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e Data from 2216 patients across the 12 studies were included, contributing 29,000 evaluable T-DXd concentrations and e The following covariates determined to be statistically significant in the previous PopPK models were retained in the
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subsequent exposure-response analyses — Patients were included from the United States and several countries in Europe (49.6%), Japan (30.1%), and other
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Equation 6. Release Rate Constant the POPPK mocel for T-DXG, a typionl patient s defined as formale, with broast cancer and not ffom Jaban, and having a bassiine bocy weight of 60 kg, albumin of 40 g1L, and tumer aie of 51 . Race-country grous “Asian (69.1%) (30.4%) (69.1%) (30.4%) (69.1%) (30.4%)
Ko =0.0177 h—1 X C CIe—0.137 x 0.729 (If cvcle >1 ) not from Japan” was merged with “non-Asian” to form a “not from Japan” group for the T-DXd model; for DXd, a typical patient is defined as Asian, with breast cancer and not from Japan, and having a baseline weight of 60 kg, Boxes show the median and interquartile range of data. Whiskers represent the extent of data within 1.5 times the interquartile range. Points represent data outside the whiskers. HER2+ is defined as IHC 3+ or IHC 2+/ISH+,
rel . y . y AST level of 32 U/L, and total bilirubin level of 8.0 umol/L. HER2-low is defined as IHC 1+ or IHC 2+/ISH- (5 patients who had HER2 ICH 0 status are not shown).
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