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[ Abstract] Epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs) targeted therapy has
great advantages compared to conventional chemotherapies and has become the first-line treatment of EGFR sensitive
mutations in patients with advanced non-small cell lung cancer. However, the development of acquired drug resistance
is inevitable. EGFR T790M mutation is the main mechanism of the first and second generation EGFR-TKIs. The third-
generation EGFR-TKIs including AZD9291 and CO-1686 showed favorable treatment effect in clinical trials. However,

resistance problems appeared soon. This review summarized the resistance mechanisms of the third-generation EGFR-

TKIs and the potential coping strategy.

[Key words] Epidermal growth factor receptor; Non-small cell lung cancer; The third-generation epidermal

growth factor receptor tyrosine kinase inhibitors; Resistance mechanism

W& AE /N2 Bt fili 488 (non-small cell lung can-
cer, NSCLC)%%%@&E{(.%%MK (epidermal
growth factor receptor, EGFR)JE K s & 75 [:Ij{ﬂ
H30%~50% "1, T | AR Y g A
I 5 o e UL E G F RS R UK 9%#7'&1?&7@19
vﬁbﬁ%mﬁ)&ﬁewezwﬁnzm%ﬁﬂm 5 e s
(L858R)'* ", X TEGFRIEINFEI ¥, Kz
éﬁl?xﬁ@%ﬂ?ﬁa{%@@ﬁﬂﬁﬂ fl|(epidermal growth
factor receptor tyrosine kinase inhibitors, EGFR-TKIs)
HY 7R AL TR AT 25, OF BN RRONIRY

EEVEE: ¥&#% E-mail: changjianhuan@163.com

BGHE, HRERMNMER, M
EENCCNIE R 77

PR R A R
EGFR-TKIsH T-EGFRE:H k98 8 BUNSCLC i &
1 —ZIRI7 . SRIMEGFR-TKIsHI LR ARYT A A0 &
T, RESTTEH 251040 A 2o 45 #f 2 AN AT sk Gl
BRZG
1§ =REGFR-TKITHZ5HL %I K R X 5% #g

% ={CEGFR-TKIs & Z4F X #EHF T790M {7
MMEGFREZBHE MM L, XEAYRERY
T790M EGFRIJATPLS G i SN FT i 254, 446
AZD9291(osimertinib), CO-1686(rociletinib), BI
1482694(HM61713) . EGF816HIPF-06747775, s



914

=N, F. = ECFR-TKIs{F /) \4BAAAM 8 b BN 2941t A2 f7 XY SR BB

SHZGHIT AT 7 ST RIFAIRE
255, AZD9291C 8% 35 B i 24 A 3Ry (Food
and Drug Administration, FDA)tfE T T790M%E
AR BHPE A BEINSCLC, 2F —=fREGFR-TKIsfE—4k
IHIT R RIREOER, BAE SRR IAT3%,
I TRCRF L IR S U E IR 13,8 H
{HRLT~13D HIIRYY, BE AR R H
T2,

H e %45 = fCEGFR-TKIs, O R8T 25
BLAIT .
1.1 RIFCIIISRE

ThressZs [V #F5% T AZD929 11t 24 1) it J&&
I ER B L2 DNA S P 7405 5% i
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FET 154 TT9OMBAE 1 cFDNAREA I #4725 57
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EGFR-TKIs#BIi 2% .
1.2 TI90M=%E %

Piotrowska%s "2 [ 5E B, 1341 T790M
ZAFBHPENSCLCH #2833 CO-168617 7 T M 24
XA ATT 5 bk PR A TG A IS 2 B, 641 R

TT9OMIEARZERA , L rb AT 2451) L 30/ 248 it s 114
Ak, 3BIHBEGFRIGY Y, THIPRFFT790M%E
AR BH M

1.3 L718QR %

19 g o 2 5 AR e LY F IR YT e B
SR, FER AR BITTO0MERE S, #iAZD9291YR
57, WP 13 A G )R B, R4
AR &I, EGFR LT18Q%RAE, X—K
A M8~ AZD929 158 AT 2L e e S22 1)
BRI T
1.4 BRAF V60OEFE/ZME %

125355 — . —REGFR-TKISIAYT 5 i 24
HITT90MZEAE K 253 AZD929135Y 7 i tH BRBRAF
V600EZAS 1221
15 HER-2. META R Y ¥

— IR G R, FELTAZDI2913RYT 10
A BB E T RIMCMETIEHF Y 1, Tika
T790Mu} CTITSHIZRAE ) o AT BR, 754
T AZDI29 IGI 7O H A Th R BRMETHE A (1
PR RIS, TR
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