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Disclosure 

The views and opinions expressed in this 
presentation are those of the presenter, 
and should not be attributed to the Dutch 
Medicines Evaluation Board or the 
Eurpean Medicines Agency. 
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• Framework for Benefit Risk Assessment of Medicines for a 
Structured Approach to Decision-Making in Drug Development  & the 
Regulatory Review. Dr Neil McAuslane Prof Stuart Walker Centre for 
Innovation in Regulatory Science, EMA february 17th, 2014 London. 

• Can the benefit-risk landscape converge? Isabelle Stöckert Annual 
European Medicines Agency Review of the Year and Outlook for 
2014 28th – 29th November 2013 De Vere Venues, Westferry 
Circus, London 

• ESFPI/PSI Benefit-Risk Special Interest Group meeting February 
2013 

• Francesco Pignatti, EMA Benefit-Risk project Current status, CIRS 
Workshop 20-21 June 2013 

• Patrick Frey FDA Benefit-Risk Framework: Current and Future Efforts 
in FY2013—2014, CIRS Workshop 20-21 June 2013 

• Deborah Ashby, President’s Invited Lecture, ISCB-33: A Benefit-Risk 
Analysis of using Formal Benefit-Risk Approaches for Decision-
Making in Drug Regulation Bergen, 22nd August 2012 
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Benefit Risk assessment 

• The challenging task of a decision maker is 
to make more transparent, reproducible 
and defensible decisions  

• The justification of these decisions to e.g. 
patients and other stakeholders is 
increasing 

• Can more formal approaches of decision-
making, and especially more modern 
methods help clinical decision makers do 
these better ? 
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Overview of the initiatives since 
2000 
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FDA – 5 year plan 

IMI PROTECT WP5 > WP6 

• FDA: Federal Drug Administration 
• EMA: European Medicines Agency 
• CASS: Taskforce of representatives from Health Canada, Australia’s Therapeutic Goods Administration, Swissmedic and the Singapore Health Science Authority 
•         COBRA: Consortium on Benefit-Risk Assessment 
• PhRMA BRAT: Pharmaceutical Research and Manufacturers of America Benefit-Risk Action Team 
• IMI PROTECT: Innovative Medicine Initiative Pharmacoepidemiological Research on Outcomes of Therapeutics by a European ConsorTium 
• Eu2P: European programme in Pharmacovigilance and Pharmacoepidemiology 
• ISPOR: International Society for Pharmacoeconomics and Outcomes Research 
• CMR: Centre Medical Research 
• CIRS: Centre for Innovation in Regulatory Science 
• UMBRA: Unified Methodologies for Benefit-Risk Assessment 
• EFSPI: European Federation of Statisticians in the Pharmaceutical Industry      

CASS  COBRA 

Eu2P 

The Escher project /ADDIS 

EFSPI 

2002 

PhRMA BRAT 

ISPOR 

PhRMA BRAT 

ISPOR 

CMR International Institute for Regulatory 
Science CIRS CIRS - 

UMBRA 
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EMA B-R methodology 
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GET REAL/ADDIS 

ESFPI/PSI Benefit-Risk Special Interest Group 



FDA 

• The best presentation of benefit-risk 
considerations involves focusing on the 
individual benefits and risks, their 
frequency, and weighing them 
appropriately 

• FDA has adopted a structured qualitative 
approach that is designed to support the 
identification and communication of the 
key considerations in FDA’s benefit-risk 
assessment and how that information led 
to the regulatory decision. 
 6 FDA Draft PDUFA V Implementation plan 2013-2017 



FDA Benefit Risk  Framework 
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FDA PDUFA V / FDASIA 
implementation 
 

• BR Framework to be integrated in review 
processes 

• Road Testing in “Live Reviews” 6 ongoing 
reviews in CDER’s Office of New Drugs 

• Gain patient perspective on 20 disease 
areas in public meetings (2012-2017) 
 

8 FDA Draft PDUFA V Implementation plan 2013-2017 



EMA Benefit Risk Assessment  
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EMA Benefit Risk Assessment  
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• 5. Benefit risk assessment 
– Benefits 

• Beneficial effects 
• Uncertainty in the knowledge about the beneficial 

effects 
– Risks 

• Unfavourable effects 
• Uncertainty in the knowledge about the 

unfavourable effects 
– Balance 

• Importance of favourable and unfavourable effects 
• Benefit-risk balance 
• Discussion on the benefit-risk assessment 
• Conclusions 



EMA benefit risk project 
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• Objectives 
– Improve consistency, transparency and 

communication of benefit-risk assessment 
• Implicit > Explicit 

• Five Work Packages 
– Description of current practice 
– Applicability of current tools and methods 
– Field tests of tools and methods 
– Development of tools and methods for B/R  
– Pilot and training (ongoing) 

Pignatti, CIRS Workshop 20-21 June 2013 



EMAs PrOACT-URL  Framework 
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Effort versus Precision Trade-off 
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Effort versus Precision Trade-off 
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Effort versus Precision Trade-off 
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Effort versus Precision Trade-off 
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The BRAT Framework for B/R-
Assessment 

• Benefit Risk Action Team (BRAT) 
framework 

• Developed by PhRMA (Pharmaceutical 
Research & Manufacturers of the US) 

• Structured 6-step approach for 
defining the decision context and 
selecting, organizing, evaluating, and 
displaying relevant benefit-risk 
information 

17 Coplan, Clin Pharmacol Ther 2010 



The BRAT Framework for B/R-
Assessment 

18 Coplan, Clin Pharmacol Ther 2010 

Pignatti, CIRS Workshop 20-21 June 2013 



BRAT / IMI PROTECT WP 5  
Tysabri case study 
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Shahrul et al.  Review of methodologies for benefit and risk assessment of 
medication, Protect website, April 2013 (Coplan, Clin Pharmacol Ther 2010) 

Value tree 

Data Summary Table 

Visualisation  



Centre for Innovation in 
Regulatory Science CIRS 

• Mission:  …advancing Regulatory and HTA 
policies and processes  

• Workshops on BR since 2002 
• CIRS Benefit-Risk Taskforce 
• Key Regulatory authorities, HTAs, Patient 

Organisations, Industry 
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UMBRA 8-Step Benefit-Risk 
Framework 

An international group of 
regulators and drug 
companies have agreed in 
principle to a framework 
that sets out eight steps for 
assessing a drug’s benefits 
and risks and could set the 
stage for a global approach 
to evaluating drugs.” 
Pink Sheet, August 2012 
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The Consortium on Benefit-Risk 
Assessment (CASS/COBRA) 

22 

A consortium of CIRS,  Swissmedic 
(Switzerland), TGA (Australia), HSA 
(Singapore) and Health Canada to pilot a 
standardised approach to benefit-risk 
assessment. 

Walker and McAuslane, EMA feb. 17th, 2014 London 



The Development of A Benefit Risk 
Assessment Template for COBRA 

• Built on the BR guidance document of the EMA. 
• A Qualitative or semi-quantitative approach to be 

used in line with Reviewer’s current practice 
• Assessed the feasibility in a retrospective study 

(2010) 
• Carried out a validation of this approach in a 

retrospective pilot study where all four agencies 
assessed the same approved product (2011) 

• Prospective Study (2012-2013)  
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Step 1 

Walker and McAuslane, EMA feb. 17th, 2014 London 



The SABRE Initiative 

• The work by COBRA is now becoming the 
basis for other Agencies & Review 
divisions in the Emerging Markets to 
evaluate this methodology under different 
review models  

• CIRS has established a consortium in 
South East Asia consisting of 7 agencies 
working in the region namely: China,  
Indonesia, Malaysia, Philippines, 
Singapore, South Korea & Taiwan 
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IMI PROTECT 

– Objective: to strengthen the monitoring of 
benefit-risk of medicines in Europe by 
developing innovative methods 

– Workpackages 
1. project management and organization 
2. Framework for epidemiological studies 
3. Methods for signal detection 
4. New tools for data-collections from consumers 
5. Benefit Risk integration and representation 
6. Validation studies involving an extended audience  
7. Training and communication 
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IMI: Innovative Medicines Initiative 
PROTECT: Pharmacoepidemiological Research on Outcomes of Therapeutics by a European ConsorTium 



IMO Protect WP5 

• Challenges in medical decision-
making 

• Emerging methods in benefit-risk 
assessment 

• Descriptive frameworks 
– Case study I: Applications of MCDA 
– Case study II: Applications of SMAA 

• Patient involvement 
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IMI PROTECT 

Assess and test methodologies for the BR assessment of medicines 

28 Deborah Ashby, ISCB-33 Bergen, 22nd August 2012 



Wave 1 Case studies: Applications 
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Time 

Development 
 

Approval P-approval 
 

 
Scientific advice, dialogue (1.1, 1.2) Safety management, PSURs (1.3, 2.5, 2.6, 2.7) 
Trial methods (2.1, 2.2)   HTA, access and reimbursement (1.4, 1.5) 
Biomarkers (2.3, 2.4)  Ethics of late phase studies (2.8) 

Continued development throughout the product life-cycle (1.6) 

Decision analysis, benefit-risk assessment and modeling (3.1, 3.2)  (www.drugis.org) 

1. Regulatory environment (dialogue, alignment, rules of engagement)  
2. Methods applied (trials, B/R, safety management, biomarkers) 
3. Interactions with society (transparency, trust building, ethics) 

The Escher project 
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Commonalities Across Frameworks 
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Define decision 
context 

Identify 
outcomes 

Data 
evaluation & 
summarizatio

n 

Interpret the 
assessment 

Noel B (Eli Lilly): BIO June 2012 Boston 
 

Walker and McAuslane, EMA feb. 17th, 2014 London 



Mapping different frameworks to 
the UMBRA 

33 Walker and McAuslane, EMA feb. 17th, 2014 London 



EUnetHTA´s HTA Core Model 

• Domains of HTA 

 
European network for Health Technology Assessment | JA2 2012-2015 | www.eunethta.eu  

Regulator´s  
Perspectives 
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In conclusion 

• Areas where convergence and 
harmonization is needed 
– BR assessment structure and process 
– Transparent and agreed favourable and 

unfavourable domains of benefits and risks 
– Standard data exchange models that will 

streamline the transfer of data between 
different stakeholders (eCTD) 

– Precompetitive data exchange 
– Communication of uncertainties 
 
 

35 
Adapted from Can the benefit-risk landscape 
 converge?  Isabelle Stöckert  



Thank you very much for your 
attention ! 
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