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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

• The EMA and the The PRAC

• Prescriber guide, patient alert cards and educational

material

– Regulatory requirements

– Recent examples discussed at the PRAC, including implementation

at the national level

• DOACs

• Isotretinoin

• Valproic 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 

• Mandate of the PRAC

• All aspects of the risk
management of the use of
medicinal products including:
– the 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
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PRAC 

Appointed by each 
Member State: 

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

• 1 member + 1 alternate 

• 28 + 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
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PRAC 

HCP and patient representatives
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PRAC 
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PRAC’s three public health 

pillars

Proactive safety 

monitoring

Transparency 

and 

communication

Prompt

benefit risk 

action
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PRAC’s main goals 

• Proactively investigating drug safety 

• filling knowledge gaps via post-authorisation studies, continuous 

signal detection 

• wider definition of ADR.

• Responding to safety and benefit risk issues

• risk-proportionate decisions to rigorous timescales, 

• risk minimization activities, including educational material

• effectiveness of risk minimisation.

• Driving forward the new era in transparency

• real time access to information on PRAC activities.

• Increasing involvement of stakeholders 

• health professionals, patients and public
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PRAC’s transparency

 More transparency…

EMA WEB site (PRAC)

•Current Content

•Description of the activities

•Members (CV + DoI)

•Meeting Calendar

•Agendas

•Minutes

•Highlights (includes triggering

and recommendations on

referrals)

•Recommendations

11



Content

• The EMA and the The PRAC

• Prescriber guide, patient alert cards and educational

material

– Regulatory requirements

– Recent examples discussed at the PRAC, including implementation

at the national level

• DOACs

• Isotretinoin

• Valproic acid

12



13



14



Key concepts

• Educational programmes are

• Additional risk minimisation measures (aRMM)

• usually include educational material(s)

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

risk-benefit balance of a medicinal product.

• The content of any educational material should add rather

than replicate SmPC and PL information.
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Steps for implementation

• 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),

• key elements of any educational material are

agreed at EU level.

• 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 

• The 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.

• Any educational material should focus on the risk minimisation

objectives.

• 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.

• It should not be combined with promotional materials for the

marketing of the medicinal product.
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Principles for educational materials 

• The 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.

• When the need for educational material is agreed at EU level, the

dissemination of the educational material is mandatory.

• The modalities for dissemination and the target audience are

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

State(s).

• The marketing authorisation holder should provide a proposal of

the target population of the material.
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Content of the educational materials 

• The 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.

• Referring to other medicinal products outside the scope of the

educational material is not allowed.

• A 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

20

• UFH
 Parenteral 

administration

 Frequent 
monitoring and 
dose adjustment 

 HIT

• LMWH
 Parenteral 

administration

 Weight adjusted 
titration

 VKA

 Narrow therapeutic 

range

 Food and drugs 

interactions

 Frequent monitoring 

and dose adjustment



Promises of DOACs
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Improved 

compliance

Improved efficacy 

and safety

Less impact on 

patients’ daily life

Improved

quality of life

Reduced potential for 

food and drug 

interactions

 Simplified dosing regimen

 No dietary restrictions

 Predictable anticoagulation and no  need for 

routine coagulation monitoring

 Can be given at fixed doses

Less 

labour-intensive

Reduced 

administrative costs



EU Indications of DOACs

2222

VTEp

 Pulmonary embolism (PE)

500,000 deaths per year 

in Europe

 Deep venous thrombosis 

(DVT)

1 event every 12 seconds

 Elective hip 

replacement surgery

DVT risk: 42–57%

 Elective knee 

replacement surgery

DVT risk: 41–85%

 Ischemic Stroke

15% due to atrial

fibrillation

 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
• HCPs

– 4 molecules

– Posology may be adapted

– Different PK and PD

– No monitoring

– Classical risks (bleeding/re-thrombosis)

– Switching, surgery, special population,…

• Patients

– Information about the importance of compliance

– Information about the risks (DD interaction, bleeding, 

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

• 1957 – 1961 thalidomide drama 

(Softenon®) 



Isotretinoids

Therapeutic indications

Severe forms of acne (such as nodular or conglobate acne or acne at risk of

permanent scarring) resistant to adequate courses of standard therapy with

systemic anti-bacterials and topical therapy.



Isotretinoids

This medicinal product is TERATOGENIC

Pregnancy Prevention Programme needed



Isotretinoids

This medicinal product is TERATOGENIC

Pregnancy Prevention Programme needed
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Effectiveness of PPP



Effectiveness of PPP
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A recent analysis of the effectiveness of the isotretinoin PPP, which considered

post-marketing data and published studies, raised concerns about how well PPPs are

followed in practice, and about the lack of consistency at EU level.

Concerns around the measures in place for pregnancy prevention have also been

raised with regard to retinoids applied to the skin.

The PRAC will also review the possible risk of neuropsychiatric disorders such as

depression, anxiety, psychotic disorders and suicidal behaviour with retinoids.

Warnings about this possible risk are already included in the product information for

some of these medicines.



40



Valproate



Valproate



Valproate 

• Recommendations follow a review of recent studies showing

developmental problems in up to 30 to 40% of pre-school children

exposed to valproate in the womb, including delayed walking and talking,

memory problems, difficulty with speech and language and lower intellectual

ability.

• Previous data have shown that children exposed to valproate in the womb

are also at increased risk of autistic spectrum disorder (around 3 times

higher than in the general population) and childhood autism (5 times higher

than in the general population). There are also limited data suggesting that

children exposed to valproate in the womb may be more likely to develop

symptoms of attention deficit hyperactivity disorder (ADHD).

• In addition, children exposed to valproate in the womb are at an

approximately 11% risk of malformations at birth (such as neural tube

defects and cleft palate) compared with a 2 to 3% risk for children in the

general population.



Valproate 

• Doctors in the EU are now advised:

• not to prescribe valproate for epilepsy or bipolar disorder in

pregnant women, in women who can become pregnant or in girls

unless other treatments are ineffective or not tolerated.

• Those for whom valproate is the only option for epilepsy or

bipolar disorder should be advised on the use of effective

contraception and treatment should be started and supervised

by a doctor experienced in treating these conditions.

• In countries where valproate medicines are also authorised for the

prevention of migraine, valproate must not be used for this purpose

in pregnant women, and doctors should exclude pregnancy before

starting preventive treatment for migraine.



Valproate

• the PRAC recommended education materials to be put

in place in order to ensure that healthcare professionals

and patients are informed about the risks associated with

valproate in pregnant women and women of childbearing

potential and on the measures necessary to minimise the

risk. These include a prescriber guide, patient booklet

and information ensuring the understanding and the

awareness of prescribers and patients on the risks.

• The PRAC also imposed a drug utilisation study to

assess the effectiveness of the risk minimisation

measures and to further characterise the prescribing

patterns for valproate.



Valproate Prescribing in the UK and Risk 

Awareness 

• CPRD data suggested that approximately 35,000 women

aged 14-45 were prescribed valproate each year (2010-

2012)

• Epilepsy Action’s survey (2012) suggested that 36% of

women with epilepsy of child bearing age had not

received any information on contraception, conception

and pregnancy.



Actions post referral

• Outcome of referral was communicated in UK through NHS

cascade in January 2015

• Initial feedback from health professional and patient groups

suggested message not getting through

• Importance of pharmacy profession in highlighting risks

to women stable on treatment and under GP care led to

consideration with Sanofi of a patient card and carton

warning



UK Initiatives: Valproate 

Toolkit 
• On Feb 8th 2016 the Valproate toolkit was launched in the 

UK. 

• The toolkit refers to the package of communication 

materials for healthcare professionals and patients – the 

health professional and patient booklets and checklist are 

based on those agreed at the end of the referral

• Patients now receive a reminder card and patient guide

• Healthcare professionals receive a booklet and checklist 

• The SPC and PIL have been updated and there will be a 

label on the cartons of all Valproate products to warn of 

the risks to the unborn child.



• Valproate package warning label

“This medicine can seriously harm an unborn baby.

Always use effective contraception during treatment.

If you are thinking about becoming pregnant or you 

become pregnant talk to your doctor straight away .”

UK Initiatives: Valproate 

Toolkit 



Communication Objective

• All female patients should be informed of and 

understand the:

• Risks associated with valproate during pregnancy

• Need for effective contraception

• Need for regular review of treatment

• Need to rapidly consult if planning a pregnancy or 

becomes   pregnant



Monitoring impact of risk minimisation and 

communications – CPRD study 

• MHRA conducted national study

• Need for rapid up to date UK data 

• Use of the Clinical Practice Research Datalink

− GP data from ~7% of the UK

− Includes data on prescriptions in primary care

• Monitor use by indication for treatment 

• Will also look at use in pregnancy over time and use 

of prior treatment

• In addition, will look at stopping valproate during 

pregnancy



Main results – the prevalence of 

prescribing



Prescribing by indication



Monitoring impact of risk minimisation and 

communications – Patient survey

• Three UK 

• Epilepsy charities

• Ran for 6 weeks, April – June 2016

• Women with epilepsy aged 18-50 in the UK

• 2,788 responses: 624 currently taking 

valproate



Monitoring impact of risk minimisation and 

communications – Patient survey

• Did you know that sodium valproate can, 

in some cases, negatively affect the 

development and/or physical health of 

children born to women taking this 

medication? 

• “No” = 125/624 (20%)



Have any of the following ever started a 

discussion with you about pregnancy and 

sodium valproate? 

(Number taking valproate = 624)



Were you given information about any of

the following issues? 

(Number responses = 545)



Have you received any of the following items or 

advice from healthcare professionals in 2016? 

(Number responses = 557)
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Working group on teratogenic medicines at 

FAMHP



Working group on teratogenic medicines at 

FAMHP



Take home message

 Educational materials: important additional risk minimization 

tool to be implemented by all stakeholders: HCPs and 

patients

 Importance of the assessment of the effectiveness of the 

educational materials (survey, etc.)

 In the interest of public health, the FAMHP publishes the 

agreed educational material(s) in a dedicated section of its 

website with hypertexts from the CBIP.
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I thank you for your 

attention!!!


