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Regulatory evolution 
Historical perspective– Binary licensing 
decision, reactive pharmacovigilance  
with over-reliance on spontaneous reports.  

 

With RMPs, move towards more 
proactive PV, strengthening  
methodologies for investigating  
drug safety.  
 
ICH E2E principles –  
identify what is known and important,  
what is unknown and prioritise most important 
uncertainties - plan data collection to reduce. 
 
PV requires variety of data streams.  

 

Today, ambition is for benefit-risk  
monitoring, integrated throughout  
product  life cycle.  
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PLAN 
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EMA Adaptive 

Licensing 

Project  

Regulatory evolution 



 

Understanding uncertainty 

Ruben G. Duijnhoven et al. 2013. PLOS Medicine. Number 

of Patients Studied Prior to Approval of New Medicines:  A 

Database Analysis  
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 Supporting generation of the necessary robust evidence to 

support regulatory decision making and identification of relevant data 

streams for benefit-risk assessments – improve use and 

understanding of pharmacoepidemiology and pharmogenomics. 

 

Optimal use of new methodologies and tools – characterisation 

and quantification of risk and benefit-risk.  

 

Stakeholder engagement in benefit-risk evaluation and risk 

minimisation.  

 Building capacity and sustainability, supporting lifecycle B/R 

management and risk proportionality.  

Road map for PRAC 



Risk Management Plans – Building Phase 

• Identifying critical uncertainties regarding B/R 

• Safety specification – prioritising ‘important’ safety 
concerns and how to address uncertainties, provide 
reassurance of safety, investigate population use.  

• Will Routine PhV sufficiently reduce uncertainties (time)  

• If not, consider need for PASS, other additional PhV – data 
source and analytical design appropriate to the question.  

• Risk Minimisation activities – safety concerns addressed by 
labelling? Any uncertainties? Other tools? Effectiveness 
assessment? Impact on patients and HCPs? 

• Adjustments during review process - discussions PRAC, CHMP, 
EMA, SAG etc; connecting B/R discussions and RMP building. 

 

 



PASS Protocols on PRAC Agendas in 2013 
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RMP implementation  



PASS Protocols on PRAC Agendas from 

January-June 2014 
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RMP implementation  

Imposed studies – 

‘key to benefit-

risk’.  

 

Non-imposed 

studies – 

documented in 

the RMP 



Examples of types of PASS included 

in RMPs and/or reviewed by PRAC   

Registries (prospective cohorts)  
For example, to assess safety profile of (orphan) drugs, health outcomes in patients 
treated in clinical practice – non-interventional, safety and effectiveness. Early feasibility 
planning is important – existing infrastructure. Consideration of comparator.   
 

Database studies  
For example, for risk characterisation, investigation of targeted AEs. Matching database 
availability with population exposure.  Information on confounders. Comparators.  

 
Drug Utilisation Studies (DUS)  
For example, to assess effectiveness of additional risk minimisation or as a foundation for 
pharmacovigilance planning/signal management.  
 

Special populations: pregnancy registries, paediatrics, elderly. 

Medication errors: Human Factor Studies 

Published pharmacoepidemiological studies  

 



Protocol assessment at PRAC 
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Methodological challenges to be 

addressed in drug safety research 
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1. Channelling  

 

2. Confounding by 

indication/disease severity  

 

3. Exposure measurement  

 

4. Practical feasibility (and being 

realistic) – uptake, power 

 

Data source and study design 

appropriate to question  

 

Need to deal with systematic as 

well as random error.   
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Post marketing data collection in a multi-stakeholder 

environment – investigating drug safety and population use of 

medicines 



‘Encouraging’ use of disease registries, joint studies. 
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PASS: agenda items relating to protocols and 

results on PRAC Agenda from 2013 to June 

2014 

 

PASS Agenda Items at the PRAC 2012-2014 14 

Imposed Protocols Non-imposed Protocols
PASS Results on

Imposed Protocols

PASS Results on non-

Imposed Protocols

Up to June 2014 25 48 0 20

2013 41 50 0 13
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Interpreting observation study results 
 - Key challenge is to be convincing on causality 

 - The estimation of possible bias is very difficult. Sampling error and confidence 

intervals do not capture this uncertainty. 

-  “Real world” but not necessarily as real as you may think - exclusion criteria 

important for causality (perhaps) but bad for generalisability  

 - B/R balance must be assessed on an absolute scale (Absolute Rate, AR – rate 

per person time). Analysis usually on a relative risk scale (Risk Ratio; Odds Ratio; 

Hazard Ratio; Incidence Rate Ratio)  but the interpretation and any assessment of 

benefit risk balance has to be done on an absolute scale  

- Risk/benefit balance will usually vary with time . Rate per Person time assumes 

the hazard (instantaneous rate) is constant.  
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Evaluating effectiveness of risk 

minimisation 
Effectiveness assessment often requires evidence from 

multiple domains/metrics rather than a single measure.  

Ability to make comparison to non-intervention group can be 

limited.  

Outcome evaluation- effectiveness vs. Burden  

-Determining metrics and collecting data to allow assessment of 

‘burden’ and ‘access’ – distinguishing ‘undue’ from ‘total’ and 

‘unintended’ from ‘intended’ – stakeholder input?  

•Establishing target thresholds  

-No consensus on appropriate level - further improvement or 

maintenance over time is often the goal- do measures ever 

become standard of care/integrated into clinical practice??  
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Future directions? 

 - Earlier planning? 

 - Greater dialogue?  

 - How to facilitate patient and HCP engagement? 

 - Clear objectives, understanding of data source, study design 

and analytical design, implementable methodology. 

- Avoid duplication of effort. 

-Measure impact –what are PASS delivering,  how are 

uncertainties reduced, see impact on the RMP over time.  

- How to communicate results – promoting understanding of 

different data streams, differentiating absolute risks from relative 

risks, increased use of graphics? 18 16/09/2014 



Conclusions 

•Proactive investigation of drug safety is a PRAC priority. 

• Real world data increasingly contributing to benefit-risk 

monitoring.  

• Requires multi-stakeholder approach to ensure that the 

necessary evidence is available for benefit-risk monitoring.  

• Pharmacovigilance planning should support prioritisation of 

important safety concerns, ideally incorporating data streams 

well adapted to answering clearly defined research questions. 

Routine pharmacovigilance systems need to be entirely robust in 

order to deal with ‘unknown unknowns’.  
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