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Abstract
Aim of the workshop

The ICH E20: Guideline on Adaptive Designs for Clinical Trials sets out expectations for the conduct
and analysis of adaptive clinical trials.

Our aim is to:

e Explain the requirements stipulated in the ICH E20 guidance
e Describe the methods that can be applied to meet these requirements
e Facilitate discussion by participants of the implications for their trials

Workshop content
Context
We shall summarise the trial designs addressed by E20:

Group sequential trials with early stopping for efficacy and futility

Trials with sample size re-assessment for a nuisance parameter or estimated treatment effect
Seamless Phase 2/3 trials and multi-arm multi-stage trials

Enrichment trials

Trials with response adaptive randomisation

Key principles
We shall describe the five principles of E20:

Adequacy Within the Development Program: Justifying the selected dose, etc
Adequacy of Trial Planning: Pre-planned, simple with some flexibility

Limiting the Chances of Erroneous Conclusions: Type | error control
Reliability of Estimation: Estimates for cost-benefit decisions

Maintenance of Trial Integrity: Blinding, no information leakage, IDMCs

Brief overview of methods
We shall give a brief overview of methods that can be used to satisfy the E20 requirements:

e Error spending group sequential designs

e Combinations tests to combine data across stages of adaptive trials
e Multiple testing procedures using the closed testing principle

e Methods for estimation after an adaptive trial

We shall note the areas where current practices are liable to fall short of meeting the E20 requirements
and where current methods may need further development.

We shall describe historical adaptive trials, indicating where they would have met or failed to meet the
E20 requirements.



