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INTRODUCTION

Trastuzumab deruxtecan (TDXD) is approved for
HER2-low or HER2-positive metastatic breast cancer.

HER2 status is assessed through HER2 IHC and FISH
assays, and has been correlated to RNA expression.

SUMMARY
e A multimodal RNA+DNA model outperforms a HER2 RNA-only model in predicting HERZ2 positivity as assessed by IHC+FISH.

e Low model scores were associated with HER2-negativity and high model scores were associated with HER2-positivity.

e In a real-world cohort of patients treated with TDXD, the predicted HER2 score was negatively correlated with OS
(concordance index = 0.68).

This study aimed to:

1) Create a molecular model that combines RNA with

DNA to predict HER2 status from IHC+FISH. This model e Partitioning the TDXD cohort into thirds according to model score (low, intermediate, high) found that patients that were low
will objectively report a score for each patient. , . : : :
scoring had significantly worse OS compared to high scoring patients (log rank p < 1e-3).

2) Evaluate if the model score can be used to stratify
patient response to TDXD.
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