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Supplementary Material

Supplementary Table 1 an example of the validation plan used for binary endpoint in the superiority design.
	Parameter
	Test setting

	Threshold for preservation of treatment effect 
	1/2, 1/3, and 0

	Sample size
	100, 300, and 700

	Response proportions (treatment vs placebo)
	0.6 vs 0.3 for sample size of 100
0.5 vs 0.3 for sample size of 300
0.4 vs 0.3 for sample size of 700
(So that the overall powers would be at least above 80%)

	Treatment allocation in subpopulation
	Balanced (1:1) / unbalanced (2:1 for size of 100 and 300; or 3:1 for size of 700)

	Subpopulation percentage
	10%, 15%, and 20%

	Relationship between subpopulation and overall
	Completely included, completely excluded, and partially included (20%, 50%, and 80%)










		15 / 24
