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[Abstract] With the progress of gene detection technology and the speed-up in new drug development, biological target therapy has
fully covered the first-line treatment of advanced NSCLC. Immunotherapy has significantly improved the survival of advanced NSCLC
patients with negative driven genes, and the median OS reaches about 2 years (15.6-30 months). EGFR is the most common driven
gene. According to different EGFR mutation subtypes (L858R or 19del), different treatment mode (EGFR-TKI single drug, TKI
combined with anti-vascular drugs and TKI combined with chemotherapy) is selected as the first-line treatment, which has become a
consensus. Depending on the data of median PFS, the treatment efficacy against rare targets is more prominent, which has exceeded the
efficacy of standard chemotherap: ALK (alectinib, PFS=34.8 months), ROS1 (ceritinib, PFS=19.3 months), RET (selpercatinib, PFS=18.4
months), BRAF (dabrafenib plus trametinib, PFS=14.6 months), NTRK (larotrectinib, PFS>12 months) and MET (savolitinib, PFS=9.7
months). In conclusion, the first-line treatment of advanced NSCLC has entered the era of “precision-targeted treatment” based on

different molecular typing, and it has become a consensus that high-throughput sequencing is required for newly diagnosed patients.

[Key words] non-small cell lung cancer; advanced stage; first-line treatment; targeted therapy; immunotherapy
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e By % M AP g, Koo 4R/ 48 g BB (non—small
cell lung cancer,NSCLC) & £ E kA, FBrA 4 %
HI85% L F. BT £ HBNSCLCEZE RS HEAT A
oI L AT BEERE, HLe 86T (GYiE
IIEXH L) BHEWNESL, MEREEF"BRAN
A T A W 3K B9 2 25 DL A R E W e
W, BR AR £ B4 T 88 18 96T 2 4 1 R 1 B B A
HETFRUNAE, AETHRERBEEFWAR, X
MHEAEEEGINSCLCHIEITBE AN T E.,
YT 2012 £ Fu 2017 Wk b E BB A K&
R,EZILAIFEHNE R, X FTBHINSCLCH — &b
TAURX A ET EARZ N B, &SR 8 #
NSCLCHY — & A HIETETHRFT AR RFH
RHFATEHR

1 REKRE SHNHEIF

T F M3 T B AR 1 (programmed death 1igand
1, PD-L1) 5% F ¥ 3% A F 1 (programmed death
L,PD-DEHERKMEN 2 EKLESZ —, PDLIFEK
Che 18 A 2k 240 49 A A 240D . PD-L1 Fu 4k (7 & A
Tk S50 A1 CTLAA Fu ik (FF IE K B4 #7125 B i 24
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1.1 #3aa8X

KEYNOTE-024 F KEYNOTE-042 Il /& 12 % 34 % A
e AR B S AR EAT HAT L, TR &
B & £ # PD-L1 & 3A>50% B9 A B, /5 & |96 /& 3| PD-

L1 % 3iA=1%# A Z . KEYNOTE-024 X RO & £ &
N, AT AR B, e 1R Bk A A AL T R O R B
|8 (progression—free survival,PFS)Z K T 4.3 4
F(10.3 vs 6.04 A ,HR=0. 50, P<0. 001) ; Z WM&
£ (objective response rate, ORR) 1 & 7 17%
(44.8% vs 27.8%) ; W& 177 2 4F & WL 2 B\ e 10 2k S 470
P K £ F B (overall survival, 0S) &
30.0MNA T HRF 14240 A, 8= A T B
36% (HR=0. 63) ', KEYNOTE-042 & % £ PD-L1>1%
B B 2 NSCLC & # o 1% 21 89 2038 A 3 07 e 18 | 2k &
Fh T I, FALOS 4 Al A 16.7 Fn 12. 14~ A (HR=
0.81, P=0.0018) ; £~ T # — % 4 #7 & 3., PD-L1>50%
EERARZFTER G AB(FA0S:20.0 vs 12.2
A~ A, HR=0. 69, P=0. 0003) , T PD-L1 % 3£ & 1%~49%
MEHERANEB AT RE(FA0S:13.4 vs 12.1
A A HR=0.92) . 2019 4 ESMO /A A7 B IMpower 110
R4 E T AL 48, PD-L1 LR [T A R 3k
MEHESRESHEANGATHEEL, £ LKA
((TC1/2/3 B 1C1/2/3)) KR M2 2| 0S %k 2 , 1€ & *f
FPD-LIBE XX (TC3KICHD EFAFEHBLF  F
£20S(20.2 vs 13. 14 A ,HR=0. 59, P=0. 0106) . # fi
PFS(8.1 vs 5.0/ A, HR=0. 63, P=0.007) ., % & L
R3TIERARERKE, RIRIET LN % £
PD-L1 % #& ik (=50% =, TC3/1C3) #y £ + 3k 3 .
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2019 £ # A 5% A & (World Conference on Lung
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A(17.2 vs 12.2 /4 H ,HR=0.62) ., B T % & &7
“REBINMEESERT ) BEHF BTN
B A4k I7 , H I CheckMate—9LA BF 58 12 44 R A /1 2
MEFRARERHN BRI ABITER T EE
T AR, RAERAL LN ETENMAT T
DER#E T EEFHR T AN TEAMTH
EFRS,BRT AFHEANEHR X, W HAERE
MEFIRBFRFETXNES; ERALTH
Xt B L AR, BT 4L L S PRS R F+ & 15%(33% vs 18%),
146 0S 427+ 16%(63% vs 47%) ; F £ PFS #1 0S 4~
H (6.7 vs 5.0 A ,HR=0.68).(15.6 vs 10.9 />
F ,HR=0. 66)

TE 7 U6 IT AT T LA ik B 24 e 1 Bk T K
P & A 2k 2 40 (PD-L1 & & 38D (R A A B+ T
REGUER AW X AP A %02 7R 07 Lt E
T+ %% B I M E T+ R R B AR T
Z, TRZAAET#ZIETHIORR £ 2 50% LL T, 4m
Ay AR EHABRAEFERREANAR (KD,

*1 REATHEXIERATCE

B N R WHAS mPFS() mOSC(7) ORR (%)
PD-L1 3£ (PD- KeyNote-024 10.3,HR:0.50 30.0,HR:0.63 44.8
L1>50 2% TC3/1C3) KeyNote-042 7.1,HR:0.81 20.0,HR:0.69 39.0

IMPowerl110 8.1,HR:0.63 20.2,HR:0.59 383
KeyNote-407 (i) 8.0,HR:0.57 17.1,HR:0.71 57.9
KeyNote-189 (i) 9,HR:0.49 22,HR:0.69 47.6
IMpower130C i) 7.0,HR:0.64 18.6,HR:0.79 49.2
PD-L1 A FRE IMpower150 (¥ ) 8.3,HR:0.59 19.2,HR:0.78 63.5
Camel (IR58) 11.3,HR:0.61 AARIE 60.0
CheckMate 227 5.1,HR:0.82 17.1,HR:0.79 35.9
CheckMate-9LA 6.7,HR:0.68 15.6,HR:0.66 38.0

2 EGFRMHEIF

EGFR 7 B #i NSCLC 76 /7 %2 & 9 & % LBy Wz %
H . PIONEER A7 "4 N T sk B LN 7/~ B K Fn i X

Bl 482 % B , o Ao BH N FE A 8%);
ZRAZIEGFR RARRE R N 51. 4%, kR E £ 5
TEMHGLL vs 44.0% , EERENEHEE R
T FE KB T 30. 0% FE AR ABFNILASITE



. 846 -

rh R AE MR T 2R &, 2020, 27(8)

B 5 KA B3 K — 5, EGFR & & & £ 50. 2%, 8 &
RERFAR 0%, BRIHEHEHRE FLE| T 35.3%"",
Xt F B 23 NSCLC, E #7 NCCN 45 7 ¥ #F #7 — 4 BGFR B
2 B ¥k B 47 4] A (tyrosine kinase inhibitors,
TKIs) Z A58, L+ —RAGYEREE R EEH
R —RUGMAEMMEERMAETER; ZRAGWHE R
T & B, F B AP 58 I IR 2 4 (Chinese Society of
Clinical Oncology,CSCO) fif J& 48 & ¥ %% [E & £ #f
KR HERAT T —LIET.
2.1 EGFR-TKI¥# %477

2B R CEIEL—RTKIs(FEER.LEE
RFudk 5% RO EGFR B & B #18 TArEry N2
1477 , ORR 7 58%~83%, F fiL PFS ] 34 8~13 A~ A 1%,
M 3% & B & — X EGFR # % 7 , Lux—Lung 6" F2 Lux—
Lung 3"WH TG KA R E & T H — &6 T AL,
W% & R BT M B E MR THIT,PFSILE T 114 A
ik F & RAE A 7 S — A — R EGFR-TKI, & & & 0S
Bl — % 67 3k 3 89 25 4 . ARCHER 1050 #f %
BbirERrEFEEXRHFTNL, ERLAF M
OSEK T 7.3 FA(34.1 vs 26.8/~ A , HR=0. 76,
P=0. 04", F I PFSEK T 5.5 M A (14.7 vs 9.2
A~ A, HR=0. 59, P<0. 0001) . LUX-Lung 7 #F %" 4,
¥iEgkREEEERLHATT L L"EK, %
RETEEELERAML, TEERANOR T FR
& (70% F7 56%, P=0. 0083) ; & 7 ¥t B X & B & & K
27%CHR=0. 73, P=0. 0165) , 18 & {iz PFS #y 48 %t H A
0.1 MABEKAL.0MI0.9MA), BETHERESE
= R EGFRATF A, R E WM ER T —REGWEIT
fif 25 J5 b B T7T90M &2 & o9 & & 4™, FLAURA #f %"
¥ B 7 & R 5 — X EGFR-TKIs 7£ 47 ¥ B 2 EGFR & &
NSCLC % # = # AT K, 4 £ L I AL ORR 7 HHH
ARz, PAPFSEFEKU8.9 vs 10. 24 A ; HR=
0.46,P<0.001), #FfrffT7 43> F #0S 48 R & 44,
WEEA T BV A RT AL T — R TKI(38.6 vs 31.84
H ,HR=0. 80, P=0. 046) , 5t T= X F& & 20%"" .
2.2 EGFR-TKI# 4477

P T TKI 2259607 5b, 3 & 25 4 LR 3k 24/
FEFERESREE RN AET 7 ECAT)
# NCON 45 % Fr 3 % o J025567 15 3o % 3 46 4iF 52 4%
BRENBFENEBERELAZREHIGITAHL, T
PLFEK PFS(16.0 vs 9.7 A, HR=0. 54, P=0. 0015) .
Ja 8 FF R BINEJ026 TTTHA I IR A7 52 19 48 R o B ok #
AU Bk 3 4 W] DA R B 3 0k 0 2t & AR, PRS 43~ Al
£ 16.9 #113.3 /™ A (HR=0. 605; P=0. 016) *, 2019
4 WO Fik 9 R AHE 4 (ESMO) £ T — T [E] 9 s
JRHE 52 CTONG1509 , 2 #F 70 1y 45 R 48 /r LR 3k S 4+

R & RAFAPFSIAZ ISAMA, BB HR LA
¥ fr PFS LA 11.3 /™~ A (HR=0. 55, P<0. 001) , F~it
WHFRIEL N KK ERERK A LEERRER
EPFSFn0SP, FEF BN F — M ME &£ R
H4, ERELAY AR PR EE LA RHATHE, &
REI G 22 k% oA bk s 8t B R T & 41%,
# L PFS 4 Al & 19. 4 /™~ A A1 12. 4 4~ A (HR=0. 59, P<
0.0001) ™, F& T 4 i1 & 25 47 Bk & TKI LLSN, 107 Bk
A TKI By 67 B R AL 2 8 FE 2 — . NEJ005 & — T 11
HlE KA R, ERER0S EAIT GF £ th Z+F 4D B
ATKICEERIALALINHA, T KL FEAITHE
£30. 74 AP, NEJO09 IILHA I JK 15 36 7 45 & 4
ST I H e SR A R B 48 R, TKT 8% A 16T A48 4 T TKIT
FRWTEEHRETO0S4H F(52.2 vs 38.84A,
HR=0. 695, P=0.013 ) #7 PFS (20.9 vs 11.9/ A ;
HR=0. 490, P<0. 001).,
2.3 EGFR AR R T A 497677 AL

L858R #1 19del £ EGFR & X & & % WHI
MERA BABRLZHARKALIHMHLEAETER
WELLAERSE AR, M ZXANF. B LR ERRK
RERRTTRA#TLERK TR R H
PFS B 248 & 4047, 37 F 19 del &4 T & B 75 2 B iy
TR AE (21, 44 A ), T L85S8R M k7 % # £ “A+T7 &
KAL5NA)e BHEZET(—R. K. =AM
BRAVEIT (L B+ F AT )X H AR AR,
ERFEHTERTFES L EENEHRET KA,
LHFXEREESH MBS BT AT ER.
W BRI EARFEFRLMELEER,

3 ALKIPFHIF]

8] 4% ik B985k B (anaplastic 1ymphoma kinase
gene, ALK) £ [ @t 4 & T 2007 4 % 1 7] ff fR 08 & &
o IR o A B A B R KL ALK B A A
B 4 BIHINSCLC B FH 1~ — B, FHEE T H
M AR 2. 4%~8. 6%, T A2 B B B R P R N
T £ 8. T%~9. 0%, BRI ALK R &M m 4 £
EAHE —REWER (crizotinib) . Z R E AR
(ceritinib) . f & & R (alectinib) . %7 fm % FE
(brigatinib) & = X % 41 % J& (lorlatinib) , & M
FHEWNCCNIE R HE A T — 4697

oo B AR A % — 1R ALK 34 7], 72 ALK FE M
B HANSCLC Wy e iy A AR 2| T “FF 3w % "1k Al .
PROFILE-1014"% 2 PROFILE-1029"" #f % 34 i BH £
ALK FE P #y 8% 2 NSCLC o 52 "k & & B9 7 3 Ak T A7 v B
W2 AI7 ,PFS £ %] 10. 9 F2 11. 1A~ A ,ORR 4 A & 74%
F088%, 1E&, H T 5 & R H i i f 1= % E K,
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B M7 G S ALK 3Tl o 5 T, AL E“ LA
T7. E¥ERAE S Z K ALK 47 %] 7| , ASCEND-4 #f
73 R % 35 4 e £ 4176 ALK FE M B4 B 27 NSCLC =
B9 ORR # 72. 7%, PFS K 3£ 16. 6 I~ A , A I £ 8
B PPFS T 24 (3£26.341MH), 5 & Bl
PFSAHHXIEK T 5N A . AL FEFEENZLTH
RO BHARMT, G B AR EERERS
wHER—ALRNIERAR. TAIANE R
ALK 47 %1 50 — P 5k 8 6 fn A Ao s R34 5 T v & R
TT — &Sk L7 AR . ALEX #F 58 P4 52 5 7
HRAN, TR BB — & BT T LLEERKET%H

PR ot B M, PRS EK 1 2 4 (34.8 vs 10. 94 A,
HR=0.43) . M J& H A 89 J-ALEX #f 7 Fo o [ #y
ALESTA # % "V e Tl & A BF 0 B R ERAE T 7 R &
REMT F &R, kR (brigatinib) Bl £ £
® Z R ALK 34| 7], 72 ALTA-1L #F 8 0V s 4 A 55 s v
BRABHATHN, ER LI A RA 12/ A PFS
7 6T%, B T 7e & R A 43%, Fow ot B K T [#
51%CHR=0. 49, P<0. 001) ; ORR 4~ & A 71% F2 60%; A7 A1
ORR 77| J 78% F1 29%., BT kAR EEHNKE
B, Z4 0 kAR EALK I B — &gk,

2 EGFRAIRIRELI BB EMIGKRTTH

5 mPFS(H) mOS(H)
- 19del J8A8 L858R 548 19del 245 L858R 7548
24
HIEH e 11.1 8.1 30.8 23.2
JE i Je i 11.5 8.5 26.7 25.3
B gl 11.2 11.1 32.3 29.1
Ry %% Jg 273 12.7 10.9 34.1 22.1
5T Jg s 16.5 12.3 36.7 32.5
BRLPGE Jp ol 21.4 14.4 42 32
fFF7+TKI
NEJO058¢) 15.9 18.6 453 314
P Zj+TKI
J0255671% 18 13.9 53.2 43.6
NEJ02653 16.6 17.4 41.9 50.7
CTONG 15095 17.9 19.5 KfoE ARAE
RELAY"®S! 19.6 19.4 FRE AHRiE

4 ROS1HPEIF

RIKOVA %% 2007 4 & K #£ NSCLC # % FL ROS1
A HEH,ROSTEF EH A £ F 4 & BT A NSCLC &%
W 1% 24 BB ZFROSI W £ M E o EHP R,
H F CD74-ROS1 & 4 % W.. w1 T ALK 2 ROS1 #4 % B
T8 M X R T0% B9 AR L0, T O ALK #4504 R T i6
JT ROST FE M % % 5 H B % NCON 45 % # /& Fl 89 7
WER . EmA R Ed R,

SHAW 4659 72 50 17 ROS1 FH 4 89 & & + X I 7w
% JE B ORR &35 72%, L PFS A %) 19. 2 M A . E
BRFEN—LIETHREZ — T I Ko 1Y,
N4 32 (I ROS] B A BINSCLC B & (b H 20 B %
FERIREER), AFESLAMEBNEH 1L
I, BB RHORRIAE| 62%, £ 1l Bk 2 A%
s 4 T A M HIROS] B A B, KR 5 6 £ 14 3|
63%; EAM VM EFE T FALPFS £19.3 4 A , B
HEHER L ERBPISZ29.3/4MA ., Bl &R
(entrectinib, RXDX-101) & — FH F AKX #4122 R G vk
P By O R OB R e A R L, R T A 9T 35 4 ROSL .

ALK A NTRK1/2/3 2 [ - R A 9 2 30 B A SR A% 15 1
ST P 5 BT RO B 5 45 R BT B & U6 /T ROST Bk
£ B % B ORR 34 5 77%(41/53, H F & 341 CR), # f&
PFSZI9NMA, EF R #H B H AR 2.3 A K
fili 45 7% B H M1k B 13,6 4 A B,

5 NTRK 5

NTRK (neuro trophin receptor kinase) & #¥
ZERETFZARE AR, RARE G X R
(TRK) & 7% 40,45 TRKA . TRKB A1 TRKC = # & &, © 114~
#| B NTRK1 . NTRK2 1 NTRK3 3 [# 4 5, ix & & f 38 %
EWEHR Y KL, RO EHGHRS KK, H
£ 3NEFE AT EH 3 TRK & 1 45 M & A 4
A SR B BB B & BT, 4078 0. 2% B NSCLC
EXFHFANRKE A, MERY 5 L 808 Ray £
[ (41 EGFR ALK =%, ROS1) [F] B 77 72 %,

i B #% B (larotrectinib) & — f 1~ o9& ff 2%
A4+ 3 NTRK B 459 ) 38 TRK 47 4] 71, 2019 48 NCON 48
B % 3 R IE R % £ 71 4 NTRK £ H B A 19 — %0697 .
WAEHFEESE(FER ZEFFERIN—BHR
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