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ABSTRACT —— Lung cancers with epidermal growth factor receptor (EGFR) gene mutations are a common ma-
lignancy in East-Asians, including Japanese. Although there have been recent dramatic developments in cancer
immunotherapy, EGFR-mutant lung cancers are reported to be relatively refractory to these immunotherapies.
Thus, EGFR tyrosine kinase inhibitors (EGFR-TKISs) are still the sole key drug for those patients. After the dis-
covery that an EGFR T790M secondary mutation is the most frequent mechanism of acquired resistance, several
agents that simultaneously target this mutation are being developed, and osimertinib has already been approved
in Japan. In addition, basic and translational research has revealed many mechanisms underlying resistance to
EGFR-TKI. In this review, we will summarize the history of EGFR-TKIs and the detailed data for recently devel-
oped EGFR-TKISs. In addition, we discuss the possibility of combined therapies using EGFR-TKIs, based on the

basic, translational, and clinical findings.
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Figure 1. The history and current state of EGFR-TKIs. R* indicates resistance to EGFR-TKI(s).
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L DOHFIC X B &, 79.9% T T790M Z E A5k S h
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M TH > TH, EGFR-TKI HEk s 2ot - 47 >
7 F OV OIEPEALIC X D MIBIsEZ i b & &A%, HifakkL
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DAAET 7 F v (HGF % Hedgehog 3 77 F V) %88 PR
@ poor vascularization 72 EASZTF S L. FEEE, KEJEPH
@ poor vascularization Z % T 5 EEZ LN TV LN
NY AT ETvaF =T ORHREL R TITbh
7255 2 AHERERIC X V), 24 EGFR-TKI H.AIH P 2 13X % M
5 PES 2YRENTW 5.

WML & WA, a2 AT S HIV 7 A VAR
HCV 7 A VA, #EHOBHRICB W T, WIEEHRE D
B OVERET O 537K %2 M A G E % (upfront
polytherapy) 2 &2k V), HUFREHRBBEAIHRE ST
W%, EGFR ZE¥MHE 2B WTd, ik L7z TKI ki
B % T % Pl 3 % 3] & EGFR-TKI % %) [l {&#% T
B FH 9 % A4 28 EGFR 28 2L 0 A 22 70 16 R s o O
DL R EEZONLD, EORTALYEELRDD
&, B2 E T REPEIIZ V.
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EGFR-TKIs X, EGFR 2 Sfilida Mg o - 4470
IR 2 IS 5 W 2 EHETH S, Lo LFED het-
erogeneity RRHEAE O W EAYEIZ X 1), EGFR-TKI & A&GE
XD I54EDHEE S L LTWABIETS, EGFR 2 B i
DOHIRIIRIZATRETH 5. 514, 85745 EGFR-TKIs
DRFER PR ORI - BARIGHIZ X D, EGFR 2245
i EED S S22 FHREEPHIFEISN TV,

AR SCNEC B 2 B H OFRSHIL : StEwGk R %
E17ANTERS KR, [FHE]R=10 Y F—1 7
A LT v Ny (BR)
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