Supplement

Methods
Determination of cut-off values for endoxifen, Z-4OHtam and anti-estrogenic activity scores
Since survival endpoints are time dependent and the underlying clinical setting is truly multivariable, we considered a multivariable Cox model (highest Wald method) including all variables that were deemed useful when searching for an optimal cut-off value for Z-4OHtam and Z-endoxifen. This supervised method identified a plateau of several significant cut off values regarding Z-4OHtam and Z-endoxifen concentrations. To avoid selecting a cut off value that can lead to putative under-treatment of future patients, we considered the highest level of Z-4OHtam and Z-endoxifen (3.26 and 9.00 nM, respectively) as the most clinical relevant cut off values. In the same Cox model as above we confirmed a plateau of significant cut-off values for AAS. Based on the same view as for Z-4OHtam and Z-endoxifen above, we considered AAS=16.7 as the clinical most relevant cut off-value. 
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