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Abstract

Gastric cancer is the second leading cause of can-
cer related-death. Most patients with gastric can-
cer present with an advanced stage of the disease
that has a poor prognosis. Molecularly targeted
drugs combined with chemotherapy have been
becoming the main treatment for advanced gas-
tric cancer. A number of targeted agents modu-
lating different signal transduction pathways are
currently entering clinical trials, such as angio-
genesis inhibitors and agents targeting epidermal
growth factor receptor, hepatocyte growth factor,
cell cycle, or matrix metalloproteinases. How-
ever, disappointing results were achieved in most
phase III clinical trials, in which special patient
selection by molecular biomarkers was not con-
ducted. This systematic review synthesizes most
of the data available from clinical trials, evaluates
the efficacy and safety of molecularly targeted
drugs and explores the rugged road to targeted
therapy for advanced gastric cancer.

© 2013 Baishideng. All rights reserved.
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FEDI S Tk o, R ORI T T 5. B
B TR AT R AT, iR E
Jh B ASRA IR T RO T, HEL R YT AR
BRI USRI, 24K 2 SOt 9 LRI 75 2%
AT A BRI AR B AL 1) 25697 1 11/11T
Wl RS

1 PrEfERA
1.1 B85 P52 bl (cetuximab, erbitux,
C225) /214 i KK 132 M (epidermal growth
factor receptor, EGFR) A FU ik & 2 5 v Bt
P, W] 5 3IE T IEH A0 R 22 Tl g 40 1D 2 1 )
EGFREFAMESE &, F65 P L5 RARBC AR 25
4, PHITAC A 3 BB S IR I B R Ak, BEL T4
JHL A5 T A e ade A, AN T A0 e 4 L Y 1 3, 5
MM R T, e D < e AR A AL A A
B AR R (R 7 A TR C225 (g AN JEAK 14y ]
520N 0 W 52 AR 2, 30 T 0 A AR 1) 4 i A
3 PR A0 ML A P 30 T e 4 .

VU 2 BP0 T W 400 e T R BIF 5T 4
Z, Hurc g0 5. 2 Wt suss R s v
T PR S AT 2 SR T W 0 E
HMA M (objective response rate, ORR)A
44.1%-68.6%, 1M — £k A1 2% H3.6%-23.0%.

20094 3 [F I1fi bR 198 272 23 (American Society
of Clinical Oncology, ASCO)E4x i A 75 %
PR e, JLHRAE 140G 25 RHUR ST 2
WiE T WU e 1) T I R BIF ST 45 SR, 23 il o
V22 BRI A B 3R RN 5P e 7 (v
T BT 75400 mg/m’, B 5 4 250 mg/m?,
FA7 % HES0 mg/m’, WM ERAE200 mg/m’, IR
HE1500 mg/m’, 24 hFFELERR, d1. 8. 15, 22,
29, 36, 50 doy1f]), 7H R RPUR A VDA
5 SR BT S PP 2 BT 400 my/
m’, B 56250 mg/m®, YA 85 mg/m’,
SEAFRE 125 mg/m®, £F2 wich 1), P92 s
KA MU R Sk v e 7 2 P01 2 5 B 7
400 mg/m’, Bfi J5 45250 mg/m’, NiH135 mg/m’,
FrE:Hn24 h d1, FURELE 2000 mg/m’, RS
300 mg/m’, d1. d8, F54:24 hiffiig, dI5, 28 d Ay 1)H
0, PHZA BB 2 P RAZ R S 0 7 (P
TP 400 mg/m’®, b5 4250 mg/m’,
ZVVEAEETS mg/m’, 475 mg/m’, £i3 wkA
LR, 25 R o VE2 8 Ry &7 nl S
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to progress, TTP)45.5 mo-8.0 mo, & AEAF I [H]
(overall survival, OS)>49.5 mo-16.0 mo. KL
T U AT IR T W e R e A
Rk, (HOF R B S AR RIS A
T EEPRR I 45 RS KRASHIBRAFAE M 10 1 9
A R R SR R AR, 40 A 11.4%(5/4441 ) Fl
2.3%(1/44%1); KK IMKRASEBRAFRAE 547 %%
# (response rate, RR) X OS[FIAH . [AIILKRAS
BUBRAF 15748 1] fig 55 76 2 ¥ Fh x5 s 1097
RUTCAH .

VG 215 B ] Bl AT e T R e
IEHE, 2010FASCOFHGEICALGB 80403/
ECOG 12061l RAFF 7745 Sl ik T3 — ] 11, e
$U9 o A R R 21001 ) 34 552 0
PP A ARG U7 E(ECF, 2025 22/ A/
PRIEWE; BUIC, P28 B/, BiFOLFOX,
IO R W E A RS, A5 R B 3411
RR¥JHF40%, ECFHCE PH 2 1 Lyt A 50k
5 1 (57.8%), (RIRYT ARG A0 T Fe b g iy, 388
ZREHENBERE, ICBRREHZE A
A (45.6%) M AEAE e 22, HA RS2, 1M
FOLFOXIK & 7 2 B Hi 20 A7 R0%(53.6%) Ml 22
ARSI R W . AR ST R BT B Al T
JCVE W V4 23 P A R 2 A8, T AR
it 12 AR5 LTI AT 7 110 455 SR

#% 52 R MEXPANDIR 6 K A IE 52 75 2
FAPUAE — Zevh T A 0 e A S AR A 2
fi. FEXIFFIB BEALN FE ) 22 Ho T I R
WFFCHR, 87041 ARAT UIBR A 1 i 7 5 Mg ke B
13 AT S A MR S B AL 23 R VG 2 SR Al
(55180 mg/m* d1, KHEHBIE1000 mg/m” d1-14,
G 25 P 7 EE 400 mg/m®, Bifi 5 R 250
mg/m®, 3wk 1 )R AL (180 mg/
m? d1, R 1000 mg/m? d1-14, 53 wkH1
JE). &R BoR, PR E R4l S 0 ALAE L,
Joit g A A7 Wi(progression free survival, PFS)
SAEEFEYE T, 2 9°84.4 moA5.6 mo, [
F(heart rate, HR) = 1.09, 95%CI: 0.92-1.29,
P = 0.3158]; SAEAEHI R W2 55, 4300 9.4
mo#110.7 mo(HR = 1.0, P = 0.96), &M 5%
I3 30%H129%. V42 P AL I R G
KRR AR, VY225 PRI 41 3/4 2%
PERLAH g5/ hE A2 2 53 i 22 % F132%, 3/4
AT ML A B N 9% AN 11%; AR R ZE A
KR e s ali by 415 o 2 W, A HE3/4 4% K Ik
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g5 R4 N, 5 HAAT X 2 5 e &
W7 23R T 45 B Sk S0 RN i (A 5
5, HIX DA HANEGFRANEIFIH T
BRI IR S5 . EXPANDHFFUI A Wbr &
Yo BT AEREAT, 7 EEAE KA S e N
Z ICor T, A Re3RAS T EE H 5 AR AR OC IR AE )
PR ). RIS 5 g 1) s e Bk o i, AR
P RE o€ 1) AR MU bR RS A 0t B A A A
AR
1.2 Wkt gn NJER i A KK 752 442 (human
epidermal growth factor receptor 2, HER-2)& [
Je IV 20T I B 3 TR V1 T A R A i 2 2 T g 2
1, 52 AREE G IS4 IRAE S 3
MR R AR R L RO A A A
HER-25: KA 2 R g vh s 05, 5 Mg K12
2. HRe . T2 SR AN RAT W] S A O
Pk, Z B pUE — M E A R AL HTHER-2 52
LA, SHER-21MISMEAT & SR F ). i
FU R B IEHER-2 B PE R 29 4 15%-45%".

20074E-Gravalos% T 1) — 51T 11
PRWFFEC 7 th it 2% Bk B HifEHER-2 B P e
W B v T R ot A 22841 i
2241 (10%)# IAHER-2 PH P [ e 7 41 204k 2 15
(immunohistochemistry, THC)3 8kIHC2" H.5%¢ %
R A7 23T ¥k (fluorescence in situ hybridization,
FISH)'], % WA 50%32%, Feimda il R ik 64%, ¥
Jpa 1t R 1A]5.1 mo. HI20 I 5 i 22 2R B e 3
B Va7 7 P N H i

2009 ASCO ToGAIRE: &5 45 42 3R % T
PEF TN R0, o6 S 1] VR T AT LR
AR E LR L. ToGARLK & —WREHL. AiHE
PE. Z O IUHIE RIS, & 7250 ih 222k
PUAEHer-2 B P (1) 165 301 15 S8 110 i DR 28 R A
AR SR BRI B TSEM . W24
[ 5K 19 130N 5 a0 JL 38074 B 38 4 N 1%
TS, BT S B THER-24G0, Hrhg1o41
(22.1%) HHER-2BH . 59445 HER-2BH 11: [ i 15
B L L BN AT A GRUR I e BE R B
A VEE IR AT ) A it 22 BR PR 2H (PR M g B
B RARIE A it 22k ). 45 R oR: 2
R A A A7 3] (median overall survival,
mOS) I & & Ty 41(13.8 mo s 11.1 mo, HR =
0.74, 95%CI: 0.60-0.91, P = 0.0048), PFSHE K-(6.7
mo vs 5.5 mo, P = 0.0002), ORR W & i T4k y7 40
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(47.3% vs 34.5%, P = 0.0017) . B41AEAR KW
TG 2 5. WA ST E7R: HER-2BH
AT YN FBR N A P 2 ABL(23.5% vs 23.6%),
FEBE IR A AN [F A7 AR 7 e, H B A b
JH R HER-2 1 %5 T 9 (33.2% vs 20.9%, P
= 0.001), i/ EHEHER-2BPE % & TR I8 81
B (32.2% vs 6.1%/20.4%, P =0.001).

ToG AR FEEE — YU 52 #L i) 245 1) 1) 2 2k o
PUPA A7 v] 5 2 MGE HER-2PH M 1 30 5 9 2R
BIAEAT, B LIRAE R 1 S AR AR I 14 (i
F13.8 mo); [A] I A2 AT R % N 34.5%3 i 42
47.3%. ToG A7 IANE Sy A SE Al 3k
A7 0 5 R A 1 R T B TILI I R 6, %W ST
IR KL A3 55 T ABERIE$E, HER-2%
IETHC(++)/FISH(H)EIHC(++H) T i3, il Z Bk
PPEEAT R R, B, WA BOR,
HER-2&IATHC A (+)/FISHFAYE () 8 b A7 843
sRai s, 1M HHER-2FKIE S0 B 1) 38, Ay
BEA R Z IR B AT Tk s PTLL,
T 22 B FRTE— 20 (R ORI i bR AT 7 R
ANEZ.

BT ToGAWFFUE R, Wl E e BH e
NN 2 2 HER-2 A0 I, il 22 2R B 401 A A0 97
T A HE R-2 FH % W 300 79 9 5 I bR v VR 7
2010-103 HFD AfLYE T M Z 2R Rpr e 54097
(TR BEWE /= B3 A e 65 A ) VA ST HE R -2 04
o P RS I B - A R A
T2012-084LHE M Z 2R PTG T HER-2FIVE S
P S 9 PR NI
1.3 MARZREA TURER T — PR 41 A
i v BEpUAR, nT LR BRI 5 N A P R AR
[Al-(vascular endothelial growth factor, VEGF)%;
B I BELWT A= Wi e, 0 o i R W A 5
6, MR A Bz 440 B A= T AR I TR I, A2
SRR (1) A KNS . E ST BRI, ik
A LA I (1 0 3 R, (2 254 1 iR P
BIE, I B BRSO,

20064FShah %5 ey YA T DRSBTS
PP Sr A RN IE — S vy 7 e e 1 B o 0 A
TR R TG IR, 45 3 Wos: E 4147
W8, mOSH12.3 mo, Vi) (median
time to progression, mTTP)48.3 mo, RRi%65%,
AN SN B 2 L(6%) - TT1/IV i bk afi
M (25%) B HIML(4%) =5 (28%) %5,
P 66% I A4 = A1 I TG i ACRE R 11 2 3% 4R A L
(). oy — 5 TL SRS 1AL 45 5, DA

Wi £ E

ToGAAF 504 ¥ %
7B B AT
A HER-2 8
WA B R B E
RSB B R
BmEREAGRR
15, 2RAA
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P B 22 VG b B R B0 R B — 2R 6 7 38 451 e
W B B ) g% (complete response,
CR)214, /> Zfift(partial response, PR) 144,
PR SE (stable disease, SD)144, mPFS 46.6
mo(95%CI: 4.4-10.5 mo), mOS A 11.1 mo(95%CI:
8.2-15.3 mo), HE3FIEH KA T H L.
2009 A'SCOHRIE 1) —TiU e 51 7 98 19 11 I R AT
g, TR P S mDCF 7 & 2897 Bor
RGP IR R g R R N 414451
B, TITEN 394 3, RRA67%(95%Cl:
50%-81%), mPFS 412 mo(95%CI: 8.8-18.2 mo),
mOS#H16.8 mo(95%CI: 12.1-26.1 mo), 24/
FERN3T%, FEI/AFEA RN PR R B
(50%) P =(25%) KA (39%), 141 53
H I i 2 AL,

IRWEFI R, DR B A T —4A
IR R R R SR A (R S S (S P N R VAT
A FAL.

DU A7 7E 88 ) — 2R LA 11 3
B VR TT A AN 7 AL, 20064 IE (192150
I IARIE T, DR P& 2 P A 2 Yl
B/ 2 45 =, R N25%-27%.

20105EASCORIE T AVAGAS TG PR
R 4E B AVAGAST 2 TiBEHL. M. %
TSRO R 2 O T I PR RS, VAN DL
RERPTIC A A RR A — iy MRS
BT R, SE1TANE K93 5T R 77449
NAL, WEFA S T DR EH1(7.5 mg/kg, B3 wkA
1 ) B /- B A s Oi4H 80 mg/m” d1; F
BiA1000 mg/m® 29k/d d1-14; 21 dy1)531)),
X BT 45 T 2 BRI IR/ R R A, WF
TELE e VBRI RE, B RS TG
JEAEAF . RN . 4l R TR Bt R
B EEK B AEFED(12.1 mo vs 10.1 mo, HR =
0.87, P = 0.10), Joilt e E 47 W 2% 4K (6.7 mo vs
5.3 mo, HR = 0.80, 2 = 0.0037), &M 2 N % i i
(46% vs 37%, P = 0.0315). WA, SEMA
TSR 25 5 5 (0S: 11.5 mo ws 6.8 mo, HR = 0.63),
REPHAEE(OS: 11.1 mo vs 8.6 mo, HR = 0.85), I
P AHE(OS: 13.9 mo vs 12.1 mo, HR = 0.9).

Manish7E20124EASCO#R 7 T AVAGASTHF
SRR 3 Y241 53 A7 743 H B s AR AE I S it
G PR A7 S5 Lauren 20 B, 5 N 4L E 50 h
o g A (18, sRig AR AY) ., d o AR vk i Y
(3ZY). &5 A IR, B WK 23 B 280 (52.1%), H
YCH3HI(38.3%) 17(9.5%). 27 B & 0SS
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AN K38 B e 55347103 mo vs 11.7 mo, HR = 0.82,
95%CI: 0.68-1.00); AF WV #5274 5370 5y f g nf
M IURER BB va 7 3k A
AVAGASTIIRFREE 51K T 48 ANFA
TE DU B3R AR 1) R AR A7 2 AN [R], 26 [E A8
ke B R(HR = 0.63), JLUCH R S (HR =
0.85), PP AN ZH i W) JL T AR W 52 213X 2
Ab(HR = 0.97). 5 [ 1) 3= EEF 97 H KONG = 2 i
BT RTRE SRR B A [ M DX BB A
9o 1k R S5 B 52 AT IR LA ) AR TR (I
BRI LW h61% 31%M121%), 7] HES MR
TOS. {HXK B XL & Fuchsks A N A3k
T HETIBEFCEE R, FEAS e SRR W3 7 g
A DR, 2 TR EoR R FIPFS
Yo, Akt B IT ST, AVAGASTIHT
FUAERFFRAE TR W R B ) Va7 b, o ik
By RIRSE R BEAAIG AL TR R4~ 1 Hh
X ZE Sl e g T e A RR, B N B ik

1.4 pa R 0 )e PR S 1A 8 2 N TEIgG2
Mg e, SEGFRANZE A, v B H SR fA
ghitr, M BE T 40 f 2k K, D EEGFRBATE
(10 3E i 3 4 B s b 7R T T AL 27%-50% (1)
T H EAEEGFRIVIL FRiL, HEGFRIE %
K TG 2R K.

REAL3Z I 4AEKZ b pLIG AR 5",
B AEVPAN IR JE FPTIBS R R LA . BB RER A
R RABIE(BOC) AT MR IV £ 5 I 197 3 %
BEPE. 20129 ASCOSIARIE Tz 714 Nt ik
(2t L. 553451 W 01 8 1 e S B B L 23
ANEOCA[FEFLALS0 mg/m’, ByLAI41130 mg/
m?, RHEHI%1250 mg/(m’ « d)]EkmEOC+PL[#%
FH 50 mg/m®, YL AIA1100 mg/m’, KR b
1000 mg/(m’ * d), WIJEHHi9 mg/kg], FEMFI
ZpIE BARAE, BRI SR T JE A A
HRAE . B LSRR EW Y. 25 8 W
7v: EOCZH275%], mEOC+P#278%1, EOCZH
mOS #11.3 mo, mEOC+P#] 8.8 mo(HR = 1.37,
95%CI: 1.07-1.76, P = 0.013); P§2H F{ImPFS /) %)
7.4 moAl6 mo(HR = 1.22, 95%CI: 0.98-1.52, P
= 0.068); HHK 45 H42%F46%(OR = 1.16,
95%CI: 0.81-1.57, P = 0.467). SEOC4IMHLL,
mEOCHPALIM3/4SEIEIE(17% vs 11%) K&
(14% vs 1%) M tEFAE(12% vs 7%) 5%, 1
I 27 B>, mEOCH+PAL, J477 Ja i Ei1-3
FE 22 1 R 5 (T7%, n = 209875 )% 92 B 5 (23%,
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n = 63)FI0S i 3% K, mOS% 51 410.2 mo vs 4.3
mo(P<0.001); RRFIPFS A AL ) 5 35 etz
e SENAL20041 B AT 0 A W0k &) o
AR 50 e TR T A I Al SR 4R A
KOS ZAE 5 i RKRASHTAZ(HR = 2.10,
95%CI: 1.10-4.05, P = 0.025) 5% PIK3CA %75 55 i
Ja ¥ N AR (HR = 2.20, 95%CI: 1.01-10.40, P
=0.048).

W5 NN, mEOCHPAfEMIATT 3K 25,
H] g T EOC T ZE3/4 8 JETE R A %, AR bt
S Pt A L7 &, i RS Y
PSP TREEAT IR ST, 1T A8 A& M e St
RAEIR 25 L . mEOC+PHE 22 ) A 71
] ] Be 5 AT TR AN L L UM 2 ) i
SRR e . RRE R R L FIRIT LS AR
PRLIG, 2011- 1070 37 £ 4t W 8¢ 25 01 25 X it 52
HEAT VSR 5, 20k 750 N4, 5 b Je 5
1.5 BgR e B2 Ry NI gGL b
FEdLik, SEGFRIEFR Jywn, N5 E. 20054F
ASCOM4s B4R T B ZER P& )T — 28
TRIT IR S R 0 T . i g g
ZIN10%1 85, Horp ol B EGFRBAME, %6
K 5 Z R R T A I 71k, B 2R R
PLA400 mgik800 mg, BEFH 1K, HLLET wk, 1k
7 77 % NPFL(4A50 mg/m®, d1. 15, 29, &
JRWEBE2000 mg/m’ & W H#R45500 mg/m®, d1+
8. 15. 22, 29. 36; HEH7 wk), g5 LTI 1]
PR 8, 5 400 mgZl4PR. 141SD
F1FIPD, 800 mg 24513 PR, ' WA R
SN kg 7 S R, AR TR IV AN R Bk
4INVER

20084FRaoZE IR IE T 1 2Bk PR A
ECX 5 % (F M % %50 mg/m’, d1; 160 mg/m’,
dl, FRABIE1000 mg/m®, d1-14, 21 dly 1)
— LR yT Ak R B T IR R, 21
HIEGFR RIS BFH BN 323097, B2k
BT 75 4400 mg qw. 800 mg qw bl K&
1200 mg q3w. 2 UAT R0 65%, P Aa e #
H25%, BIEEEHIR K 90%. 24k T, Bk
1200 mg q3wZH 1 3= PRI R 7 o R 340 W T,
fifi £ 800 mg qw A H Kt 5z &, Hfh FEAR
SN ALAE R s . sy D REE R 4 RS . R
IR I T 2 2k B T n] 42 R EGFRFIMAPK (1) i R
1K, FEAGSTAT-3 [R5 IR Ak /K T

20104FER a0k 4L 31 36 11 399 I AR 0F 57
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S5, 350 A0 g R E N B R RS
ECX4, 366 E# ik NECXA, 45 R Bor: %
BRPAHUEAECX4IRR }31%, ECX4 4 58%(P
=0.994), 5 Z IR PHUIBES AT A AR AE 0 A
Jo it A AT % T Atk 41(0S: 4.8 mo
vs 7.1 mo, PFS: 9.4 mo vs 12.2 mo). £ T4 A
THAE I 1T IR S0 25 1, W98 AN B ZER L
KRG ECXA, A Rede W 0 15 0 I 17 2k Ak
FE, SO FREEAT TR IR R A )5 i1
ZERIGULE S e AR /N2 B g 5 A b g
() T35 PRI 5T v, 38 A Rk 380 TS 1 7 1) I
IR H AR, f8 1 B 5w 2 W] 1-2008-02- 181 & & A7
5 1T R A2

L 7 B ST (1016 T JE B T — U B e )
FEPESO R R, AR VRIS 18 B 4 1 4 AU
I ARBIF AR HME AT R AT R RCR.
1.6 Onartuzumab c-Meth—Fh & T 40K
1) 52 A P 2 P At , P e HL A% T 40 i A= K B
“F(hepatocyte growth factor, HGF)¥##f, {23k
R A, R, FHIgn T,
% Tt b 5 vh ¥ 77 AE Mee t/H G A 5 30 14 110 3500
Onartuzumab(MetMAb) 4y —F 2 A Y54k 547y
R, nIE B IEHGF S Metf 45 51 &
UM AEA. R RIFFT B 7R~, Onartuzumab5 )&
7 SR AT 25 S K MetBHENSCLC R 1
HEAEI AL, — T OnartuzumabBt5mFOLFOX674
ST HER-2 [V 0 5 e 1) T R BT 48 0T
J&, 85 RHLH LAE;.
1.7 Figitumumab /% FZFE A 12 4-1(in-
sulin-like growth factor receptor-1, IGF-1R) & —
T i 2, TR VRS I B 1 52 A, X B ) 43 2R 4
AN 3 5 B AT LI AR L, 5 R 4 i
BN RS A OC. MBS IGF-1RE: & G
WO A7 T 40 B N PR P 2 PR TN, 3 BRAS-
RAF-MAPKAIPI3K-PKB/Aktfs 5 i 4, 12i3E40
A7 225y 34 Je 2 K. TGF-1RAE 2 Bl s b 2 v
FIE, AL MIGF-IR AL 45 5 LA i 40 i
J I DI A 7K1, A2 3 Jih e 40 1 1 386 3.
PRI 98 S 7R 62%-77% ) B R 4120 2 i R ik
IGF-IR, % REM A5 5%, 5 B A R T AH
> S

Figitumumab /£ IGF-1R )4 AJ5fLIgG2
SREPUAR, BRI B S BERIER, 2%
A, T/ HIGPRBEFTIESE, Figitumumab
XPIUSC IR AN Al B it A 2, AR AR/ 4
Jita i e R TSR s R 5 v, R TGV 08 B 0 2%

mi:A2E

AL FF 25 B A
S ACE-E R
mA W E R E
BT T kA AT
T E, 2R B
& — R F b &
Ja, BEAFE I
AL, B E
B, HFRESE
B %60 £ 5. Bk
MR P, A
& R RGE o
EAGPCEELE SN
Je 3o @8 7 0 e
JRAFF P, NZAA
KT T
Yo b 4G fk ik T Rk
SR R
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W, RRT &
R, 2R
FEHF R P EL T
KRN, R
A, RANRRE
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BHBEMAA
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SCP YA ROk J gz A o il 0k 20 R e Hdls
PAIE 5.

2 /NS HDAIF
2.1tk 4 32 8] ARYES T ZmTORHIHIF]. mTOR
TPV N F R O, P 2R
GATR VI, o Tl N Ik UL P 3 - A DG Il B
FR, 1B i PI3K/Akt/m TORGE 44 K 5128 % 41
JAEAG . BT 40 M A5 2 o AR B ) B
FEVEF. mTORTE 5 i 4% 5 -5 Iy A
PIADE, $0HImTORIE i n] LA R0 BH T 25 b AR
DRI - 5 WA 5 (R e e, AT 0 e i 1 A A
R KA SR 2 B 2 1A AT A, K
WUELE, ek it S M E A, A
A R ANE &P ER. H AT C A FD AL ifE
TR 7 5 A TT I e 0 i . B
mTOREIA % 40%-80%"", BEHALAImTOR (p-
mTOR)&EmTORTEAAR N FEAE . B
p-mTORJFRIA 5 TiJi5 5 AR K.

fE BRI, 20104FEDoi S5 PR IE 1)
— 5 2 At T399I PR R 56 (2 7t A 4 5 ]
FAT @ 1097 %, 5340 Bk 1 B2 52 i A 1 ik
JE W B R, A TR RNAYT (10 mg,
M, 12k/d, HARGIRRERE), 45 R W om 45 i
#56.0%(95%CT: 41.3%-70.0%), mOS410.1
mo(95%CI: 6.0-12.1 mo), mPFS>42.7 mo(95%CI:
1.6-3.0 mo). AN RN AI-IVET I KA I
i -8 SRR WG 0 R O A e
VI o T A HE 2] 7 5 IR T T 8RN 2
A1k

GRANITE- 15145 R A120124FASCOZ I
AT XIREHL. RE 2 O T R
B F ERE SR YR SR ¥ TT — Bl AT R
3k 3 F 9, P9 S L AU OS, IR N
{fLF5PFS. ORR. JLA4l656%1 ¥, Hr55.3%
AR N, 47.7% B8 A0S — b7 4
TRIR: MRAESE T 10 mg/dIBE G B Ak SRR G T 0
bl 2 RN & B A SCHRER T, AR ARG B AR A7
(OS: 5.39 mo vs 4.34 mo, HR = 0.90, P = 0.1244),
{HIEK T ok EAF(PFS: 1.68 mo vs 1.41 mo,
HR = 0.66, P = 0.0001), 6 mo¥JJif5 #4314
12.0%%14.3%, ORRZ} 711 44.5%H12.1%, 5 W
HI3/4FE AN K A 3 1ML(16.0% vs 12.6%) 4K
TFE(11.0% vs 5.6%) = J1(7.8% vs 5.1%).
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THE& 7R 4 40 0 25936y R BB AR T s dE
— 3 A Hrm TORAH G i3 R ¥ 30k 5597 R4
AH X 95 326 m T O R I 77 & (1) 897 A1)
ReA 2.
22 FEHR HERE L KO REGFREE AR
G, CAE 2 R R R 1 I R AT A

20034FDoi 5 MHiE T8 T AR JB 2k
R R e 0 TG RIS 45 R, FRamANT5
BB 30T S e R S A IR R, AT E
% J2250 mgi500 mg 1 ARYATT, 455 BoR: 1341
ARG A BRI, o AT 1) ik B T PR,
mTTP41.2 mo, mOS 43.5 mo, A R [ Wk T3
MHETE . BRI, T I I S AR 56 A
FUR AR Je v T MV PR R A R A SR
I, S8 & IR HEE €250 mg, 42708 wk, 4
R BIRAGN(T%) B AR 1081(17%) &
LB E, LS AAF W55 mo, AL
IRZ 28 I [R5 6.1 mo, 6 5 FE 5 Je o M v o £
TR B R T R PR

R0j %525tk AL I A 2 11413 2451 1 191 5 e
EH R ELIG RS, X L AL )2 359728 dJSEGFR
AR, KB AR e vhIT E, A EGFRIV#E
FRAIRAS B35 B, 4 34 55 52 1) B A, BF
FUA A ko) 18 BE P 4001 B 22 A0 T R I Akt
WERR ALK, FH IR B 8 AR e I 24 1 T e
SR AL P IE BRI PI3- ARG I T .
23 JuEA R LI e g — 0 IREGFRS &
P A 75, F Al N A i R T
SWOGO127HF5 I AR 45 W 191 15 9 28 v SR 47
S Gh N 7041 i I T e i e
A, DREE e, 150 me/d, 4 wkoh 1
Wi, g R B 44, SR
FN12%1FICR, 3HIPR), AL H6.7 mo;
e T R I O, A AR A 3.5 mo;
LA B SN A 5 BRSS9 R I
F. RN B JE T R A AL IR
o BB e LA AR IR PR YR T A, TR R
e G IRy RO, H AT 1 # FHEGF R 24 1%
PRI T W e R s B AR
2.4 3tad R hiE e g — B HIE GF R A
HER-2 XU £ 1 718 73 7 i 2 98 Va4 761 571, e
3755k o i B B R 0] i 22 R BT 24 1
HER-23 204 P FLIR S . £015%-45% 5 9 A
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F it FE R IAEGFRAMHER-2, K tFrif#s e nl fig
Xf B e RV T .

20074FHRIE T IR MR Jé — Eh T I
B 10 T AR 7%, 47061 i 11 75 o A o 4
TR JE 1500 mg/d, 45 o 5(11%)F)ik £
PR, SD 10£5(23%), TTF41.9 mo, mOS }/4.8 mo.
AN RSO AL FE VO LB ZE L 143 K 2R G ik I
SEURIET.. ST LEMFARRR IR E R TL-8
flkRik . HER-2 53R IAH 15 B4 (P = 0.03);
IL-SFVEGFWFE R 2 &M & R e Va7 B
(K7 R TRINE AR (P<0.05), 5 OS>, W
FUE NN, B2 R 8 7 W 0 B e b B
JE IRIIT K.

P e A R R AR ITTHER-21d K1k
{7 5 35 B o 1) 22 b T 3G PR 9 T J&, i
HR 45 S R B SR R bR R T
[FJORR K 22.4%, 45%IF) i EIERISD, AR KN
(1) 5 A AR B R B IRAIG,  WhoR b Je k5
R IR AT YA T 0 i I R R A R
i 52 .

XELOX 5 % (R I A+ BB R A In sl
TR JE ¥ 16T Her-2BH I o 309 5 58 fr T30
WFFCAR IEAEREAT h, JLRF TS RAEAS A
2.5 AARBR R T 28 AR
[l 4L D A N e e S SN P R R N
(PDGFRoAPDGFRp). VEGFRI. VEGFR2.
VEGFR3HI40 J I8 12 A4S A7 e, B
i A F D ARG AE R 35 40 e 1) A0 8 i o ) J5
FAAIT.

BangZ5 P I7E20074EASCOL IRIE T 47
B e a9 W 0 11 G R ST 20 45 2R,
20104 AT T e g 1. SENAL 7801, 4h T
# e JBIRIT (50 mg/d, EH4 wk, 756 wk A 1)E]
W), FEWEL L EORR, REA S AR IR R
X%, PFS. OS. VLS. iR W 24
(2.6%)iE PR, 25%1(32.1%)i5 F|SD; mPFS 4j2.3
mo(95%CI: 1.6-2.6 mo), mOS>56.8 mo(95%CI:
4.4-9.6 mo); 3 S LA E AN [ Yy Ifin 7N B9,
DRI R B>, 43 434.6%F129.4%,
DR MR A BRIV A Z ) IR D
fEvs. .

2009FASCOLIHRIE T 51— WATOTF
JiE I EF Je B e i T i T R R 2 e 1T
WA PR 45 JCY, 7 Z A A &7 e /B 50 mg/d, 3%
H4 wk, 152 wk, 56 wk 1. g4 N 524i
HF ORRA3.9%, mPFSH1.28 mo(95%Cl:

(49

TR
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1.18-1.90), mOS 45.81 mo(95%CI: 3.48-12.32),
VAL F 423.7%(95%CT: 12.8-36.5), A%<
FEF RS e FEBEA R RN, TR AL 54T,
JHRVEGF-3 1 &34 B 1 A7PFS(1.23 moYy
2.86 mo, P = 0.0119), H50RR B #F Z TP =
0.142).

PRI IT I R A ST S80I Ay &% J8 % Je ml i
ST e R AN BN AT 52, AR L2
VB —2ia T E AT IR, (0 RS A7 (A5 1
— B
2.6 RAdE R BRI L 2 A R
HI5, REfLMHEIVEGFR. PDGFR. KIT. RAF
8 20 T 52 A 1) Wi 2 TR W i v P, R AT B I e
JibsRg ], B AT BH TR AF/MEK/ERK A5 53 % 41
T8 40 P 14 5, R T JE VR T VEGF R
Sl Je 98 1A A .

20084 FASCOSARIE T — 14 N ELE M)
TSI PAC AP 5 4 A5 F 5t 3 R FH R vl Je B
G 2 A FE/E(FEHAEJE, 400 mg, bidiEsE
K; 2 P 3E75 mg/m’, d1; Mi4175 mg/m’, d1;
21 A LGS W01 o, M Rh
ORR, KRB ZEL 1 HOS. PFS. AR M. &5
R IR 44 B H NZIY, 1861 B F RN
PR, RRIZ#141%(90%CI: 28%-54%), mOS 4 13.6
mo(90%CI: 8.6-16.1 mo), mPFS 5.8 mo(90%CI:
5.4-7.4 mo); FEEREFIEAE TR VR4 f vk, 2641
B (64%)IAE T 3-441.

WEFEE A RA AR ey S T —
SE [P R RCR, (R 22 2 PEFI A A A il —
I R IE.

2.7 Foretinib Foretinibs& —F{ifflc-METHI
VEGFR2/KDRZ #L J5 /N5y 1 Ik Z54). Shah
SE PO R — T £ 0y 11 i PR WF 90 AF S
ForetinibfEM i B vayr b R AT, %
At SENYL740) B, 93%SEHT 2 IR TT,
BEHL > A 1] KT 45 245(240 mg/d, 5 d, 14 d
1JE W) Bl 2245 245(80 mg/d, LR, 45 5%
BoR: BUFRgERESD, 4 T4l 1064
(23%), FFE4h 25 b 5451(20%); SDEFEET 1] 4
1.9-7.2 mo(*H£73.2 mo); FISHJ7 vEA il H! 5 ¥
He-MetFE NP 1 Z Jya.5%(3/67H1), 141
HNSD; T R IE R/ IR IEMET(pMET) (1]
B, L Foretinibif¥7 J5, pMETH EMETH L
B3R B 91% 1 B tH AT A OGAS R Y,
FIL Ay = ML E(35% vs 15%) AT IhHE % (23%
vs 8%). WFFUE N A H R/ A tHMET AN
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VEGFR2#E, M & HZFNEKESEEME  #F57, Favopiridol[50 mg/(m” « d), IEL471:72 h,
¥, R Foretinib [ M fille-METHER 3L, H A2 wkoh EIAIGRIT M B . 164 55
ZjForetinib{E R ZEFE I WE I E i PR MEG 1 USRI IEE B AL A Ry 2, KRR R
Lk @ AN, BEVE SO R AR R, 2 93%(3EK

A5 N27%) NEVG A T3%(3E44%20%) bk IfL

3 FEABIEAZ5Y) 1 33%; Ab I AR AN AT RO 22 9 2%
3.1 MAAER IR IA T (nuclear factor-kB, NF- 47 ST, W58 A N: Favopiridol4 2y
i B) {5 0 % LRI P R AL B IRZERNEL 70 a4 A LRI T R, 18 B IVATT R AL
B, (LR K . K (Bortezomib, PS-341) . i HA%ZHAS B AR, W] 2 18 55 HoAb 2549
PR TR A IR, REIEREIEMSIEILAIY g N
240 L P 26 S 11 R 1) 2R PRt 3L 2 1T B 1, A 20094E [ — 01 1 MG RIFFT 2R, Flavo-
i Bk 32 3% - i AR O Te BRUBE AR, 303 piridol It & FOLFO X7 227 W 352 A g o
NF-kBf& 5 S, (AT, Bl 224 aTm 2, 8 ier A [ g T R ik — 25
P VK B TR YT 2 i e W5,

Shah%E IR — UL HIRIRDE AR BELE 33 25 1 8] . L5740 8 28 (4 W(matrix metal-
S ZPE R R W TE AT R 1661 B R loproteinase, MMPs) & Fh JFia 41 o 175 3= 41 o 4>
BENNATRSL, BT BAMEIKAS mgn’, g, FATEEFG 5 H 0 R KRS, 1240 K4y
div 4. 8. 11, BR21 I IFIIGST, 28R Bos: fpfis g i B rp R4 T SR . MMPSTE i
ISRy PR 2 b, BRIEBIB A R95%CL: i ksag i e ch BAT TR ], A RIOR F 3 4140,
0%-22%), 161SD; 1401 A RIMM2BEN LA {2 i gg 40 L Jo 32300 5, Y B0 A5 2 . T
B, TN Z (61), Fh2e REPE(7H1). GUIESE, MMP-27E B P & 463k, 3F 5 ot e

20064 FHRIE ()25 2 rCo 9 TWIIGIRBTTE oo o g B 4110602, T4 37 ] fib(Marimastat,
OSSR T R ORI DL REIGRST I BB2S16) A T A Rk L IRMMPs I, Hgh
B, SINALTEIE, YA TIPS W oL T I TR 2 R A £ B S5, e T
JTRMEPEARLS mg/ ', dls 4y 8y 11 PR g AMMPs & B TR PEER, AT i 3
BERE 125 mg/m’, d1 8; 21 AN UM, ST E . o~y 1w Ay g 0750 2 b g 40, (L7 s R
ST EONEEKLS mgm®, dIL 4y 8y RS £ LL ek 4.
11, 21 A1), 2961w BEAT7 300 r i, A4 20024FBramhal IZE R IE 11— TRBEEHL . XL
ORRWIS: iy T #2541, 735 0033%M19%; (MRS 5. e B3t I (o LU R B 5 1 <7 2 ) 4t
HmOSH4.8 mo, FZ4245.4 mo, mPFSIIAIN  fit T 2218 %R B T D v D w4
1.8 mofl1.4 mo, NRENNEFAL ST H 75 e ia sy b 01, BT A36941
2 LD W 015 9 S, S A N AL R 3 3o SRR

HEF L R2IUIDG RO ST A R, SN w2 h St (040 I7, BT S B AL I
P KT W ST 5 8 T e TG Ak, AN P I R ¥72H(Marimastat, 10 mg, 1R, 29k/d)F1%E 5
9U, HR A BN AN %% G AR 41, 3w R AR AR, TR S e
ERMSREE T IRTT . JRA AR, 45 G AT UL mO S
3.2 Favopiridol 4108348 (KM (cyclin- RIFIZEIE 4E K:(5.2 mo vs 4.5 mo, HR = 1.23, P =
dependent kinase, CDK)/Z =4I AL T 0.07), PFSE LK (HR = 1.32, P = 0.009), 24F
KR, WFRRPRR A KIESCDKcyelin A 7736403 9% K13%(HR = 1.27, P = 0.024). 3%
I 2l s A PRI B R IE R R G, Fa- 2ad A7 (0 # mOS 3 25 W] (8.4 mo vs 5.8 mo,
vopiridol&— M THE) - & M MIZECDK HR = 1.53, P = 0.045), 24E 447 % W] 472 5(18%
PR, 2R HHICDK L. CDK2. CDK4¥ s 5%, HR = 1.68, P = 0.006). %A R N
B VER A0 N 0 5. A B R R A R B AR AR T, 5 2R Ok, (5 2R
Firh, CDOKIFRMERIA R m, ATRES S5 R ik,
HIP I T, Ty 37 1 ) b S 55 AR S R 2 R T

Schwartz?E " 200 V4AFEHGE T 10 1T IR J& 28 (1 B0, B % W 2 A8 K e 30 7 o Ay

59
Roichideng® WCJD | www.wijgnet.com 2013-08-28 | Volume 21 | Issue 24 |



IS 5 BRLOSTHHRE

2393

ImOSAHIPFS, W52 P iF, X452 i A7 i) &
RO N R, R A gk, =4k
HERI B 67 B AR RS

3.4 R QRO OBHCIRS DN AR
336 AT 3 10 25 AT 1R R 08 7K T, 41 11 e 2 1 2
fifi(histone deacetylase, HDAC)H] [ 5K H 4
Bitk, 5IEDNA-ZEH (IR AW 4. X P40
A LB RS HE DR 5%, 40 4n i 5. HD ACHI)
FIu] LAEBRDN A-ZL 2R (U S W40, Mt (e gt
iR 40 P A A . o S T AR A
—FHDACHIEIF, H i HFaT7 FR8 e Rk
FH P Bl 4 B M 251036 97 T 038000 B R T 40k
FUR. Ree 20 104EH6HE T — TR L i Ik 75
U B IBO T 0T i R ) T IR R, A
AR b e AT, A TR VR IT S iE
iy ELAT IV FH 5t

3.5 HSP9O#p4| 71 #A44K 7 2 [ (heat shock protein,
HSP)EHLALE BBOR A T & B — 41 5 A
(18R (1505 1, 5 BT e 4 RF 40 i 2 11 R
52, Y AT X Y B A2, SRR AR
PREF AN I H 1) A= BT e HSPOO & 41 1 N 4L Ay
TR, 25T R B G R TR A A G
(15> 7RIS, (6 IR 40 ML R 390 . 2 5% M
PR T A5 50 B 5 A 5 0 TR A% T A .
e 22U HS PSR I %:88%, I FLHSPIO %Kik
Sy LK LA R R, T T 22N HSPOOH
HIFE BRI T AL T T IR, WIS H
s, 45 RAEAFIR.

3.6 COX-247#] % ML (cyclooxygenase,
COX)s e EE W RTHUMR B 45 K, e
VU I R 6 AL B T B B 35 25 A0 BT S s K A
FHIE S5 A2 T 5 2 m] A B e R A6 U™, 3ok
A& PR COX-245 A IR, 6310 &
F6 T AR 560 v 8 70t — 5 AR RN 2 A ke,
AR AT B IR R 9.

4 Ep

T e 1A 1) 25 W 0T 9 2 M O O IR L H T
A ZBR PP To GAIR K IR 43 AIE, EX-
PAND. AVAGAST. REAL-3%5 KRG K
WEITAR B R I BAR S 5. gy L I, w]
REAFAE NFh . R BIAL . R BERAL . 2> Tl
LR FERB T RINT L. B —Fh it
PR, KA R R (5 5l B 4 R 4,
) 24 49 2 B R RE  A E A, nfe S R E
SR (A5 5 30 15 B S A R S ) P A S
s

TR
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A7 25T (0 A= Db i A T BB R 1
. AEAE NS B I 2 AR e, A
Witiasy Jiih, s B RIS 5, 11
A 5 2 T m PRAIE 5 AR IE B2 2 TR 3R 1 S

5 2N

1 Moehler M, Mueller A, Trarbach T, Lordick F,
Seufferlein T, Kubicka S, Geissler M, Schwarz S,
Galle PR, Kanzler S. Cetuximab with irinotecan,
folinic acid and 5-fluorouracil as first-line treatment
in advanced gastroesophageal cancer: a prospective
multi-center biomarker-oriented phase II study.
Ann Oncol 2011; 22: 1358-1366 [PMID: 21119032
DOI: 10.1093 /annonc/ mdq591]

2 Woll E, Greil R, Eisterer W, Bechter O, Fridrik MA,
Griinberger B, Zabernigg A, Mayrbaurl B, Russ G,
Dlaska M, Obrist P, Thaler J. Oxaliplatin, irinote-
can and cetuximab in advanced gastric cancer. A
multicenter phase II trial (Gastric-2) of the Arbe-
itsgemeinschaft Medikamentose Tumortherapie
(AGMT). Anticancer Res 2011; 31: 4439-4443 [PMID:
22199312]

3 Yeh K, Hsu C, Lin C, Shen Y, Wu S, Chiou T, Chao
Y, Cheng A: Phase II study of cetuximab plus weekly
cisplatin and 24-hour infusion of high-dose 5-fluoro-
uracil and leucovorin for the first-line treatment of ad-
vanced gastric cancer. | Clin Oncol 2009; 27: abstr 4567

4 Pinto C, Di Fabio F, Barone C, Siena S, Falcone A,
Cascinu S, Rojas Llimpe FL, Stella G, Schinzari G,
Artale S, Mutri V, Giaquinta S, Giannetta L, Bardelli
A, Martoni AA. Phase II study of cetuximab in com-
bination with cisplatin and docetaxel in patients
with untreated advanced gastric or gastro-oesoph-
ageal junction adenocarcinoma (DOCETUX study).
Br ] Cancer 2009; 101: 1261-1268 [PMID: 19773760
DOI: 10.1038/sj.bjc.6605319]

5 van Grieken NC, Aoyma T, Chambers PA, Bot-
tomley D, Ward LC, Inam I, Buffart TE, Das K, Lim
T, Pang B, Zhang SL, Tan IB, Carvalho B, Heide-
man DA, Miyagi Y, Kameda Y, Arai T, Meijer GA,
Tsuburaya A, Tan P, Yoshikawa T, Grabsch HI.
KRAS and BRAF mutations are rare and related to
DNA mismatch repair deficiency in gastric cancer
from the East and the West: results from a large
international multicentre study. Br | Cancer 2013;
108: 1495-1501 [PMID: 23511561 DOI: 10.1038/
bjc.2013.109]

6 Enzinger PC, Burtness B, Hollis D. CALGB 80403/
ECOG1206: A randomized phase II study of three
standard chemotherapy regimens (ECF, IC, FOLF-
OX) plus cetuximab in metastatic esophageal and
GE junction cancer. | Clin Oncol 2010; 28: abstr 4006
[Meeting Abstracts]

7 Dell'Anna L, Morosini L. A computer-based method
for the hematocrit effect correction in blood viscosity
measurement. Clin Chem 1987; 33: 1071-1072 [PMID:
3594786 DOI: 10.1016/51470-2045(13)70102-5]

8 Lordick F, Leon-Chong J, Kang Y, et al. Her-2 status
of advanced gastric cancer is similar in Europe and
Asia. Ann Oncol 2007; 18(Suppl 7): 253

2013-08-28 | Volume 21 | Issue 24 |



2394

ISSN 1009-3079 (print) ISSN 2219-2859 (online)

HRE N EHZE 201358328

F215 F24H

(49

TEE
Jaishideng®

10

11

12

13

14

15

16

17

Gravalos C, Gomez-Martin C, Rivera F, Alés I,
Queralt B, Marquez A, Jiménez U, Alonso V, Gar-
cia-Carbonero R, Sastre J, Colomer R, Cortés-Funes
H, Jimeno A. Phase II study of trastuzumab and
cisplatin as first-line therapy in patients with HER2-
positive advanced gastric or gastroesophageal
junction cancer. Clin Transl Oncol 2011; 13: 179-184
[PMID: 21421462 DOI: 10.1007 /s12094-011-0637-6]
Bang Y], Van Cutsem E, Feyereislova A, Chung
HC, Shen L, Sawaki A, Lordick F, Ohtsu A, Omuro
Y, Satoh T, Aprile G, Kulikov E, Hill ], Lehle M,
Riischoff J, Kang YK. Trastuzumab in combination
with chemotherapy versus chemotherapy alone
for treatment of HER2-positive advanced gastric or
gastro-oesophageal junction cancer (ToGA): a phase
3, open-label, randomised controlled trial. Lancet
2010; 376: 687-697 [PMID: 20728210 DOI: 10.1016/
50140-6736(10)61121-X]

Shah MA, Ramanathan RK, Ilson DH, Levnor A,
D'Adamo D, O'Reilly E, Tse A, Trocola R, Schwartz
L, Capanu M, Schwartz GK, Kelsen DP. Multicenter
phase II study of irinotecan, cisplatin, and bevaci-
zumab in patients with metastatic gastric or gastro-
esophageal junction adenocarcinoma. | Clin Oncol
2006; 24: 5201-5206 [PMID: 17114652 DOI: 10.1200/
JCO.2006.08.0887]

El-Rayes BF, Zalupski M, Bekai-Saab T, Heilbrun LK,
Hammad N, Patel B, Urba S, Shields AF, Vaisham-
payan U, Dawson S, Almhanna K, Smith D, Philip
PA. A phase II study of bevacizumab, oxaliplatin,
and docetaxel in locally advanced and metastatic
gastric and gastroesophageal junction cancers. Ann
Oncol 2010; 21: 1999-2004 [PMID: 20332133 DOI:
10.1093/annonc/mdq065]

Shah MA, Jhawer M, Ilson DH, Lefkowitz RA,
Robinson E, Capanu M, Kelsen DP. Phase II study
of modified docetaxel, cisplatin, and fluoroura-
cil with bevacizumab in patients with metastatic
gastroesophageal adenocarcinoma. | Clin Oncol
2011; 29: 868-874 [PMID: 21189380 DOI: 10.1200/
JCO.2010.32.0770]

Enzinger P, Fidias P, Meyerhardt ], et al. Phase II
study of bevacizumab and docetaxel in metastatic
esophageal and gastric cancer. ASCO 2006; 68
[Meeting Abstracts]

Peinert S, Arnold D, Siewczynski R, et al. BECAM:
a salvage protocol with bevacizumab, capecitabine,
mitomycin C for patients with refractory metastatic
colorectal cancer (CRC) or gastric cancer (GC). |
Clin Oncol 2006; 24: abstr 13554

Ohtsu A, Shah MA, Van Cutsem E, Rha SY, Sawaki
A, Park SR, Lim HY, Yamada Y, Wu ], Langer B,
Starnawski M, Kang YK. Bevacizumab in combina-
tion with chemotherapy as first-line therapy in ad-
vanced gastric cancer: a randomized, double-blind,
placebo-controlled phase III study. ] Clin Oncol
2011; 29: 3968-3976 [PMID: 21844504 DOI: 10.1200/
JCO.2011.36.2236]

Waddell T, Chau I, Cunningham D, Gonzalez D,
Okines AF, Okines C, Wotherspoon A, Saffery C,
Middleton G, Wadsley J, Ferry D, Mansoor W,
Crosby T, Coxon F, Smith D, Waters J, Iveson T,
Falk S, Slater S, Peckitt C, Barbachano Y. Epirubicin,
oxaliplatin, and capecitabine with or without pa-
nitumumab for patients with previously untreated
advanced oesophagogastric cancer (REAL3): a
randomised, open-label phase 3 trial. Lancet Oncol
2013; 14: 481-489 [PMID: 23594787 DOI: 10.1016/
51470-2045(13)70096-2]

WCJD | www.wjgnet.com

18

19

20

21

22

23

24

25

26

27

28

Trarbach T, Przyborek M, Schleucher N, Heeger S,
Liipfert C, Vanhoefer U. Phase I study of matuzum-
ab in combination with 5-fluorouracil, leucovorin
and cisplatin (PLF) in patients with advanced gas-
tric and esophagogastric adenocarcinomas. Invest
New Drugs 2013; 31: 642-652 [PMID: 22763610 DOL:
10.1007/510637-012-9848-0]

Rao S, Starling N, Cunningham D, Sumpter K, Gil-
ligan D, Ruhstaller T, Valladares-Ayerbes M, Wilke
H, Archer C, Kurek R, Beadman C, Oates J. Matu-
zumab plus epirubicin, cisplatin and capecitabine
(ECX) compared with epirubicin, cisplatin and
capecitabine alone as first-line treatment in patients
with advanced oesophago-gastric cancer: a ran-
domised, multicentre open-label phase II study.
Ann Oncol 2010; 21: 2213-2219 [PMID: 20497967
DOI: 10.1093 /annonc/ mdq247]

Rao S, Starling N, Cunningham D, Benson M,
Wotherspoon A, Liipfert C, Kurek R, Oates J, Basel-
ga J, Hill A. Phase I study of epirubicin, cisplatin
and capecitabine plus matuzumab in previously
untreated patients with advanced oesophagogas-
tric cancer. Br | Cancer 2008; 99: 868-874 [PMID:
19238629 DOI: 10.1038/ sj.bjc.6604622]

Matsubara J, Yamada Y, Hirashima Y, Takahari D,
Okita NT, Kato K, Hamaguchi T, Shirao K, Shimada
Y, Shimoda T. Impact of insulin-like growth factor
type 1 receptor, epidermal growth factor receptor,
and HER2 expressions on outcomes of patients with
gastric cancer. Clin Cancer Res 2008; 14: 3022-3029
[PMID: 18483367 DOI: 10.1158/1078-0432]

Jiang Y, Wang L, Gong W, Wei D, Le X, Yao J, Ajani
J, Abbruzzese JL, Huang S, Xie K. A high expres-
sion level of insulin-like growth factor I receptor is
associated with increased expression of transcrip-
tion factor Sp1 and regional lymph node metas-
tasis of human gastric cancer. Clin Exp Metastasis
2004; 21: 755-764 [PMID: 16035620 DOI: 10.1007/
$10585-005-1198-2]

Attard G, Fong PC, Molife R, et al. Phase [ trial
involving the pharmacodynamic (PD) study of cir-
culating tumour cells, of CP-751, 871, a monoclonal
antibody against the insulin-like growth factor 1 re-
ceptor (IGF-1R), with docetaxel (D) in patients with
advanced cancer. | Clin Oncol 2006; 22: abstr 14
Vignot S, Faivre S, Aguirre D, Raymond E. mTOR-
targeted therapy of cancer with rapamycin deriva-
tives. Ann Oncol 2005; 16: 525-537 [PMID: 15728109
DOI: 10.1093 / annonc/ mdi113]

Doi T, Muro K, Boku N, Yamada Y, Nishina T,
Takiuchi H, Komatsu Y, Hamamoto Y, Ohno N,
Fujita Y, Robson M, Ohtsu A. Multicenter phase
II study of everolimus in patients with previously
treated metastatic gastric cancer. | Clin Oncol 2010;
28:1904-1910 [PMID: 20231677 DOI: 10.1200/
JCO.2009.26.2923]

Van Cutsem E, Yeh K-H, Bang Y-J, et al. Phase III
trial of everolimus in previously treated patients
with advanced gastric cancer: GRANITE-1. | Clin
Oncol 2012; 30(Suppl4): abstr LBA3

Doi T, Koizumi W, Siena S, et al. Efficacy, toler-
ability, pharmacokinetics of gefitinib (ZD1839) in
pretreated patients with metastatic gastric cancer. |
Clin Oncol 2003; 22: 258

Rojo F, Tabernero J, Albanell J, Van Cutsem E,
Ohtsu A, Doi T, Koizumi W, Shirao K, Takiuchi
H, Ramon y Cajal S, Baselga J. Pharmacodynamic
studies of gefitinib in tumor biopsy specimens from
patients with advanced gastric carcinoma. | Clin

2013-08-28 | Volume 21 | Issue 24 |



IS 5 BRLOSTHHRE

2395

29

30

31

32

33

34

35

36

37

38

Oncol 2006; 24: 4309-4316 [PMID: 16963731 DOI:
10.1200/JC0O.2005.04.2424]

Dragovich T, McCoy S, Fenoglio-Preiser CM, Wang
], Benedetti JK, Baker AF, Hackett CB, Urba SG,
Zaner KS, Blanke CD, Abbruzzese JL. Phase II
trial of erlotinib in gastroesophageal junction and
gastric adenocarcinomas: SWOG 0127. ] Clin Oncol
2006; 24: 4922-4927 [PMID: 17050876 DOI: 10.1200/
JCO.2006.07.1316]

Igbal S, Goldman B, Fenoglio-Preiser CM, Lenz HJ,
Zhang W, Danenberg KD, Shibata SI, Blanke CD.
Southwest Oncology Group study S0413: a phase II
trial of lapatinib (GW572016) as first-line therapy in
patients with advanced or metastatic gastric cancer.
Ann Oncol 2011; 22: 2610-2615 [PMID: 21415234
DOI: 10.1093 / annonc/ mdr021]

Chang H, Azuma M, Goldman B, et al. Gene expres-
sion levels of HER2 and IL-8 and polymorphism in
IL-8 associated with clinical outcome in advanced
or metastatic gastric cancer treated with lapatinib in
SWOG 0413 trial. ] Clin Oncol 2007; 25: 464 [Meeting
Abstracts]

Pishvaian M, Sakaeva D, Hsieh RK, et al. A global,
multicenter phase trial of lapatinib plus capecitabi-
ne in gastric cancer. | Clin Oncol 2011; 29: A88
[Meeting Abstracts]

Bang Y], Kang YK, Kang WK, Boku N, Chung HC,
Chen JS, Doi T, Sun Y, Shen L, Qin S, Ng WT, Tursi
JM, Lechuga M]J, Lu DR, Ruiz-Garcia A, Sobrero
A. Phase 1I study of sunitinib as second-line treat-
ment for advanced gastric cancer. Invest New Drugs
2011; 29: 1449-1458 [PMID: 20461441 DOI: 10.1007/
$10637-010-9438-y]

Moehler M, Mueller A, Hartmann JT, Ebert MP,
Al-Batran SE, Reimer P, Weihrauch M, Lordick F,
Trarbach T, Biesterfeld S, Kabisch M, Wachtlin D,
Galle PR. An open-label, multicentre biomarker-
oriented AIO phase II trial of sunitinib for patients
with chemo-refractory advanced gastric cancer. Eur
J Cancer 2011; 47: 1511-1520 [PMID: 21561763 DOI:
10.1016/j.ejca.2011.04.006]

Sun W, Powell M, O'Dwyer PJ, Catalano P, Ansari
RH, Benson AB. Phase II study of sorafenib in com-
bination with docetaxel and cisplatin in the treat-
ment of metastatic or advanced gastric and gastro-
esophageal junction adenocarcinoma: ECOG 5203.
J Clin Oncol 2010; 28: 2947-2951 [PMID: 20458043
DOI: 10.1200/JC0O.2009.27.7988]

Shah MA, Wainberg ZA, Catenacci DV, Hochster
HS, Ford J, Kunz P, Lee FC, Kallender H, Cecchi
F, Rabe DC, Keer H, Martin AM, Liu Y, Gagnon
R, Bonate P, Liu L, Gilmer T, Bottaro DP. Phase
II study evaluating 2 dosing schedules of oral
foretinib (GSK1363089), cMET/VEGFR?2 inhibitor,
in patients with metastatic gastric cancer. PLoS One
2013; 8: 54014 [PMID: 23516391 DOI: 10.1371/jour-
nal.pone.0054014]

Shah MA, Power DG, Kindler HL, Holen KD, Ke-
meny MM, Ilson DH, Tang L, Capanu M, Wright JJ,
Kelsen DP. A multicenter, phase II study of bortezo-
mib (PS-341) in patients with unresectable or meta-
static gastric and gastroesophageal junction adeno-
carcinoma. [nvest New Drugs 2011; 29: 1475-1481
[PMID: 20574790 DOI: 10.1007 / s10637-010-9474-7]
Ocean A], Schnoll- Sussman F, Keresztes R. Phase
[Istudy of PS-341 (bortezomib) with or without
irinotecan in patients(pts) with advanced gastric
adenoearcinomas (AGA). | Clin Oncol 2006; 24: abstr
a14040

(49

TEE
Jaishideng®

WCJD | www.wjgnet.com

39

40

41

42

43

44

45

46

47

48

49

50

Senderowicz AM. Small molecule modulators of
cyclin-dependent kinases for cancer therapy. On-
cogene 2000; 19: 6600-6606 [PMID: 11426645 DOI:
10.1038/sj.onc.1204085]

Schwartz GK, Ilson D, Saltz L, O'Reilly E, Tong W,
Maslak P, Werner ], Perkins P, Stoltz M, Kelsen
D. Phase II study of the cyclin-dependent kinase
inhibitor flavopiridol administered to patients with
advanced gastric carcinoma. | Clin Oncol 2001; 19:
1985-1992 [PMID: 11283131]

Rathkopf D, Dickson MA, Feldman DR, Carvajal
RD, Shah MA, Wu N, Lefkowitz R, Gonen M, Cane
LM, Dials HJ, Winkelmann JL, Bosl GJ, Schwartz
GK. Phase I study of flavopiridol with oxaliplatin
and fluorouracil/leucovorin in advanced solid
tumors. Clin Cancer Res 2009; 15: 7405-7411 [PMID:
19934304 DOI: 10.1158/1078-0432.CCR-09-1502]
Monig SP, Baldus SE, Hennecken JK, Spiecker
DB, Grass G, Schneider PM, Thiele J, Dienes
HP, Holscher AH. Expression of MMP-2 is as-
sociated with progression and lymph node
metastasis of gastric carcinoma. Histopathology
2001; 39: 597-602 [PMID: 11903578 DOI: 10.1046/
j.1365-2559.2001.01306.x]

Bramhall SR, Hallissey MT, Whiting J, Scholefield
J, Tierney G, Stuart RC, Hawkins RE, McCulloch
P, Maughan T, Brown PD, Baillet M, Fielding JW.
Marimastat as maintenance therapy for patients
with advanced gastric cancer: a randomised trial. Br
J Cancer 2002; 86: 1864-1870 [PMID: 12085177 DOL
10.1038/ sj.bjc.6600310]

Ree AH, Dueland S, Folkvord S, Hole KH, Seier-
stad T, Johansen M, Abrahamsen TW, Flatmark K.
Vorinostat, a histone deacetylase inhibitor, com-
bined with pelvic palliative radiotherapy for gas-
trointestinal carcinoma: the Pelvic Radiation and
Vorinostat (PRAVO) phase 1 study. Lancet Oncol
2010; 11: 459-464 [PMID: 20378407 DOI: 10.1016/
51470-2045(10)70058-9]

Tsutsumi S, Neckers L. Extracellular heat shock
protein 90: a role for a molecular chaperone in cell
motility and cancer metastasis. Cancer Sci 2007;
98: 1536-1539 [PMID: 17645779 DOI: 10.1111/
j.1349-7006.2007.00561.x]

Zuo DS, Dai ], Bo AH, Fan J, Xiao XY. Significance
of expression of heat shock protein90alpha in hu-
man gastric cancer. World | Gastroenterol 2003; 9:
2616-2618 [PMID: 14606110]

Giaginis C, Daskalopoulou SS, Vgenopoulou S,
Sfiniadakis I, Kouraklis G, Theocharis SE. Heat
Shock Protein-27, -60 and -90 expression in gastric
cancer: association with clinicopathological vari-
ables and patient survival. BMC Gastroenterol 2009; 9:
14 [PMID: 19203381 DOI: 10.1186/1471-230X-9-14]
Wang WH, Huang JQ, Zheng GF, Lam SK, Karl-
berg ], Wong BC. Non-steroidal anti-inflammatory
drug use and the risk of gastric cancer: a systematic
review and meta-analysis. | Natl Cancer Inst 2003;
95: 1784-1791 [PMID: 14652240 DOI: 10.1093/jnci/
djg106]

Govindan R, McLeod H, Mantravadi P, Fineberg
N, Helft P, Kesler K, Hanna N, Stoner C, Ansari R,
Fox E. Cisplatin, fluorouracil, celecoxib, and RT in
resectable esophageal cancer: preliminary results.
Oncology (Williston Park) 2004; 18: 18-21 [PMID:
15685829]

Dawson S], Michael M, Biagi J, Foo KF, Jefford M,
Ngan SY, Leong T, Hui A, Milner AD, Thomas R]J,
Zalcberg JR. A phase I/1I trial of celecoxib with

2013-08-28 | Volume 21 | Issue 24 |



2396

ISSN 1009-3079 (print) ISSN 2219-2859 (online)  tHFRIEASIVZYE 2013588280 521% 5245

(49

TEE
Jaishideng®

chemotherapy and radiotherapy in the treatment of 51  Enzinger P, Mamon H, Choi N. Phase II cisplatin,

patients with locally advanced oesophageal cancer. irinotecan, celecoxib and concurrent radiation
Invest New Drugs 2007; 25: 123-129 [PMID: 17053988 therapy followed by surgery for locally advanced
DOI: 10.1007/510637-006-9016-5] esophageal cancer. In: Proc GI ASCO, 2004: 35

mE WYL s EEA

ISSN 1009-3079 (print) ISSN 2219-2859 (online) DOI: 10.11569 20134E/R AL Baishideng 145

TEHERERAAWU R 12HARKRRE B E S HMAARR
PubMed %« PMC ¥ %

AFHR BE B2 5 4E(ULS. National Library of Medicine, f&iF#XNLM), 3& SAEMFEAE B AL
(National Center for Biotechnology Information, f&jFRNCBI))H13& [E [F 37 A WF 57 % (National Institutes of Health,
fRIFRNTH), FL1RF2010-20114F, W 7 F t5 H i 4R 45 B 4 ] (Baishideng Publishing Group Co., Limited,
@ FRBPG) i [ 1274 T TSR A e 22 0 P 127380 F 4 NLM, NCBIRINIHIL ] /0 f/PubMed Central fl
PubMed V&, 2~ FFIHI o) A BRAAT, WL G 2 IR 2804 3. 1203 T WS 1) 42 S Pk an F

1 World Journal of Biological Chemistry (1 #4512 5% 3%)
http://www.ncbi.nlm.nih.gov/pmc/journals/1495/

2 World Journal of Cardiology (1 7 /Ca 9 2 4% %)
http://www.ncbi.nlm.nih.gov/pmc/journals/1320/

3 World Journal of Clinical Oncology (1t 5 Il R Ji 8 22 2% 7%
http://www.ncbi.nlm.nih.gov/pmc/journals/1494/

4 World Journal of Diabetes (1H 5 R 55 4 i5)
http://www.ncbi.nlm.nih.gov/pmc/journals/1498/

5 World Journal of Gastrointestinal Endoscopy (15 B 1 W 4% 3&%)
http://www.ncbi.nlm.nih.gov/pmc/journals/1323/

6 World Journal of Gastrointestinal Oncology (tH 7t '% Iz i 2 2k
http://www.ncbi.nlm.nih.gov/pmc/journals/1324/

7 World Journal of Gastrointestinal Pathophysiology (1H: 5% 15 Jiz i B AL Bl 22 2% &
http://www.ncbi.nlm.nih.gov/pmc/journals/1496/

8 World Journal of Gastrointestinal Pharmacology and Therapeutics ({5 B 17 251 2% 51597 243&)
http://www.ncbi.nlm.nih.gov/pmc/journals/1497/

9 World Journal of Gastrointestinal Surgery (17 7Rt 4% &
http://www.ncbi.nlm.nih.gov/pmc/journals/1325/

10 World Journal of Hepatology (1t F4FT9 2 2%k
http://www.ncbi.nlm.nih.gov/pmc/journals/1321/

11 World Journal of Radiology (tH: St 2% AR
http://www.ncbi.nlm.nih.gov/pmc/journals/1322/

12 World Journal of Stem Cells (1t 5+ 41 i % &)
http://www.ncbi.nlm.nih.gov/pmc/journals/1470/

(B gmiH: Bi%EAE2011-05-30)

WCJD | www.wjgnet.com 2013-08-28 | Volume 21 | Issue 24 |



