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M1. PK model analysis was adopted to describe the plasma concentration-time
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M2. Mechanistic PK/TGI model analysis was conducted to estimate TSC
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M3. The preclinical TSCs were compared to clinical human PK profiles in
patients with NSCLC and BC following multiple IV dosing of Dato-DXd

th e CI i n i Cal Iy effi cac i o u s co n ce ntrati o n Of Dato -DXd i n (0.27-10 mg/kg; TPO1) to evaluate the relevance of preclinical TSC to

clinical optimal dose (6 mg/kg).

Monotherapy clinical trial: TP0O1 [NCT03401385], TROPION-Lung05 [NCT04484142],
TROPION-Breast01 [NCT05104866], TROPION-Breast02 [NCT05374512]

TSC estimation: mouse PK/TGI model analysis for PDX and CDX

Mechanistic PK/TGI model analysis modified from Simeoni et al.R3 was adopted for
TSC estimation. The number of transit compartment (zero or one) was optimized.
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Observed and predicted mean tumor volume (TV)-time profiles
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o: Observed mean TV

Predicted mean TV-time profiles
-: Control

-: Dato-DXd 1 mg/kg gq3w
-: Dato-DXd 3 mg/kg q3w
-: Dato-DXd 10 mg/kg q3w

# Dato-DXd
0.125, 0.25, 0.5, 1, 2, and 4 mg/kg q3w




