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[bookmark: _Hlk128411547]Supplementary Fig. 1  Concentration-time profiles of the observed plasma concentrations of entrapped doxorubicin (upper plots), free doxorubicin (middle plots), and doxorubicinol (lower plots) in the clinical TLD-1 dataset. Each panel represents an individual patient.
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[bookmark: _Hlk128411572]Supplementary Fig. 2  Ratios of individual dose-normalised AUC0-inf of total doxorubicin in cycle 1 vs 2 in 28 patients treated with TLD-1. Two of the 30 patients were not included in this plot because for these patients only data from one cycle was available. Abbreviations: AUC0-inf: Area under the concentration-time curve from t=0 to infinity. 
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Supplementary Fig. 3 Individual model-predicted central (panel a, left) and peripheral (panel b, right) volumes of distribution of doxorubicinfree vs. body surface area. Blue lines: typical model predictions for the central and peripheral volumes of distribution of doxorubicinfree vs. body surface area.
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Supplementary Fig. 4 Entrapped doxorubicin: Measured concentrations (data points), typical predictions (dashed lines) and individual predictions (solid lines) in the clinical TLD-1 dataset. 
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[bookmark: _Hlk115114864]Supplementary Fig. 5   Free doxorubicin: Measured concentrations (data points), typical predictions (dashed lines) and individual predictions (solid lines) in the clinical TLD-1 dataset. 
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Supplementary Fig. 6  Doxorubicinol: Measured concentrations (data points), typical predictions (dashed lines) and individual predictions (solid lines) in the clinical TLD-1 dataset. 
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