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What role can prior evidence about HTE play in 
confirmatory trial design and analysis?

John Scott, PhD, MA
FDA, CBER

Panel Challenge Question
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A cautionary tale

Source: Statistical review of RUCONEST, 5/16/2014; 
https://www.fda.gov/BiologicsBloodVaccines/BloodBloodProducts/ApprovedProducts/LicensedProductsBLAs/FractionatedPlasmaProducts/ucm405629.htm
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Another cautionary tale
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Planning ahead

• Stratification
• Pre-planned subgroup analyses

– Default choice should probably be some kind of 
shrinkage estimate

• In presence of unusually strong prior evidence, 
consider
– Adaptive dose selection by subgroup
– Subgroup-specific interim decision-making
– Stratified benefit-risk assessments
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