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Abstract: Objective To summarize the research and application progress of the fourth generation small molecule epidermal growth
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factor receptor — tyrosine kinase inhibitors (EGFR - TKIs). Methods By searching the relevant literature on the fourth generation
of small molecule EGFR - TKIs in the PubMed,SCI = hub,and CNKI databases from the inception to September 2022,and the anti -
tumor activity, action sites and research progress of these inhibitors were summarized. Results The fourth generation of small
molecule EGFR — TKIs that have been clinically studied include ES - 072, TQB3804,and BLU - 945. Among them, ES - 072 and
BLU - 945 are safe, effective, and have mild adverse drug reactions in the treatment of non — small cell lung cancer (NSCLC). The
fourth generation of small molecule EGFR = TKIs in preclinical studies include EAIO45,JBJ - 04 — 125 - 02, BI - 4020, JND3229,
CH7233163,and AZ7608. Except for ES — 072, the half inhibitory concentration of all other inhibitors is at the nanomolar level. The

mechanism is a double or triple mutation at T790M, C797S, L858R, 19Del and other loci. Conclusion The action sites of each

inhibitor are clear,but further clinical research should be strengthened.

Key words:anti — tumor drugs;fourth generation of small molecule EGRF — TKls;action site;anti — tumor activity
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Fig.2 Chemical structures of the fourth generation of small molecule EGFR — TKIs that have been studied in clinical studies
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Fig. 3 Chemical structures of the fourth generation of small molecule EGFR - TKIs in preclinical studies
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