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ABSTRACT Objective: To investigate the role of AXL in the acquired resistance to EGFR-TKIs in lung adenocarcinoma cells, and
provide experimental evidence for the clinical treatment of lung cancer and the development of new drugs. Methods: EGFR-TKIs
resistant lung adenocarcinoma cell models were derived and subjected to the assays such as CCK-8 assay. Transcriptome sequencing of
the cells revealed an upregulated expression of AXL, a gene intrinsically linked to and driving EMT. The upregulation of AXL was
confirmed by western blot and qRT-PCR. R428 is an inhibitor of AXL. The effect of cell proliferation and migration were measured by
using CCK-8 assay, transwell test and wound-healing assay after targeting AXL. Results: AXL was highly expressed in EGFR-TKIs
resistant cells, and the expression level was up-regulated by 15-20 fold (P<0.001), the mRNA level was up-regulated by 2-5 fold (P<
0.01); EGFR-TKIs resistant cells acquired epithelial-mesenchymal transition (EMT) properties; Targeting AXL increased the drug
susceptibility and attenuated the proliferative capacity of drug-resistant cells; The enhanced migration ability of the resistant cells could
be significantly attenuated by targeting AXL, and the highest inhibition rate compared to control can be up to about 80 % (P<0.0I).
Conclusion: Targeting AXL can significantly reverse the resistance in vitro and the biological characteristics of tumor cells such as the
enhanced migration ability of the resistant cells, which has important clinical therapeutic value and prospects to overcome the
EGFR-TKIs acquired resistance.
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W3 UG BRI S ming FEGEVRIR WEEAA 1 % BSA Fikery — 5t
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Fig.1 The expression level of AXL in EGFR-TKISs resistant lung adenocarcinoma cells
i A R A CCK-8 i At AR A AU M 24f4 s B S RABF DT B AXL; C 4AAEA AXL mRNA 7k F ;D #f A AXL B KFE

Note: EGFR-TKIs resistant lung adenocarcinoma cell models were subjected to CCK-8 assay; B Transcriptome sequencing of the cells revealed an

upregulated expression of AXL; C The mRNA level of AXL in lung adenocarcinoma cells; D The expression of AXL in lung adenocarcinoma cells.
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Fig.3 The effect of targeting AXL on proliferation capacity and the sensitivity of EGFR-TKIs of parental and drug-resistant cells
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Fig.4 The effect of targeting AXL on the migration ability of parental and resistant cells
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