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Investigation of novel molecular mechanisms associated with the metastasis of
epidermal growth-factor receptor-tyrosine kinase inhibitor-resistant non-small cell
lung cancer
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The aim of this study was to investigate the molecular mechanisms relevant to
metastasis after the acquisition of epidermal growth-factor receptor-tyrosine kinase inhibitors
(EGFR-TKIs) resistance in non-small cell lung cancer (NSCLC). We previously reported that
EGFR-TKI-resistant PC-9ER cells, established from PC-9 NSCLC cells with an EGFR-activating mutation, show
enhanced motility via transforming-%rowth factor (TGF)-PB 2-induced activation of the TGF-B pathway.
Therefore, we focused on the identification of the gene alterations associated with the activation of
TGF-B Eathway in PC-9ER cells with omics-technologies. Our data indicated that amplification of the CRKL
gene, which is known to associate with TGF-B pathway, occurred in PC-9ER cells. Moreover, 19
PC-9ER-specific mutations were detected in 13 genes associated with cell motility and invasion. Further
studies are required to characterize the effects of these gene alterations on metastasis in
EGFR-TKI-resistant NSCLC cells.
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