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(#fZ ] Hai, #x%EAKHE 54 (epidermal growth factor receptor, EGFR ) Z87E [{-lE /NI AT ( non-
small cell lung cancer, NSCLC ) A A—ZRIGI7 ) %842 LA EGFRER Z RIS AN 477 ( tyrosine kinase inhibitors, TKIs ) Ay
HIREIRYY, R ARTKIsH R AR AT v S Bk K Y JCiE R AE A7 ( progression-free survival, PFS )
K2, (A IEA T RN a2 B 25 . o, S09% LA AYIRASPER 25 S T790MZB AR A 56, [H i 3¢ ] [
SLLEETREIEM 4% ( National Comprehensive Cancer Network, NCCN ) #fi H A58 6 & 4242 H = /R TKI ( Osimertinib,
WPTEEIE ) TR TRIAS T G HT790MAS IS i % . (EAEE — [TRUA TR T J BB T 4313
A H 3 PES J S 4135 J5 EGFR-TKIsYAYT B AC I [F] B, 0TI 5 PR i kil /B AE S T790 My I 2 2l 25 1
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[ Abstract ] Targeted therapy with epidermal growth factor receptor tyrosine kinase inhibitor (EGFR-TKIs) is re-
garded as the main accepted first-line treatment on EGFR mutation in non-small cell lung cancer (NSCLC). Although targeted
therapy for the first and two generation of TKIs may lead to longer progression-free survival (PFS) and better tolerance for pa-
tients, the long-term treatment will inevitably lead to drug resistance. Among them, more than 50% of acquired resistance is as-
sociated with T790M mutation. The latest guidelines from the National Comprehensive Cancer Network (NCCN) have been
proposed that the three generation of TKI (Osimertinib) can be used in first-line TKI therapy progress with detecting T790M
mutations in patients. Encouraged by the treatment time of the median PFS up to 13 months and sequential EGFR-TKIs treat-
ment which brought from the three generation of TKI, we also face serious challenges, such as how to achieve the detecting and
the dynamic monitoring of T790M, the research progress, mechanism of drug resistance and subsequent treatment of the exist-
ing three generation TKI etc. This article will revolve around the above hot issues.
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growth factor receptor tyrosine kinase inhibitors, EGFR-TKIs )
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Hep, R2054NE T EAT790M B AR el # WL, IR,
A Sf 3k — 2 A5 T B0 H 4% LA Osimertinib ML FE 128 =L TKI
HEARFHIME , 1T Fols R YT %80 % AT T 32 1) 2w AE
H, B2l S PR ( Food and Drug Administration,
EDA) &L, a1 —TKIZG T 24 5 67
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AN TR S e A s @R S S I E B S . Hh, s0%
PLE B — AT 2502 T H B T T790M 2222, Rl
EGFR 20542 T4 79010 #5114 5 2 Wt 28 2 R P BUAR
(T790M ) , M3 5E T ATP 5 EGFR-TK4S G Il 25 F1
71, FEEGFR-TKUNREAT R H W {5538 5 1 7 A i 245
[FIEFT790MZE 8 AT e #84% , AhRTETRUA YT Rl FEHh f
BRI 25T, 25K B, (f FIEGFR-TKI
VRITHT, EARTEHUR IS L8 S8R IS B 194h it Tl 25 1y
[ AATET790MZEAS , NI H FIPFSS T AN 5 A T790M
RASH B E, BT ICEGFREUR S ¥, BMOZIIA
AN E & T790M%E 75 S EGFR-TKI 74 A AN KL Tl A1~
R ERF T X T790M S A5 1) 5 B A P BEORS BF5 IR IR, Lee
LWBFSE B, IRITRIT790MIY 2878 F if 5 EGFR-TKIJ T
BTG A G . T TRUG 25 ML A 5 bk, BT
T790MIN PRASHIN fr) E 238 3L

2 T790M3ZEZE AIAET & H Zh 7S s

2.1 EFXT790MIEE KM Jr ik (20164F 1Y e )5k
PRt EE 1206 L L) B S A S8 3 A8 53 0 Ok T
N P AT IR 2 R A, R R T B RR G 1 Ak
DRUAGE 00 LA W S 25 g . HRT,  T790MAS: I J5 ik
FEARE: OF R RS (amplified refractory
mutation system, ARMS ) ; QEARFEER (polymerase
chain reaction, PCR) ; @:FC{D"U?/ZE ( next-generation
sequencing, NGS ) . ARMSE HAERIN L HIZRAE, Jrffiph
FE . RRSREE R, TEIGRTIZ I TINGS 2T 4E & it
o By ey T RPN e ORRE, W] — X LA T AR R T
{CZDNAG T AT IFATINRE , BRI RAT S8 S 25y % S
A E MBS, T BRG] . TERRAS B
o] ST R AN 91/ 17 1797 NS S A S E S AR T
e, T2 PRIRIARIEK, NCCN% LI £ 21
i HINGSHEA T AR ), Rieux ¥ V7R LI 45 JE i 245 11
SBE WK PRI T790M AL, IR H - MK AT RL7ERR
AFNHL RGO T X B FEATI 25400 s 55—k A H
A BIBESE R H KT B AT R A R (BRZL4EDNA
WA ), HBAME R R A W SR A, FLHAS I 2 0k
A MR A, PRI A I M 7K 1 ct DN AR RE 2
TRl AR AR AT — Y ZH 20 B A — B e ),
TCHBU R bRAS, AT FEAT IR ctDNAKE I, 5 2E7E
R SR AE MG 5 2 AU I vh ) A7 e B AN, B
M ADNAK I AF TR m AR B A, i AAE— . AR

TKIIE YT 205 LI T790MZ 28 46 I S BH 1 fr) £ 3 4k
AT T790MIE AR KN )5 H BRI HLA A e
AR, PRIHCRT VRS A I Rb 72
2.2 RN T790MAEAE AR T790MR AL F—
FRTRIYT WA R0 7, 252 m S AAE 1, X4 /R 3.
AT 75 T790M S A8 48 34 (1) By A5 A8 Ak 2 Tt I ek g 240 e 671 i
(AR AL ? S A5 2 TRV RS 11 2 A7 35K T 2 ) A o] e
MATEFEREE SC R FEARSMFFEH, ChmieleckiFIOBFFY
T iR A4 L AT 79 OM PEH A R L A8 X6 TR LA P
WFFE & B, 24T 790M % A8 BHVE A9 41 M 5 AT A vk 982 40 i 174
10% L4, 23 Bgg 4 i A B4 AL 5 24 T790M AR BH I 1)
2 o I AT T8 A R P 2 59 LA s, 0] £ B S5 AR AU A 7 4
LT TRIVRY T A BBURR A

Oxnard G IHFIEF5 H, — MR TRUAYT 5 KM
NSCLCHFH At T790MZE 78 B H 35 B ok SR I A
MR ERK TIT790MR AR B3 . Kk, T790M%E A8 BE &
EGFR-TKIM 25 5L R 22—, o [Roh Honl g = TRk
T3 L3R 00 R L B R b Ji I A A ) LA B T F o [
B, A B LA I EG FREBUER 58 J 34 1M 2K HH 1 T790M
RAR, 0] DL & BRI AE T790MAE 52 A% 25595 b & F 16 JE i
2B EN, Zheng & AL —FCTRUAYT J K
Je BRI RDE R 22.240 H AT RGN i T790M, X5
FE AN 16 JRI A EL A T J X 4 B AT R A L [ 33 7 Ay
KT —HEL, AR S R T — B A T790M
RASRIT IR 25 T X L2 T 90, SRS o g i Jee 3 5%
G2 b R A TR R TR T 5 . fEXTEGFR-TKURYT
A REH, ShAS W T790MIE KUK 2578 Ak (4 A Z2 i 55 Hh AT
IS, T790MZE A JEAE TRIK WA i FE AR 57 R 1)
FERREAR , Ab e v T 6 A B0 5 4 H ik BH
YRRV ETH R, [FIRHMEAT EGERBURRAE (195h 8 1Bl
Ja 2158 FL8S8R ) AR KIREIG . K, 7ETKI
HRAERTT, PTREXUGS AR A AT R F g A 2B 4 12
AR T790MZE AL W] RETI AR (MM 25, ] LAtk —2
PRILT790MAE AL 25010, 48 T R HINSCLC
BEIIRYT, AR 00 ) BTG 2 2RI UE, A
ENSCLCIAYT ML . A HEfL, (TR E M T790M
GASKG R R | RS

3 FXFT790MZE T A = TKI

3.1 Osimertinib (BB, Bh%: Tagasso)
OsimertinibJ&— R AL 0 IR AYEGFR-TKI, 7] I EGFRE
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JEGEAS FIT790MIN 2558748, fthi i) 5 EGFRI X ATP4S
AN ER-7975% FE A 1] 13 4044 25 5 LI I EGFR IV
TGV [NEGFREEZ A M EGFRIMIEIX BB MG LA T
A%, B 5 5 Osimertinib%h 4, IR =AU TRIZS 2595 87/
FULH A ARG R e 05 [R]IHAR AP SE B8 IEI, Osimertinib
T790MZEAE [ EGFRFEA & P A= AR 200 4504,

TEOsimertinib [l F —Z&IATT I H, FEFAURAIK
I X OsimertinibZe M M A RCRATEIE T, AURA2IAL:
WMEL T 2100 EGFR-TKUA YT i tH BLE S HE R i T790M %
AR BAMEINSCLCE A, A H 1K I R Osimertinib 80 mg FL.
FIBR R, REMIRZ B MEME (objective
response rate, ORR ) A iK70%, ;H\:':F'éfﬁﬂ (3% ) ‘%%mﬁj%
RO, 1400 (67% ) BAETITOM, TR WHI3HL
4P R ZE (3% ) . QTEIALER (2% ) ;
P A RS e A R TP R s — 25T K
FEA[AURAZIR Y, Osimertinib% & 4A X245 B B i
YL, A PESHTEER .71 H (100 H vs 44101 )
ORRAJiK71%; TEAYIEA WG # i) 1440 5
Osimertinib [ H 7 PESER Iy 42 4.3 H (8.51
Hovs 4201 , SRR, AURASIE 5 Z Rl
AURA, AURA2IRIGEERIREF—2, L& T Osimertinib)i§,
ST 790MZE LR BV 1 e M0 50 4% A% 1 NS CLC A8 35 9 s 1
TEIGIT T B, RO B R CREIRITT
T

Osimertinibfi ] FEGFREUE AR (5 1 —4RIG97
25— TRUE LB e 8 i B e £ — 23R Y7 it 3
R W7 — iGN FLAURAIEFEZE T, &
RAERERMED o HEr DA R4 R, BoR
Osimertinib4 70% ) % WL W %, H A PESA] K197 H
AR AT R B F— 2R 3697 o [R BE A7 7E — 2K )
A, s AT I 2 )5, AT LAY AR
WLl | B R AR TRURE 5 2 SRR TR IS 23R )7
PSR A2 2R A —UTRUAIT RIS, 5 E
F A EEIEIE OsimertinibiB YT o

B X E R 5w, 5 — . ARUAEGFR-TKIZE
I i 7 B (9 e A B, (EFE 201648 38 [ I DR IR 2% 25
( American Society of Clinical Oncology, ASCO ) FiRiET—
OGRS BLOOMIR SR, i Osimertinibif¥ 7 NSCLC £
B R , ANH T AR I EGFRZZZEINSCLC, HRE
Al FHEGER-TKIVAYT o H INBERTE R | i 2o I Vs
A IS 0, 45 T8 H 1R iR Osimertinib
160 mg, HILAL21BI8E , 167G 701H R =2 T

Jsg e /n TR BsF S ) S5 o B B b iR, 2001 A
T L3 2 VR ) o VRS U e 2 Bk SR A L R A e
(2016437 10H ) , 1sHIBEVIIEIRYT, Hh7HlaTy
Bffaj R T o A 5 BAK, Osimertinibllfi FRYT T, EZr#k
LA 5 B (A BE S5 T2 — . —ARTKI, XFBLOOMMFSY iE
— o kB, ol B TR 65 L8 F AN B W EGFR
FRAF K- PR R 1 509 , Hrh SHELRIFFLE AR, XY
BE1E: Osimertinib 25 8 I fix 5 [ 14 e PR AT ECHE AR 4F, TEW]
T OsimertinibTE A AKX 4 R G I MERYE B & P
IR [ 8 3 IR H Osimertinib, 33 M52 4, % WL
RIVERA % . WigR . IREE TR o ERA ]
VNS DR RS R 0 R A, B ARG Mk
Osimertinibif¥7 Ji i BEIA] ST it 48 I 5 | ™ 2 0 fil e

SAREWR, XTELREI, RIT, EER ),

Osimertinib A 8 & $2 it 1 FIEGFR-TKIUF S1iR YT IHL 2

HEGE T P32 A7 FHA AT 7 (R s ]

3.2 rociletinib ( CO-1686 ) 53—/ NFEAT] 5 Osimertinib$i
g B 77 Bhrociletinib ( CO-1686 ) , J&ITARM) . ANA] i
(. R AR, BRI 28 A8 R T 7901} 25 98
A%, g4 REGFRIG S N E . Sequist¥fE I TIGER-X
I8 X CO-16867E 1T BEAT H2 52 1L HLEGFRIAYT 11 I 15
B RYENSCLCHH YTk . 2S5 A P4

HWELFNORRAT1559% . (H 4iZ 2454k A B KW TTI i
i, R BEAE KRB L, AT EZHEE, 5K
WV % 60%1X — A k8], HA30%A 4T, Bh™
)RR EE AR S s AL R QT K, Xt HR
e F TR TBHAS . P20164E4 7, FDAJMIE 25407 i)
75 B B S rociletinib 7E T790M B PE FUNSCLC £ 3
AN A PRI, B RhrociletinibBE 7545 FEELIE A4 I R A
B, @B, [ERIR.

3.3 Avitinib ( ¥ 4E8 8, AC0010) Avitinib2Fk [H [ FHF
RH)H = AREGFR-TKIFE [ 24, fhBEAHS e IR T790MFE L% iy
T2, 7E20 L4 BRI A MR Py 24
Society for Medical Oncology, ESMO ) “FAAEZy bk J1 %
WXHZ 2 s R UEA T T 1 Sk 4, Rk 201645
H 3 A 415 15 EGFRZEAE BH 4 H X — A TKIfT 25 NSCLC
BE (HTERYTRI M A SUG K BT T790MIR A, 44T
50 mg qd%1/600 mg qdCHE It , FE#kILET, SUAORR
}138.2%, T790MZEAS FHE ) i # ORRAT 1K62%, Befms
Hil%75%, HRKFFSLEMBTER T % AR
RNARETE . K%, H2ERRAH N, H9250 mg bid
5300 mg bid%h 25 77 7 LT, B HERE A TI BT

‘2> (Buropean
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i, FlEY R IEESE T, B, XF—AR
TKIM 25 T790MZE S FINSCLC R %, AvitinibiG YT /&= %
2Ry, HP R G AR

4 SB=ATKIM AR EEZNH RELEETT

EFXTT790MBE AR ANSCLCHE, Osimertinib 1) 2 i/
FA[ik61%, SR, 1EIRIT10H AL SR T
SATKIRM 250, WA IRAS R i 25 HL 2 2 T i 58 B
R, ATRER AR MY 2 - BRI 25 S 288 | S5 BTE
PR
4.1 C797SHRAL I JGSEIAYT JanneZE Wi 1 %) Hi % ct DNAFY
ol e BRAT 409 14 838 T 25 BL ] 5 95 A C797S A8,
279% 1 A PN EL T AR 3 B4 Y EGFR T790M %8 A8 3
o AR 33% 835 U N I AR A I 21 C797S 58 A8 BE 1A
XULEREF X T790M %8 48 & AR Tt 25 I L LA 2 4% 1.
C797S& FEGFR 204N 71— A i, XA AE RERH
F4Osimertinib 5 EGFRIVEE 4. ThressZF 2241 X ARUAIR G
Hh i ] Osimertinibyf7) 795 1% UE R HITJe A8 9 fF DNATET T L
X, KRIAFAECTI7SHREAS . Bl Z2 W 9E HLIIESE C797S 58
AR FET790MZE A NSCLC H 4 OSIMERTINIB Az HoA =4
TR A RAG R 25 1) = ZEALH], mEsf oA ©
PAFVECT797S AL UL RATHR A AE EGFRIUER S FIT790M
AL QUREEFTET790MSEAE L) L EGFRIUESEAE | Tosk
131 C797SRAS ;. ONRAFAEEGFRIBUERZEAE , {HT790M
RALTH K L B JoARAFEC797SRAE . e [A] 7 4E 4 EGFR
THURRZEAE | T790MZEAEFIC797S A AN 22 rp, R IR H:
XF H TR MEGFREZARFEHURERA TN 2, (HZER 53X 74
T BB RURS, (FJR Y 2 B DAY 2 B
MILREIRITI VI ROA T ik — e 25 ok kg, —4
IR . MGHI21, #HIX =fRTKIs ( Osimertinib ,
CO-1686% ) ¥, FEHTKIsHIE, MGHI1241 i H ¥
fit 2y, *4L8S8R/T790M/C797SIRII AFFE S A, %4l
F XA EGFR-TKIsM 25 5 43— 20 0h5E, AIAEIR
IRNRGE, del19/T790MMYAMINT 25— . —AUTKIsi 2, 1M
del19/C797SMIFRHL A = AV TKIs2Y, [R, o ffd 4i ff 5
()5 ARARAS I 3BT AT H8 S RYA YT o

Bifi %5 i 25 5L Rl C797S I AR B, 5 DUAR I TR 22 75 1
Ao EAIL04S, b — SRl i AN & AT P 5e G4 1
PR, EEAEH TL8SSR/T790M AT 4, 5
EGFREFAERIFH LY, /BRI 5 EAI04S 45 G 13 38 7 100
5524, FE—AN A L8S8R/T790M/ C797S 578 i /I LA 7Y

thsl EAT04S 5 V0 2 BTG N, AT i Rd B i 4
AN, HRCRRE80%, XS T AR A A VG 2 b
AL XFER 43 T790M/ C797SZEAE L I [R] I 47 #E EGFRIBUER € A5
(A 240 B 2 PR FAE — 380, Sk v i B i TSR 19 TR sy
4.2 A = ACTKIM 25 AL 5 22397 B+ =
FETKIsTiR 2555 161 () AN T B 51 ke 7k 22 1y it 245 L ) 3
ANATIRAS , BT % WLINC797S58 48 LIAN, B WF5EIE
SCC-Met¥ #8 . HER-2P 3 | EGFR L718QZZ ] fig#
5 =R TRIsIRAF i 2540 562027, BT K OsimertinibIk
AMEKAIHIF ( selumetinib ) X FL B 245 Osimertinibi&G 7
EGFRZEAE i R IANSCLC /3 1 22 0 FF i PE Ifs PR A
5% (NCTO02143466 ) 1EFESEATH, TIT#E20174E A 45
2.

P B X i 24 J5 HL R BT R B S Y, AT Bk
2 I R EATO4S 3R 1 DO A TRIZS E AN 116 IR I
5, ARJEAE I 2S5, 0] RE e RS R O I
f DNAFYSER ARG, ISR FHAGUERIT LSt A &
B, I AT, BB =ACTRIN 24 )5 1 2% 4
PEAGGTE SR Z, AT LIl 88 4b) T ; M7EAURA
e RBFFE 0, SR T790MET A= B B8 2 fdi i = AA TKIAY
24% MR, 65%IIPSRTERIR, PLT HRTARHER —4&
fby7, BB —. —ARTRI 25 2 5 Bk — AR TR AN R
J—Fhik e, BAN, NIEZETKIM 2, e —UTKIEE
& WAL I 215, HhBELIEFIA R 2 A LT &
BB A VURERSHUIRI T A G HEEGFREAS , FERUANEA
T790M %L i MR HANSCLC 8 4 1y — WIAE 9T, F2E0F
T GEPES, A 10968, BRALEILZET790MRE
A TP PES T IR 167 1, BICT790M %S 4 [ /&
105 H B ZEK, ORRA70.3% vs 79.2%18), Kt T790M
RAFINSCLCH & A5 T DR ER B bt o A A7 R ek
DUARIR BAATE A I A 75 0] 354 000 96 40 i X6 T R et 2
IR AT 75 AT ATE =R TKIIA Y P T790M R 2% FNSCLC
R LT R A I R 1) 24 DA T AE SR TR 25 7 X 4k
T B — ARSI . RIS TR R AR R A B 0L, TKIs
WA A2y, b SCH e i = A TRUK G 79 %
Pt . METHHIF A DG AR IS e T, X #f o] R
SRS . 7E2017INCCNTS 1 Y L 2848 U TKIIG YT
J VG £ AT AR R B3 JE + T 2 AR O S 2R
el

H A 3R 7 25 W P D - 13 i 57 4R FD AL HE A T
NSCLCHEE 5, MOk M PRI G T TRUS g ia
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ST 2R N Y730 . Tang %5 B9 )2 Lin % BUAFIE & B
EGFREZAS N FTKISIGYY, PD-L1fRIAH KR LE
FEORR ., ZREEHIR . DS, MAAE )y HiE B, &
$&75 T TKIs 5PD-1/PD-LIEIRIT 45 G iy Al setE. H
HI, ZWPDAS 2 s 11 il 5] 5 Osimertinib KGR Y7 A I IR
RIS AL T T rh, (HELC R B — G 1 B Bl b
RARETE, Ft, XA BRI 7RO %4
PERA FHIESS . 7E20164EASCORZ: B3 — MR RS HY
HAETT IR I6 97 259 PD- 141 55 ( nivolumab )
DL CTLA-4%545 S 015 Cipilimumab ) , 12356 1) 3=
BRI L SR, IREZ T JEORR L 24 PES, 45
RIS A R O i, Jo B 8RR e
BET-, H P& X T EGFRBAVE AR i £ 38t /R AR . Y
BIFIEE . HHnivolumab Sipilimumab Ay ik FEHINSCLC
) —ZRIB9T I R LA, Fr X 53R —A 8
N, ZARTKIsTH 2 )5, WVFETRIEA FIS S in T

SR DA

s Qg

I dE 0 & RRE—N 20 2N E AR
Mz Rge, g0 A0 ARTRIsAHGE AR IR,
BEMIPES . SAEAF BT 32 35940 W S ks, (R 0 T o
14 1) RS2 £ P AT I 2. — . AR TKLUA
PR Z G, KRBT 50%/A 47 & FT790MZEAL T 3 8L
MR 2y, AT X R AR 25 B, — AR TRILLE Y]
AR T oK . R I R R BN PR Stk A G IR s A4
PR AN AT 3R G 8 il 2 T = ARTRIU N 25, BREL 4%
Hm 2L T Z T, BRI R 258t B E AR IR By
B, [ 25 51697 ) X B e fE B R % o R
T, I R ) RO AR S R AR PR A, b
TEIRANTIED T MEGFR-TKIsHITH 25 WL, 54 0 0
W, ST T RS2 mRYT i, SRS S
B, e BH AT

2 % X W

1 Janne PA, Yang]JC, Kim DW, et al. AZD9291 in EGFR inhibitor-resistant
non-small-cell lung cancer. N Engl ] Med, 2015, 372(18): 1689-1699.

2 Sequist LV, Waltman BA, Dias-Santagata D, et al. Genotypic and
histological evolution of lung cancers acquiring resistance to EGFR
inhibitors. Sci Transl Med, 2011, 3(75): 75ra26.

3 Su KY, Chen HY, Li KC, et al. Pretreatment epidermal growth factor
receptor (EGFR) T790M mutation predicts shorter EGFR tyrosine

10

11

12

13

14

15

16

17

kinase inhibitor response duration in patients with non-small-cell lung
cancer. ] Clin Oncol, 2012, 30(4): 433-440.

Lee Y, Lee GK, Lee YS. et al. Clinical outcome according to the level of
preexisting epidermal growth factor receptor T790M mutation in patient
with lung cancer harboring sensitive epidermal growth factor receptor
mutations. Cancer, 2014, 120(14): 2090-2098.

Shi YK, Sun Y, Yu JM, et al. China experts consensus on the diagnosis
and treatment of advanced stage primary lung cancer (2016 version).
Zhongguo Fei Ai Za Zhi, 2016, 9(1): 1-15. [f7L L, Fhil, T4 91, % v
Il ) st e P T AR T KA (20164E ). P T A4, 2016,
9(1): 1-15].

David SE, Douglas EW, Wallace A, et al. NCCN clinical practice
guidelines in oncology (NCCN Guidelines), non-small cell lung cancer,
Version 1. 2018.

Rieux C, Boisdron-Celle M, Morel A. Biological diagnosis of resistance
to erlotinib in a malignant pleural effusion. Rev Mal Respir, 2013, 30(7):
§72-575S.

Hagiwara K1, Kobayashi K. Importance of the cytological samples for
the epidermal growth factor receptor gene mutation test for non-small
cell lung cancer. Cancer Sci, 2013, 104(3): 291-297.

Oxnard GR, Thress KS, Alden RS, et al. Association between plasma
genotyping and outcomes of treatment with osimertinib (AZD9291)
in advanced non-small-cell lung cancer.] Clin Oncol, 2016, 34(28):
3375-3382.

Chmielecki J, Foo J, Oxnard GR, et al. Optimization of dosing for EGFR-
mutant non-small cell lung cancer with evolutionary cancer modeling.
Sci Transl Med, 2011, 3(90): 90ras9.

Oxnard GR, Arcila ME, Sima S, et al. Acquired resistance to EGFR
tyrosine kinase inhibitors in EGFR-mutant lung cancer: distinct natural
history of patients with tumors harboring the T790M mutation. Clin
Cancer Res, 2011, 17(6): 1616-1622.

Zheng D, Ye X, Zhang MZ, et al. Plasma EGFR T790M ctDNA status
is associated with clinical outcome in advanced NSCLC patients with
acquired EGFR-TKI resistance. Sci Rep, 2016, 6: 20913.

Yosaatmadja Y, Silva S, Dickson JM, et al. Binding mode of the
breakthrough inhibitor AZD9291 to epidermal growth factor receptor
revealed. Struct Biol, 2015, 192(3): 539-544.

Cross DA, Ashton SE, Ghiorghiu S, et al. AZD9291, an irreversible
EGFR-TKI overcomes T790M-mediated resistance to EGFR inhibitors
in lung cancer. Cancer Discov, 2014, 4(9): 1046-1061.

Goss G, Tsai CM, Shepherd FA, et al. Osimertinib for pretreated EGFR
Thr790Met-positive advanced non-small-cell lung cancer (AURA2): a
multicentre, open-label, single-arm, phase 2 study. Lancet Oncol, 2016,
17(12): 1643-1652.

Mok TS, Wu YL, Ahn M], et al. Osimertinib or platinum-pemetrexed
in EGFR T790M-positive lung cancer. N Engl ] Med, 2017, 376(7):
629-640.

Ramalingam SR, Rukazenkov Y, Thomas K, et al. A randomized, phase
111 study (FLAURA) of AZD9291, a novel EGFR-TKI, versus gefitinib



<204+

18

19

20

21

22

23

24

o iR 28 5201 74E3 A 5520555300

Chin J Lung Cancer, March 2017, Vol.20, No.3

or erlotinib in treatment-naive patients with advanced non-small cell
lung cancer and an EGFR-TKI-sensitizing mutation. J Clin Oncol, 2015,
33(suppl): abstr TPS8102.

Yang JC, Kim DW, Kim SW, ¢t al. Osimertinib activity in patients (pts)
with leptomeningeal (LM) disease from non-small cell lung cancer
(NSCLC): updated results from BLOOM, a phase I study. J Clin Oncol,
2016, 34 (suppl): abstr 9002.

Nie KK, Zou X, Geng CX, et al. AZD9291-induced acute interstitial lung
disease. Chin Med J, 2016, 129(12): 1507-1508.

Sequist LV, Soria JC, Camidge DR, et al. Update to rociletinib data with
the RECIST confirmed response rat. N Engl ] Med, 2016, 374(12):
2296-2297.

Zhang L, Zhao H, Hu B, et al. First-in-human study of AC0010, a novel
irreversible, mutant-selective EGFR inhibitor in patients with 1*
generation EGFR TKI-resistant non-small cell lung cancer (NSCLC).
Ann Oncol, 2016, 27(suppl 6), DOI: 10.1093/annonc/mdw368.03.
Thress KS, Paweletz CP, Felip E, et al. Acquired EGFR C797S mutation
mediates resistance to AZD9291 in non-small cell lung cancer harboring
EGFR T790M. Nat Med, 2015, 21(6): 560-562.

Niederst MJ, Hu H, Mulvey HE, et al. The allelic context of the C797S
mutation acquired upon treatment with third-generation EGFR
inhibitors impacts sensitivity to subsequent treatment 4 Mechanisms
of resistance to third-generation EGFR tyrosine kinase inhibitors
strategies. Clin Cancer Res, 2015, 21(17): 3924-3933.

Jia Y, Yun CH, Park E, et al. Overcoming EGFR(T790M) and
EGFR(C797S) resistance with mutant-selective allosteric inhibitors.
Nature, 2016, 534(7605): 129-132.

ChoJ, ChenL, Sangji N, et al. Cetuximab response of lung cancer-derived
EGF receptor mutants is associated with asymmetric dimerization.

Cancer Res, 2013, 73(22): 6770-6779.

doi: 10.3779/j.issn.1009-3419.2017.03.09

26

27

28

29

30

32

Planchard D, Loriot Y, André F, et al. EGFR-independent mechanisms
of acquired resistance to AZD9291 in EGFR T790M-positive NSCLC
patients. Ann Oncol, 2015, 26(10): 2073-2078.

Bersanelli M, Minari R, Bordi P, ef al. L718Q mutation as new mechanism
of acquired resistance to AZD9291 in EGFR-mutated NSCLC. J Thorac
Oncol, 2016, 11(10): e121-e123.

Stahel RA, Dafni U, Gautschi O, et al. A phase II trial of erlotinib (E) and
bevacizumab (B) in patients with advanced non-small-cell lung cancer
(NSCLC) with activating epidermal growth factor receptor (EGFR)
mutations with and without T790M mutation. The Spanish Lung Cancer
Group (SLCG) and the European Thoracic Oncology Platform (ETOP)
BELIEF trial. Presented at: 2015 European Cancer Congress; September
25-29; Vienna, Austria. Abstract 3BA.

David SE, Douglas EW, Wallace A, et al. NCCN clinical practice
guidelines in oncology (NCCN Guidelines), non-small cell lung cancer,
Version 2.2017.

Tang Y, Fang W, Zhang Y, et al. The association between PD-L1 and
EGFR status and the prognostic value of PD- L1 in advanced non-small
cell lung cancer patients treated with EGFR-TKIs. Oncotarget, 2015,
6(16): 14209-14219.

Lin C, Chen X, Li M, et al. Programmed death-ligand 1 expression
predicts tyrosine kinase inhibitor response and better prognosis in a
cohort of patients with epidermal growth factor receptor mutation-
positive lung adenocarcinoma. Clin Lung Cancer, 20185, 16(5): e25-e3S.
Hellmann MD, Gettinger SN. CheckMate 012: Safety and efficacy of
first-line (1L) nivolumab (nivo; N) and ipilimumab (ipi; I) in advanced

(adv) NSCLC.] Clin Oncol, 2016, 34 (suppl): abstr 3001.

(ficfi: 2016-12-12 f&[0]; 2017-01-16 %77 : 2017-01-18)
(ARSCHRHE FEuR)

Zhi, 2017,20(3): 199-204. [ TF, 223K, 2. T790MIE Bl N AR I RE BIF 72 LR S i rh [ s 2, 2017, 20(3): 199-204.]



