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Studies on the mechanism of action of antibody-drug conjugates in EGFR
mutation-positive lung cancer
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In this study, we found that: 1) the expression of EGFR-HER2 heterodimer
formation was higher in EGFR mutation-positive lung cancer cell lines than in EGFR wild-type cells;
2) in cells without HER2 amplification, almost all of the internalized HER2 in cells without HER2
amplification coexisted with EGFR; 3)internalized HER2 in EGFR mutation-positive cells was rapidly
transported to lysosomes; 4) The anti-HER2 antibody-drug conjugate trastuzumab emtansine (T-DM1) was

effective in EGFR mutation-positive lung cancers, sensitivity to T-DM1 was high and this
sensitivity was maintained in cell lines after osimertinib resistance. These findings indicate that
the formation of numerous HER2-EGFR heterodimers in EGFR mutation-positive lung cancers increases
the sensitivity to T-DM1 by increasing EGFR-mediated uptake of HER2 into the cytoplasm and
lysosomes, and that anti HER2 antibody-drug conjugates could be a new therapeutic strategy for EGFR

mutation-positive lung cancer.
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