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[ Abstract] Objective: To summarize the current therapy protocols with EGFR-TKI resistance in
non-small cell lung cancer (NSCLC). Methods: Mechanisms of action, as well as clinical efficacy and
safety of current therapy protocols are discussed with respect to the literatures and guidelines. Results
and Conclusion: Since the first description of non-small cell lung cancer with activating epidermal
growth factor receptor (EGFR) mutation as a distinct clinical entity, studies have proved EGFR-tyrosine
kinase inhibitors (TKI) as the first choice of treatment. The median response duration of TKls as first line
treatment for EGFR mutant tumors ranges from 11 to 14 months. However, acquired resistance to EGFR-
TKIl is inevitable due to various mechanisms, such as T790M, c-Met amplification, activation of alternative
pathways (IGF-1, HGF, PI3CA, AXL), transformation to mesenchymal cells or small cell features, and
tumor heterogeneity. A prospective study harboring drug resistance mechanisms is ongoing. There are
several treatment options would be applied in clinic before new agents overcome the drug resistance.
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