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Objectives

The overall objective of WP5 is 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
Governance structure methods. The various options will be compared and tested out on a range of case-studies with
Partners patients, healthcare providers, pharma industry and regulators.

Work programme
WP1
WP2

Specific objectives are to:

« Identify, characterise and test methods of collating data on benefits and risks from various data
sources, parameters and strengths of evidence, and of integrating them with decision-criteria

WP3 and formal assessment of values of patients, healthcare providers, regulators, the

WP4 pharmaceutical industry and in benefit-risk assessment;

Identify, test and compare modelling approaches that would allow continuous benefit-risk risk-

modelling along the lifecycle of the product, and support decision-makin

WP6 Develop metheds of graphical expression of the benefits and risks of the medicinal products for

WP7 ¢ patients, healthcare providers, the pharmaceutical industry and regulators along the

lifecycle of the product.
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BRR=NNT/NNH

» NNT = average number of patients that would have to be treated
in order to receive one beneficial effect.

« NNH = average number of patients that would have to be
treated in order to receive one harmful effect.
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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BRAT (Benefit Risk Action Team)




Application of the BRAT Framework to Case Studies:
Observations and Insights
Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224

(February 2011)
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Step 4: Customize framework
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Application of the BRAT Framework to Case Studies: Observations and Insights
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STEP 2: IDENTIFY OUTCOMES
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BRAT (Benefit Risk Action Team)




Step 5. Assess importance of outcome
Numerous methods exist for assessing the relative importance
or weight of outcomes in the value tree. Although the BRAT

Framework does not advocate a particular method of impor-
tance weighting, it does facilitate the inclusion of outcome
weighting information to support decisions. Importance weights
are not included in this report,

Application of the BRAT Framework to Case Studies: Observations and Insights
Levitan et al. Clinical Pharmacology & Therapeutics 89, 217-224 (February 2011) 18
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Study drug Comparator
risk risk Odds ratio Odds ratio

Outcome (/1,000 pts) (/1,000 pts) (95% Cl) (Log scale)
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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Importance

How important are the following outcomes?

. 1. 3 4 .5- Very

Unimportant important
Weight loss i " ' r' ~
Lowering cholesterol i 'S - ~ ~
Psychiatric events i ' - I ~
Dizzines i 'S I . ~
. i ' . -




STEP 5: ASSES OUTCOME IMPORTANCE
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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PROACT
HYPOTHETICAL TRADEOFFS
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STOCHASTIC MULTICRITERIA ACCEPTABILITY
ANALYSIS (SMAA)

o Tlervonen et al (2011), 'A stochastic multicriteria model for evidence-

based decision making in drug benefit-risk analysis.” Stat Med, May
30;30(12):1419-28.

* The OpenSource software, JSMAA.
http://smaa.fi/jsmaa/
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Severe adverse events

A

Psychiatric events

> Weight loss
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Rank acceptability indices

Rank Acceptability
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File Edit Criteria Alternatives
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* Descriptive measures: E.g. NNT, NNH, BRR, Impact numbers.

 Descriptive and partly normative: E.g. BRAT, SMAA

 Descriptive and normative: E.g, MCDA, PROACT
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