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Although Iressa (gefitinib) were greatly effective in lung adenocarcinoma
patients harboring EGFR mutations, these patients ultimately have acquired resistance to gefitinib. To
explore novel molecular mechanisms for gefitinib-resistance, we established the gefitinib-resistant PCOM2
cells that were spontaneously derived from gefitinib-sensitive PC9. Microarray analysis revealed that

catenin-related genes were upregulated in PCOM2 cells compared with PC9 cells. We next demonstrated
that the downregulation of B -catenin partially restored the sensitivity to gefitinib in PCOM2 cells.
Using the tissues from lung cancer patients harbored EGFR mutation, we showed that activation of
B -catenin was related with gefitinib sensitivity in patient’ s samples, suggesting that enhanced
B -catenin activation is associated with primary and acquired resistance to gefitinib. Targeting
3 -catenin pathway may be useful for overcoming the resistance to gefitinib
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