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Figure 1. In Vivo PK Curve and Parameters Across 3 ADCs (A) T-DXd (B) T-DM1 (C) EV Figure 2. In Vitro Plasma Stability Across 3 ADCs (A) T-DXd (B) T-DM1 (C) EV
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their pharmacokinetic (PK) behavior and biotransformation in vivo. However, their 3 80
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complex structure introduces significant challenges in characterization, 103 *]
necessitating a holistic DMPK strategy to understand their in vitro stability, in vivo
PK and biodistribution, and biotransformationl'l. The success of this strategy hinges
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on the precise quantification of key analytes, including total antibody (Tab), - . L ::

conjugated antibody (ADC), free payload, and the drug-to-antibody ratio (DAR), in * ” $ & 10
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ADCs with distinct designs: Trastuzumab Deruxtecan (T-DXd), Trastuzumab
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designed to delineate in vivo PK behavior and biotransformation pathways,
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and T-DM1, as two types of drug release triggers (T-DXd and EV are cleavable tooann
linker, T-DM1 is non-cleavable linker), the in vitro stability was evaluated in plasma
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