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Novel therapeutic a?proach focused on iron metabolism abnormalities to overcome
drug resistance in lung cancer

Torigoe, Hidejiro
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In this study, we have demonstrated that an excess iron state in non-small
cell lung cancer (NSCLC) cells promotes malignant features (cell migration capability) and drug
resistance to molecular targeted therapy (EGFR-TKI). Monotherapy of iron chelator suppresses cell
migration and decreases drug resistance, and shows synergetic effect with EGFR-TKI. Moreover, we
elucidated that the mechanism by which excess iron state leads to drug resistance is through the
suppression of intracellular ROS production, which in turn inhibits apoptosis induced by treatment.
Iron chelators (deferasirox) reverse the suppression of ROS in resistant strains and improve drug
sensitivity both in vitro and in vivo models. These findings suggest that iron chelators have the
potential to be useful as new therapeutic agents.
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