
27/05/2013

1

The PRAC – Roles and challenges

Focus on RMPs and RMAs

Prof. Jean-Michel Dogné

Head of the Department of Pharmacy

PRAC effective member

Rue de Bruxelles, 61

B-5000 Namur, Belgium

Phone: 0032 (0)81 724289

Fax: 0032 (0)81 724299

Mobile Phone: 0032 (0)471402170

E-mail: Jean-Michel.Dogne@unamur.be 

Content

• Context of the new Pharmacovigilance

legislation

• The PRAC – An overall overview

• What’s the role of the PRAC in the

evaluation of RMPs?

• RMP Effectiveness: What does it mean

and how is it evaluated?



27/05/2013

2

Content

• Context of the new Pharmacovigilance

legislation

• The PRAC – An overall overview

• What’s the role of the PRAC in the

evaluation of RMPs?

• RMP Effectiveness: What does it mean

and how is it evaluated?

Burden of adverse drug reactions

• Despite all the benefits of modern medicines,

evidence continues to mount that adverse

reactions to medicines are a common, yet often

preventable, cause of illness, disability and even

death.

– 5% of all hospital admissions are for ADRs,

– ADRs are the 5th most common cause of hospital

death

– Estimated 197,000 deaths per year in EU from ADRs

– EU Societal cost of ADRs Euro 79 Billion / year
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Why is Pharmacovigilance 

needed?

• Limitations of clinical trials performed 

before drug approval (phase I-, II-, III-trials)

– “too few”: on average 1.500 patients*

– “too simple”: selected population

– “too median-aged”: not too young, not too old

– “too narrow”: well-defined indications

– “too brief”: exposure and follow-up

*If a medicine has a risk that only occurs once in every 5,000 patients you would have to give 

the medicine to 15,000 patients during the trials to be reasonably sure of identifying it.

Key players 
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New legislation at EU level 

• The European Commission has reviewed the
current system and proposed new EU
pharmacovigilance legislation*, in order to
continue to improve patient safety through better
monitoring.

• This new legislation was adopted by the
European Parliament and European Council in
December 2010 and entered into force in July
2012.

*Regulation (EU) No 1235/2010 and Directive 2010/84/EU of the 

European Parliament and of the Council

New legislation at EU level 

• The legislation was the biggest change to the
regulation of human medicines in the
European Union (EU) since 1995.

• It has significant implications for applicants and
holders of EU marketing authorisations.

• The European Medicines Agency (EMA),
together with the European Member States, is
responsible for implementing much of the new
legislation.
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New legislation at EU level 

• Key benefits:

It is estimated that these measures could 

save up to approximately 5,000 lives, while 

providing savings to society of some €2.5 

billion per year in the EU.



27/05/2013

6

New legislation at EU level 

• Risk management plans

– RMP mandatory for all applicationsFbut 

proportionate to risks

– Broader vision: risk => benefit/risk

New legislation at EU level 

• PASS/PAES:
– PASS requested by CA at time of authorization or later 

• MA granted subject to condition to conduct PASS 

• After the granting of a MA, if concerns about risks

– PAES requested by CA at time of authorization or later 

• MA granted subject to condition to conduct PAES: where questions
relating to some aspects of the efficacy of the product are identified
and can only be answered after the product is marketed

• After the granting of a MA: the CA may require a MAH to conduct a
PAES when the understanding of the disease or the clinical
methodology indicate that previous efficacy evaluations could be
significantly changed
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New legislation at EU level 

• GVP modules

– In the past, the European Commission drew up 
pharmacovigilance guidelines in accordance with 
Article 106 of Directive 2001/83/EC of the European 
Parliament and the Council, known as volume 9A.

– With the application of the new pharmacovigilance
legislation as of July 2012, volume 9A has now been
replaced by the good-pharmacovigilance-practice
(GVP) guideline, published by the Agency.

New legislation at EU level 

• More implication of patients and HCPs

– Information on use of medicines in real life

– Patient reporting

– Representatives of HCPs and patients in 

PRAC

– Adaptating information to the needs of HCPs 

and patients (link with assessment of impact 

of RMA)
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New legislation at EU level 

• More transparency
– European and national (safety) web portals

• summaries of RMP (national MA)

• list of medicinal products referred to in Article 23 of Reg.

• information on the different ways for reporting suspected ADRs, 
including the web-based structured forms (Reg. art. 25)  

– European medicines web-portal – Reg. art. 26: 

• agendas and minutes from each meeting of the CHMP and PRAC 
and the CMD(h) as regards phvig activities

• summary of the RMP (CEP authorized products) 

• Assessment conclusions, recommendations, opinions, agreements 
and decisions (for PSURs, urgent union procedure, PASS) taken 
by CHMP, PRAC, Commission, NCA and CMD(h)

New legislation at EU level 

• More transparency

– In May 2012, the EMA launched the website 

‘European database of suspected adverse drug 

reaction reports’ (http://www.adrreports.eu/) providing 

public access to all reports of suspected side effects 

that have been submitted to EudraVigilance. 

– The website is available in 22 of the official languages 

of the European Union.
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New legislation at EU level 

• Additional monitoring of certain medicinal products

• On 7 March 2013, the European Commission adopted a
black triangle as the symbol to be placed on the patient
information leaflets and the Summary of Product
Characteristics (“SmPC”) of medicinal products “subject
to additional monitoring” in the European Union (“EU”).

• What is the black triangle? What is its purpose?

– The purpose of the black triangle is to attract the attention
of patients and healthcare professionals to the fact that the
medicinal product is subject to additional monitoring in the
EU.

– The black triangle must be accompanied by a text
encouraging patients and healthcare professionals to
report any unexpected adverse events experienced in
the treatment with these products.
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New legislation at EU level 

• European list of additionally monitored medicines

– A European list of medicines under additional monitoring is
available. The Agency first published this list in April 2013, and
it is reviewed every month by the PRAC.

– A medicine can be included on this list when it is approved for
the first time or at any time during its life cycle. A medicine
remains under additional monitoring for five years or until the
PRAC decides to remove it from the list.

New legislation at EU level 

• European list of additionally monitored medicines

– More information on additional monitoring is available:

• Guideline on good pharmacovigilance practices: Module X -
Additional monitoring

• Medicines under additional monitoring: Background information
(website of the EMA)

http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/document_listing/document_listing_000365.jsp&mid=WC0b01ac058067bfff
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PRAC overview

• The Agency has seven scientific committees that carry 
out the scientific evaluation of applications from 
pharmaceutical companies.

– Committee for Medicinal Products for Human Use (CHMP)

– Pharmacovigilance Risk Assessment Committee (PRAC)

– Committee for Medicinal Products for Veterinary Use (CVMP)

– Committee for Orphan Medicinal Products (COMP)

– Committee on Herbal Medicinal Products (HMPC)

– Paediatric Committee (PDCO)

– Committee for Advanced Therapies (CAT)

• The Pharmacovigilance Risk
Assessment Committee shall be
responsible for providing
recommendations to the Committee
for Medicinal Products for Human
Use and the Coordination group :

– On any question relating to
pharmacovigilance activities with
respect to medicinal products for
human use and

– On risk management systems and it
shall be responsible for monitoring the
effectiveness of these systems

PRAC overview
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Appointed by each 
Member State: 

Appointed by the European 
Commission following a 
public call for expressions 
of interest:

• 1 member + 1 alternate 

• 27 + EEA countries non voting 
members

• 1 patient organisations1 rep + 
alternate

• 1 healthcare professionals1 rep + 
alternate

• 6 members to ensure relevant 
expertise available

1 Criteria for involvement in EMA 
activities

PRAC overview

• Drug safety in pregnancy and lactation

• Drug utilisation studies

• Medication errors leading to ADRs

• Pharmacogenetics and safety of 
medicines

• PhV in special populations (paediatrics, 
elderly)

• PhV of biological and biosimilar 
substances 

• PhV and quality defects

• PhV of Vaccines

• Specialised clinical areas for Adverse 
Drug Reactions

Expertise'

PRAC overview
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• Mandate

– REGULATION (EU) No 1235/2010 the Mandate shall 

cover:

• All aspects of the risk management of the use of medicinal 

products including:

-Detection, assessment, minimisation and 

communication relating to the risk of adverse 

reactions, having due regard to the therapeutic 

effect of the medicinal product, 

-The design and evaluation of post-authorisation safety 

studies and pharmacovigilance audit

PRAC overview

• Further to the tasks already performed by the PhVWP, 
the PRAC will also have a strengthened role regarding:

– Prioritisation of signals (signal rapporteurs)

– Handling of safety issues in terms of communication and crisis 
management

– Communication to the public (press releases, text for safety 
announcements) and management of public hearings

– Strategic risk management: assessment of PSURs, RMPs and 
PASSs

– Major role in referrals triggered by safety issues, with due regard 
to therapeutic use in the  evaluation 

PRAC overview
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Signal (EMA, NCA,…) 

detection / prioritization

Risk assessment

Risk in regard to the therapeutic 

effect

Communication of risk 

and benefit/risk

Risk minimisation

(regulatory action) 

and analysis of effectiveness of risk 

minimisation 

Pharmacovigilance audit

Design and Evaluation of post 

authorisation safety studies

PRAC overview

1

Coordination 

Group CG
CHMP

European CommissionMember States

PRAC

Recommendations

PRAC overview
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For complete new MAAs for CAPs starting as of December 2012:

1 Status-quo with current situation
2 X = open to all PRAC delegates, the selection criteria being the best 

possible scientific expertise and, where possible, from a different MS 
compared to the CHMP Rapporteur (A) and CHMP Co-Rapporteur (B)

  Initial 

Authorisation 

Phase 

Post-

authorisation 

Phase 

New MAAs as of  

September 2012 

CHMP Rapporteur A1 A1 

CHMP Co-Rapporteur B1 B1 

PRAC  Rapporteur X2 X2 

PRAC Co-Rapporteur A1 A1 

 

PRAC RapporteursF 

Third pair of eyes'

PRAC overview

PRAC overview
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PRAC overview

PRAC overview
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• Transparency?

– Agenda published before the PRAC meeting.

– Minutes published when endorsed at the next PRAC.

– Highlights published on Friday of the week of the 
PRAC

• Referrals procedures
– Letter of the referral

– Timetable

– List of questions (art 107i: list of questions to all stakeholders)

– Outcome and divergent opinions

– DoI and CV of members published

PRAC overview

PRAC: today'

36

On target
-Signals

-Referrals

-RMPs and PSURs

-PASS/PAES

-Renewals, 

conditional renewals 

and annual reassessments
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PRAC: today'

37

On target
-Signals

-Referrals

-RMPs and PSURs

-PASS/PAES

-Renewals, 

conditional renewals 

and annual reassessments

PRAC and safety referrals

• A referral is a procedure used to resolve
issues such as concerns over the safety
or benefit-risk balance of a medicine or a
class of medicines.

• safety-related referrals are assessed by
the Pharmacovigilance Risk Assessment
Committee (PRAC) and then either by the
Committee for Medicinal Products for
Human Use (CHMP) or, for nationally
authorised medicines, by the Coordination
Group for Mutual Recognition and
Decentralised Procedures - Human
(CMDh);
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Safety issues

Article 107i 
procedures

This type of procedure is triggered when a Member State or the
European Commission consider that urgent action is necessary
because of a safety issue. Situations that fall under this procedure
include:
-consideration for suspension or revocation of the marketing
authorisation for a medicine,
-the prohibition of supply of a medicine or major changes to the
marketing authorisation such as deletion of indications,
-reduction of the recommended dose or new contraindications.
The procedure is also applicable in case of a safety issue with a class
of medicines.

Safety, quality, manufacturing or efficacy issues

Article 20 
procedures

This type of procedure is triggered for medicines that have been
authorised via the centralised procedure in case of manufacturing
or safety issues.

Article 31 
referrals

This type of referral is triggered when the interest of the
Community is involved, following concerns relating to the quality,

safety or efficacy of a medicine or a class of medicines.

PRAC and safety referrals



27/05/2013

21

PRAC and safety referrals

active substance Scope Rap co-rap PRAC decision CMDh or CHMP 

 Diane-35 

venous and arterial thrombo-

embolism NL FR 13-16 May 2013 30 May 2013 (CMDh) 

Tetrazapam serious cutaneous toxicity BE FR 8-11 April 2013 (CMDh) 

Flupirtine liver problems  PT DE Juni 2013 CMDh   

 

Art. 107i

Art. 20

active substance scope Rap co-rap PRAC decision CMDH or CHMP 

laropiprant + nicotinic 

acid (Tredaptive 

increase in the incidence of 

non-fatal serious adverse 

events DE NL 10 januari 2013 

18 januari 2013 

(CHMP) 

kogenate/helixate 

development of antibodies, risk 

for bleeding DE SE Oct-13 CHMP 

 

PRAC and safety referrals

active substance scope Rap co-rap PRAC decision CMDh or CHMP 

Codeine 

risk of drug toxicity in 

ultrarapid metabolisers ES UK 8-11 April 2013 CMDh 

COC's 

venous and arterial 

thromboembolism UK FR 13-16 May 2013 CMDh 

Diacerine 

digestive disorders, 

hepatitis and serious skin 

disorders ES FR 8-11 July 2013 CMDh 

Diclofenac 

cardiovascular safety 

(thrombotic events) DK UK 8-11 April 2013 CMDh 

HES 

higher mortality in 

critically ill/ICU patients SE DE 13-16 May 2013 CMDh 

SABA use in tocolysis UK HU 13-16 May 2013 CMDh 

Almitrine 

peripheral neuropathy 

and weight loss PT FR 8-11 April 2013 CMDh 

Nicotinic acid 

impact on nicotinic acid 

containing substances 

after suspension of 

Tredaptive HU DK 8-11 July 2013 CMDh 

Domperidone Cardiotoxicity FR BE 8-11 July 2013 CMDh 

 

Art. 31
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43

Article 107(i)

NAP’s +MRP/DCP’s+CAP’s

MS/EC 

when urgent action is 

considered necessary 

+ criteria

HCP’s 

Public

MAHs

Written +/- public hearing

+/- non-public hearing

+/- oral explanation

60 days (PRAC)

Max 30 days (CHMP / CMDh)

Initiated by

Time Limit

Consultation

EC can initiate for NAP’s

MS can initiate for CAP’s

PRAC recommendation 

CHMP Opinion (at least one CAP)

OR  CMDh agreement (no CAP)

Commission Decision

(CHMP - All)

(CMDh - no agreement)

� +/- Temporary measures

� Final measures

Until definitive decision may 

suspend marketing + use 

product

Article 107(i)

NAP’s +MRP/DCP’s+CAP’s

Outcome

Urgent Action to 

protect public 

health

NO RE-EXAMINATION

���� Variation

���� Suspension

� Revocation 

� Non-renewal

�PASS studies

�Risk Minimisation Measures



27/05/2013

23

• Media concern: « Diane 35 »

PRAC april 2013 meeting
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PRAC: List of deliverables

• CAPs and NAPs

– Urgent union procedure (Dir Art 107(j)) 

– Article 31 procedure (Dir Art 31)

– Article 20 procedure (Reg Art 20)

– PSUR single assessment (Dir Art 107(e) + Reg Art 28(5))

– PASS protocol (Dir Art 107(m - o) + Reg Art 28b(1))

– PASS results (Dir Art 107(p - q) + Reg Art 28b(1))

– Signals (Dir Art 107(h) + Reg Art 28a(2))

– PSUR reference dates  (Dir Art 107(c)

– List of products under additional monitoring (Reg Art 23(2) and 
(4))

– For cause phv inspections (Dir Art 111(8) + Reg Art 56(1) and 
57(i))

PRAC: List of deliverables

• CAPs
– RMPs and outcome of risk minimisation (Reg Art 5(2) and 

28a(1))

– PSURs for for single CAPs (Reg Art 28(3))

– Renewals, annual reassessment, safety type II variations (Reg 
Art 5(2) and 56(1)(aa))

• Non-CAPs
– PSUR single assessment (Dir Art 107(e))

– RMPs, outcome of risk minimisation, renewals, safety type II 
variations (Reg Art 56(1) and 27(1) and Dir Art 107(h)1)

– Member States safety announcements (Dir Art 106(a)(3))
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PRAC: RMPs

• CAPs
– Reg Art 5(2)

‘For the fulfilment of its pharmacovigilance tasks, including the approval of
risk management systems and monitoring their effectiveness provided for
under this Regulation, the Committee for Medicinal Products for Human
Use shall rely on the scientific assessment and recommendations of the
Pharmacovigilance Risk Assessment Committee

– Reg Art 28a(1)

Regarding medicinal products for human use authorised in accordance
with this Regulation, the Agency shall, in collaboration with the Member
States, take the following measures:

(a) monitor the outcome of risk minimisation measures contained in risk
management plans ['];

(b) assess updates to the risk management system;

(c) ['].

RMP – RMA

GVPs?

MODULE V

Risk management systems 

Module VIII 

Post-authorisation 

safety studies 

Module XV 

Safety communication 

Module XVI 

Risk-minimisation 

measures: selection of 

tools and effectiveness 

indicators

Module I 

Pharmacovigilance 

systems and their 

quality systems 
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PRAC: RMPs

PRAC: RMPs

• Risk management in the EU has historically
focused upon the risk reduction approach.

• The chapter on risk management systems for
medicinal products for human use in Volume 9A,
which this guidance replaces, was based solely
on managing risks.

• However, when considering how to maximise, or
indeed assess, the risk-benefit balance, risks
need to be understood in the context of
benefit.
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PRAC: RMPs

• Therefore, although the legal provisions
primarily relate to risks, public health will be
better served by looking at both benefits and
risks.

• Regulation (EU) No 1235/2010 amending
Regulation (EC) No 726/2004 and Directive
2010/84/EU amending Directive 2001/83/EC,
which apply from July 2012, include provisions
for:
– Post-authorisation efficacy studies, in addition to post-

authorisation safety studies, to be a condition of the
marketing authorisation in certain circumstances.

The principles of risk management are the same regardless of 
stakeholder or territory.
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PRAC: RMPs

PRAC: RMPs

• Situations when a risk management plan should be submitted

– An RMP or an update, as applicable, may need to be submitted at any
time during a product’s life-cycle, i.e. during both the pre- and post-
authorisation phases. Situations, in addition, where a RMP or RMP
update will normally be expected include:

– with an application involving a significant change to an existing
marketing authorisation:

• new dosage form;

• new route of administration;

• new manufacturing process of a biotechnologically-derived product;

• paediatric indication;

• other significant change in indication;

– at the request of the Agency or national competent authority when
there is a concern about a risk affecting the risk-benefit balance;

– at the time of the renewal of the marketing authorisation if the product
has an existing risk management plan.
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PRAC: RMPs

PRAC: RMPs

• PRAC Rapporteur

– For complete new MAAs for CAPs starting as of 

December 2012:

1 Status-quo with current situation
2 X = open to all PRAC delegates, the selection criteria being the best possible scientific 

expertise and, where possible, from a different MS compared to the CHMP Rapporteur (A) 

and CHMP Co-Rapporteur (B)

  Initial 

Authorisation 

Phase 

Post-

authorisation 

Phase 

New MAAs as of  

September 2012 

CHMP Rapporteur A1 A1 

CHMP Co-Rapporteur B1 B1 

PRAC  Rapporteur X2 X2 

PRAC Co-Rapporteur A1 A1 
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PRAC: RMPs

• PRAC Rapporteur

– PRAC Rapporteur to take lead

– Appointment made on the basis of objective criteria taking
into account composition of proposed assessment team

– Prepare recommendation or advice (as applicable) as per
pre-defined adopted timelines

– Close collaboration with CHMP Rapporteur (or CMDh lead
MS/RMS)

– Format of recommendation/advice and assessment report
(if applicable) to be endorsed by PRAC in close
collaboration with EMA Secretariat
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PRAC: RMPs

• Publications in the minutes
– Medicines in the pre-authorisation phase

• The PRAC provided advice to the CHMP on the proposed
RMPs for a number of products (identified by active
substance below) that are under evaluation for initial
marketing authorisation. Information on the PRAC
advice will be available in the European Public
Assessment Reports (EPARs) to be published at the end
of the evaluation procedure.

– Medicines already authorised (i.e. RMP in the
context of a PSUR procedure)

• Backgrounds and summary of advices published

February PRAC minutes
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PRAC: RMPs

• RMP part IV “Plans for post-authorisation efficacy studies”

– For many medicines there will not be a need for post-authorisation efficacy
studies. However, there may be circumstances where efficacy may vary over
time and also patients in whom this assumption of constant efficacy may not be
true and where longer term efficacy data post authorisation is necessary.

– The regulations on paediatric medicinal products (Regulation (EC) No
1901/2006)11, and advanced therapy medicinal products (Regulation (EC) No
1394/2007)12 provide the legal basis and specify the potential need for long term
follow-up of efficacy as part of post-authorisation surveillance for certain
medicinal products namely:

• applications for a marketing authorisation that include a paediatric indication;

• applications to add a paediatric indication to an existing marketing authorisation;

• application for a paediatric use marketing authorisation;

• advanced therapy medicinal products.

– Although the legislation refers to the studies as post-authorisation efficacy
studies, the fact that these efficacy issues can only be resolved post-
authorisation implies that this term includes effectiveness studies.

PRAC: RMPs

• RMP part IV “Plans for post-authorisation efficacy studies”
– A summary table showing an overview of the planned studies together

with timelines and milestones should be provided here with the (draft)
protocols for these studies included in RMP annex 8.

– Efficacy studies which are specific obligations and/or conditions of the
marketing authorisation should also be included in this part of the RMP.
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PRAC: RMPs

• RMP Part V “Risk minimisation measures”

– The risk minimisation plan should provide details of
the risk minimisation measures which will be taken to
reduce the risks associated with individual safety
concerns.

– It is not possible to provide precise guidance on
which risk minimisation activity should be used in a
given situation as each safety concern needs to be
considered on a case-by-case basis and will depend
upon the severity of the risk, the healthcare setting,
the indication, the pharmaceutical form and the target
population.

PRAC: RMPs

• RMP Part V “Risk minimisation measures”

– Risk minimisation activities may consist of routine risk
minimisation or additional risk minimisation activities.

– All risk minimisation measures should have a clearly
identifiable objective

– All risk minimisation measures should be reviewed at regular
intervals and their effectiveness assessed.

– Additional risk minimisation measures and the assessment of the
effectiveness of risk minimisation measures in general is
discussed in more detail in Module XVI0
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PRAC: RMPs

• Routine risk minimisation activities are

those which apply to every medicinal

product.

– These relate to:

• the summary of product characteristics;

• the labelling;

• the package leaflet;

• the pack size(s);

• the legal status of the product.

PRAC: RMPs

• Additional risk minimisation activities should
only be suggested when essential for the safe
and effective use of the medicinal product and
these should be science based, and developed
and provided by suitably qualified people.

• This includes:
– Educational material

• For centrally authorised products, the CHMP will agree the
key elements of what should be included in the educational
material and these key elements will become, once agreed
by the European Commission, a condition of the marketing
authorisation.

• Further extensive guidance on additional risk minimisation
measures is provided in Module XVI0
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PRAC: RMPs

• RMP Part V “Evaluation of the effectiveness of risk 
minimisation activities”

– When the RMP is updated, the risk minimisation plan should include an
evaluation of the impact of routine and/or additional risk minimisation
activities as applicable.

– Results of any studies to assess the impact or other formal
assessment(s) of risk minimisation activities should be included when
available. As part of this critical evaluation, the marketing authorisation
holder should make observations on factors contributing to the success
or weakness of risk minimisation activities.

– If a particular risk minimisation strategy proves ineffective, or to be
causing an excessive or undue burden on patients or the healthcare
system then alternative activities need to be put in place.

– More extensive guidance on monitoring the effectiveness of risk
minimisation activities is included in Module XVIF
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• This Module provides guidance on the

principles for:

– The development and implementation of

additional risk minimisation measures,

including examples of risk minimisation tools,

and

– The evaluation of the effectiveness of risk

minimisation measures.

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Educational programme
– The aim of an educational programme is to improve the use of a

medicine by positively influencing the actions of healthcare
professionals and patients towards minimising risk.

– Built on the premise that there is an actionable recommendation
for targeted educational and that applying this measure is
considered important for minimising an important risk and/or for
optimisation of the benefit-risk profile.

– completely separated from promotional activities and contact
information of physicians or patients gathered throughout
educational programmes should not be used for promotional
activities.
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Educational programme

– The educational tools can

• have several different target audiences,

• address more than one concern

• be delivered using a combination of tools and

media (paper, audio, video, web, in-person

training).

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Educational programme
– The educational tools

• Educational tools targeting healthcare professionals

– should be to deliver specific recommendation(s) on the use
(what to do) and/or contraindication(s) (what not to do) and/or
warnings (how to manage ADRs) associated with the medicine,
including:

» i) selection of patients;

» ii) treatment management such as dosage, testing and
monitoring;

» iii) special administration procedures, or the dispensing of
a medicinal product.

– Such a tool may be provided in the format of a check list, a
brochure, posters.
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Educational programme
– The educational tools

• Educational tools targeting patients and/or carers
– A patient’s educational tool could be used to provide

information and to remind the patient about an important
activity; E.g. A diary for posology or diagnostic procedures that
need to be recorded or conducted by the patient and eventually
discussed with healthcare professionals.

– Patient alert card

» The aim of this tool should be to ensure that special
information regarding the patient’s current therapy and
its risks (e.g. potential interactions with other
therapies) is held by the patient at all times and
reaches the relevant healthcare professional as
appropriate.
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Controlled access programme
– A controlled access programme consists of interventions seeking to

control access to a medicinal product beyond the level of control
ensured by routine risk minimisation measures (i.e. legal status).

– Examples of requirements that need to be fulfilled before the product is
prescribed and/or dispensed and/or used, included individually or in
combination, in a controlled access programme may include:

• Specific testing and/or examination of the patient to ensure compliance with
strictly defined clinical criteria;

• Prescriber and/or dispenser and /or patient documenting their receipt and
understanding of information on the serious risk of the product;

• Patient systematic follow up through enrolment in a specific data collection
system (e.g. patient registry);

• Medicines made available for dispensing only to Pharmacies who are
registered and approved to dispense the product.

*Informed consent can be a special case of controlled access to a
medicine.

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Other risk minimisation measures

– Pregnancy prevention programme

– Direct Health Care Professional

Communication (DHPC)

• See GVP module V: Safety communication

– The preparation of DHPCs involves cooperation between

the marketing authorisation holder and the competent

authority. Agreement between these two parties should

be reached before a DHPC is issued by the marketing

authorisation holder

– In “Documents in lay language”
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Effectiveness of risk minimisation measures

– The evaluation should address different aspects of

the risk minimisation:

• The process itself (e.g. to which extent the programme has

been implemented as planned),

• its impact on knowledge and behavioral changes in the target

population,

• the outcome: to which extent the predefined objectives of risk

minimisation were met, in the short and long term

– Two indicators should be considered:

• Process indicators

• Outcome indicators

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Process indicators: measures of the extent

of implementation of the original plan

– Reaching the target population?

– Assessing clinical knowledge

• In order to assess the awareness of the target

audience and the level of knowledge achieved by

educational interventions and/or information

provision (for example via the SmPC),

scientifically rigorous survey methods should

be applied.
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Process indicators: measures of the extent of
implementation of the original plan
– Assessing clinical action

• In order to evaluate the effectiveness of educational
interventions and/or information provisions (e.g. via the
SmPC), not only clinical knowledge but also the resulting
clinical actions (e.g. prescribing behaviour) should be
measured.

• Drug utilization studies by means of secondary use of
electronic records should be considered as a valuable tool to
quantify clinical actions if representative of the target
population. The analysis of prescription records, especially
when linked to other patients clinical and demographic data,
may allow the evaluation of prescribing behaviour, including
co-prescribing of two interacting medicinal products,
compliance with laboratory monitoring recommendations, as
well as patient’s selection and monitoring.

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Outcome indicators
– The ultimate measure of success of a risk minimisation

programme are the safety outcomes and those safety outcome
should be the outcome(s) indicator, i.e. the frequency and/or
severity of adverse reactions in relation to patients’ exposure to
the medicine outside of an interventional study setting (i.e. non-
interventional setting).

• Such an evaluation should involve the comparison of epidemiologic
measures of outcome frequency such as incidence rate or
cumulative incidence of an adverse reaction, obtained in the context
of post-authorisation safety studies (PASS).

• Comparisons of frequency before and after the implementation
of the risk minimisation measures (i.e. pre-post design) should
be considered (spontaneous reports not optimal,
epidemiological data more relevant)
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Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Implementation

– Implementation of additional risk minimisation measures
takes place at national level and allows member states to tailor
the required conditions and restrictions to any national legal
requirements and local healthcare systems.

– Annex II of the CHMP opinion will outline the key elements of
any additional risk minimisation measures imposed on the
applicant/marketing authorisation holder as a condition for the
safe and effective use of a medicinal product. An Annex related
to Article127a of Directive 2001/83/EC may describe the
responsibilities of national competent authorities in ensuring that
the additional risk minimisation measures are implemented in the
Member States in accordance with defined key elements.
Further details or key elements on any additional risk
minimisation measures may be included in annex 10 of the RMP
(see Module V)

Module XVI– Risk minimisation measures: selection of 

tools and effectiveness indicators: highlights

• Roles of the PRAC

– Based on its scientific assessment, the PRAC should make
recommendations to the CHMP or the CMDh as appropriate,
regarding the need for additional risk minimisation measures and
regarding the key elements that should be included in those
measures.

– The PRAC should evaluate the outcome of risk minimisation
systems, including additional risk minimisation measures and
make recommendations to the CHMP or the CMDh as
appropriate regarding any necessary regulatory action.

– PRAC will normally assess both protocol and results of post-
authorisation safety studies which aim to evaluate the
effectiveness of risk minimisation measures (see GVP Module
VIII).
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PRAC: RMPs

• Situations when a risk management plan

should be submitted post MA, with new

RMAs.

– Examples: Referrals for all MAs

• Art 107i Tetrazepam

– Final PRAC recommendation: Syspension but RMP was

proposed to include all RMAs, including measuring the

effectiveness of RMAs.

• Art 107i Diane 35® and generics
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PRAC: RMPs

PRAC recommendation as published on the EMA website:

• The PRAC concluded that medicines containing cyproterone acetate 2 mg
and ethinylestradiol 35 micrograms should only be used for the treatment of
moderate to severe acne related to androgen sensitivity and/or hirsutism in
women of reproductive age.

• In addition the PRAC recommended that these medicines should only be
used for the treatment of acne when alternative treatments such as topical
therapy (applied to the skin) or antibiotics have failed.

• The product information for Diane 35 and other medicines containing
cyproterone acetate 2 mg and ethinylestradiol 35 micrograms should
include that these medicines are also hormonal contraceptives and
therefore should not be used in combination with other hormonal
contraceptives.

• Concomitant use with another hormonal contraceptive would expose the
woman to a higher dose of oestrogen and increase her risk of VTE.
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PRAC: RMPs

PRAC recommendation as published on the EMA website:

“The PRAC also recommended a number of measures to further raise awareness
amongst healthcare professionals and patients of the risk of thromboembolism, in
order to allow for timely diagnosis, treatment and prevention of any complications.
Measures include:

-Educational material for healthcare professionals and patients on
thromboembolism, and its risk factors, signs and symptoms.

In addition the PRAC recommended that the company should carry out:

-a study on the use of Diane 35 and other medicines containing cyproterone acetate
2 mg and ethinylestradiol 35 micrograms (Drug utilization study)

-as well as a study on the effectiveness of the recommended risk minimisation
measures (PASS)

-Within a RMP

-DHCP?

PRAC: RMPs

• Transparency
– The Agency and Member States shall make publically available public 

assessment reports and summaries of risk management plans [REG Art 
26(1), DIR Art 106].

– For centrally authorised products the Agency will:
• make public a summary of the RMP;

• include tables relating to the RMP in the European Public Assessment 
Report (EPAR) including the product information and any conditions of the 
marketing authorisation.

– To promote public health, the Agency will make available (either on 
request or via its web portal):

• any questionnaires included in RMPs for centrally authorised products which 
are used to collect information on specified adverse reactions;

• details, which may include copies, of educational material or other additional 
risk minimisation activities required as a condition of the marketing 
authorisation;

• details of disease or substance registries requested as part of< the 
pharmacovigilance plan for centrally authorised products.



27/05/2013

49

Conclusion: PRAC

Key player on all aspects of the risk 
management

Relevant expertise in pharmacovigilance
matters and risk assessment need to be 
strengthened

• Team work at NCAs 

Recommendations to the CHMP and CMDh

• Major impact on the decision on the 
B/R assessments

• Level of transparency never reached

• Close collaboration between 
members from the different 
committees


