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INTRODUCTION SUMMARY

(owultra-low metastatic beast cancer (MBO). However response and e Multi-modal analysis identified the potential role of proteases as biomarkers of response to T-DXd in HER2 low/ultralow, but not HER2
resistance mechanisms assoclated with T-bXd are not wett understood. positive/amplified breast cancer suggesting potential differential mechanism of action in HER2+ vs HER2low/ultra-low disease.

Cathepsins are a family of proteolytic enzymes that play crucial roles In

cellular processes including protein degradation and turnover in

endosomes/lysosomes and when secreted into the extracellular space . _ _ . o _ . . o . .

can contribute to matrix remodeling. Proteases are also important for ADC e These findings need to be validated in additional datasets but could guide biomarker-driven clinical application of ADCs.

linker cleavage and payload release. Specific extracellular and

intracellular proteases, including cathepsins, may alter the efficacy of RESU LTS
ADCs with cleavable linkers?, such as T-DXd, as opposed to ADCs with non

cleavable linkers like T-DM1 that depend on complete lysosomal

degradation. Lysosome CYTOSOL .« e . . o« g . .
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