A structured Benefit-Risk Assessment (sBRA) is a set of processes, tools, and principles for selecting, organizing, summarizing and interpreting B-R data in order to make a transparent decision on the B-R profile of a medical product.  It should be designed to provide transparent structure for decision-making, provide consistency in assessment, focus discussion and communication on salient issues, provide information in format needed by regulatory reviewers, and enhance continuity in pre- and post-market assessments. Sponsors have developed tools to support an sBRA planning process, such as the Effects Table: a structured table with summary details of the key benefit and key risk endpoints including endpoint descriptions, effect sizes, and statements on the uncertainties/strength of evidence.
For the EMA, the Effects Table could be used for initial applications of new active substances, for important extension of indication applications, and included in the European Public Assessment Report.  The FDA has adopted ICH M4E(R2), so sBRA is required as part of the approval process.  General steps for ICH CTD Section 2.5.6 include: 1) defining the decision context, 2) identifying the key benefits and risks, 3) assessing the key benefits and risks, and 4) interpreting the results.
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The Effects Table, summarizing the favorable and unfavorable effects, would be discussed at Benefit-Risk subteam meetings for initial applications of new active substances and important extension of indication applications.  The core team should include the Clinical Director, Safety Physician, Pharmacoepidemiologist, and Statistician; extended team members could include the Regulatory Liaison, Medical Writer, and Project Manager.
Value Tree:[image: ]
Effects Table:[image: ]
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Favourable Effects

evidence

PFS Median time from Months 3.6 18.3 Consistent and significant | See ‘clinical
randomization to (2.2,3.7) (15.1, NE) effect on PFS with a HR of |efficacy’ section
progression or 0.21 (0.14, 0.31)
death
0s Median time from Months NE NE The OS data are
randomization to (20.3, NE) (22.0, NE) confounded by crossover
death of any cause with a HR of 0.80 (0.57,
1.12)
Unfavourable Effects
Hypertension Incidence of grade % 3.8 42.9 The association with these [Numbers
3 or 4 events risks is further supported |presented were
Proteinuria Incidence of grade % 0 10.7 by the analysis in the [taken from the
3 or 4 events extended safety population | DTC
Randomized
Liver events Incidence of grade3 % 1 10.7 The chosen dose of 24 mg |Safety Set (see
or 4 events is of special concern since |[‘clinical safety’
o - it is associated with section)
Hypocalcaemia ;n::?::c:voefnt_;éade % 0 4.9 important levels of dose
reductions and
Diarrhoea Incidence of grade % 0 9.2 interruptions
3 and 4 events
Fatal AE Incidence of % 0 255 Uncertainties linked to low
treatment-related numbers
fatal AE

Abbreviations: AE: adverse event; HR: hazard ratio; NE: not estimable; OS: overall survival; PFS: progression-free survival
data cut-off dates : efficacy - PFS: 15 November 2013, 0S:15 June 2014 ;safety: 25 March 2014.





