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Introduction

« T-DXd is a HER2-directed antibody-drug conjugate
approved for several indications in the US, including
HERZ2+ and HERZ2-low metastatic breast cancer,

Leveraging advanced human lung models to _
unresectable or metastatic HER2-mutant non-small cell
- - lung cancer and locally advanced or metastatic HER2+ Bronchial ALI were treated with vehicle controls (DMSO, buffer), T-DXd (5, 50, 100,
exp I ore mQCh a n IS ms u n de rlyl n g T-DXd = gastric cancer. 150 ug/ml), payload (deruxtecan; DXd) (100 ng/ml), IgG control antibody-DXd

conjugate (IgG-DXd) (5, 50, 100, 150 pg/ml), and anti-HER2 antibody (trastuzumab)
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« Human bronchial air-liquid interface (ALIl) model (internal & Epithelix MucilAir™;
n=3-6 donors) and alveolar “lung-on-chip model” microphysiological system (MPS) ALl model—

(AlveoliX; n=2 donors) were used in these studies (Fig.1). Transcriptome echanistic ung epithelia
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« Use of human in-vitro lung mucosa models to explore the molecular mechanisms and pathways
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