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The stepwise multiple comparison procedures based on
the clasure principle, also known as closed testing
methods, can also be applied to adaptive clinical trials.
These methods are very often used in combination with

The Pharmaceutical Research and Manufacturers of America The combination methods can be applied to different adaptive designs to provide combined critical values or to combine p-values from pre-
(PhRMA) working group on adaptive design defined adaptive and post-adaptation.
designs as “a clinical study design that uses accumulating data

Let p; denote the p-value based only on the first stage data and p, denote the p-value based only on the second stage data.
to decide how to modify aspects of the study as it continues
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