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Headlines 

1. EU pharmacovigilance supports safe and effective use of medicines 

2. EU pharmacovigilance supports patients to get new products 

3. EU pharmacovigilance legislation fully implemented 

4. New EudraVigilance system launched November 2017: detects safety issues earlier 

5. Robust assessment supports rapid effective action on safety issues 

6. Enhanced engagement with users of medicines 

7. Driving process improvement through regulatory science 

8. Starting to realise the potential of real world evidence 

9. Challenges: new data, new technology 

10. Challenges: making an impact through change in healthcare practice 
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In this presentation…… 

• Reminder: our shared objective 

• Focus on product benefit risk 

• Focus on public engagement 

• Focus on pharmacovigilance processes 

• Focus on new data and new science 

• Don’t forget the people 

• Challenges and opportunities 
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Reminder: our shared objective…… 

To promote the health and wellbeing of EU citizens, through optimisation of the safe 
and effective use of medicines 

 
• Underpinned by robust science, efficient processes and excellent people 

• Manage benefit risk through the lifecycle of products 

• Go beyond regulation: bringing together stakeholders to deliver innovation safely 
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Santoro et al 2017 Drug safety 40:855-869 

…..to understand how the pharmacovigilance system works….. 



Focus on product benefit risk 

A few examples of benefit risk action taken at EU level…… 
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CAR-T cell products Kymriah and Yescarta authorised for leukaemia / 
lymphoma: intensive PRIME support including registry 
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September PRAC - 4 signals required letters to healthcare professionals 

 
 
 
 
 
 
 
 
27/07/2018  - EMA notified that trial suspended 
05/09/2018 – PRAC agrees letter warning to 
professionals 
 

Rivaroxaban (XARELTO) 
• Increased mortality, bleeding                       

and clots in patients treated                         
for trans-catheter  aortic valve             
replacement (off label) 

 
13/08/2018  - EMA notified that trial suspended 
14/08/2018 – EU Incident Management Network 
teleconference 
05/09/2018 – PRAC agrees letter warning to 
professionals 

Hydrochlorothiazide 
• Risk of lip and non-melanoma skin cancer 
 
 

Fluoroquinolones 
Risk of aortic aneurysm and dissection                                                                                       
 
2015-2018  - Epidemiological and                       
non-clinical studies 
05/09/2018 – PRAC agrees letter                    
warning to professionals 
 

12/2017  - Two Danish 
epidemiological studies 
published 
Q1 2018 EMA 
epidemiological study 
05/09/2018 – PRAC agrees 
letter warning to 
professionals 
 

Sildenafil (REVATIO, 
VIAGRA) 
• Pulmonary hypertension & death 

in infants exposed in utero 
• Clinical trial in growth 

retardation (off label) 

 



Dolutegravir (Tivicay): treatment for HIV infection 

Cases of neural tube defects from 
observational study of use in Botswana 

7/5/18 EMA informed of study result by WHO 
and company 

17/5/18 PRAC agreed letter warning 
professionals not to use dolutegravir in 
women planning a pregnancy and that 
women of child bearing potential who take 
dolutegravir should use effective 
contraception 

18/5/18 Coordinated press-releases from 
EMA, FDA and WHO with consistent warnings 
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Daclizumab beta (Zinbryta): treatment for multiple sclerosis 

Spontaneous reports from a neurology centre in Germany of encephalitis and death 

20/2/18 EMA informed by PEI 

23/2/18 EU Incident Review Network teleconference recommends referral to PRAC 

1/3/18 MAH informs of intention withdraw the marketing authorisations 

6/3/18 PRAC recommends benefit risk negative with suspension of the product and 
recall to pharmacy and hospital level + letter to warn professionals 
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Focus on public engagement 
…core of this mornings sessions…. 
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Public Hearing: quinolone and fluoroquinolone medicines 
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Research: listening to the public  



Focus on pharmacovigilance processes 
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Around 50% signals derive from Eudravigilance ICSRs 
 
Other sources  
 - PSURs 
 - RMPs 
 - post-authorisation safety studies 
 - published literature 
 
 
>54% serious safety issues detected earlier if EV used in 
addition to other resources  
 
    
 
  

A landmark paper on EudraVigilance … 

Alvarez Y et al 2010  
Drug Safety 33(6) 475 -87 
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Sep 2012 – Jun 2018 
774 signal discussions 

453 signals 

Median: 12 
per month 

*Dashed line –
2018 estimate 
based on Q1Q2 
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Signal detection pilot – extension of the pilot through 2019 
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RMPs: deliver proactive planning of risk minimisation and data 
collection 
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Pharmacovigilance referrals 
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Finalised and ongoing pharmacovigilance referrals 2018 YTD 
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Procedure name INN Article Start date Finalised 

Retinoids acitretin, adapalene, alitretinoin, bexarotene, isotretinoin, tretinoin, tazarotene 31PhV Jul-16 Mar-18 

Quinolone and 
fluoroquinolone 

nalidixic acid, pipemidic acid, cinoxacin, enoxacin, pefloxacin, lomefloxacin, 
ciprofloxacin, levofloxacin, ofloxacin, moxifloxacin, norfloxacin, prulifloxacin, rufloxacin, 
flumequin 

31PhV Feb-17 Ongoing 

Valproate valproate 31PhV Mar-17 Mar-18 

Flupirtine flupirtine 31PhV Oct-17 Mar-18 

Hydroxyethyl starch 
(HES) hydroxyethyl starch 107i Oct-17 Jun-18 

Xofigo radium Ra223 dichloride 20PhV Dec-17 Jul-18 

Esmya ulipristal acetate 20PhV Dec-17 May-18 

Zinbryta daclizumab 20PhV Mar-18 May-18 

Methotrexate oral 
formulations methotrexate 31PhV Apri-18 Ongoing 



Rapporteurs appointed on referrals from Jul. 2012– End Jun 
2018 
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AT, 1 BE, 2 
CZ, 2 

DE, 7 

DK, 2 

ES, 5 

FR, 2 

HU, 2 
IE, 1 IT, 1 NL, 7 

0 

PT, 6 

SE, 4 

UK, 11 



PSURs: benefit risk assessments result in direct updates to 
product information – faster warnings to patients 
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PASS: delivering high quality evidence on the safety of 
medicines 
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Focus on new data and new science 
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Regulators in-house studies 
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2013-2017 multiple EMA in-
house RWD studies to 

support Committees (mainly 
PRAC)  

46 – THIN (UK EHRs) 
29 - IMS FR/DE 

Association between 
hydrochlorothiazide exposure 
and skin cancer: a series of 
population-based case-control 
studies 

Association between systemic 
fluoroquinolone exposure and tendon 
rupture: population-based nested case-
control study 



External RWD 
studies  

to support EMA 
Committees 
(2010-2017) 

15 – EMA 
externally 
contracted 
studies 

EMA-funded studies 
EMA-funded studies N 

databases 
N 

countries 

A/H1N1 pandemic vaccines and pregnancy outcomes 1 1 

Impact of risk minimisation in patients treated with rosiglitazone-containing products 2 2 

Isotretinoin and the effectiveness of the Pregnancy Prevention Programme in Europe 5 3 

Patterns and determinants of use of oral contraceptives in the EU 5 3 

Monitoring the effectiveness of risk minimisation in patients treated with pioglitazone-
containing products 

3 3 

Risk of cardiac valve disorders associated with the use of biphosphonates 6 3 

Association between anxiolytic or hypnotic drugs and total mortality 2 2 

Metformin use in renal impairment 2 2 

Study of regulatory communication and risk awareness following the Article 31 referral of 
Combined Hormonal Contraceptives in relation to thromboembolism 

n/a 6 

Characterising the risk of major bleeding in patients with Non-Valvular Atrial Fibrillation: non-
interventional study of patients taking Direct Oral Anticoagulants in the EU 

9 6 

Study of utilisation of Combined Hormonal Contraceptives in Europe 3 3 

Anti-microbial resistance: choice of therapeutic interventions and outcomes for the treatment 
of infections caused by MDR Gram negative pathogens 

4 1 

Methods and data sources for determining long-term effects of drug exposure during 
pregnancy, with application to antiepileptic medicines 

n/a 28 

Impact of EU label changes for systemic diclofenac products: post-referral prescribing trends 4 3 

Impact of EU label changes for hydroxyzine products: post-referral prescribing trends 4 3 



EU healthcare databases: 2018 characterisation 
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Only 13 member states have 
electronic health databases 
considered suitable for 
regulatory decision making 
 
High heterogeneity in data 
collected or available through 
linkages and in data quality 



New EMA framework contracts for real world data and 
qualitative research: to deliver evidence for decision-making 
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Lot 1: Use of innovative methods to optimise the utility 
of sparse data to support benefit/risk assessment 

Lot 2: Qualitative research 

Lot 3: Pharmacoepidemiology research – rapid 
descriptive studies 

Lot 4: Pharmacoepidemiology research – association 
studies, including pregnancy and breastfeeding research 
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Objectives:  
To define the opportunities and challenges 
around implementation of a common data model in 
Europe to support regulatory decision making. 
 
Output:  
To propose guiding principles for the 
development of Common Data model in Europe 
including key criteria for validation in the 
context of regulatory decision making.  
 

Steps to support future real world data use 
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• Define the Big Data landscape 
from a regulatory perspective 
 

• Clarify the opportunities and the 
challenges 
 

• Identify what is needed for Big 
Data to be exploited to support 
medicines development and 
regulatory decision making  

EMA Big Data Workshop – November 2016 
HMA-EMA Joint Big Data 

Taskforce 
Characterisation, usability and 

applicability, gap analysis. 
Recommendations  

Q3-4 2018 

Activities in Big Data 
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Cystic Fibrosis Registries 
Workshop: 14th June 2017 

Multiple-Sclerosis Registries 
Workshop: 7th July 2017 Diseases selection? 

 Products recently authorised or 
authorisation process ongoing 

 New products - business pipeline 

 EU disease registries have requested 
support for harmonisation 

 On-going qualification procedures for 
two EU-wide registry platforms 

CAR T-Cell therapies Registries 
Workshop: 9th February 2018  

Participants: regulators, companies, registry 
holders, health technology assessment  bodies, 

patient and health care representatives 

Haemophilia Registries Workshop: 
8th June 2018  

Patient Registries 
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Patient Registries 



Sustainability proposal 
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VAC4EU platform 

ADVANCE: vaccine benefit risk monitoring 
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Don’t forget the people 
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New PRAC composition – as of September 2018 
PRAC chair                                                                    
Sabine Straus - Medicines Evaluation Board (NL)              

 

PRAC vice chair 
Martin Huber - Federal Institute for Drugs and Medical Devices (DE) 

 

Independent scientific experts nominated by the European Commission 
• Birgitta Grundmark - Uppsala Monitoring Centre (WHO) 
• Antoine Pariente - Université de Bordeaux (FR) 
• Livia Puljak - University of Split School of Medicine (HR) 
• Stefan Weiler - University of Zurich (CH) 
• Hedvig Marie Egeland Nordeng - University of Oslo (NO) 
• Daniel Morales - University of Dundee (UK) 
 

Members representing patients' organisations nominated by the European Commission 
• Marco Greco – European Federation of Crohn's & Ulcerative Colitis Associations 
• Albert van der Zeijden – International Alliance of Patients' Organizations 
 

Members representing healthcare professionals nominated by the European Commission 

• Raymond Anderson - Pharmaceutical Group of the European Union 
• Kirsten Myhr - Health Action International-Europe 
 

Members nominated by the Member States  

 

http://www.ema.europa.eu/ema/index.jsp?curl=pages/contacts/PRAC/people_listing_000112.jsp&mid=WC0b01ac058058f328#MNMS


Who are the ENCePP partners? 

Centres (>150) 

Networks (>20) 

Data sources (>120) 

 

10 years of ENCePP 

Transparency 

Registration 
of studies 

Publication 
of 

protocols 
and 

results 

Independence 

Roles and 
responsibili
ties of all 
parties 

 

Standards 

 Methodological 
Guide on 
Research 
Standards 

EU PAS 
Register 

Code of 
conduct 



Challenges and opportunities 

• Realising the potential of real world data to support decision-making and better public health: 

– New data sources 

– New technology 

– New analytical approaches 

• Process improvement: greater efficiency and effectiveness through evidenced-based process 
improvement 

• Better engagement with the public 

• Making an impact: change healthcare deliver to benefit public health 
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Headlines 

1. EU pharmacovigilance supports safe and effective use of medicines 

2. EU pharmacovigilance supports patients to get new products 

3. EU pharmacovigilance legislation fully implemented 

4. New EudraVigilance system launched November 2017: detects safety issues earlier 

5. Robust assessment support rapid effective action on safety issues 

6. Enhanced engagement with users of medicines 

7. Driving process improvement through regulatory science 

8. Starting to realise the potential of real world evidence 

9. Challenges: new data, new technology 

10. Challenges: making an impact through change in healthcare practice 
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