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A novel therapeutic strategy targeting SFK for overcoming osimertinib resistance
in lung cancer
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Osimertinib is a third-generation epidermal growth factor receptor tyrosine
kinase inhibitor (EGFR-TKI) that is developed against EGFR T790M resistance mutation. However, the
appearance of tumors resistant to osimertinib has been reported. In this study,
osimertinib-resistant non-small cell lung cancer cell lines (OR1 and OR2) which were established
from NCI-H1975 cells showed SRC family kinase (SFK), AXL and CUB domain containing protein 1
CDCP1). Silencing of AXL or CDCP1 induced inhibition of cell proliferation and phosphorylation of
SFK and AKT in OR cells. In recurrent lung tumors after treatment with osimertinib, the expression
of AXL and CDCP1 was markedly elevated as compared to pretreatments. Increased co-expression of AXL
and CDCP1 is thus likely to confer cancer cells resistance to osimertinib, together with SRC
co-activation. Taken together, our findings suggest that AXL, CDCP1 and SRC could be effective

targets to overcome osimertinib resistance.
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