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Integrative analyses of lung adenocarcinomas that have undergone epithelial to
mesenchymal transition (EMT) and those that retain an epithelial phenotype
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EGFR-mutant lung adenocarcinomas depend on the kinase for survival. We have
identified a new molecular mechanism that contributes to TKI resistance, and a previously
unrecognized membranous molecule TKI-resistant cancer cells selectlvelg express. (1) The EGFR mutant

lung adenocarcinoma cell line, H1975, has a subset of cells that exhibits an EMT phenotype and can
thrive in the presence of EGFR TKIs. These cells depend on the isomerase Pinl for survival in vitro,
unlike their parental cells. (2) A mesenchymal EGFR-independent subline derived from the EGFR
mutant lung adenocarcinoma cell line, HCC827, expressed ACE2 to a greater extent than its parental
cells. We also developed an anti-ACE2 mouse monoclonal antibody (mAb), termed H8R64, that was
internalized by ACE2-expressing cells. If an antibody-drug conjugate consisting of a humanized mAb
based on H8R64 and a potent anticancer drug were produced, it could be effective for the treatment
of EGFR-mutant lung adenocarcinomas.
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