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[Abstract] As a member of the ErbB family, epidermal growth factor receptor (EGFR) plays a pivotal role in cell prolifera-
tion, survival, migration, adhesion as well as differentiation. Accumulating studies have shown that aberrant expression of EG-
FR is related to multiple solid tumor types, and it has become a crucial target for the treatment of non—small cell lung cancer
(NSCLC). In order to overcome the abnormal activation of signaling pathways and drug resistance caused by EGFR protein mu-
tations, three generations of EGFR tyrosine kinase inhibitors (TKIs) have been developed for clinical treatment. Due to the ac-
quired drug resistance and toxic side effects, the use of first and second generation inhibitors in clinical applications has de-
creased over the years. The third—generation EGFR TKI osimertinib not only efficiently targets the sensitizing mutation and
T790M resistance mutation, but retains satisfactory selectivity for wild—type EGFR, greatly reduced toxicity, and has been
widely used in clinical practice. Despite the clinical efficacy of the third—generation EGFR TKls, EGFRC797S has been identi-
fied as a major drug resistance mechanism, leading to the development of the fourth—generation EGFR TKls. This article sum-
marizes the current situation of the development and clinical application of EGFR and its inhibitors, and reviews the research
progress of the third and fourth generation EGFR TKls in recent years and the prospect for the future development of EGFR tyro-
sine kinase inhibitors.
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