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Scope of presentation 
• What has PRAC delivered via new public health 

tools in first two years of operation? 

 

• What have been some of the challenges and 
opportunities? 

 

• What is PRAC’s current focus, moving from 
compliance with Pharmacovigilance legislation to 
optimal use? 

 

 



Reminder - Mandate of Pharmacovigilance 
Risk Assessment Committee 

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 



What has PRAC delivered in first 2 years 
using new public health protection tools?  



22 
meetings 

150 
protocol 
reviews 

Over 650 
PSURs 

31 safety 
referrals 

163 
signals 

Over 600 risk 
management 

plans 



PRAC monthly activities 

 



First 2 years - 4 main objectives  

• Proactively investigating drug safety using risk 
management plans, post-authorisation studies and 
continuous signal detection 

• Responding to safety and benefit risk issues with 
robust scientific decisions to rigorous timescales  

• Driving forward the new era in transparency, real 
time access to information on PRAC activities 

• Increasing involvement of stakeholders in decision-
making – health professionals, patients and public 

 



Proactive investigation of drug safety   

• From reactive vigilance to proactive 
inverstigation of drug safety 

• To fill in gaps in knowledge, Risk Management 
Plans and PASS protocols PRAC’s major priority  

• PRAC experts in pharmacoepidemiology 
provide specialist contributions on design and 
methodology 

• Innovative approaches to generate safety in 
clinical use 

 



Example: RMP on new ICS/LABA for 
Chronic Obstructive Pulmonary Disease 

  



Example:Propranolol for haemangioma 

• Example – Haemangiol 
(propranolol 3.75 mg/ml) 
for treatment of 
proliferating infantile 
haemangioma 

• PRAC advised on RMP and 
considered recruitment 
into PASS study 



Proactive safety monitoring - signals 



Example – chlorhexidine solution and 
chemical burns in neonate 

Arch Dis Child Fetal Neonatal 

Ed: F64 January 2012 



Example–fentanyl patch & medication error 



Proactive monitoring - signal detection 

 Major PRAC focus on signal detection – 
SMART (Signal Management Review Team): 

 - Tools and processes 

 - Methodological guidance 

 - Signal detection methods 

Implementing Regulation 520/2012 “the Pharmacovigilance Risk 
Assessment Committee shall regularly review the methodology(ies) 
used and publish recommendations, as appropriate” [Art 20(3)] 



Prompt benefit risk recommendations 

• Binding outcomes from 
referrals  

 

• Rigorous adherence to 
legal timeframes 

 

• PSURs as benefit risk 
decision-making tool  

 

 



Referrals: safety or benefit risk reviews 

Number of referrals (July 2012 – July 20141): 
 

 

 

 

 

 

 

 

 

 

 

 

1 Also includes procedures started & finalised in July 2014 
2 Finalised means final outcome obtained at either CHMP or CMDh 

Referral 
type 

Started Finalised 

Art. 20 7 5 

Art. 107i 6 6 

Art. 31 18 11 

Total 31 222 



Article 20          Article 31          Article 107i 

• Tredaptive 

• Trevaclyn 

• Pelzont 

• Kogenate/  
Helixate 

• Protelos/ 
Osseor 

• Tetrazepam 

• Cyproterone 
EE 

• Flupirtine 

• Numeta 

• HES 

• Methadone 

 

• Almitrine 

• Codeine 

• Diclofenac 

• HES 

• SABAs 

• CHCs 

• Nicotinic acid 

• Diacerein 

• Zolpidem 

• Domperidone 

• RAS agents 

• Bromocriptine 

Completed referrals 



Ongoing referral procedures  

Procedure name Article Started Issue 

Valproate related 
substances  

31PhV Oct-13 
neurodevelopmental effects following 
exposure in utero 

Ponatinib 20PhV Dec-13 vascular occlusive events 

Testosterone 31PhV Apr-14 cardiovascular events 

Codeine for cough in 
paediatric population 

31PhV Apr-14 respiratory depression 

Ambroxol/Bromhexine 31PhV Apr-14 hypersensitivity reactions in children 

Hydroxyzine 31PhV May-14 pro-arrhythmogenic potential 

Ivabradine 20PhV May-14 
CV death + non-fatal MI in symptomatic 
angina patients 

Ibuprofen and 
dexibuprofen 

31PhV Jun-14 
thrombotic risk potential as of COX-2 
inhibitors and of low-dose aspirin 



Outcomes of safety & benefit risk 
referrals  

• Range of actions proportionate to risk, taking into 
account therapeutic context (variation, suspension, 
revocation) 

• Prompt decisions- from 1 to 16 months (average 7 
months) 

• One fifth were Urgent Union procedures (3 months)  

• Involvement of Scientific Advisory Group in 8 
procedures (26%) 



PRAC’s challenges and opportunities 

• Best scientific 
evidence 

 

• Established medicines 
and EU diversity 

 

• Involving stakeholders 
in decisions 

 

• Extended definition of 
adverse drug reaction 

 

• Interface with 
academia 

 

• SAGs advice on 
therapeutic role 

 

• Meeting with patient 
groups 

 

• Medication error, 
misuse 



Example:  
Diclofenac & CVS 
risk  



Example -Domperidone and CVS risk 

• Cardiac safety reviewed by 
PRAC after data accrued 

• Large pharmepi study 
confirmed increased risk of 
sudden cardiac death in over 
60s 

• Restriction of indication to 
nausea and vomiting, dose 
restriction and duration limit 

• Data on efficacy in children to 
be generated 



Example - Sodium valproate in pregnancy 
 

Indications in EU include 
epilepsy, bipolar disorder & 
migraine 

Use in women of child 
bearing potential varies 
across Europe 

Nature and magnitude of 
developmental risk needs to 
be better understood 

Patient representatives 
contributing to decision 

http://theepilepsyblog.files.wordpress.com/2013/05/epilim.jpg


Example – methadone containing povidone 

and renal failure • PVP oral solution to 
minimise injection risk  

• Reports  of renal failure 
from Norway  

• Local pathologists found 
povidone deposits in 
specimens 

• Suspension of high MW 
products 

http://www.google.co.uk/url?url=http://www.medscape.com/viewarticle/828162&rct=j&frm=1&q=&esrc=s&sa=U&ei=73kVVL3LFovLaIvegsgB&ved=0CBYQ9QEwAA&usg=AFQjCNFe1RwXsu3RVBUB0TrlWPPNmJfCOA


Periodic Safety Update Reports 

• Major tool for updating benefit risk 

– Strontium ranelate 

– Ferumoxytol colloidal iron 

– Agomelatine  

 

• Evolving experience with single PSUR 
assessment 



Advancing the new era of transparency 



PRAC’s high transparency 
- Regular timely publications on activities 

 
Agenda 

 

Highlights 

 

Safety referrals 

 

Minutes 

Day 1 of PRAC by mid-day 

 

Friday of PRAC week  

 

Friday of PRAC week 

 

Following month after adoption 





Example                  

– combined hormonal 

contraceptives and 

thromboembolism 





What is PRAC’s current focus? 
• Managing high workload - focus on participation, 

efficiency, establishing single PSUR procedure, 
generic RMPs  

 

• Building effective committee interfaces with 
CHMP, CMDh, PDCO, CAT, COMP and SAWP 

 

• Strengthening science for PRAC decisions– 
GVP on biologics, lifecycle B:R, effectiveness of 
risk minimisation, post authorisation efficacy 
studies, medication error  

 

• Building stakeholder engagement – expanding 
monthly communications, public hearings to come  

 

 







CMDh CHMP 

European Commission EU Member States 

PRAC 

Recommendations 

Building inter committee collaboration 

Inter Committee 

SAG Oncology 



Collaborating with Paediatric  
Committee 

Report of PDCO / 
PRAC Workshop 
published on  
18th August 
2014 



Contributing to Guideline development 
 

• Revision of paediatric 
pharmacovigilance guideline 

• GVP Population Modules 

– Pharmacovigilance in elderly 

• GVP Product modules 

– Biologic medicines 

• Pharmacogenetics and 
pharmacovigilance 



Incorporating new methodologies & 
building on the best practices   



     

 

    



A Road Map for PRAC 

• Generating best evidence, and using all data available 
– pharmacoepidemiology, pharmacogenomics 

• Optimal use of new methodologies and tools              
– PAES, quantifying benefit risk, data integration 

• Building capacity, sustainability - SCOPE 

• Stakeholder engagement in benefit risk, and in 
implementation of risk minimisation 

• Evaluating impact of new legislation -  process 
indicators and public health outcome measures 



Summary  
• Establishment of PRAC is central to implementation 

of EU Pharmacovigilance legislation 

 

• Over the first two years delivering the public health 
objectives has been the PRAC’s key focus 

 

• Experience demonstrates capability for robust 
scientific decision making to rigorous timescales 

 

• Major strides forward in transparency and 
stakeholder involvement 

 

• Now we are moving from compliance to optimisation 



We are ready! 


