommends the use of a medicine in RMM no longer recommends the use of a
prescribing the target population in combination with medicine in a population, but treatment is
another medical intervention- (e.g.; as continued in combination with another
preventive measure) medicine (e.g.; to treat adverse reactions).
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XVI.B.5.2. Schedule and documentation of studies evaluating risk
minimisation measures

Details of how RMM effectiveness will be measured should be included in the RMP. Protocols and

milestones for qualitative and quantitative RMM effectiveness studies should be included in the

pharmacovigilance plan, and the results should be considered for updating the risk minimisation plan
of the RMP (see XVI.C.1.2-and GVP-Medtte-V). For a specific RMM several factors will determine the

appropriate timepoints, including time since launch or implementation of the RMM, estimated

magnitude of exposure, serieusnessseriousness, and severity-and-seriousness of the risk(s) and the

design of the proposed studies evaluating RMM effectiveness.

The following timepoints should be considered by marketing authorisation holders for setting and

agreeing timetables with competent authorities:

e After regulatory implementation (see XVI.B.1.3.) an initial evaluation of RMM e.q. within 12-24

months), to allow the possibility of necessary amendmentschanges in healthcare;

o ;Within 4 years of implementation, to assess the overall effectiveness of the RMM (see XVI.B.5.3.),

and where applicable to inform the evaluation of the renewal of a marketing authorisation.

Unless requested otherwise, results of RMM effectiveness evaluation should be submitted with the
periodic safety update reports (PSURs) (see XVI.C.1.3.6VPMedute V), including a discussion on- the
need for RMM amendments (see XVI.B.5.3. and XVI.B.6.).
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XVI.B.5.32. Objectives and approaches of studies evaluating risk

minimisation measurestoe-effectiveness-evaluation

In accordance with XVI.B.5.1. objectives of RMM effectiveness evaluation may include investigating

e.qg. the:

e Eextent of the RMM that has been delivered to the target population as planned;

e Extent the RMM has led to the intended knowledge and behaviour in the target population, or

whether other outcomes have occurred; and

e Extent the RMM-intended health outcomes have been achieved within relevant timeframes, or

whether other health outcomes have occurred.

Study objectives may differentiate between the RMM message, i.e. the knowledge on the risk

information and the actions intended by the RMM, and the individual or set of RMM tool(s).

Different approaches to data collection and analysis as appropriate may be applied for each step of the

RMM implementation process (see XVI.B.1.3. and Figure XVI.3.). Measurements and indicators of
RMM effectiveness (see XVI.B.5.4.) should be defined in the study protocol.

Effectiveness
evaluation

Non-targeted
effects

nssemination

dg Behaviour
Attitude

age

Implementation timeline
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Note: This approach includes measuring medicinal product-specific targeted effects and, as appropriate, relevant non-targeted
effects associated with the use of the concerned (blue boxes) and other medicinal products (white boxes).=

Depending on the study objectives, a combination of qualitative and quantitative research methods

may be appropriate. The scope and objectives should be defined in relation to the desired health

outcomes of RMM. Marketing authorisation holders and competent authorities may agree on indicators

of success to be included in the risk minimisation plan of the RMP (see XVI.C.1.2). Using quantitative

measurements (e.g. prescription levels or medicines utilisation patterns, health outcomes) for

evaluating the effectiveness of RMM where feasible is particularly important and should be considered

when deciding on RMM. Qualitative research may be useful for informing the objectives of gquantitative

research and understanding the reasons for success or failure of RMM (e.g. lack of intended knowledge

or behaviours), and such findings may be relevant when requlatory actions for adaptingamending RMM
are considered (see XVI.B.5.4. and XVI.B.6.).

The evaluation strategy should consider that methods are risk-proportionate and provide accurate

results that are meaningful for further regulatory decision-making without placing undue burden on

healthcare systems or patients.lraceordanrce-with-the principlesinXVEB-5-1-theobjectivesof

effeetiveness-evaluationareto-inrvestigater
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XVI.B.5.32.1. Dissemination and-risi knowledge outcomes

Each stage from dissemination of information on RMM to risk knowledge adoption should be eptimised

and considered during RMM evaluation (see Figure XVI.3.).

Dissemination methods and individual perception of RMM information influence the knowledge of risks

and RMM. Quantitative measurements of the stages of the communication process may help to identify

barriers to dissemination and knowledge adoption, ineffective dissemination processes and knowledge

gaps. When used in combination with quantitative research, gualitative measures of the risk

communication process may help to understand factors influencing risk perception and knowledge

adoption. Risk knowledge may be assessed through qualitative research methods involving e.g. semi-

guided interviews and/or focus groups, or through quantitative surveys (see GVP Module XVI -

Addendum II).

Target population

Dedsion on risk Effective . 3 : Understandin
AR i, St Identification Reading of J r ng
minimisation dissemination & 2 of risk and
of materials materials

action of materials actions to take

Communication Communication Risk Risk
coveEage receipt awareness knowledge
(population) (individual) g

_J

Figure XVI.4.: Pathway of the risk communication process from RMM-dissemination ef-risicminimisation-measures-to
adoption of the riskknowledge intended by the risk minimisation measturesemeasures.:

Examples of quantitative measurements and gualitative findings to address RMM dissemination and

risk-knowledge objectives are provided in Table XVI.6..

Table XVI.6.: Examples of quantitative measurements and qualitative findings addressing-RMM dissemination of risk

minimisation measures and risk knowledge intended by the measures:

Proportion of target population for which RMM tool dissemination has been completed over time (in total and

e.g. by RMM tool, country, or type of healthcare professional)+

Download total/webpage view frequency if web based RMM tools are provided, taking into account appropriate

denominators depending on the context of the RMM+

Proportion of healthcare professionals and patients aware of the RMM and using the educational tools and other

sources of information (e.g. information from learnt societies):
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Patient-reported outcome measures (PROM) and patient-reported experience measures (PREM) complementing

clinical outcome assessments (e.g. of biomarkers, morbidity, or survival data) may be considered where

validated health measurement instruments are availables

Level of comprehension, recall of information and knowledge of healthcare professionals and patients concerning

the RMM tool and its messages:

Attitudes about the RMM in terms of e.g. perceived feasibility, acceptability, usability, opinion, motivations,

confidence to apply the tool correctly (self-efficacy) and that RMM will be effective in controlling the risk+

Identification of environmental factors of healthcare systems and patient life impacting on RMM implementation,

e.g. available resources and constraints in clinical pathways and times;

Identification of information-related factors influencing knowledge uptake in patients and healthcare

professionals, particularly prior information awareness and knowledge of the receiver and communication on the

risk from other (preferred) sources (e.g.; social media);

Guideline on good pharmacovigilance practices (GVP) — Module XVI (Rev 3)
EMA/204715/2012 Rev 3 - Track-change version following public consultation (not to be quoted as final) Page 32/70



XVI.B.5.32.2. Behavioural ehanges outcomes

RMM should be evaluated with a view to achieving the intended actions and behaviours in medicines
use. patient-Factors that may be enablers or barriers for aeguired-risk adopted knowledge to result in

intended actions and behaviours are illustrated in Figure XVI.5.. These enablers and barriers may

impact on the feasibility of the RMM in practice.

Enablers/barriers Enablers/barriers

relating to individuals relating to health system
Personal values & Integretability with the
system processes
Health literacy Risk knowledge Access to
Risk implemented measures Adapted

awareness Risk tolerance er e behaviours
o Individuals’ Compatibility with
S e resources (system or
beliefs individual)
Skills & abilities

behavioural changes:

RMM-intended actions behaviours may be evaluated through prescribing, dispensing and other drug

utilisation studies, making use of data from electronic healthcare databases or medical records and

possibly applying record linkage between different medical and/or demographic data, or through

surveys. Quantitative data analyses may also identify enablers or barriers for intended behavioural

changes (e.qg. healthcare environment factors, availability of resources and processes, access to

alternative treatment, healthcare professionals’ and patients’ perception of RMM and related attitudes).

Examples of quantitative measurements and qualitative findings to address behavioural outcomes are
provided in Table XVI.7..

Table XVI.7.: Examples of quantitative measurements and qualitative findings addressing behavioural outcomes:

Proportion of patients exposed to a medicinal product in accordance with the authorised indication+

Proportion of contraindicated patients exposed to a medicinal products;

Proportion of patients undergoing recommended diagnostic tests (e.g. laboratory, genetic, instrumental test)

prior, during or after the exposure to a medicinal product:

Proportion of co-prescribing of one or more interacting medicinal products:

Proportion of (potential) dosing errors+
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Quantification of enablers or barriers for intended behavioural changes (e.g. healthcare environment, availability

of resources, access to alternative treatment, perception of a RMM and attitudes)+

Extent to which the medicine user was able to perform and maintain the desired behaviour over time (e.g. no

prescription in specific contraindications)+

Frequency of requests from healthcare professionals for refills of educational materials or other RMM tools as

proxies of RMM tool utilisations

Patient-reported outcome measures (PROM) and patient-reported experience measures (PREM) complementing

clinical outcome assessments (e.g. of biomarkers, morbidity, or survival data) may be considered where

validated health measurement instruments are availables

Awareness (e.g. a new contraindication is not known by some healthcare professionals and/or patients):

Attitude (e.g. some healthcare professionals and/or patients are not convinced that there should be a

contraindication)+

Alternative treatments (e.g. despite the contraindication, some patients still need treatment)+

Difficulties in implementing RMM in relation to healthcare system (e.g. limited access to diagnostic tools)+
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XVI.B.5.32.3. Health outcomes

Monitoring and investigating measurable health outcomes-are-meanste evaluates whether

implemented RMM have achieved the intended patient and public health impact and avoided adverse

health outcomes. Changes in health outcomes may only be partially influenced by regulatory actions

aimed at minimising risks. Other factors including changes in clinical guidelines or healthcare practices

(e.g. therapeutic monitoring) need to be considered. These factors should be identified and assessed

where possible as part of RMM effectiveness evaluations.

Examples of quantitative measurements to address health outcome objectives are provided in Table
XVI.8..

Table XVI.8.: Examples of quantitative measurements addressing health outcomes=

Incidence rate or cumulative incidence of an adverse reaction, including stratification by severity to determine

changes in severity+

Incidence rate or cumulative incidence of pregnancies during treatment under the conditions of a risk minimisation

control programme designed to prevent adverse pregnancy outcomes+

Incidence rate or cumulative incidence of health outcomes of interest, including surrogate endpoints if actual

endpoints cannot be measureds;

Figure XVI.6. provides an overview of qualitative and guantitative research outcomes that may

evaluate the different stages of the implementation process of RMM.
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XVI.B.5.43. Assessment-Interpretation of the results of studies of
evaluating the effectiveness of risk minimisation measures and-regtiatery

foHow—up

The design of studies evaluating the effectiveness of RMM should provide evidence to determine
whether adaptationsamendments to RMM are warranted, including whether-er additional RMM tools

may be discontinued. In some instances, important unintended outcomes of RMM (see Table XVI.5.)

may warrant regulatory follow-up action (see XVI.B.6.). National tailoring adaptatiens to implementing
RMM agreed at EU level should be considered in the interpretation of results-aeressMember-States.

Indicators for success should be determined a priori and on a case-by-case basis. Threshold values

may be defined by using for example baseline or historical data, expected frequency in comparable

populations or of comparable risks where feasible. Table XVI.9. includes a list of factors for

consideration when determining success (or failure) of RMM. The therapeutic context, local specificities

(e.g.; clinical guidelines) but also other dimensions (e.g. ethical; or societaletegieat acceptability) based

on input from patient and healthcare professional organisations (see XVI.B.1.4.) should be taken into

account as appropriate.

Table XVI.9.: Factors for consideration when determining success or failure of risk minimisation measure

effectivenessRMM-:

Therapeutic need e Seriousness of the indication (e.g.; life-threatening condition, serious consequences

on the quality of life, natural evolution of the disease)

e Access to therapeutic alternatives

Population at risk ° Size of the population

e Age-group at risk (e.g.; children, older patients)

° Comorbidities

° Pregnant women

° Frailty

° Possibility of taking an informed decision (e.g.; access to package leaflet, need for

urgent treatment, patients with different chronic disease)

~
@
~
L]

Seriousness of the risk (see GVP Annex I)

° Novelty of the risk

° Risk incidence

° Proportion of the risk that can be avoided (risk reduction)

e Absolute increase of the risk

Technical ° Is the level of knowledge to develop a threshold sufficient?
possibilities
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Acceptability e Variability between populations and countries (e.g.; national adaptations to

implementation of RMM agreed at EU level)

° Regulatory acceptability (e.g.; previous regulatory decisions for similar risks or

medicinal products)

° Engagement with concerned patients/carers and healthcare professionals

° Level of public interest

° Risk level accepted by society (e.g.; insurance companies, case law, other

technological areas)

Where the results of RMM effectiveness studies indicate that e.g., a pre-defined threshold has been

met, this suggests that the intended outcomes of the RMM for a specific medicinal product have been

achieved. On the other hand, failure to meet a pre-defined threshold requires further investigation to

obtain a clear understanding of the reasons that could help explain the failure (e.qg.; qualitative
research, see XVI.Add.II.2.2:1. and XVI.Add.II.3.1.).

Guideline on good pharmacovigilance practices (GVP) — Module XVI (Rev 3)
EMA/204715/2012 Rev 3 - Track-change version following public consultation (not to be quoted as final) Page 38/70



XVI.B.67. Amending, discontinuing and introducing aAdditional risk

minimisation measures within the benefit-risktife management cycle
of the medicinal product

As part of the_benefit-risk management cycle for a medicinal product (see XVI.B.1.1.) in the post-

authorisation phase lifeeyeleapproach, it may be isalse necessary to- eentinueusly-adapt its additienal
RMM_set for improvement, i.e. to:

¢ Amend existing RMM materials in terms of e.q. the risk information, intended clinical action, target
audiences, design or dissemination plan (see XVI.B.4.):

e Discontinue one or more of the existing additional RMM materials; or

e Introduce (a) new RMM tool(s).

When considering adapting RMM, marketing authorisation holders and competent authorities should
apply the points to consider in Tables XVI.4. and XVI.10. .
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Points to consider for adapting a RMM set

Evolving knowledge on the safety profile of the medicinal product and related updates to the RMP and/or product
information (see XVI.C.1.1.)

Changes to the marketing authorisation of the medicinal product, e.g. expansions to a new indication or patient
population, or a new pharmaceutical form or dosing schedule

Evidence derived from RMM effectiveness evaluation studies conducted by marketing authorisation holders or

others (see XVI.B.5.), the robustness of the methods and study conduct, and the overall conclusiveness of their

results

Representativeness of the responders of the study population of an RMM effectiveness evaluation study, the
characteristics of those who have not contributed to achieving, if applicable, an RMM effectiveness threshold,
and considerations regarding in how far the results can be extrapolated to the non-responders of the study

population

Need for continued dissemination of additional RMM for maintaining a positive risk-benefit balance of the
medicinal product in all patient populations and addressing the need for advice of patients and healthcare

professionals

Changes in healthcare processes and other relevant contextual factors

Adverse unintended outcomes of RMM

Worlwide experience with RMM

Engagement with patient and healthcare professional representatives may support the considerations

for adapting RMM (see XVI.B.1.4.), the development of amended or new RMM materials and/or

dissemination plans (see XVI.B.4.), and support the implementation of adapted RMM in healthcare (see

XVI.B.1.3.).

Guideline on good pharmacovigilance practices (GVP) — Module XVI (Rev 3)
EMA/204715/2012 Rev 3 - Track-change version following public consultation (not to be quoted as final) Page 40/70



Any proposal for adapting RMM for a medicinal product ferreclassification-or-discontinuation should
atways be accompanied by a t—hem&gh—érse&sswn—wrth—a—dﬂe—}useﬁeaheﬂ rationale and the underlying

evidence or other relevant information

authorisation and the RMP, if the medicinal product has a Fre RMP, should be updated with the agreed
RMM adaptationsaceerdingly (see XVI.C.1.2.).

If amendments to additional RMM materials have been agreed, a national dissemination plan (see

XVI.B.4.) to replace the existing with the amended materials at the level of the target audiences

should be established and implemented by the marketing authorisation holder.

XVI.B.6.1. Impact of adapting risk minimisation measures on requiring

studies evaluating their effectiveness

Adaptations to RMM (see XVI.B.6.), as well as inconclusive results of studies evaluating RMM

effectiveness (see XVI.B.5.4.), may require a new study to evaluate existing, amended or new RMM; or

the impact of discontinuing a RMM in the context of the adapted RMM set for the medicinal product
(see XVI. B.5.). The RMP requires being updated accordingly (see XVI.C.1.2.).

XVI.B.78. Quality systems ofor risk minimisation-measures

Marketing authorisation holders shall have specific quality system procedures and processes in place to

ensure:

e Examination of options for risk minimisation and prevention [IR Art 11(1)(a)];

e Taking, by the marketing authorisation holder, of appropriate measures [IR Art 11(1)(a)]; an

° Effective communication with the competent authorities on new risks or changed risks, the risk
management system and RMM [IR Art 11(1)(e)].

For this purpose, marketing authorisation holders should also:

e Establish and follow processes to ensure that RMM materials meet the quality requirements (see

XVI.4.1. and XVI.4.2.) and are subject to version control;

e Establish and follow processes to ensure that the RMM materials are disseminated to healthcare

professionals and patients according to the dissemination plan (see XVI.B.4.3.), and to keep
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records of the dissemination process and outcomes (e.g. records of receipt of RMM materials at
healthcare sites); and

e Establish and follow processes to ensure compliance, at the level of the marketing authorisation

holder, with the tools of a risk minimisation control programme fand to keep records thereof; =

¢ Follow the quality requirements for RMPs (see GVP Module V) and PASS (see GVP Module VIII);

e Apply the quality improvement cycle and the principles for good pharmacovigilance practices (see
GVP Module I) to RMM-related processes;

e Apply the requirements for pharmacovigilance record management (see GVP Module I) to all RMM-

related processes and documents; and

e Describe the RMM-related processes and their quality management in the pharmacovigilance
system master file (PSMF) (see GVP _Module II).

The competent authorities should apply all their requirements for the quality management of

pharmacovigilance systems (see GVP Module I) to their RMM-related processes and documents.

XVI.C. Operation of the EU network

XVI.C.1. Required risk minimisation measures and their evaluation as
part of the marketing authorisation in the EU and related documents
XVI.C.1.1. Marketing authorisation

In the EU, Fhe-Annextib-of-the marketing authorisation of a medicinal product-autherised-in-the EY

includes eutlines the keyelements-of any-additional-_the product information (i.e. the SmPC, package
leaflet and labelling of the immediate and outer packaging), the specification of the legal status and

the pack size, and, if required, a request -for a visual reminder and/or a special warning/information

for precaution on the product information as routine RMM (see XVI.B.2.2.), as well as, if required, a
listing of the required additional RMM tools (see XVI.B.2.3.) with their messages (see XVI.A.1.1.).;
arei I | . isation, Honf ‘ | effecti c i
preduct—TheseadditienalRMM-_Therefore, the RMM form an obligation on the marketing authorisation
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holder in the EU._Fera—<centrallyautherisedpreduct-Wwhen the RMM are adapted (see XVI.B.6.), the

marketing authorisation is to be updated, following the EMA Post-Authorisation Guidance!! for centrally

authorised product or the applicable guidance in Member States for nationally authorised products.

For a medicinal product subject to an EU referral procedure-, the Commission Decision on the referral

includes the required RMM tools and their key messages imposed on the marketing authorisation

holder, while adaptations of RMM required thereafter are included in the updated national marketing

authorisations.

The specific requirements for reflecting a patient card in the marketing authorisation are provided in
XVI.App2.4..

XVI.C.1.2. Risk management plan

The required RMM and the activities for their effectiveness evaluation should be included in the RMP

(see GVP Module V) of the medicinal product, which is part of its marketing authorisation.

RMP part V should include the risk minimisation plan, describing, for each safety concern in the safety
specification of the RMP, the RMM tools (see XVI.B.2.) with their intended outcomes (see XVI.B.1.2.)
and the justification for each tool, and describing the planning and implementation activities for the
RMM._It should also include a summary of the results of the studies evaluating RMM effectiveness as
the justification for adaptations to RMM.

RMP annex 6 should include the RMM key elements (see XVI.A.1.1.) if RMM tools beyond the SmPC

and PL are required.

RMP part III on the pharmacovigilance plan and RMP part V on the risk minimisation plan should
include a description of :the activities for evaluating the effectiveness of RMM, in particular in relation
to their intended outcomes.

The RMP should be kept updated with adaptations to RMM (see XVI.B.6.) and studies newly required

for evaluating RMM effectiveness (see XVI.B.6.1.).

XVI.C.1.3. Periodic safety update report

The PSUR shall contain the results of assessments of the effectiveness of risk minimisation activities

relevant to the risk-benefit assessment [IR Art 34(3)]-.

-Therefore, the PSUR (see GVP Module VII) should include the updates on the development and

dissemination of RMM and results of the studies evaluating RMM effectiveness, applying the guidance
in XVI.B.5., and a discussion on the possible need to adapt the RMM set (see XVI.B.6.), and/or the

activities required to evaluate the RMM effectiveness (see XVI.B.6.1.).

! www.ema.europa.eu/en/human-regulatory-overview/post-authorisation
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responsibility-for-ensuring-that specific-conditions-orrestrictions-its opinion [DIR 127a] are
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XVI.C.2. Roles and responsibilities for the applicant/marketing

authorisation holder in the EU

The RMM pose an obligation on the marketing authorisation holder (see XVI.C.1.) and the marketing

authorisation holder shall by means of its pharmacovigilance system evaluate all information

scientifically, consider options for risk minimisation and prevention and take appropriate measures as
necessary [DIR Art 104(2)].

The applicant for a marketing authorisation in the EU shall submit the application accompanied by the
RMP which the applicant will introduce for the medicinal product [DIR Art 8(3)(iaa)]. The RMP shall
describe the risk management system [DIR Art 1(28c)]) and also contain a documentation of the RMM,
including an assessment of their effectiveness [IR Art 30(1)(c), DIR Art 1(28c)]. The

applicant/marketing authorisation holder in the EU should include RMM in the RMP in accordance with

the guidance in XVI.C.1.. In proposing initial or adapted RMM, the applicant/marketing authorisation
holder should follow the guidance in XVI.B.1, XVI.B.2., XVI.B.3. and XVI.B.6..

The marketing authorisation holder should develop the required RMM materials and a dissemination

plan following the guidance in XVI.B.4. and submit to the competent authorities in Member States the

draft materials in the official language(s) as required by the respective Member State and the draft

dissemination plan for agreement. For establishing and maintaining the tools required a risk

minimisation control programme (see XVI.B.2.3.2.), the marketing authorisation holder should discuss

the development and dissemination of the RMM required for the programme with the competent

authorities in Member States. The final additional RMM materials should be approved by the competent

authorities in Member States before dissemination in accordance with the national dissemination

timetable agreed with the competent authorities in Member States in the dissemination plan.

The marketing authorisation holder shall operate a risk management system for each medicinal

product, monitor the outcome of RMM which are contained in the RMP or laid down as conditions of the

marketing authorisation (pursuant to DIR Art 21a, 22 or 22a), and update the risk management
system [DIR Art 104(3)(c)-(e)]. When requested, the draft protocols of the studies in the RMP for

evaluating RMM effectiveness should be submitted by the marketing authorisation holder for regulatory

assessment. The results of assessments of RMM effectiveness (i.e. of studies evaluating RMM
effectiveness) shall be contained in the PSUR [IR Art 34(3)], to be submitted by the marketing
authorisation holder for the medicinal product [DIR Art 107b, REG Art 28 (2)]. Therefore, the
marketing authorisation holder should follow the guidance in XVI.B.5. and XVI.C.1. .

The marketing authorisation holder should_inform the competent authorities in Member States

about any important changes or
issues which impact on the previously agreed dissemination plan, together with an updated plan-te
addressing the encountered changes or issues.

If the marketing authorisation holder becomes aware of information regarding RMM that may impact

the risk-benefit balance of the medicinal product, this should be reported as an emerging safety issue
(see GVP Module IX).
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Overall, the marketing authorisation holder should follow the guidance on the principles for risk

minimisation in XVI.B.1., in particular regarding the non-promotional nature of the RMM as well as

their studies evaluating RMM effectiveness (see XVI.B.1.5.).

Further, for specific operations in the EU, the marketing authorisation holder should follow the
guidance in XVI.C., and for specific operations in Member States additionally —Fre+rarketing

autherisationheldershouldfoHew national guidance- Module and-agree-the-appropriate-terms-with-the
competentautherity in-each Member States where such guidance is available.

A description of the process, data handling and records for the performance of continuous monitoring

of the risk-benefit balance of the medicinal product, the monitoring result and the decision-making

process for taking appropriate measures, and the monitoring of RMM outcomes shall be included in the
PSMF [IR Art 2(4)(a)-(b)], to be maintained by the marketing authorisation holder [DIR Art 104(3)(b)]
(see GVP Module II). For the quality systems requirements, the marketing authorisation holder should
follow the guidance in XVI.B.7..
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XVI.BC-62.2.- Coordination of activities for -risk minimisation measures
effectiveness—evaluation-across medicinal products containing the same

active substance

The Applicanrtsmarketing authorisation holder for a biosimilar, hybrid orare generic medicinal product
should-in—prineipte implement the same RMM materialsinterms-of-contentand-dissemination as
required for the reference medicinal product, unless requested otherwise by the competent authorities.
{see XMEE11-1-)- Where for a generic, biosimilar or a hybrid medicinal product additional RMM

materials identical to the user-tested materials in place for the reference product are being

implemented, no second user-testing for the generic, biosimilar or hybrid product is needed, unless

testing in a not yet tested language is requested by the competent auhorities. The marketing

authorisation holder for a biosimilar, hybrid or generic medicinal product should develop and agree

with the competent authorities a dissemination plan for the RMM materials (see XVI.B.4.2.)

Additional RMM for generic, biosimilar or hybrid products may be required in some circumstances

beyond those of the reference medicinal product (e.g. different formulation or route of administration).

Whenif several medicinal products; irclading-generies,-biesimilars-er-hybrids,—containing the same

active substance, such as generic, biosimilar and hybrid products, -have been authorised_and require

additional RMM, their marketing authorisation holders are encouraged

to collaborate for fulfilling their responsibilities (see XVI.C.2.) through coordination of a theresheuld
be-a consistent approach to developing, disseminating, evaluating and adapting RMM materials.
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When_a common RMM material is developed forever more than one medicinal product containings the

same active substance,-a

material maysingle-patient-card referring only to the name of active substance, and not to allany
invented names of thea concerned medicinal products.

Hewever,—-wWhere RMM for a generic, biosimilar or hybrid medicinal product are fully identical with the
marketederiginaterfreference product,-there is usually no need to request the marketing authorisation
holder of the generic, biosimilar or hybrid product to conduct a study evaluatinge RMM effectiveness
for their product. funless requested periedic-dissemination-measures{seeXVEB-5-21—=are-agreed
etherwise-in the RMP_of this product, in particular if there is uncertainty that >Fhisapplesunderthe
assumption-that the RMM evaluation strategy —reguested-for the reference product will be able to
gather sufficient data, or if a considerable proportion of medicines use is expected to possibly be

contributed by —Ferexampleifthe-intreduction-of (a) generic, biosimilar or hybrid product(s)—+eduees

arninninag s DMM -~ an O aVal aforanecn

Where_a study-PASSfer evaluating RMM effectiveness are-reguired-for-generie,hybrid-and-biesimilar
preducts;—studies-conducted jointly by severalalt marketing authorisation holders for their products

containing the same active substance-{see-GVP-Medule VI are-ecnrcouragedin-orderto-minimisethe
SEeE—E 3 3 y —Forinstanceifa-prospective-cohe ady-is-instituted, dat

collection maystudy-entry-shoeuld-be independent from the-preseription-of-aproductwith-a-speecifie
invented names of the medicinal product.-erprevided-bya-specific marketingauthorisation-helder

Q

Where the marketing authorisation holder for a generic, biosimilar or hybrid medicinalvproduct is not

required to conduct a study to evaluate RMM effectiveness, updates on the dissemination of RMM
should still be included in the PSURs for the concerned product (see XVI.C.1.3.).

XVI.C.3%. Roles and responsibilities within the EU regulatory network

XVI.C.3%+.12. Competent authorities in Member States

The general role of the competent authorities in Member States for pharmacovigilance in the EU is

described in GVP Module I and for risk management in particular in GVP Module V.

Regarding risk minimisation activities, Member States shall by means of their competent authority’s

pharmacovigilance system evaluate all information scientifically, consider options for risk minimisation
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and prevention and take regulatory action concerning marketing authorisations as necessary [DIR Art

101(2)].

For medicinal products authorised nationally by competent authorities in Member States, including
those authorised through the mutual recognition procedure or the decentralised procedure, the
competent authorities in Member States may impose in the marketing authorisation (see XVI.C.1.1.)

an obligation on the marketing authorisation holder to describe and operate a risk management
system in the RMP (see XVI.C.1.2.) [DIR Art 104a(2)] and shall monitor the outcome of RMM and
assess updates to the risk management system [DIR Art 107h(1)(a) and (b)]. For products authorised
nationally through the mutual recognition procedure or the decentralised procedure, the competent
authority in a Member State may require additional RMM only for this Member State.

For nationally authorised products subject to a safety-related EU referral procedure, the European
Commission may adopt a decision addressed to Member States for the implementation of conditions or
restrictions of the marketing authorisation, such as RMM, to be adhered to by the competent
authorities in Member States.

For medicines authorised by the European Commission through the centralised procedure, the

European Commission may adopt a decision addressed to Member States for the implementation of

conditions or restrictions of- the marketing authorisation [DIR Art 127a], such as RMMAFrt, to be

adhered to by the competent authorities in Member States—. For centrally authorised products, the

competent authorities in Member States shall collaborate with the Agency to monitor the outcomes of

RMM and assess updates to the risk management system [based on REG Art 28a(1)(a) and (b)] (see
XVI.C.3.2.).

Overa I, ir-competent-authority’s

Irrespective of the route of marketlnq authorisation, tFhe competent authorities in Member States are
responsible for i

mpesed—as—a—ee%@rﬁea—ef—t—he—mameﬂﬁg—autheﬂsahen the approval of nationally tailored additional
RMM materials-in—the-efficialHanguage{s)of the respective Member-State and the agreement of the

national RMM dissemination plans (see XVI.B.4.) and should ensure fer-the-safeand-effectiveuseofa

Member-Statessheuld-ensure-prompt consideration anrd-agreement-ef-the RMM-withof the respective
submissions by-the marketing authorisation holders (see XVI.C.2.1.). Fheyshouldagreethefinal
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The national tailoring of RMM materials should address the specifics of the healthcare systems in

Member States, e.g. applicable subgroups of the target population, naming of the RMM tool and full

wording of the RMM material in the official language(s), additional information items, design and

formatting, dissemination, with a view to best support the implementation of the RMM in healthcare.

Member States may also may have specific requirements for using educational/safety advice materials

for documenting healthcare processes, including confirmations by signatures of the healthcare

professional or patient. Especially, for risk minimisation control programmes the -Sueh-pregrammes

ith competent authorities_in Member
States should determine and discuss with the marketing authorisation holder how the applicable RMM

tools should be implemented in healthcare and which RMM materials are needed for these tools in -

Centre-acereditation-should-be-erganised-accordanceing te with the nationally established processes for

training and qualification of healthcare professionals, accreditation of healthcare facilities, healthcare

documentation and information exchange, and traceability. precedures—and-be-cemplemented-with

of-healtheare-profession greed-with-the-competen horities—Risk

minimisation control programmes can be locally supported in their implementation in healthcare with

national adaptations, e.qg. restricted amount of medicinal product per prescription, or restricted validity

length of a prescription.

Wheneverthereare-dDeviations from RMM key elements- agreed at EU level—+thissheuld-be-duly may

sometimes be needed in a Member State, to account for specific situations of the healthcare system

and are subject to justification and agreement betweened-by-the competent authority in the Member

State and the marketing authorisation holder.;—as-applicable; forexample:
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Competent authorities in Member States are encouraged to seek input from healthcare professional

and patient representatives (see XVI.B.1.4.) as needed, appropriate and possible, and to consider

results from user-testing of RMM when requested from and/or submitted by the marketing

authorisation holder. Especially, for risk minimisation control programmes interactions between the

competent authorities in Member States and stakeholders responsible for integrating these in

healthcare processes may be needed. For the engagement with healthcare professional and patient

representatives, competent authorities in Member States should have frameworks in place which verify

the independence of the representatives for impartial advice, in particular the independence from

marketing authorisation holders. User-testing of materials for risk minimisation in the local languages
is encouraged.

For the purpose of risk minimisation, the competent authorities in Member States should follow the

guidance in XVI.B. and XVI.C., including the guidance on transparency in XVI.C.4..

XVI.C.3%.2+. The European Medicines Agency

The general role of the Agency for pharmacovigilance in the EU is described in GVP Module I and for

risk management in particular in GVP Module V.

For medicinal products authorised by the European Commission through the centralised procedure the

Agency conducts the assessments, including on RMM which may be imposed to address important

identified or important potential risks and which are to be included in the marketing authorisation (see
XVI.C.1.1.) and the RMP (see XVI.C.1.2.).- The imposition of such obligations shall be duly justified,
notified in writing, and shall include the timeframe for submission of the RMP [REG Art 21(2)] (see GVP

Module V). Further, the Agency shall, in collaboration with the Member States, monitor the outcomes

of RMM and assess updates to the risk management system for centrally authorised products [REG Art
28a(1)(a) and (b)].

For nationally authorised products subject to a safety-related referral procedure, the Agency conducts

these referral procedures in accordance the legislation and guidance on Referral procedures: human

medicines?3.

For medicinal products authorised nationally, including those authorised through the mutual

recognition procedure or the decentralised procedure, which are under the responsibility of the

competent authorities in Member States (see XVI.C.3.1.)-, the Agency supports the applicable
procedures at EU level (see XVI.C.3.1.1.).

13 www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/pharmacovigilance-post-authorisation/referral-
procedures-human-medicines
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The Agency fulfils its legal mandate through the procedures of its Committee for Medicinal Products for
Human Use (CHMP)* and its

o ormme—o DR MMM on aVaVa ~n DRDMD

Pharmacovigilance Risk Assessment Committee (PRAC) (see XVI.3.1.1.), and inits—secientifie

on R MM =

reseurees—andresearch—activitiess. ——and through supportings the Coordination Group for Mutual

Recognition and Decentralised Procedures — human (CMDh)15.

For the purpose of risk minimisation, the Agency should follow the guidance in XVI.B. and XVI.C.Fhe

XVI.C.3%.2+.1. The Pharmacovigilance Risk Assessment Committee

The PRAC (see GVP Module I)€ shall be responsible for providing recommendations to the CHMP and

the CMDh on any question relating to pharmacovigilance activities in respect of medicinal products for

human use and on risk management systems and shall be responsible for monitoring the effectiveness
of those risk management systems [REG Art 56(1)(aa)], which includes the RMM and the RMM

effectiveness evaluation studies.

Therefore, the -PRAC should provide assessments of risks and consider the need for RMM applying the
guidance in XVI.B.1., XVI.B.2., XVI.B.3. and XVI.B.6., and evaluatetheneedfor RMM-and-their

euteomeincludingadditional RMM; and if they recommend RMM-, makerecommendations regarding
the- specify the tools and messages (see XVI.A.1.1.) in the PRAC recommendationelements—efthe

preducts—referredtePRAE. The PRAC recommendation may also relate to the development (see

XVI.B.4.1.) and dissemination (see XVI.B.4.2.) of additional RMM materials, including the need for a
DHPC (see XVI.B.4.2.1.).

Further, the PRAC recommendation should include- studies to be requested from the marketing
authorisation holder for evaluating RMM effectiveness (see XVI.B.5.).In-ordertorespectthe-diversity

— The PRAC should assess-as-apprepriate the protocols and results of

14 www.ema.europa.eu
15 https://www.hma.eu/human-medicines/cmdh/about-cmdh.html
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these studies PASS whichaim-te evaluatetheeffectivenessof RMM for requlatory follow-up in
accordance with_the guidance in XVI.B.5. and XVI.B.6.ard-GVYP-Medule VT,

-To continuously improve regulatory decision-making on RMM, the PRAC adopted a strategy for
measuring the impact of pharmacovigilance activities!®, which includes the effectiveness evaluation of

RMM (see XVI.B.5.).

XVI.C.3.2+.2. Stakeholder engagement framework

The PRAC engages with patient and healthcare professional representatives to support PRAC decision-

making on risk minimisation (see XVI.B.1.4.). Therefore, the PRAC involves its members representing

patient and healthcare professionals in discussing options for RMM and their implementability for

anticipated RMM effectiveness (see XVI.B.1.3.) and may also seek their insights on general matters

relevant to implementing RMM in healthcare; and the PRAC considers further forums for engaging with

patient and healthcare professional representatives established by EMA within its frameworks for

engaging with partners and networks!’, which includes written consultations;, scientific advisory

groups, ad hoc expert groups; and public hearings (see Rules of Procedure on the Organisation and

Conduct of Public Hearings at the Pharmacovigilance Risk Assessment Committee!8).

6 www.ema.europa.eu/en/documents/other/prac-strategy-measuring-impact-pharmacovigilance-activities en.pdf

7 https://www.ema.europa.eu/en/partners-networks

18 https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/rules-procedure-organisation-and-conduct-public-
hearings-pharmacovigilance-risk-assessment-committee-prac_en.pdf
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The Agency shall make public the agendas and minutes from each meeting of the CHMP, the PRAC and
the CMDh (see XVI.C.3.) as regards pharmacovigilance activities [REG Art 26(1)(b)], and this includes
activities on RMM.

For a centrally authorised products, the Agency shall make public+

the European public assessment report (EPAR),-that-ireludes-theany conditions of the marketing

authorisation_together with any deadlines for the fulfilment of those conditions, the SmPC, the package

leaflet, the information on the outer and inner packaging, and information on the RMP ~includingsueh
as information on any additional RMM [DIR Art 21(3), DIR Art 21(4), DIR Art 106(a), DIR Art 106(b),
DIR Art 106(c), REG Art 13, REG Art 26(1)(c), REG Art 26(1)(j), REG Art 57(2), IR Art 31(1)].+-Further

the Agency has transparency obligations for medicinal products subject to an EU referral procedure. To

fulfil their transparency requirements, the Agency follows the EMA publication policy “What we publish

on medicines, and when”'?,

SmPCsandPLs [REGAr 57 —and

1% ema.europa.eu
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Tthe competent authorities of Member States shall make publicly accessible for centrally and nationally
authorised products, avatableatleastthefolowing:

Ppublic assessment reports,-conditions of the marketing authorisation together with any deadlines for
the fulfilment of those conditions, this-shalHnelude-asummary-writterina-mannerthatis
understandable-to-thepublie, the SmPC, the package leaflet, the information on the outer and inner
packaging and a summary of the RMP [DIR Art 21(3), DIR Art 21(4), Art 106(a).}+

SmPCs-and PLs [DIRAF21(3)-Art 106(b)}:

Summary-ef-the RMP [DIR Art 106(c)], with specific focus on risk minimisation activities described
therein [IR Art 31.1].

To promote public health, it is encouragedrecemmended that the Agency and the competent
authorities in Member States make the-felewingadditienat-infermation-available via their websites+

dBetails of additional RMM (e.g. electronic copy of RMM teelsfmaterials that are to be disseminated by
marketing authorisation holders in print).

Further guidance on transparency applicable to RMPs, PSURs and PASS are likeweise relevant for RMM
(see GVP Module V, GVP Module VII and GVP Module VIII).
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XVI.Appendix z1: Tools of routine minimisation measures

XVI.App-1.1. Summary of product characteristics

According to the legislation [DIR Art 8(3)(j), DIR Art 11, REG Art 6(1)] and the Guideline on Summary
of Product Characteristics?®, the SmPC (see GVP Annex I) presents information relevant to RMM in:

e SmPC section 4.8 ‘Undesirable Effects’: Information on adverse reactions that may occur due to
the medicinal product and information characterising the reaction which may be useful to prevent,
monitor or manage its occurrence;

e SmPC section 4.4 ‘Special Warnings and Precautions for Use’: Warnings and- actions to be taken to
avoid specific possible adverse reactions or to be taken if a specific reaction occurs or, if deemed
necessary, actions to be taken as a precaution for potential risks;

e SmPC section 4.6 ‘Fertility, Pregnancy and Lactation’: Information on risks of the medicinal product
impacting on fertility, pregnancy and lactation, including risks for the embryo/foetus/child due to
with adverse effects at conception, in utero or through breastfeeding (including delayed and/or life-
long adverse effects), and actions to be taken to avoid or minimise these risks;

e SmPC sections 4.1 ‘Therapeutic Indications’, 4.2 ‘Posology and Method of Administration’, 4.3
‘Contraindications’, 4.5 ‘Interaction with Other Medicinal Products and Other Forms of Interaction’,
4.7 ‘Effects on Ability to Drive and Use Machines’ and 4.9" Overdose’: Safe use advice regarding
indications, dosing and administration, contraindications, interactions, ability to drive and use
machines, and overdose.

According to the Guideline on Summary of Product Characteristics?!), the SmPC section 4.4. for
medicinal products with additional RMM materials should include a statement on the educational/safety
advice materials addressed to healthcare professionals or patients which clearly and succinctly explains
the purpose and scope of the materials, with a reminder to healthcare professionals to be aware of the
materials and to inform the patients of the materials targeted to patients. Other SmPC sections may
also refer to these materials.

XVI.Appl.1.1. Boxed warning in bold font type

The SmPC may, in exceptional cases, include especially important safety information in bold type
within a box (see Guideline on Summary of Product Characteristics??).

XVI.App-1.2. Package leaflet (including symbols and pictograms)

According to the legislation [DIR Art 8(3)(j), DIR Art 59, REG Art 6(1)] and the Template for the
Package Leaflet?3 (PL), the PL (see GVP Annex I) presents information relevant to RMM for the patient
in accordance with the SmPC (see XVI.B.2.1.1.) in:

e PL section 4 ‘Possible Side Effects’: Information on adverse reactions that may occur due to the
medicinal product;

e PL sections 2 ‘What you need to know before you <take/use> <name of medicinal product>’and 3
‘How to <take/use> <name of medicinal product>: Safe use advice regarding dosing and
administration, contraindications, interactions, ability to drive and use machines, overdose,

20 European Commission; https://health.ec.europa.eu/system/files/2016-11/smpc_guideline rev2 en 0.pdf
2! European Commission; https://health.ec.europa.eu/system/files/2016-11/smpc_guideline_rev2_en_0.pdf
22 European Commission; https://health.ec.europa.eu/system/files/2016-11/smpc_guideline rev2 en 0.pdf
23 www.ema.europa.eu
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warnings and actions to be taken to avoid specific possible adverse reactions or to be taken if
specific reactions occur and, if deemed necessary, actions to be taken as a precaution for potential
risks, and information on risks of the medicinal product impacting on fertility, pregnancy and

lactation, including risks for the embryo/foetus/child due to adverse effects at conception, in -utero
or during breastfeeding (including delayed and/or life-long adverse effects), and actions to be
taken to avoid or minimise these risks.

The Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human
Use?* applies to PLs.

XVI.Appl.2.1. Symbols and pictograms

The Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human
Use?® includes guidance on the use of symbols and pictograms to support text in the PL in ways useful
to the patient [DIR Art 627, provided the size of the graphic provides for easy legibility and the
meaning of the symbol is clear beyond any doubt. Evidence may be required to ensure that their
meaning is generally understood and not misleading or confusing.

XVI.App1.2.2. Warnings on dark background

The Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human
Use? includes guidance for particular warnings on dark background in the PL.

XVI.App:1.3. Labelling of immediate and outer packaging

The labelling (see GVP Annex I) of all medicinal products contains a warning that the medicinal product
must be stored out of the reach and sight of children [DIR Art 54(f)].

The Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products for Human
Use?’ and the Template for the Labelling of the Immediate and Outer Packaging?®applies to labelling.

XVI.App1l.3.1. Special warnings and information on precautions

According to the legislation [DIR Art 8(3)(j), DIR Art 54, REG Art 6(1)] and the Template for the
Labelling of the Immediate and Outer Packaging?®, the labelling may contain a special warning if this is
necessary for the medicinal product [DIR Art 54(g)] and, where appropriate, information on specific

precautions for the disposal of unused or waste derived from a medicinal products or waste derived

[DIR Art 54(j)].

XVI.Appl.3.2. Pictograms

According to the Guideline on the Readability of the Labelling and Package Leaflet of Medicinal Products
for Human Use39, pictograms may be presented in the labelling if accepted for the medicinal product in
accordance with Article 62 of Directive 2001/83/EC and where space on the packaging permits,
provided they do not interfere with the legibility of the mandatory information in the labelling.

24 European Commission; https://health.ec.europa.eu/system/files/2016-11/2009 01 12 readability guideline final en 0.pdf
25 European Commission; https://health.ec.europa.eu/system/files/2016-11/2009 01 12 readability guideline final en 0.pdf
26 European Commission; https://health.ec.europa.eu/system/files/2016-11/2009 01 12 readability guideline final en_0.pdf
27 European Commission; https://health.ec.europa.eu/system/files/2016-11/2009 01 12 readability guideline final en 0.pdf
28 www.ema.europa.eu
2% www.ema.europa.eu

30 European Commission; : .ec. . i readability guideline
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XVI.App-1.4. Pack size

The pack size of the medicinal product should be appropriate to the usual treatment duration. -A small
pack size can be useful if overdose or diversion is a risk to minimise. Depending on the number of dosage
units in the pack of a prescription-only medicine (see XVI.B.2.1.5.) , the exposure will be limited and the
patient will need to see a healthcare professional at the interval corresponding to the pack size and
dosing if a new prescription is necessary, thus increasing the opportunity for therapeutic monitoring and
reducing the length of time a patient is will be without medication review. Where the SmPC requires

therapeutic monitoring or medication review at specified intervals, the adaptation of the pack size to the
corresponding prescribing interval may support the effective implementation of this RMM.

XVI.App-1.5. Classification of the medicinal product (legal status)

G- inreYWhen a marketing
authorisation is granted, the competent authorities shall specify the classification of the medicinal
product (legal status) into a medicinal product subject to medical prescription (see XVI.App.1.5.1.), or
a medicinal product not subject to medical prescription [DIR Art 70(1)]. When new facts are brought to
their attention, the competent authorities shall examine and, as appropriate, amend the classification of
a medicinal product [DIR Art 70(4)].

The competent authorities may provide sub-categories, including subject to special medical prescription
(see XVI.App.1.5.2.) and subject to restricted medical prescription (see XVI.App.1.5.3.) [DIR Art 70(2)].
If a competent authority does not designate medicinal products into sub-categories, it shall nevertheless
take into account the criteria in determining whether any medicinal product shall be classified as a
prescription-only medicine [DIR Art 71(5)]. For centrally authorised products, the Guideline on Legal
Status for the Supply to the Patient of Centrally Authorised Medicinal Products3! applies. Where the
Commission Decision granting a marketing authorisation requires the legal status of a medicinal product

to be subject to special and/or restricted medical prescription, Member States must find suitable ways
to allow marketing authorisation holder of centrally authorised products to fulfil all the conditions laid
down in the Commission Decision.

A competent authority may waive application above criteria for sub-categories of the legal status of a
medicinal product, having regard to the maximum single dose, the maximum daily dose, the strength,
the pharmaceutical form, certain types of packaging and/or other circumstances of use which it has
specified [DIR Art 71(4)].

XVI.App-=1.5.1. Subject to medical prescription

Medicinal products shall be subject to medical prescription where:

e The medicinal product is likely to present a danger either directly or indirectly, even when used

correctly, if utilised without medical supervision; or

e The medicinal product is frequently and to a very wide extent used incorrectly, and as a result is
likely to present a direct or indirect danger to human health; or

e The medicinal product contains (a) substance(s) or preparations thereof, the activity and/or
adverse reactions of which require further investigation; or

e The medicinal product is normally prescribed to be administered parenterally [DIR Art 71(1)].

3! www.ema.europa.eg
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XVI.App.1:5.2. Subject to special medical prescription

When considering classification of a medicinal product as subject to special medical prescription, the
following shall be taken account:

e The medicinal product contains, in a non-exempt quantity, a substance classified as a narcotic or a
psychotropic substance within the meaning of the international conventions in force, such as the
United Nations Conventions; or

e The medicinal product is likely, if incorrectly used, to present a substantial risk of medicinal abuse,
to lead to addiction or be misused for illegal purposes; or

e The medicinal product contains a substance which, by reason of its novelty or properties, could be
considered as belonging to the group envisaged in the second indent as a precautionary measure
[DIR Art 71(2)].

XVI.App=1.5.3. Subject to restricted medical prescription

This legal status can be used to control who may initiate treatment, prescribe the medicinal product
and the setting in which the medicinal product can be used.

When considering classification of a medicinal product as subject to restricted medical prescription, the
following shall be taken into account:

e The medicinal product, because of its pharmaceutical characteristics or novelty or in the interests
of public health, is reserved for treatments which can only be followed in a hospital environment;
or

e The medicinal product is used in the treatment of conditions which must be diagnosed in a hospital
environment or in institutions with adequate diagnostic facilities, although administration and
follow-up may be carried out elsewhere; or

e The medicinal product is intended for outpatients but its use may produce very serious adverse
reactions requiring a prescription drawn up as required by a specialist and special supervision
throughout the treatment [DIR Art 71(3)].
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XVI.Appendix =2: Educational /Safety- advice tools

XVI.App:2.B:-3:1.a- Guides for patients or healthcare professionals for risk

minimisation

A patlent or healthcare professmnal gulde for risk minimisation is intended to supporta—teel-that
i i i the patient

o_r&healthcare professional_ins-erpatients.
Tvoi _— E cuct . . I :

¢ Enhancinge awareness of {a) specific risk{s) of the asseciated-with-a medicinal product,and
(possible) risk factors, and the actions for risk minimisation, including early recognition and
management of adverse reactions during or after treatment;

e Guidinge therapeutic decision-making in applicable patients—seleetion_and supporting patient
counselling and shared therapeutic decision-making;

e Preparing and administering the medicinal product correctly; and/or

e Discussing Ereceurage-that the actions for risk minimisation between with recemmendationsin

patientguidesare-discussed-by-the healthcare professmnal and the patlent in part|cular when
handing out the Datlent guide-w g

Other-objecetives—of Specifically, patient guides may advise be:

Ask the patient to inform the prescriber physician about the-presence-of-any/ta-a speeific medical

condition or concomitant medication before initiating treatment, where such condition or medication is

a risk factor; -with-thismedicinal-productis-initiated:

Instruct-thepatient to not attempt te-self-treatment of signs or symptoms of a possiblespecific adverse
reactions or stop treatment without consulting thea—+relevant healthcare professional, but to seek

medical attention; or

Provide guidance on the preparation or administration of the medicinal product where these processes
are complex, e.g. in the case of a patient/caregiver-administered infusions at home.
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For tailoring RMM materials to target audiences (see XVI.B.4.1.), the purpose of the guide (e.g. “For
the safe administration of the product”) may be specified in a sub-heading of the guide, below the
name of the RMM tool as the main heading (see XVI.B.4.1.1.).

XVI.App2.28-3-1-b. Healthcare professional checklists for risk minimisation

A healthcare professional checklist for risk minimisation is intended to support the healthcare

professional ina-teelthatlistsactionsaiming-tosuppert-the preseriberor-dispenserto;

+Facilitate-determining_Checking and recording before first or repeat prescribing or dispensing
(which may include patient counselling by a pharmacist for a medicinal product not subject to

medical prescription) -whether the medicinal product is (still) appropriate for a given patient
before-or-during-treatment—e-g. by checking whetherfer e.g. contraindications_(including e.qg.
pregnancy),+ecommendations-ofuse,-warnings,—concomitant interacting concomitant

medicationirefs) or risk factors for adverse reactions are present in the patient, which may require

conducting a medical test as a RMM-intended action,-ercertaintests-pararmeters, whether the +

Ensure-any the patient has received the necessary vaccinations before start of treatment with the

medicinal product, or whether signs or symptoms of adverse reactions have emerged during treatment
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o Inform-abeuttherisk-of Avoiding medication errors-and-hew-to-aveid-them; by e.g.-by-paying
attention—teo selecting the right pharmaceutical formulatien,cheekingthe strength and dosing of the
medicinal product er which are appropriate for the patient is and the desirgagainrstthe indication

or advising the patient regarding the potential of medication errors; and/or

-~ i i Informing the patient about-RMM-intended actions, e.g. for correctly

administering the medicinal product at home or of the importance of not donating blood during
treatmentwhie-taking-the-medicine, or reminding the healthcare professional to discuss the risks
and the RMM for the medicinal product with the patient, possibly applying other RMM materials.;-ef

In contrast to guides for risk minimisation (see XVI.App2B:3.1.a:), a checklist is presented as a series
of guestions which can generally be answered in a ‘ves’/'no’/'not applicable’ manner or with a very

short answer.

For tailoring RMM materials to target audiences (see XVI.B.4.1.), the purpose of the checklist (e.g. “For
correct dosing of the product”) may be specified in a sub-heading of the checklist, below the name of
the RMM tool as the main heading (see XVI.B.4.1.1.). The tailoring may also include presenting the
checklist in a poster format for use in healthcare facilities.

XVI.App2.B-3-4-€. Risk awareness dialogue- forms/aid

A risk awareness dialogue form, or synonymously risk awareness dialogue aid, is intended to support

the prescribing healthcare professional in: a-teetthatinformsprimarily-patients,but-alse-physicians;

e Ensuring that all necessary information on the risks and the actions for risk minimisation are
conveyed and discussed with the patient in the context of shared therapeutic decision-making and,
if needed (e.g. where the patient risk factors or situation may change over time, at repeat
prescribing (the patient should receive a paper version of the form from the prescribing healthcare
professional to take home);

e Ensuring that other RMM materials are applied and handed over to the patient if applicable; and/or

e Ddocumenting_in the patient’s health record that the patient has been made aware of the risk(s)
during thea discussion with the prescribing healthcare professionala—physieian and understands the
risk and actions to take_for risk minimisation, if such documentation is required in local healthcare
SYStemS. } O1DEC R e Lroser WHHEHe A } e sEEE S, dsin oGu .—-Fhe
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Risk awareness dialogue forms/aids should clearly state that the patient does not waive any rights by
acknowledging the risks. For clarity, risk awareness forms do not transfer the physician’s
responsibilities when treating a patient to the patient nor do they impact on the patient’s rights in
relation to the marketing authorisation holder’s and healthcare professional’s liability. Also, risk

awareness dialogue forms/aids are not informed consent forms as may be required in local healthcare

systems for some medical procedures/treatments.

XVI.App-2.B:-3-31-F4. Patient cards

A patient card is intended a-teel-that{a)-may-include-thekey safety-infermation-entherisk-or{b}
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treatment-with-the-medicinal-preductand-itsrisksis to be handed over to the patient to carryiedheld
itby-the-patient—walet -at all times_to:-and-used-asa-communicationaid-with-healtheare prefessienals:

e Facilitate, during the hand-over and personalisation of the card by adding the patient’s name on a

dedicated field, that the healthcare professional informs the patient about the risk and the actions

to minimise them at the intended point of care, i.e. during prescribing or dispensing;

e Remind the patients of the-specifie risks and the_actions to minimise themi+RMM during treatment,

including, if applicable,the-reed to inform healthcare professionals thatef this medicinal producte

is used and to seek (urgent) medical attention if signs and symptoms of a possible adverse

reaction occur;

¢ Note in a dedicated field on the card, if applicable, the dates for reqular medication reviews or

conducting tests, or for removing the related medical device; and/or

e Alert Inform healthcare professionals_during emergency care that the patient is using this

medicinal product, possibly with contact details of the prescribing healthcare professional noted in

a dedicated field on the card. takingacertain-medicine,inparticalarthose-whohavenot
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As appropriate for the given risk and RMM-intended actions, the card should carry an instruction, e.g.

‘Carry with you at all times’, ‘Show to your healthcare professional before starting a new treatment’,

and/or ‘Keep easily accessible for emergency care’.

For tailoring RMM materials to the target populations (see XVI.B.4.1.), the purpose of the patient card

(e.g. addressing patients using the medicinal product for a specific indication or; belonging to a specific

sex or age group) may be specified in a sub-heading of the patient card, below the name of the RMM

tool as the main heading (see XVI.B.4.1.1.). In the rare cases where a risk has different actions for

risk minimisation for different patient groups, one patient card may address all concerned patient

groups or differential patient cards for the medicinal product may be appropriate.

For its purpose, a pPatient cards should have the following featuresbe-desighed-:-se-they-can-be+

e Format: single or folded (one fold or Z-fold) card, and independent from the PL (i.e. not as a tear-
off part of the PL);

o Carried-bypatients—easily—therefore-theirsSize: at minimum the size of half a credit card and at
maximum the size of a credit card, to sheuld-fit inside a pocket/a-wallet/card holder-erapecket
and-deally-have-thesize-ef a—erediteard -(if more space is neededregquired-for-contentor
multinguat-reguirements, folds can be used, see below):-hewever—forsimpheity,asfewfoldsas
possiblesheuld-be-used);

e Material: carton of durable thickness or possibly be laminated,

considerable wear and tear over time,-e-g- possiblybe laminated-ifpessible-and-not-bea—cut-outor
tear-off paper-sheetaspart-of-the Pk;

o Design: striking (e.g. clean layout, shapes and/or colours), to be visible and immediately

identifiable as important, and notably different (i.e. not resembling) a PL;

o Writable fields: a field for the patient's name and, if applicable, of the prescriber’s name and

contact details;

e Multiple language versions: can be bundled, but it should be obvious for the patient how to take

out from the bundle a complete card in the preferred language.
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A patient card can be placed inside the package, be affixed to the package outside or be separate from

the package. Cards placed inside the package or affixed to the package outside should usually be

preferred, unless cards separate from the package are needed for handing over to the patient because

the medicinal product is often used in a hospital or care home setting without using a package for a

specific patient or because the local processes involve repackaging of medicinal products by the

pharmacy for e.g. weekly medication schedules of individual patients. Cards placed inside the package

or affixed to the package outside become part of the product information and hence their text must be

included in the respective part of the marketing authorisation.

In the case whenre athe patient card inside the package or affixed to the package outside becomes

a new additional RMM or when an existing card is amendedrequirement in the post-authorisation

phase, the marketing authorisation holder should provide proposals to the competent authorities in
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Member States for interim measures as long as packages without or with a previous card are in
distribution (see XVI.B.4.2.).mayreed-to-take-interimmeasuresuntil-the new packageswith-the
i : f ing-existing-pharmacy-stock-of-the medicinal-product:

XVI.App-2.58B:3-4-e. Patient diaryies for risk minimisation

A patient diary for risk minimisation is intended to support the patient in: isa-teelthat

o suppertsthe-patientin+Recording specific information-enthe-treatment-with-the-medicinal
product—ltisto-be-considered in situations where it is- considered important essential that, when
using the medicinal product, such updated information is regularly exchanged between the patient

and the healthcare professional for the purpose of risk minimisation, e.g. dates and results of tests

at (other) healthcare facilities or at home needed to identify emerging risk factors, or signs and

symptoms indicative of a possible adverse reaction; and/or

e Administering the medicinal product at the prescribed dose and time intervals through recording

the dose and dates of administration in situations where it is considered that when using the

medicinal product, specific risks for medication errors exist; and/or

e Seeking immediate medical attention should the recorded information indicate that a risk factor,

adverse reaction or medication error may have emerged.
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professional-wheWhere-suspeets an adverse reaction on the basis of the patient’s entries in the diary_is
suspected, the healthcare professional or patient should-te report this by using the-usual spontaneous

reporting systems.
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