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Disclaimer

Although being a member of
the PRAC of the European
Medicines Agency and an
expert at the Federal Agency
for Medicines and Health
Products (FAMHP), my
presentation might not be the
view of the PRAC, the EMA,
the FAMHP.

My presentation is a personal
viewpoint and binds in no way
the organisations mentioned
before.
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Content

ÅThe EMA and the The PRAC

ÅPrescriber guide, patient alert cards and educational

material

ïRegulatory requirements

ïRecent examples discussed at the PRAC, including implementation

at the national level

ÅDOACs

ÅIsotretinoin

ÅValproic acid
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28+3 EEA Member States

+ 3,000 European experts

EU institutions:

Commission - Parliament 

Committee for Herbal

Medicinal Products

(CHMP)

Committee for Human

Medicinal Products

(CHMP)

Committee for Advance 

Therapies 

(CAT)

EMA

Secretariat 

Paediatric Committee 

(PDCO)

How is the EMA organised?

Management Board

Committee for Orphan

Medicinal Products

(COMP)

Committee for 

Veterinary Medicinal 

Products

(CVMP)

Pharmacovigilance 

Risk Assessment 

Committee

(PRAC)



PRAC 

ÅMandate of the PRAC

ÅAll aspects of the risk
management of the use of
medicinal products including:
ïthe detection, assessment,

minimisation and communication
relating to the risk of adverse
reactions, having due regard to the
therapeutic effect of the medicinal
product,

ïthe design and evaluation of post-
authorisation safety studies and
pharmacovigilance audit
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PRAC 

Appointed by each 
Member State: 

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

Å 1 member + 1 alternate 

Å 28 + EEA countries non voting 
members

Å 1 patient organisations 1 rep + 
alternate

Å 1 healthcare professionals 1 rep + 
alternate

Å 6 members to ensure relevant 
expertise available

1 Criteria for involvement in EMA 
activities
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PRAC 

HCP and patient representatives
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PRAC 
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PRACôs three public health 

pillars

Proactive safety 

monitoring

Transparency 

and 

communication

Prompt

benefit risk 

action
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PRACôs main goals 

ÅProactively investigating drug safety 

Å filling knowledge gaps via post-authorisation studies, continuous 

signal detection 

Å wider definition of ADR.

ÅResponding to safety and benefit risk issues

Å risk-proportionate decisions to rigorous timescales, 

Å risk minimization activities, including educational material

Å effectiveness of risk minimisation.

ÅDriving forward the new era in transparency

Å real time access to information on PRAC activities.

Å Increasing involvement of stakeholders 

Å health professionals, patients and public
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PRACôs transparency

ÁMore transparencyé

EMA WEB site (PRAC)

ÅCurrent Content

ÅDescription of the activities

ÅMembers (CV + DoI)

ÅMeeting Calendar

ÅAgendas

ÅMinutes

ÅHighlights (includes triggering

and recommendations on

referrals)

ÅRecommendations
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Content

ÅThe EMA and the The PRAC

ÅPrescriber guide, patient alert cards and educational

material

ïRegulatory requirements

ïRecent examples discussed at the PRAC, including implementation

at the national level
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Key concepts

ÅEducational programmes are

Å Additional risk minimisation measures (aRMM)

Å usually include educational material(s)

Å aimed to minimise an important risk and/or to maximise the

risk-benefit balance of a medicinal product.

Å The content of any educational material should add rather

than replicate SmPC and PL information.
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Steps for implementation

Å Recommended by the (PRAC) and endorsed by

the Committee for Medicinal Products for Human

Use (CHMP) or the Coordination Group for Mutual

Recognition and Decentralised Procedures-Human

(CMDh),

Å key elements of any educational material are

agreed at EU level.

Å Thereafter, drafts of the educational material(s)

addressing the key elements should be submitted

by the marketing authorisation holder to the

competent authorities of Member States for

assessment and then be implemented in Member

States upon approval by the competent

authorities. 16



Principles for educational materials 

ÅThe need for educational materials will be agreed during a

regulatory procedure, at the moment of the initial marketing

authorisation or in the post-authorisation phase.

ÅAny educational material should focus on the risk minimisation

objectives.

Å It should focus on the specific safety concerns and provide clear

statements and concise messages describing actions to be taken

in order to prevent and minimise these risks.

Å It should not be combined with promotional materials for the

marketing of the medicinal product.
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Principles for educational materials 

ÅThe competent authority(ies) of the Member State(s) where the

medicinal product is/will be marketed should review the national

version of the educational material. Agreement should be reached

before it is disseminated by the marketing authorisation holder at

national level.

ÅWhen the need for educational material is agreed at EU level, the

dissemination of the educational material is mandatory.

ÅThe modalities for dissemination and the target audience are

determined by the competent authority(ies) of (the) Member

State(s).

ÅThe marketing authorisation holder should provide a proposal of

the target population of the material.
18



Content of the educational materials 

ÅThe scope of the information in the educational material should be

limited to the key elements agreed at EU level. Additional

information such as efficacy data, comparisons of safety with

other medicinal products or statements which imply that the

medicine is well tolerated or that adverse reactions occur with a

low frequency should not be included.

ÅReferring to other medicinal products outside the scope of the

educational material is not allowed.

ÅA statement encouraging the reporting of any suspected adverse

reaction and the modalities to report in the competent authority of

the Member State should be included.
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Direct Oral Anticoagulants
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ÅUFH
ÁParenteral 

administration

ÁFrequent 
monitoring and 
dose adjustment 

ÁHIT

ÅLMWH
ÁParenteral 

administration

ÁWeight adjusted 
titration

Á VKA

ÁNarrow therapeutic 

range

Á Food and drugs 

interactions

Á Frequent monitoring 

and dose adjustment



Promises of DOACs
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Improved 

compliance

Improved efficacy 

and safety

Less impact on 

patientsô daily life

Improved

quality of life

Reduced potential for 

food and drug 

interactions

Î Simplified dosing regimen

Î No dietary restrictions

Î Predictable anticoagulation and no  need for 

routine coagulation monitoring

Î Can be given at fixed doses

Less 

labour-intensive

Reduced 

administrative costs



EU Indications of DOACs
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VTEp

É Pulmonary embolism (PE)

500,000 deaths per year 

in Europe

É Deep venous thrombosis 

(DVT)

1 event every 12 seconds

É Elective hip 

replacement surgery

DVT risk: 42ï57%

É Elective knee 

replacement surgery

DVT risk: 41ï85%

É Ischemic Stroke

15% due to atrial

fibrillation

É Unstable angina 

and myocardial 

infarction

1 death every 

17 seconds

VTEx

ACS

SPAF

PE

DVT

Only Rivaroxaban
Dabigatran etexilate

Rivaroxaban

Apixaban

Edoxaban

Dabigatran etexilate

Rivaroxaban

Apixaban

Edoxaban

Dabigatran etexilate

Rivaroxaban

Apixaban



Potential risk to minimize with 

DOACs
ÅHCPs

ï4 molecules

ïPosology may be adapted

ïDifferent PK and PD

ïNo monitoring

ïClassical risks (bleeding/re-thrombosis)

ïSwitching, surgery, special population,é

ÅPatients

ïInformation about the importance of compliance

ïInformation about the risks (DD interaction, bleeding, 

missed doses, minor/major surgery, etc.)
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Educational material Xarelto®


