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Tumour Growth Inhibition Modeling and
Simulation to Support Dose Justification of

Methods

A previously-developed PopPK model for Dato-DXd was updated
with TROPION-PanTumorO1 breast cancer PK data to derive
individual PK metrics for tumour growth inhibition (TGI) model
development. A TGl model was developed based on tumour size
data from HR-positive/HER2-negative BC patients who received 6
mg/kg Dato-DXd Q3W in TROPION-PanTumor01 (N = 39, Data

Introduction

+ Dato-DXd, a TROP2-directed antibody-drug conjugate, has .
demonstrated efficacy and a manageable safety profile in multiple
tumour types. Recently, Dato-DXd demonstrated statistically
significant and clinically meaningful improvement in PFS compared
with investigator's choice of chemotherapy (ICC) in patients with
HR-positive/HER2-negative breast cancer (BC) in TROPION-
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*  Atumour growth inhibition (TGI) model was developed to support
dose justification at 6 mg/kg in HR-positive/HER2-negative BC
patients (Figure 1).

Results and interpretation '

Phipps*, Diansong Zhou? * Simulations were conducted using the TGl model to compare
tumour size change from baseline at 4, 6, and 8 mg/kg in HR-
positive/HER2-negative breast cancer patients, with consideration

Clinical Pharmacology and Quantitative Pharmacology, AstraZeneca, Gaithersburg, MD, USA?; Clinical Pharmacology and Quantitative Pharmacology, AstraZeneca, of dropouts.

Waltham, MA, USA?; Quantitative Clinical Pharmacology, Daiichi Sankyo Inc., Basking Ridge, NJ3; Clinical Pharmacology and Quantitative Pharmacology, AstraZeneca,
Cambridge, UK#

Dato-DXd PK profiles of 1000 virtual patients were simulated at 4,
6, and 8 mg/kg to derive PK metrics. At 6 mg/kg, majority of
observed PK data were captured by 2.5th — 97.5th percentiles of

Simulated tumor kinetics at 6 mg/kg in HRBC patients
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4, 6, and 8 mg/kg were greater at higher Dato-DXd dose levels.
The maximum tumour shrinkage from baseline in NSCLC
patients was predicted to be 30% with 4 mg/kg, 37% with 6
mg/kg, and 41% with 8 mg/kg?®.
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The tumour growth inhibition model well-described the tumour killing effect of Dato-DXd. Simulation suggested a more suitable
tumour inhibition profile by Dato-DXd at 6 mg/kg than at 4 mg/kg in HR-positive/HER2-negative breast cancer patients.
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