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Assessing Benefit-Risk

Formed as many statisticians are “catching up” with Benefit-Risk
Current membership 

» Ian Hirsch (AstraZeneca-chair of SIG)
» Susan Shepherd (Amgen)
» Martin Gebel (Bayer)
» Rebecca Sudlow and George Quartey (Roche and George link to epidemiology/safety 

SIG)
» Guenter Heimann and Ekkehard Glimm (Novartis)
» Maylis Coste and Veronique Robert (IRIServier)
» Carl-Fredrik Burman (AstraZeneca and member until EFSPI R-B one day meeting)
» Dan Evans (Pfizer)
» Yunxia Lu (Karolinska Institutet)
» Alan Phillips (Icon)
» Alberto Garcia-Hernandez (Astellas)
» link to BRAT initiative tbc
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Assessing Benefit-Risk

The main aims of the Benefit-Risk Special Interest Group are split into 5 key areas

1. To understand how best to apply Benefit-Risk Methodologies across the Pharmaceutical Industry 
including processes for implementation, issues that arise and recommendations 

2. To share examples of how Benefit-Risk has been used within pharmaceutical companies, any best 
practices arising from them and how they can best be used from an industry perspective across all 
phases of development and post licensing.  Examples include portfolio decision making and key 
regulatory documents such as Development/Periodic Safety Update Reports

3. To discuss and make recommendations on key methodological issues for example utility functions 
and weighting approaches

4. To share external information including new developments around Benefit-Risk including those in 
the literature and outputs from Benefit-Risk initiatives and to produce guidance on how best they 
can be used within the EFSPI arena

5. Outputs from the first 4 areas will then be used to inform, educate and pass on learning for those 
within EFSPI and its affiliations of what information is available, proposed best practices, 
implementation guidelines/processes together with information on different methodologies via 
various forums such as an EFSPI Benefit-Risk website/WIKI and supporting specific Benefit-Risk 
meetings.
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Assessing Benefit-Risk

It is expected that different ways of communicating outputs from the SIG will 
be used including:

• Meetings/training courses via EFSPI affiliates
• Best practice documents
• An EFSPI Benefit-Risk website/wiki
• Articles/publications
• Expert forums
• Others?
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Assessing Benefit-Risk

Current status of SIG:
• Kicked off this year

• Had 2 meetings
– Finalised Charter
– Brainstorm of ideas/topics

• Literature/publications summary
• Review of barriers to implementing B-R methodology
• Collate EFSPI comments for EMA report
• Review of the tools that are available to carry out Benefit Risk assessments
• Share case studies
• Combining types of trial data
• Summary of Initiatives
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Assessing Benefit-Risk
Periodic Safety Update Reports
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Directive 2010/84/EU, Article 107b

“Integrated benefit/risk analysis for 
approved indications”



Assessing Benefit-Risk

• ISPOR (http://www.ispor.org/workpaper/risk_benefit_management_guo.pdf)
…to identify and describe published quantitative RBA methods for pharmaceuticals.

• EMA 
(http://www.ema.europa.eu/ema/index.jsp?curl=pages/special_topics/document_listing/document_listing_000314.jsp&mid=WC0b01ac0580223ed6&js
enabled=true)

…to identify decision-making models that can be used in the Agency’s work, to make the assessment of the benefits and risks of medicines more consistent, more 
transparent and easier to audit.

• IMI Protect WP5 (http://www.imi-protect.eu/wp5.html)
…to develop methods for use in benefit-risk assessment, including both the underpinning modelling and the presentation of the results, with a particular emphasis on 
graphical methods. The various options will be compared and tested out on a range of case-studies with patients, healthcare providers, pharma industry and
regulators. 

• BRAT PhrMA -> CIRS (http://cirsci.org/benefit-risk)
…improving benefit-risk assessments during the drug development and regulatory approval process and increasing the transparency, predictability and consistency 
with which benefit-risk assessments are conducted. …to further the technical development of the work pioneered by the PhRMA Benefit-Risk Action Team (BRAT) 
and to broaden input from the scientific community into the evolution of this methodology.

• TI Pharma/ADDIS (Netherlands) 
...aim of ADDIS is to provide quantitative meta-analytic data on outcomes in terms of safety and efficacy, within and across pharmaceutical classes and to provide 
decision support based on quantitative benefit-risk assessment

• CASS Initiative (Canada, Australia, Switzerland, Singapore)
…to determine the feasibility and the practical application of a systematic and standardized approach to BR assessment

External initiatives
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Assessing Benefit-Risk

• What do we mean by Benefit-Risk models?

• Frameworks
• Quantitative models
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Example of a B-R Framework-BRAT
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Example of a B-R Framework
-BRAT
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A good overview of MCDA in: Mussen F, Salek S, Walker S. Benefit-Risk 
Appraisal of Medicines. John Wiley & Sons, Ltd.; 2009. 

Creating a single B-R utility score…a “quantitative” model



An example of MCDA / quantitative 
approach
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Key questions

•Should we put a single number on a subjective assessment?

•How do we weight each outcome?  How is that related to each 
measure?

•How do we put each outcome onto the same scale i.e. transform 
to 0-100 scale

•Linear/non-linear

•How do we assess uncertainty especially given we now have 
subjective weighting?

•How do we choose most appropriate data?

Creating a single utility score…a “quantitative model



Assessing Benefit-Risk

– Special interest group has a few people heavily involved and others who dial in 
to find out more about the topic.  This is indicative of:
• A few companies are carrying out pilots with and without statistical input  (at varying 

levels)
• Benefit-Risk is currently a cross functional topic statisticians want/need to be involved in
• A thirst for information on the topic

– The statistical element is relatively straightforward however putting a number on 
a subjective opinion  is seen by many as controversial:
• Frameworks or quantitative Benefit-Risk assessments should be seen as a tool to help 

make better decisions for those having to make a Benefit-Risk judgement
– Perspectives of regulators, industry decision makers, patients, physicians 

perspectives differ so one size will not fit all
– Just having the right people in the room to discuss within a “framework” with simple 

visualisation can help us answer the right questions and concentrate on the real 
issues 

Personal thoughts…
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Assessing Benefit-Risk
Today…so what now?
We have made progress in setting up a SIG and a one-day meeting but what now? 
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• Any questions clarifications on the presentation?

• Discussion



Assessing Benefit-Risk
Today…so what now?
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Questions for discussion

• What have been your experiences relating to the challenges of 
implementation of formal B-R assessments within your companies?

• What is the best strategic ways forward for B-R for EFSPI and affiliates
• Do we use dedicated resources or is this carried out within peoples “day jobs”?
• How should we use the SIG for education/producing training materials or to carry out 

research into methodologies etc?

• What level of support is there within the statistics functions within your 
companies to carry out work for the B-R SIG/EFSPI?

• Without this is will be difficult to put together guidelines and materials 

• What do you need within your companies to support B-R capability build? 
• Meetings/training courses, best practice documents, EFSPI Benefit-Risk website/wiki, 

Articles/publications, outputs from expert forums
• Valuable input to take forward to develop targeted  material and implementation guidelines to 

support statisticians increase their capability in the Benefit-Risk area.


