Supplementary material to 

Estimands in equivalence trials and non-inferiority trials: a review of EMA scientific advice to drug developers

This paper analysis the use of the estimands framework in trials discussed in initial or follow-up advice in 2022. For this timeframe, 111 scientific advice letters were identified. 11 follow-up advice letters were issued in 2022 for initial advice that was also issued in 2022. To avoid double-counting of trials discussed both in the initial and follow-up advice, only the cases with the more detailed discussion of the clinical trials were included. Therefore, the overall number of trials in the figures below is 145 trials identified overall minus 12 trials from 11 duplicate procedures = 133 unique trials discussed by developers and CHMP. These trials are the basis for the sensitivity analyses of using / recommendation to using the estimands framework in the supplementary figures below. 
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Supplemental Figure 1. Number of clinical trials discussed as part of initial scientific advice or follow-up advice for which the developer used or did not use the estimands framework.
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Supplemental Figure 2. EMA recommendation to use the estimands framework when drug developers had not used the framework for clinical trials discussed for initial scientific advice or follow-up advice.
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Supplemental Figure 3. Strategies for handling ‘death’ proposed by the developers and recommended by EMA. Each line in the alluvial plot corresponds to a single intercurrent event and connects the strategy proposed by the developer to the strategy recommended by EMA.
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Supplemental Figure 4. Strategies for handling ‘non-adherence’ proposed by the developers and recommended by EMA. Each line in the alluvial plot corresponds to a single intercurrent event and connects the strategy proposed by the developer to the strategy recommended by EMA.
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