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Targeted Therapy in Gastric Cancer:Current Status and

Prospect

LIU Jin,GAO Yuan,XU Nong
(The First Affiliated Hospital ,School of Medicine ,Zhejiang University ,Hangzhou 310003, China)

Abstract ; Gastric cancer is one of the most common malignant tumors all over the world,espe-
cially in East Asia. About 60% of newly diagnosed patients in China were in advanced stages
with highly heterogeneous characteristics;and most patients required systematic medical treat-
ment. Targeted therapy is the anti-tumor treatment focusing on specific targets ; however,most clin-
ical trials of targeted agents in gastric cancer had failed. With the development of anti-tumor ther-
apy, the traditional therapeutic pattern of “one-size-fits-all” could not meet the requirements of
individualized precision treatment. The success of clinical researches might rely on the selection of
patients based on appropriate molecular biomarkers. The current status of targeted therapy in gastric
cancer,as well as ongoing clinical researches and future research directions are reviewed in this article.
Subject words: gastric cancer;targeted therapy
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A Lauren 73 Y Fl WHO 43 B 5555 B 2] 21 70 AU EL AN
FE A2 I PR 75 5K TCGA K B MR 9 4> EBV B
A D REARR R JERAR R Rk AR
UK DU R 53740 B0 K Ry 18 9 1 40 143 B RER 1) f
FEIGIT SR AL I IR UK IR BAr, B EE T
{55 A ErbB Z K% W (HER-2,EGFR) , Il % N
AR (VEGF) FKGE K HABRE &, 41 :MET/
HGF .Claudin 18.2 % i 4> J& £ 1 i (matri metallo-
proteinase, MMP) . 5 I 15 — B iR £ i 28 & 1 (poly
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ADP-ribose polymera,PARP), 2T 4k 4f i AF < A+
Z A& 2 (fibroblast growth factor receptor 2, FGFR2) .
ALY BRI HE T (mammalian target of ra-

pamycin,mTOR) {55 5% 5 Fl% 558005 11 3 (signal
transducer and activator of transcription 3,STAT3)
A WIS R AT B LB s > R 2
Il Z 2R PR G AT, TR T2 B A AL
7 BTWA R JE o3 A — £k | 2R = 2R T AR AS FH A
S50, “UA— A BAE IR T 7 ik AR AN RENE 21>
ARG HEIR YT 2R, BT Al i o F i B iR
B NHE AT RE ST L B OGBS AR SCER IR g )
TR [ 25 W3R 9T 00 B R B Y L R R BR
ARRMEFERITT 18]

1 ErbB K& 524K HD &l 5

ErbB 25 Sk Akt MAPK DL & Hifth £ Fh
T R R ARG A A Ak T
1.1 HER-2

HER-2 25 [ /& ErbB 505 DU 52 1A i 22 1R U3 it
Z— M Z PR AR 5 R H 0] HER-2 25 11 40 i 4h
X 1) B85 [ AR ToGA BIFFE 98 A 594 1] HER-2
PH: 1 R, & B XP/FP 5 22 36l b in i 2
PRELPL—ZIRITRE W B ST AL, FEL N OS 4
K274 (13.8 4 vs 11.1 A, P=0.0046) , PFS
(6.7 1~ H vs 5.5 4 H) M ORR(47% vs 35% )t kit 3%
P R MEWFSE & HER-2 % g 204k (ICH ) 3+2§
ICH 2+ H FISH BHYERY B & O0S 15 16 M H P, ih %
BRI A LT R B HER-2 PHPE B B &
P —ZIARYT T 58 o A% 2R BT (Pertuzumab ) /2 #01
] HER-2 Jf 4/ 5 A4 38540 il — 3R 1k i) 50 5 B T4
JACOB 5% /& ToGA 5 1056 21 7% 1ih 2 Bk B yU Bk &
FEI7 1 LA e 22 Bk SR B s R Y IR AR 5T,
BARIBITHOS R T 33 1MH (17540 H vs 142
A ,P=0.0565) ,{H 2 7RI 48 it2% 5 L, PFS Fl ORR
[FIRE R, FmhEsJe &8 m] HER-2 A EGFR 19/)
Oy T A RN H 7] . LOGIC #F5E B 76 PRAh R 5%
b/ B YD R AR RS R JE — 23R YT HER-
2 P ) R YT AR, 45 R PFS(6.0 N H vs 5.4
A~ H ,P=0.0381) 1 ORR i #&# (53% vs 39%,P=
0.0031) , {H FZHFFT 245 0S JCH & k3% (12.2 4~ H
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vs 10.5 ™~ H ). TyTAN B PEM Fa & R Bk & 5542
B 2697 HER-2 47 34 1% 7 Y e 1) 5 98 28 3 i o7
RS, EEMF LT OS WA ME . T-DM1 2 il 2
TRIRPT S R TR 6 5 R A, A e
Y RIS AR R 40 B 35 76 . GATSBY #F 98 40 A 42
Z A AT B A il 2 2R BB — 23R Y7 1Y HER-2 PHE
B BEAL T LA T-DM1 sibrifE 5225 (B2 R £
PO FE ) —LRIR YT, A5 R4l OS AL (7.9 N H s
8.6 T™H )™,
1.2 EGFR

EGFR J& JFUR JE X c-erbB1 35729, 74 2
PG R ECAR S EGFR 456, T 40 1 2 1R ik i 9% i
A T 0 361 i 98 A= 4 . EXPAND BIF 5T A% 75 25
LR A AR ALY (R B AN ) — 2R )7 M 0T
FEIT R FEME L S PFS(44 M H vs 5.6 1
H,P=0.32)Jc 3k 45 . MAJE BAPTZEE X EGFR A
b 1gG2 B s REHLIR , e BB & EOX Jr 48 (&b
B RRUP R ) — SR 7 1 E R
REAL3 W45 R B, BG4 rY S A A7 B 18] (8.8
A vs 1134 H ,P=0.013) f i 46 %6, 175 295 &
PR BB A A5 AN R RO R AR i 2 T Y, e Z Bk
HHT (Nimotuzumab) &4 [a] EGFR 1 5 41 A Ui fk
leG1 BIBLIAR , PFH e 2 Bk B PIe & B o7 B B 43R
¥7 W 0 i 1) ENRICH F 5 R o 391 43 #7932 i 4
Ak,

2 VEGF SR R4l 7

VEGF % i A o Fe 32 /& VEGFR-1.2 .3 38 i
R ek 988 T A I A A R, R PR A R R RS DA,
B PR 7] VEGF-A B PRSTFEPIIR . AVAGAST
WA 774 BRI B 3, AT I DL AR BR R
Poxt b Ak y7 2, B4R PFS(6.7 N A vs 5.3 N H L P=
0.004) &% ORR (46% vs 37% ,P=0.032)F i & 3% ,
BB LS 0S (121 A H vs 101 A~ A ,P=
0.100) T W] B 3k 45 . WA 5B B, BE N HEAZ #7
K YN AEEN] 32 257N AVATAR BIF5E 276 A
R IF Ry MU OESE  F9E TS5 AVAGAST #i177,
FIFER, FEMR A 0S(10.5 4~ H vs 11.4 A,
P=0.5567)A WL ok& ",

66 30 5 98 P A5 A 12 0 A I A TR SR PR

iy B 25 2018 4R % 24 5% 12



RIS R, FEA AT (Ramucirumab) 2§
VEGFR-2 Jifd 5 IX 38 4 N U8 4k TgG1 5 oo B T 44
REGARD 5 7, 75 B BT B 25 — 20697 0]
B 0S(5.2 1™ H vs 3.8 1 H ,P=0.047) W] B 3k 551,
RAINBOW #5841 i /i, AR B 2 SR AZ | | T B P B
PrE A A2 LB IT I 0S (9.6 1~ H vs
7.4 4 H ,P=0.017) 8 F &, HI,2014 43 H
FDA it o 7 B8 7 Bt B0 25 56 5 28 42 1 T 1 49
B RI677 . RAINFALL 2L 7 BEA 75 502
o xF He AL Iy BE A 2 R — R 3697 HER-2 B 14 g 10
B, BAR A SE PFS AGRi =B L W
HEH (5.85 1~ H ws 5.55 N H ,P=0.0024) , {H 3k £5 1
9d, 1fi H. OS A1 ORR ¥4 gl 36197 PR 0t , 7 5 2 Bt
TE AT oA K S5 wir AN g 1 F T 0 40 15 98 1 — £k
BIT

BT 15 e R TR ) H =0 O LT — N
VEGFR-2 il 580 , AT 410 5l B8 587 A= 14802 16, i IR
WE5E e BRAE 22 b S A8 v A B g A 8 . 0 =T e
8 — T 30 i R0 235 SR 3R T, BT Je S 24590 97
AT R M 1) R ,0S8(6.5 1N H vs 4.8 41
H,P=0.0156) 315 ik 3 42 5, PFS Al ORR 8 1 2% 2k
2014 A B AR e 7E 3R E R v TR
RIS e B e — TR AG BT Je R T 20
TR R A 0 T A P R G £ s T 5T
ANGEL(NCT0304261 1) iEAEH ST, Hn e dk
Je J& — Bl Z B EE A 1 5, FTaE L B VEGFR 1~3
RAEPUMAEEN, P TR k45 B — 48
IRIT . H X AR IR YT W 18 0 I B 5E INTE-
GRATEI i ¢ g 8l . BRIV 82 3 — X Bt VEGF
254, A9 MEGA %5 3R & U] FOLFOX6 B4
BT A0 VY 7 — 236 97 B 0 15 9,6 S H PFS S i
M3 (60.5% vs 57.1%,P=0.80)"%",

3 H At EE S0

3.1 MET/HGF

c-MET 2 4 i 2f K I+ (HGF) 52 4K . Rilotu-
mumab J& 58 & AN IR B BEBUR, SEEEEAE T
MET Z KR BCAR HGF, #FAl Rilotumumab B4 b5 i
fbI7 — 23697 W 91 15 98 19 RILOMET-1 #f 55 " )%
RILOMET-2 F 5% ¥ & ik 8] 3 BAF 5L 2 45, Onar-
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tuzumab &= AR 0 ) HGF/c-MET ) B4y BA TS
% PU IR . METGastric #F 58 ¥F i Onartuzumab BE &
mFOLFOX6 J5 % —2ify7 MET FH 1 H HER-2 Bt
M3 B e, 45 5 0S(11.0 A~ A vs 11.3 4~ A ) fil PFS
(6.7 1 H vs 6.8 ™ H ) ¥Rz,
3.2 Claudin 18.2

Claudin 18.2(CLDN18.2) &S % ##HE M 2, 2
A A0 L ) S B AR 1Ar F, EEE T
FIk , RIIF  W T TR TR AH OG 15 98 1Y & A= . IMAB362
SR Claudinl8.2 HYHTAA , BEA RO AMAFIHT 14
MR 20 M i 20 L AR . FAST BF5R 2 EOX %
BCA B AR BE S IMAB362 — 487477 CLDN 18.2 BH M
M 301 e 1 300 R B 52, PFS (7.9 A~ H vs 4.8 1,
P=0.0001) 5 0S(13.2 4~ J1 vs 8.4 4~ ,P=0.0001)
WEYGE P, HET, A IMAB362 Bk G B AELG
mFOLFOX6 i 77 i 159 15 Ja A9 I 30 A 90 0F 7E 17 h
(NCT03504397),
3.3 MMP

MMP 2 21 Jfd 41 5 S5 9 At il 388 o0 AR 3 o A A=
TRV fife 4t ML 6 5, 6 s ke A 320 6 B8 L GS-5745
JEERXT MMP-9 119 5 v TR 26— 300 T 3 R 06
H,36 3% % GS-5745 Bk A mFOLFOX6 — £k 1597
i) W 39 HER-2 [k 15 98 &8 # ,PFS 3% 9.9 J1 ,ORR
h50% %, AW SE IEAE 61T .
3.4 PARP.FGFR2 mTOR.AKT.STAT3

PARP H.A DNA 45 0 2 | 45 40 i 4 1= | 4k
R Nl e e e, FGFR2 3L A8 et ik 5
WO A A OC, 5 FGF BUiRZ &, it
FGF7/FGFR2 {5 54 i 4 fi A= K, PI3K/Akt/mTOR
15 30 % H A 8 P R R B SR . STAT3 0 2 i
Jed T 4 ML) A A R A R B PR A R O BT B
Z: 5 W S AR A, b B T B A R A i A 5 o
fiff o EE AT IX S HE A B AT T /IS
GOLD W 1FAL T PARP #1l il 551 B S py JE Bk & 5542
Pt XoF B 2 Tk R B A SR A2 T R IR T I Y g 9T
B, A5 R LT 0S i E ALK (8.8 M H s
6.9 ™H ,P=00262, 1% 112K P<0.025),PFS #il ORR
TCHBHGE A ATM I AR OS PFS FIORR 7
BE S XA 22 5 (AR e ge 2R P H A
W52, FGFR2 4 5] AZD4547 ' AKT 1 il 5]
MK-2206*" . mTOR 1 i 51 4 4 52 7] 202 BN fig ok
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