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Disclosure & Perspectives 

• Employed at RTI Health Solutions, RTI is an independent non-for-
profit research institute working for government and private and 
other institutions including pharma companies. My work includes 
research grants, advisory roles and regulatory deliverables, mostly 
funded by pharma. 

• Past employment 1990-2007: R&D Pharma epidemiology in 
Pfizer, Pharmacia, Novartis, Ciba-Geigy 

• Member of the Steering Committee of the European Network of 
Centers for Pharmacoepidemiology and Pharmacovigilance 
(ENCePP) and past co-chair of the working group on Research 
standards & guidance 

• Past President and long-time service as officer of International 
Society for Pharmacoepidemiology (ISPE) 
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Topics & Key References 

• Overview key aspects of guidance 
• Challenges & Opportunities 
• Focus non-interventional studies, pursuant to an obligation 
 
 
Key References 

– http://www.emea.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document
_listing_000345.jsp&mid=WC0b01ac058058f32c: GPV Modules VIII, VI, V 

– http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guidel
ine/2012/05/WC500127658.pdf: Q&A transition aspects (July 2012) 

 

 
 

http://www.emea.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c
http://www.emea.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000345.jsp&mid=WC0b01ac058058f32c
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2012/05/WC500127658.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2012/05/WC500127658.pdf
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Risk Management - Cyclical model 
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Risk Management Framework & Epidemiology 

• Risk assessment / measurement  
– estimation and evaluation of risk 

• Risk confrontation 
– determining acceptable level of risk  

• Risk intervention 
– risk minimization action 

• Risk communication 
– interactive exchange of risk information 

• Risk management evaluation 
– evaluating effectiveness of activities 

Epidemiology – population based evidence 
 

 
Epidemiology – population based evidence 

 
Public Health perspective 

 
Public Health perspective 

 

Epidemiology – population based evidence 
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“Nice to have” 

Mid 2000’ - Role of Epidemiology in Transition 

Move to large volume systematic 
“production mode” 

Strategic advantage 

Regulatory requirement Core discipline for 
R&D 

Critical in filing, 
peri/post-approval 

 

IMI / EMEA 
FDA Sentinel / 

OMOP EMA ENCePP 
/ PROTECT 
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Purposes of Module VIII 
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First impressions 

• Based on ISPE Good Pharmacoepidemiology Practice 
guidance and on concepts, documents, and good 
practice developed through ENCePP, e.g. Research 
Standards, Code of Conduct (transparency, 
independence) 

• Detailed technical and conduct guidance in line with 
state of the art in the field 

• Detailed guidance on documentation and procedural 
requirements, some in the public domain, which are 
beyond current practice in some instances and will 
require additional resources and impact timelines 

• Language: “shall” = requirement; “should” = guidance 
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Non-Interventional 
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• Research contract provisions and clear roles and responsibilities for 
MAH, and researcher 

• What is a PASS? 
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The EMA will establish and maintain an EU PAS (Post-Authorisation Studies) 
register allowing to register non-interventional PASS studies, as described in GVP 
Module VIII. Before the EU PAS register is fully operational, studies should be 
registered in the ENCePP register of studies. [Q&A July 2012] 
 
EU PAS register will be an upgrade of the ENCePP registry and will replace the 
ENCePP registry. All the studies already included in the ENCePP registry will 
therefore be also included in the EU PAS register [clarification] 
 
The EMA will have to make public on the European medicines webportal, 
protocols and public abstracts of PASS falling within the scope of the new 
procedures involving the PRAC. [Q&A July 2012] 



       

Study Protocol and Reports 

• B.5 Study Protocol 
– B.5.1 Format and content of the study protocol 

• Annex with ENCePP checklist for study protocols signed by 
principal investigator – WG1 plans aligning checklist 

– B.5.2. Substantial amendments to the study protocol 

• B.6 Reporting of PV data to competent authorities 
– B.6.1 Data relevant to risk-benefit 
– B.6.3 Study reports (progress, final) – Format and content 
– B.6.2 Reporting of adverse reactions/adverse events 

• No expedited reporting required for secondary data sources 

 
16 

Discussion at ISPE – AE reporting process unclear 



       

Reporting of Adverse Reactions (clarification) 

• Term “expedited reporting” not used anymore: both 
serious and non-serious reports of suspected adverse 
reaction need to be reported either within 15 days or 90 
days timelines (Module VI) 
– Terminology: “reporting of cases of suspected adverse 

reactions”  

• Non-interventional PASS with secondary use of data: 
– Reporting of adverse reactions is required neither within 15 

days nor within 90 days.  
– Adverse reactions should be summarised in the final study 

report (note the difference between “reporting” and 
“summarising”). 

 ©2011 RTI Health Solutions 
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VIII.B./ Publication of study results 
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• VIII.C.4 – Regulatory supervision of non-interventional 
PASS 
– MAH develops draft protocol 
– Pharmacovigilance Risk Assessment Committee (PRAC) 

rapporteur writes protocol assessment report 
– PRAC or NCA issues letter of endorsement/objection 
– EMA provides scientific secretariat to the PRAC 
– Presubmission meetings 

 

• Increased review of protocols and documents 
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Member state requirements transmission of study docs 

 
 
 
 
 
 
 

 
 
 
 

• http://www.emea.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129147.pdf 
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http://www.emea.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129147.pdf
http://www.emea.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129147.pdf
http://www.emea.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129147.pdf
http://www.emea.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/06/WC500129147.pdf
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In conclusion… 

• A clear road ahead with detailed guidance on quality, 
scientific standards, transparency. Allows for better 
planning of activities for MAA/MAH, regulators, 
researchers 

• Changes in format (revise templates for protocols, 
reports) and process (input by more stakeholders?) 

• Increased transparency (study registration, posting of 
protocol) is a major change 

• Increased collaborative work and opportunity to learn 
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THANK YOU 

 sperez@rti.org 
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