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Additional file 2: Disclosure form of the survey on Minimal Important Difference 
Sample size calculation for the DU-RANDOM (Designed Uneven Randomization) project
What’s already known on the topic?  

1. Sample size in randomized trials is increased in designed uneven randomized (DUR) trials compared with non-DUR trials
The smaller the control event rate or relative risk reduction (RRR), the larger is the difference in sample size between DUR and non-DUR trials. 

Attached are figures of total sample size under different control rate and different RRR (5%, 20%, 40%, 50% and 60% respectively) with 1:1, 2:1, 3:1 and 4:1 ratios of randomization. 

2. Cost is reduced when using DUR in clinical trials if the experimental treatment is cheaper (an example from reference 1)



For instance1, T1, a new treatment for hypertension, costs $16 per therapeutic course while conventional therapy (T2) costs $400. 
If the standard deviation of each measured decrease in diastolic blood pressure is σ1=σ2=5mmHg in each group, and if α=0.05, β=0.01, then the non-DUR trial would require a sample size of 22 subjects in each group, that is n1=n2=22; the total cost for the non-DUR trial would be 22(16+22(400=$9152. 
For a DUR trial, the total sample size would be 79 subjects1, if the randomization ratio for T1 versus T2 = 5:1. The total cost of DUR trial=65(16+13(400=$6240. 
3. Besides saving cost, other reasons for using DUR in clinical trials include avoiding risk (e.g. toxicity)
 but primarily to encourage patient enrolment3

. ……………………………………………………………………………………………
Based on these examples, background and your own experience, what is your opinion about how different the participation rate in DUR trials should be compared to non-DUR trials (say for a 2:1 compared with a 1:1 ratio) in terms of relative and absolute increase? 

For each of the participation rate, please provide the absolute and/or relative difference that you find is noteworthy (in percentage). 
	The baseline participation in a 1:1 trial would be
	What is the minimal increase in participation in a 2:1 randomized trial that you find to represent a noteworthy difference (please give percentages)
	Comments?

	
	Absolute difference
	Relative difference
	

	25%
	
	
	

	50%
	
	
	

	75%
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