Supplemental material

Muiltivariate simulation of Height
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Multivariate simulation of Weight

Weight
100
1

|
i
=
s

Real (3498) 100 100 1000 1000 3500 3500

Number of patients per cohort

Figure 1S: Distributions of height (upper panel) and weight (lower panel) for real and
simulated data. Simulated populations comprised different number of patients: 100, 1000

and 3500; each simulation scenario was performed in duplicate.



Muitivariate Simulation of Gender
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Multivariate Simulation of Severity
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Figure 2S: Proportions of gender (upper panel) and severity (lower panel) for real and
simulated data. Simulated populations comprised different number of patients: 100, 1000

and 3500; each simulation scenario was performed in duplicate.
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Figure 3S: Simulation of 100 clinical trials using the multivariate distribution or re-sampling
method (each trial has 1000 COPD patients per arm). The results are compared with the
findings obtained with the same model for the real population of 3498 patients. The blue
dots represent the medians of the 100 trials, while the green line represents the median of

the medians.



Real and simulated severity
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Figure 4S: Simulation of 100 clinical trials with different stratification rules, as defined by the

proportion of severe patients in a trial (from 1:2 to 2:1 for mild and moderate severity).



