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Outline of presentation  

 
1) Role of the regulator.  
 
2) Taking action on drug safety issues – 

strengthening the link between safety 
assessment and regulatory action.   

 
3) ‘Preventability’ and Goals for risk 

management.  
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What is the role of the Regulator? 

1. Availability of medicines, particularly innovative 
treatments and technologies, without unnecessary 
delay 

 
2.   Proactive vigilance based on best evidence and prompt 

risk management 
 

3.   As much information to patients and healthcare    
professionals as possible on benefits and risks 

 
4.  Demonstrate that risk has been effectively managed 
 



Benefit - Risk Management 

Goal - Promote and protect public  
health by reducing burden of adverse  
drug reactions through effective  
risk minimisation and optimising use 
of medicines – optimise the benefit-risk 
margin of medicines used in everyday  
healthcare practice.  
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Partners  

Patients and carers 
 Healthcare 
professionals 
 Patient safety 
organisations  
 Pharmaceutical 
industry 
 Medicines regulators 
 Academics, scientific 
community.  
 Payers 
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Ensuring safe and effective use of 
medicines  

Regulatory Framework  
-EMA’s legal basis for  
marketing authorisations 

 
 ‘ authorisation decisions […] should 
be taken on the basis of the objective 
scientific criteria of quality, safety and 
efficacy of the medicinal product 
concerned ’.  
 

Recital 13, REGULATION (EC) No 
726/2004 

 

Medicines Pathway 
• Patient history – obtain, 

document 
• Prescribing – select and 

prescribe 
• Transmission/transcription 
• Pharmacy – interpret, prepare, 

dispense, clinical check.  
• Patient – concordance + 

compliance, understanding. 
• Monitoring – interpret + 

response check.  
 -> Impact on health 

outcomes 
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Pharmacovigilance and Risk 
Management 

Collect and analyse data 
Detect and manage signals 
Evaluate safety issues 
Benefit risk assessment 
Regulatory action / risk minimsation 
Communication 
Audit – check that the measures are 
effective. 
 

 



Spectrum of evidence considered 

  
• Meta-analysis 
 
• Clinical trial 
 
• Prospective cohort (with 
controls) 
 
• Case control study  
   
• Observational cohort (no 
controls) 
 

• Individual case report / 
case series 

Variable degree of 
certainty 
(e.g. causality, 
incidence) 
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Objectives of the pharmacovigilance 
legislation  

• Clear roles and responsibilities 
• Better evidence, more science based.  
• Better link between assessments and regulatory 

action. 
• Risk based/proportionate 
• Increased proactivity/planning 
• Reduced duplication/redundancy 
• Integrate benefit and risk where appropriate 
• Ensure robust and rapid EU decision-making 
• Engage patients and healthcare professionals 
• Increase transparency and accountability 
• Provide better information on medicines 
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Strengthening the link between safety 
assessment and risk management  
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Lancet Publication – Dec 1961 



Pharmacovigilance – a network effort  
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Signal Detection  
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Alvarez  2010, Drug Safety 
33(6), 475-487. 



Signal Management by PRAC 

3rd Annual 

  
 

 
 

 
  

 

• PRAC prioritises according to the available information,    
strength of evidence and public health context.  

• Where appropriate, signals escalated to a formal EU 
safety referral.  

•  Activity reflected in agendas and minutes. 
 

 
 



Adverse (Drug) Reaction 

• ‘A response to a medicinal product which 
is noxious and unintended’ 

 
• Regulatory action outside the 'normal 

conditions of use‘ -  Dir 2010/84/EU, 
amended articles 116 and 117 (deletion 
of 'normal conditions of use')  
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Regulatory action to safeguard 
public health 

2013 



CONCEPT OF 
‘PREVENTABILITY’ AND RISK  
MANAGEMENT GOALS  
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UK 

• 6.5% hospital admissions in 
UK 
 

• ADRs were responsible for 
death of 0.15% 
 

• 72% were classified as 
avoidable 
 
 

Pirmohamed et al  
2004 BMJ 329; 15-19 
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Germany 

• Incidence of hospitalization due to at least ‘possible’ 
serious outpatient ADRs - 3.25% 
 

• Average treatment costs of a single ADR €2250 
 

• Total costs - €434 million per year for Germany 
 

• Preventable cases 20.1% - potential saving of €87m 
per year 

 
 

 Rottenkolber 2011 Pharmacoepi & Safety; 20: 626 -634 
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Ireland  
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Preventable adverse drug reactions 

Literature suggests no common understanding of  
the concept of preventability.  
 
Harms from 
• Medication errors?  
• Intentional abuse or misuse? 
• Intentional overdose? 
• Unintended/occupational exposure? 
• Drug quality problems? 
 
Inconsistent use of terminology and different  
perspectives .....unified by a common  
risk management goal? 
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Risk Minimisation Activity  
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A public health intervention intended to prevent or 
reduce the probability of the occurrence of an 
adverse reaction associated with the exposure to 
a medicine or to reduce its severity should it 
occur.  
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Safety specification 

Identify: what is known 
what is not known (‘known unknowns’ ) 
 

Safety concerns 

Drug 
Disease Target population 

Pre-clinical Tox 
Pharmacodynamics 
Pharmacokinetics 

How will it be used? 
Adverse event profile 

Class effects? 
Interactions? 

Level of confidence? 

Who was studied? 
Who wasn’t studied? 
Risk factors? 
What events can we 
expect in this population? 

Natural history 
Epidemiology 
What events occur 
 as part of disease? 

Important identified risks 
Important potential risks 

Important missing information 



Preventable harms 
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Risk characterisation as a success factor 
for effective risk minimisation  

 ‘Is it preventable?’ or ‘identify risk factors and monitoring 
 strategies to mitigate risk?’? 
 
• Patient characteristics relevant to risk (e.g., age, 

pregnancy/lactation, disease, disease severity, hepatic/renal 
impairment, relevant co-morbidity, polymorphism), 

• Dose, route of administration; 
• Duration of treatment, risk period; 
• Predictability, ability to monitor for a “sentinel” adverse reaction or 

laboratory marker; 
•  Reversibility; 
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Risk Minimisation Plan 
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Prevent or minimise risks 

Routine risk minimisation 
 
Legal status 
Pack size 
SmPC 
Package leaflet 
Labelling 
 
  

 

Additional Risk 
Minimisation activities 
 
Controlled distribution 
Educational material 
Patient alert card 
Patient monitoring card 
Training programmes 
 

Measuring effectiveness of risk minimisation.  



Preventable Adverse (Drug) 
Reactions – some scenarios 
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Methotrexate and cases of unintentional 
overdose due to medication error 
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Risk of unintentional overdose - 
methotrexate 

06/03/2013 Slide 30 



Risk of unintentional overdose- 
methotrexate 
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National Medication Safety Forum - 

Dialogue 
 • Commission on Patient Safety 

and Quality Assurance (CPSQA) 
established in January 2007, by 
the Health Ministry.  

 
• CPSQA report ‘Building a Culture 

of Patient Safety’ published in 
July 2008. 

 
• Medication Safety Forum 

established  by  Department of 
Health and Health Information 
Quality Authority as mutil-
agency/stakeholder group to 
explore medication safety issues 
and report recommendations. 
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EU perspective 
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Intravenous Paracetamol  - additional risk 
minimisation activities agreed at EU level. 
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National Dissemination of 
recommendations 
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Wrong route of administration – 
environmental considerations - Velcade  
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Additional Risk Minimisation - Condition of 
the MA for line extension  
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Medication errors due to incorrect dosing 
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Advagraf/Prograf Medication Errors – Risk 
Management  
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Errors occurred at various stages of the medication use process -  
prescribing, dispensing and administration.  
 
Risk Minimization Activities: 
• DHPC  to specialists, general practitioners and pharmacists.  
• Patient organisations 
• Modified product information – SPC and Package leaflet.  
• Revision of labeling of the Advagraf outer-packaging – clearly 
states ‘Once Daily’.  
 
Pharmacovigilance Activities: 
•specific targeted questionnaire to collect case information, 
continued review in PSURs/PBRER, addressed in the RMP.  
 
 



Incorrect use of the device for 
administration  

06/03/2013 Slide 40 



Effectiveness of risk minimisation  

• What is the actionable message? 
• Clarity of the messages in the product information. 
• Is it sufficient to influence clinical actions?  
• Limiting factor – message clarity or tools for delivery?  
• How to improve accessibility of information? 
• Is the risk sufficiently characterised to consider process 

indicators as a reasonable proxy for outcome indicators? 
• Fit for purpose PV plan to inform risk minimisation and to  

avoid preventable harms 
• What does success look like? 
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Conclusions  

• Effective risk minimisation is a shared goal. 
• Supporting the provision of the right drug, at the right dose, at 

the right time, to the right patient, and with the right 
information and monitoring. 

• Analysis and understanding of data collected is critical in 
defining RM strategies.  

• New legislation increases focus on real world use of the 
medicine and preventing harms from medication errors, 
unintentional overdose, misuse and abuse. 

• Challenges and opportunities for collaborations and 
synergies.  

• Continuous Pharmacovigilance required to ensure risk 
minimisation relevant, effective and sustainable.  
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