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Abstract: 
In adaptive enrichment designs, it is often the case that trial sponsors have some prior belief that 
there will be a large treatment effect in a pre-specified subgroup compared to the overall 
population. Hence, it is natural to consider allocating more significant level to the pre-specified 
subgroup than to the overall population, such that the likelihood of establishing efficacy claim in 
at least one of the two populations is increased.  
In this talk, we extend and apply several statistical approaches to allow for such unequal alpha 
splitting strategies between overall population and a pre-specified subgroup in confirmatory 
adaptive enrichment designs. First, we extend the Spiessens and Debois test to allow for unequal 
alpha splitting and use it in connection with the closed combination test as well as a degenerate 
closed combination test. Second, we apply an adaptive graph-based multiple test procedure 
which is based on a sum of conditional error rates. Third, we use an idea of marginally combining 
stagewise p-values and extend the Spiessens and Debois test to adaptive settings. Finally, we 
perform a simulation study to compare the operating characteristics of the statistical approaches. 


