eAPPENDIX

Figure 1 is generated by simulating data on treatment and comparison populations in accordance with an assigned “true effect size.” This process is repeated 100,000 times per effect size. Then, these simulated data are analyzed according to a pre-specified analysis plan, which includes a specified sequential statistical method (i.e., Poisson MaxSPRT), an overall type I error (i.e., 0.05), a sequential stopping boundary (i.e. a flat threshold consistent with the Poisson MaxSPRT), and a maximum sample size. The results of the analysis plan are a distribution of the time to end surveillance irrespective of whether a signal is detected. From this distribution, we calculate the statistical power and define the median sample size as the median of this distribution. We only define the median sample size when the statistical power is at least 50%.  If we had used the median conditioned on when a signal was detected, then the amount of information that contributes to the distribution varies based on the statistical power, which generates misleading comparisons.

Figure 1 is a graphical display of our results. The independent variables – in the mathematical, not the statistical sense - are the sequential stopping boundary, the overall type I error, the true effect size, and the maximum sample size. The dependent variables – in the mathematical, not the statistical sense – are the statistical power and the median sample size. Each graphed point represents 100,000 instantiations of analysis. 
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