o i R 2 2017463 1 552045 %534 Chin J Lung Cancer, March 2017, Vol.20, No.3

* 199 -

DOI: 10.3779/j.issn.1009-3419.2017.03.09

ik

T790MZEZHIAE/ N T R IR SR =

TH £2& F8

[HZE] BT, FXPREARKETFZA (epidermal growth factor receptor, EGFR ) F€78 1R/ A (non-
small cell lung cancer, NSCLC ) AN TARI—ZRIAYT 7 4 J& LI EGFRES 2 FRIA B il 77 ( tyrosine kinase inhibitors, TKIs ) A=
PHEIRYY . RE L ZARTKIsH R R RT3 ok K I Jo kB AT ( progression-free survival, PES )
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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 efc. This article will revolve around the above hot issues.
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N LI R e Ak s @R WA S BOE . FErh, s0%
DL b B — AR TR 25 02 B T B 7 T790M AR, R
EGFR 20°5 41 557900 i 1 77 22 PR 4 A 2 R Pl BUA
(T790M ) , MIMHE5E T ATP 5 EGFR-TKES A 38 1) 3 Al
71, FEEGFR-TKUNAEA ZLPH W5 5380 1% 1 7 A i 24
[ T790M %848 HAF e i, fth B AE TRUA YT 1L 72 H £
HT R 2 iR . 2R R, {f FIEGFR-TKI
TRITHT, AAEAEUR R AE L8S8RZEAL B 194 it T Bl 2k iy
[FIETAEAET790M AR, WA IPESS T AN 41 T790M
RASH B E, BT LEGFREUZ R B, BOZI
N JER T790M %8725 2 EGFR-TKIS 7R AS BL T PR -
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2.1 FFXFT790MBAZ RGN Iy ik (20164F I 0 Ik
PEITIE 1216 T 3R ) BT S50 10 F0 3 7 9 s E Jig
IRF P HEA T IR L ZTE A, IR REA T BEFIRE 5C Y
PRSI0 L2 B A S 25 B PR S0 FRIE, T 790 MG I Uy vk
FEALE . OF R RZ RS (amplified refractory
mutation system, ARMS ) ; QR A HHER N ( polymerase
chain reaction, PCR) ; @:fm)ﬂljj?{f (next—generation
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TEATEL T 790MIE AR RGN )5 AFL A Y ARG D EL A 4 1
AOBURNE, DRI AT 2SR b 72
2.2 FIAMEINT790M%AE 3L 4R I T790MSE AL & —
RTRT A LT 7, &A1, X iRk
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T MR 2 M T 79 OMIBH 1 R AT X T R LU 1 52
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EGFR-TKIMN 25 [ i K 2 —, PR HAT e = A TRk
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i RE, B W T790MIE PRR A AR Ak g A Z B 5 HhnT
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LR, b rEp G U RT 6 A 2Pk R 5 4 H F k[
PRI, AR EGFRBUSEAE (19408 1Bt
REQ215MEFL8S8R ) FHPERM IR N, Pk, 7ETKI
ZPBERTT AT RERUIE AR A R I 240 A A o2
AR T790MZE A8 1] BE T AR (i 25, nf LAiE—4
PRITT79OMRE AR 1FH S 250U, I35 ik BINSCLC
BE AT, AR 4 ] ) G 2 2 SORISTE, R
HNSCLCIRYT MR . SR, i m iR T790M
GEARK R R MUE . R
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3.1 Osimertinib ( BPGHJE, a4 : Tagasso)
OsimertinibJ&— P3R4 1 AR AIYEGER-TKI, A] #lIH| EGFRHEL
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JEGRAZFIT790MI 25972, Abid i 5 EGFRIA M X ATPLS
BRI L7975 A AT LN 255 LI EGFREY
s NEGFREEAR AN A BGFRIGME X 2 (IR & 4 T
HUE, B ) 5 Osimertinib4§ 7, P =ARTRIZEZ54 %5 B AR
TN RS g 03] [R]HHAR AR A2 36 iERH, Osimertinib 5
T790M AL EGFRAE A 12 B A 200504

1E Osimertinib JH T £ 36 77 B8 , FETAURAIL
Bo X% Osimertinib % 41k A BRI IIIE T, AURA2IAE:
WEL T 2101 EGFR-TKIA YT I tH BLE 2 R 9 T790M %
AFFHPERINSCLCH A, A H 1K [ il Osimertinib 80 mg EL
PG FREJE, FEMPRL S B MEMHFE (objective
response rate, ORR ) AJiK70%, FHH6f (3% ) & nlik5E
DGR, 1400 (67% ) HFIRIFGME, B LG,
AR R TR (3%) . QTRIMIEELK (2%) ;
FEE A RS e A (] BT P A ) i — 2B TR
FEAS I AURAZ IR LG s Osimertinib% & #H X 24 i 7~ H B i
R#, HAPESHIIER .7 (101401 vs 4401 )
ORRA[iK71%; TE W) 1FA WFE % 114401 8 &
Osimertinib 1 9 PESHS S 81X Z 4 $2 5 4.3 0 A (8.5
Hovs 4200 ) , ARVFFRIS, AURA3IKE 5 Z i)
AURA., AURA2IXIGZRIRES—2L, BL%E T Osimertinib/if,
HT790M5E 7% BH A Y 3] sl 6 76 11 NS CL.C J8 238 A s
TEARYT R ELRY, FROCON BRI W
(=

OsimertinibBE F T EGFRIFUE A 3K 1) — 43077,
W45 —AUTKIF FE &R BB IE & JE1E— LIBT3
AL W7 — I I KIS FLAURAIE/E AT, %
AL ARMAED . HET A DR RS R, R
Osimertinib/ 70% 1 & W i %, H{PESA[K191H ,
AR A TKIs B T — 2B 7 W IR R AR AE — 28 [7]
B, an > =ACTRUS B 245 5, FRAT S 2R T i BE
MR, RN A TRUE & & S BERANE R 80877
A bz B RBR Y M —ATKUAS Y RIS, F &
F M) EEEHE OsimertinibiGIT o

BEXT I By En, 55— . AU EGFR-TKIZ %
It i o B A RE T AT B, HLAE 201648 36 [ I IR b 97 2% 25

( American Society of Clinical Oncology, ASCO ) FIRET—

A RBFFEBLOOMIRAS:, 1] Osimertinibifyy 7 NSCLC/H
GRS, A TR IHEGFRIEZHINSCLC, HEE
Afd FHEGFR-TKIVAYT Ji I Bk Jie | - ik i Ao
B IR AL S, 45 T8 H IR AR Osimertinib
160 mg, BILAZ2168E , I6I7 IR 7HIA ZR=HIZ N

Jig i /N, TR B S 9] B A R B b 2R s, 2B B
T S 2 YR ) I VRS I e A A S I O ARk B
(201653 10H ), 1sBlEETERYT, Hh76lGsT
B EGEEIEOAN s B, Osimertinibllfi PRI 404, HL50
1A B B AR e 5 T2 — . —ARTKI, XfBLOOMMSY i
— LB kB, of i Th A 6 LSS B ik VK H EGFR
RAF K- 0%, FLrP SHIEE BIRFLLREAR, XY
RE1F: Osimertinib 27 I i 57 B (40 I PR AT BCHE AR AT,
T Osimertinib7E 1A HRAKH 48 R G2 6 B I v 1 s 3 v
HIET . (Rl £ 2 il Osimertinib, 530 i 32 47, & I
RIFEA 2. Wik . RIG T a0 | (HEITdH b
OVEAG D HBUR A R TR R 0 kA, A A RARGE R
Osimertinibif Y7 i H BHLIA] T 14 Ml 28 5 5 |2 7™ A g 1]

SAEREIR, X ELREW ., IRYT, BRI D,

Osimertinib }y 8 Z {4t T FHEGER-TKIF BHAIFIIHLES,

HEGE T $ 32 A7 FHABI RS 7 1S E]

3.2 rociletinib ( CO-1686) 35— "NEAT] 5 Osimertinib$i
HEHIE L7 fhrociletinib ( CO-1686) , & TARKY . AR
(. SR AR, BRSNS 23 A8 T 7901} 24 58
Ay, HFAERIEGERIE 5 N E . Sequist?d P E I TIGER-X
I X CO-1686 7ERYT REAE 4232 1l HUEGFRIA YT 1Y I 1]
B R YENSCLCHRF YT Ak . LS8 A TITAN

HELF|ORRATIA59% . {H 4iZ 254k A B K T i
B, BRI ARG, AT HZMEE, #155
WIS 60%IX —FHE A R E], HA30%L 4T, BHh™
15 RE R S s AL i QT At K, skt oy HR
e Bk TREAS . PR20164E4 0], FDAMRE 2 M7 ih)
7 A 2 BB K rociletinib £ T790MPHYE FUNSCLC
H N A AL, T LhrociletinibBE 7545 HE L IE A4 I AR
H, dE RS —, (AR

3.3 Avitinib ( W4ERJE, AC0010) Avitinib 2Tk [ [ FHF
RE = AAEGFR-TKIE 7] 2, A REME ve IR T790MZE % fF
M2 . AE20164F BRI PR IR Uh234F-25 ( European
Society for Medical Oncology, ESMO ) “ZARM:2s b5k 14 #%
WXHZ LG o8 SR IEA T T 1 Sk dl . ARk 2201645
H A4 5141 EGERZEAZ FHA: H X — AR TKIIM 25 FINSCLC
B (BRI A LG T T790MIR A, 45T
50 mg qd%1600 mg qd€HE I, BAHEIERT, SAMORR
N38.2%, T790MZEAE FHE 1 f8 & ORRAT1K62% , FEIifE
hil%75%, WEKFFEEMEERA TN FRAOAR
RMAMETS . K%, HERREREGE; HF250 mg bid
5300 mg bid %5 24 5 ST U, BERE M TI S B
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i, My KRR e e, Hik, XF—fR
TKIMH 25 T790M %28 RINSCLCH# #,  Avitinibi&) T J& %
iy, Hpthm s et Ea e

4 SH=RKTKWAEZNG R RERTT

EFXFT790M B AL FNSCLCE #, Osimertinib [ 52
HRu[iK61%, SR, TEIRIF10H A SR B+
SARTKII 25, WF S RAS R 25 ML Y R PR
A, TR A AT 2 S BRI 2 SRR 5 AR | S5 I
PLEEAE 2
4.1 C797STRAL MG EHAYT Janne S5 3 1 X} 2 & ctDNAFY
S I & BRAT 4096 1) £ T 25 AL S & 94 C797S 38 A%
27% 1) FE A VAR PN B TG4 I 31 46 EGFR T790MZE AL S
s MEAR33% AR IR ) C797S T AR HE A,
XL A X T790MZE 4% K AR T 24 A ML EL A &2 Ak
C797S/Z FEGFR 207Mg F 1 — ML, X RAREF
FiOsimertinib FEGFRIYAS 5. Thress 22 XTARUAIRX K
i F Osimertinibi& 77 1 UE RIS 1 f DNAZET T HE
X, RIAFAECTITSHRAL . Bl Z WS L IESE C797S %%
A5 FET790MZEAENSCLC i X% OSIMERTINIB K HiAfth = 4T
TR A2 RAF RN 25 1) R ZEHLH], miE3FaFIAE: ©
AT C797S A% LA KAy SR FEE EGFRIBUER G L FIT790M
RAZ ;. QUBLAFIET79OM AR AL L) M EGFRIBUR GRS, Toik
31EC797SRAE ; ONRAFAEEGFRIBUE RS, {HT790M
RAST I DL B TR A C797S KA o 1E [FI /7 #E 4 EGFR
BRURRAS | T790MZRAEFC797S AR AN 2 b, P H:
X H T A FEGFREZARFEHURERA TN 2, (&R 53X 74
T HHURUR, BT 2 RPIEUE LIS 2 R £
MIZREIRIT I T I R0A T i — e 25 ok ke, —1
M E . MGHI21, IR =fQTKIs ( Osimertinib |
CO-1686% ) ¥R, FHFETKIsHNE, MGHI1240 1 H 2L
it 25, 4L858R/T790M/C797S[RIBI AL ALY, %40l
F XA EGFR-TKIsM 2 ; 43 FF i — 5T, K IAEAR
HNRGE, del19/T790MMIAHAS 55— . —ARTKIsii 2y, ifii
del19/C797SMIHLHLHE = 4CTKIs®, [k, XoF fith e 4 it &
DRI 8 S AR ARSI 43 A vl 48 I RVA YT o

Wl i 25 3 R C797S M & B, 4 PUAR A TRt 22 & i
Ao EAL04S, At — AR A SR ATPSE 5 1Y
FEPUAl, FEAVER TL8SSR/T790MEE AL R 4iifL, 5
EGFREFAERUAA LY, AR 5 EAI04S IS5 G 1358 100
FER4 FE— A L8S8R/T790M/C797SH 7L /N il A 7Y

HhBsl EAT04S 5 P52 RPTIC G A, ol i B i 4
AN, ARRER80%, X5 b AT HE K P 2 T
AT AR T790M/ C797S 5878 LA I [ i 47 F EGFR USSR AR
1) 200 6 R FE A P — 350, Ry v i D i SURR M 1 TR It
4.2 oAb = R TR 245 (AL & J5 23R y7 BT =
T RIsTiR 25 555 1] (1 AN T AR 3R, ke 6k 22 1y it 245 AL il
AMNTHRA , BT % WA C797SRAZ LIAN, A BF5EIE
SCC-Met $ . HER-24"Hf | EGFR L718QRA Al figy
5 =AU TKIsHRAG L TR 25 A 56 26271 FA E OsimertinibHE
AMEKIIHIF] ( selumetinib ) X V.25 Osimertinibi& J7
EGFRZEAL 1k R INSCLC & 1) 22 v L FF U I R A
7% (NCT02143466 ) \ETEHFATH, HiiTTE20174FE A 45
R

P B X ik 24 S5 AL G A DB e B S RIS, T g ROk
22 (1R EAT04 SIX FE Y DUAR TRIZ #E A (9 1 IR 3
55, (AR Bm 25 )5, R RRSE 3 S K a2 ik
fDNAMIEFE KM, PR FHAGUERIT LS A &
B S, AT, BB ARTRUMN 2 J5 N 1% 4 1
PEARRIIE SBT3, W] AT £e4by T M7EAURA
Il ARBIF G 0, ULERF T790MET A= 7Y B 5 i Fl — AR TR
24%MIA R, 65%HIETETIZE, T HEbsER =4
fy7, Il — . ATKI 25 2 )5 B A TR AN R
R, BAN, MIEZTKIMZ, MEA —fCTKI
G R BRyiIE 218, P BELIEFRA R 2 A KB
BRI DURER BBTIRI T A TG MEEGFRE A, FERIAEA
T790M %L [ B HANSCLC 34 1 — B IO 5%, FZE0F
FELSJEPES, A 109008 #, BALELET790ME
AR R P PES T Ik 161 H , BET790M R A8 1) [ &
10.5 BB 4EK: , ORRA70.3% vs 79.2%1), KL T790M
ZEAF NS CLC 8 42 A% T DA ER B 3 A s TRk
DUARER BT AR I 2 75 AT 38000 k88 248 i Xof T R R 7
HT I FAT T 75 T PAFE = ARTKIVA YT T790M % 2 FNSCLC
0 SRS BRIV A il A7 1) 24 DA SE 7 TR 257 i 4k
T BN — KA UE . [T RN AR R B0, TKIs
A Hzhd, b SCHR Ky = AR TR A P 2
P METHPHIF A NG AR I A Trp, X AT
AR SRR . TE2017INCCNHE B o B 245 H TRUIA YT
RV BB T DA R BT JE + DU 2 AR R S SR
e,

H M AR 36 97 25 W P D - 130 57 4R ED AL E T
NSCLCHEH Ji, MR i PRIAE 56 i T TRUS S in
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SF I B AT A% . Tang 50300 2 Lin & BURFSE K B
EGFRZEZAFA N FHTKIsIAYY, PD-L1ERILH HARREE
FEORR, FfGia iR | DES, MAA7 71 o HAR S, X
/8 T TKIs 5PD-1/PD-LIREEIRIT 45 & Ryl GEdE. H
HI, ZIPDAG A S il 715 OsimertinibBX G167 B I IR
RIG AL TS, EBLE KX — B 10 3 ml
KA R T, R, X —Bea BT % %4
PEA FRIFSE . 7E20164EASCORZ: o5 —AMEA Fi 5 1Y
HAIT IR REEGIT 23 PD- 141157 ( nivolumab )
DL CTLA-4k A s 05 (ipilimumab ) , %51 3
BRSBTS EORR L 245 PES, 4
IR AR AN R RN, Jo A AT A e
BET=, FLBE X T EGERPAMEZE7E (1) &t s HE AH R A
RITTE M. B nivolumab SipilimumabfE A iE EHANSCLC
) —ZIBYT 7 R LA, BT G T—AN
N, —ARTKIsTit 245 )5, WVF7E TRUEEAE FIRG REibyT

e AR

5 BE

I 2. RIRZE—DZH 0. Z2H RN E 4
Mg R4, Mg A0 SARTRIsAHGR AR,
FEEPES . AR AE I 57 44 B 0 st , L R T ok
4 () LR S5 A X TR R B 245 . — . AATKIA
STRMZIG, KT S0%A A& H T T790M%E A8 ir &3 8
AT 2, SRR X AR RIS 2500, —CTKILIE Y]
PRI R T 2K L R ARG R BN A St itk A G IR s 54
F T RN AT G i AR TR 25, BLE 2t
HmAHLHIA T 20T, RHER 259t B vE AR By
B, BT 253697 r A B AR A e IR B . A
T, R R ) R TR AR A A,
TERAFE A T EGER-TKIsH it 250U, 254 0
., ST BOT RS 2 min T r . SRS S
B, KB E AL

5 % XM
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