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Supplemental Figure 1. Analytical steps for comparing OS for nivolumab versus placebo by adjusting for difference in subsequent treatments between the CheckMate 238 and EORTC 18071 trials. OS, overall survival; IPTW, inverse probability treatment weighting; NNT, number needed to treat; RFS, recurrence-free survival.
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Step 1

Re-estimate the OS and RFS of the ipilimumab arms in the 2 trials

« IPTW was used to balance the difference in the patient population of the 2 trials

« The IPTW-weighted OS and RFS for ipilimumab were estimated using a parametric piecewise exponential model
with 4-month intervals

« 95% confidence intervals were calculated using a nonparametric bootstrap with 1000 iterations

v

Step 2

Estimate post-recurrence OS of the ipilimumab arms in the 2 trials

« The post-recurrence 0S for the ipilimumab arms in the 2 trials was estimated in a partitioned survival framework
« Specifically, the post-recurrence OS at each time point was calculated by subracting the IPTW-weighted parametric
estimate of RFS from the IPTW-weighted parametric estimate of OS
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Step 3

Calculate the difference in post-recurrence 0S between the ipilimumab arms in the 2 trials

« The difference in post-recurrence OS between the 2 ipilimumab arms was calculated at each time point

« This approach assumes that the difference in post-recurrence 0S between the CheckMate 238 and EORTC 10871
ipilimumab arms is attributable to differences in the availablility of subsequent therapies during the conduct of the
respctive trials
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Step 4

Calculate the adjusted OS of placebo in the EORTC 18071 trial

+ The adjusted OS of the placebo arm in the EORTC 18071 trial was calculated by adding the difference in the
post-recurrence OS between the 2 ipilimumab arms (calculated in step 3) to the IPTW-weighted OS of the
placebo arm
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Step 5

Calculate the the adjusted NNT of nivolumab vs placebo

« The IPTW-weighted OS of nivolumab was estimated using a parametric piecewise exponential model with
4-month intervals

« The adjusted NNT of nivolumab vs placebo was calculated using adjusted OS of placebo from Step 4 and the
IPTW-weigthed OS of nivolumab





