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[ Abstract])

resectable advanced gastric cancer is dissatisfied. Therefore, it’s very significani to find a new way other than operation 1o restrain the

Nowadays, gastric cancer is one of the world’s major diseases that endanger human health, and the prognosis of un-

metastasis and recurrence of gastric cancer. The molecular targeted therapy is the current direction, for its molecule specificity and se-
lectivity. Due to the two characteristics, molecule target therapy can kill tumor cells effectively and selectively, and reduce the damage
to normal tissues. With the developmant of molecular pathology of gastric cancer research, the medicine for the molecule targeted thera-
py in advanced gastric cancer has successfully developed, and is applied in clinic. This essay will represent the important role of mole-
cule target medicine in treating advanced gastric cancer by integrating the important clinical testes in recent years. Among these medi-
cine, bevacizumab, cetuximab combined with fluorouracil, platinum or taxifolin have showed their efficacy and reliability. The ToGA
test has made trastuzumab the important medicine in advanced gastric cancer treatment. Nevertheless, we need more evidence in clini-
cal test to widen the use of the molecule target therapy in advanced gastric cancer treatment.
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it &k, MEE R EGFR RERAHLERKET o WEE
W%, S FEAEMFRAA 12% 7, ¢ xf EGFR M3 aIA7T ,
AT LU AT BT 5 4% I B TE AL, LIA ERYT B Y,

L1 AERAEKRATLARBERBBEBEWTH N REEKETF
R R R B G 4 1 39 ( epidermalgrowth factor receptor tyro-
sine kinase inhibitor, EGFR-TKI) {t #2544 #F E BB ( Ge-
fitinib, Iressa) .J& % # JE ( Erlotinib, Tarceva) %, HIEE R
8 FDA Hit vl ECFR B B FRMBS M &M . — T
HFIERTE 250mg/d TARIGYT B 80 1T B0 PRIF 55 40E
BEROLEMBIN 4.6 A H IR SAMRKL30% ), Tk
BIER R/ e AT AEY . JEIR B S M i K
fiepsi G0 BB AN /N A0 B it R LA B S 1, SWOGO0127
I8 £ AT IEA 43 FI50 7T A 25 B & 408 A4,
150mg/d, 4 ., $E/ 18 CR 1 6], PR 3 i, H2E 9% , B
EARRE N, PO 45 6.7 A H3.5
AH AR Rt 23 A 2 AR L6 M A fEEIA
HEEBF R I BEE N EEE, i B IEBREAE
(3R

o 22 7R A /Al R A 4R VA YT -, R i EGFR-TKI 54k
STEYE A TR R R B R 8 T 8O T B E R T, RS
FAIT RSN T BEEMEM B 253, AR BT ey £
FINE P, o — G RS 1R 22 EGFR-TKI 5409724
Yk -G N HIRYT RN AR , BTSSR B N TE R R R
BB B FRT R — @ RS, AE IR NSRS
BEMEER AT, EGFR-TKI 2573 B B fiGsr &
WA BN B ARE H AT DLk A AT L A, DL AT 1
TR
1.2 # EGFR # 3% (anti-EGFR monoclonal anti-bodies) ¢
F Y F v8 % & B 3 ( Cetuximab, Erbitux ) . EMD72000
(Matuzumab ) BAFT 45
121 WEHHRY WHREEYURE XS EGFR i 1gG1 B34
FEGLIA, WE RSG5, il x5 EGFR 454 0y Bk 8/
T CTK) (oAt v AT, BT A0 B 09 5 5 4 SR A2, AT 1
AR, R AR R L W B R A B E R
M NEAERKEFR 74, O RIS g f3E N
WP TIZ R UL B FAE S A B 6 9T P A L FE L
AR 2009 5 ASCO i LA 2R A CIRIE,

Kanzler 25" fit38 T P42 8 S 4T A (S HE (CPT-11)
PRI DE (S-FU) 77 5 (P9 %1 S50 8 ) & 400mg/m”, B
JG 250mg/m’ ;CPT-11 80mg/m’ ; W 1 EE 45 200mg/m’ 55 5-FU
1500mg/m* 24 /NEHESERRSS 1.8.15.22.,29.36.50 KK 1
FHR) va R B i R T BB LG KR 5. 36 A4 49 fi
BE 4R .0RR 42% (CR 4% ,PR 38% ) , I imis % 73% ,
P PFS 8.5 [, 08 16.6 H . 3 ~4 REFIERLI
#HREE(T%) KR (13% ) JRE (9% ) . Z If#
(%45 7% ) LA B st 80 0 L 13 40 B A0 R v o6 40 i v 2L (%%
di4%),

Woell 25438 T 75 % & A HUH & WD A5 CPT-11
Tt R B A 1 MG R 55 (AGMT Gastric-2) , 3% 51 il
BHAH, AT R FH 85my/m® 2w, CPT-11 125mg/m’
Q2w , P2 P K 400mg/m” , L1545 A 250mg/m’, 35 fil
AT PR % B, ORR 63% , F J% #5 il 3 83% , {3 TTP 24.8
JA, Wi 0S 38.1 JH, 3 ~4 B RSB A H Mok 40 M ok
A (1/9) (/MR (0/1) (B (173) (B0 (072) FIEE
(2/7), MEFUHEFERN1~2 %, 5 37%,7 FIHB 3
ZHM, 3~4 REIBHEE S 8%

Yeh %3538 7 V9 2 BPHEA NI S-FU 34773 B ]
B 04K K. /5% & A5 HE H & 400mg/m’d,,
250mg, dy dysdy, 28 1 B 4, dg oy oy, B2 RIHA,
54 35mg/m’ H; £E ¥R 24h d, ; 5-FU 2000 mg/m’®, T M f% 45
300mg/m’ (HDFL) , d, ., dy ; HDFL $54E 24h #% d,5;28 K4
1. 3 ~4 BAR B RN AL o Mok S s 20 6. 0% R e
4. 8% FAFThEEH 5 0. 74% . ORR %y 68. 6% , H 1 CR 145,
PR 23{f], ${ii PFS F{r OS /35K 11.0 4~ B #1 14.5
R,

Fahlke 251/ 4538 7 74925 #.40 (E 7)1 & 400mg/m’ d, , L)
J5 250mg/m’ 1§ )8 1 (K) B4 DC R (L EASEE T5my/m’
d, JBHI 75me/m’ d, , q3w) T i R 11 B A, 22 AT PEARY,
ORR 2% 27.3% (CR 1 |,PR 5 #) ,SD 10 #|,PR 6 fi|, £E
B3 ~ 4 Bl i 2= 5 R4 B AR K b R 4 e >
(73% ) FUIM.(13% ) FOrb-Ha 4 B st P R 44 (10% ) , 82
B3 ~4 RAEMBFFHHEOHE T (30% ) IKit(20% ) HEIE
(13% ) &E(13% ) Fip35(13% ) .

PA b 4 TR 3 i3 1 0 T SR RREE , 43 BN FR o %
HRRBKA AR FRIGITH R &, R RHA
ZH PGSR T R S T LAY ok B
HILRTL, [ B BT B % 4, HE N 19 B R JIBE 89 1 R i
W HARI IS,

1.2.2 EMD72000 EMD72000 ( Matuzumab ) & A JE 4L 1gGI
BITHEDLR, 5 EGFR B/ A8, WA,

2008 4E Rao 25" §738 T EMD72000 BE4 ECX H& (%
PTEE % S0mg/m’ d, , JF4A 60mg/m’ d, , FE5fIE 1000mg/m*
d ~d ) —ERGITHBHEEEEN 1 MERRE, 21 A
EGFR & %38 B & FEHL 2 4145 % 1697 , Matuzumab (7] 4
512y 400mg qw 800mg qw LA K 1200mg q3w, B MA R E N
65% , B RaEF g 25% , R HIE (CR + PR + SD) iy
90% . ZaVET5 T, 5K 1200mg q3w 2 FZFR G| TR
B 3 RIEHE, #E 800mg qw NI KT ZR &, K EEA
BR W ALEE R B R R IS,

PN EEE 4 25 55 B 34 B R AL T B & H1 EGFR $E 1R
HBITEM B A RAFMBUIREE . B ES A
SR (B R B A0, B AT B R AL Y e PR IR 3 LA
WESEHITFRE .

1.3 3 Her-2 # 4% ( anti-Her-2 monoclonal anti-bodies)  #i
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Her-2 B33 ( anti-Her-2 monoclonal anti-bodies ) i1 32254 3%
Bl 22k 8.477 ( Trastuzumab, Herceptin) ,

Her-2 B2 FREE C-erbB-2 HGHAA Z KK E 8
WSS ERE D BRI REREEAENESHS
G, BRI R AE KD B, M RBRAPUEALME BT
SR —FPE 4 DNA 14 B9 AR AL mAb 3@ i3 55 Her-2 32 {4
S SRMAERGSWE®E, BXE A U T EnE N EEK
HFFH A £ KW FIEH. BATHEEARIEST Her2
FRYERZLIRE (AR RBLRAH 15% K BB
JERIE Her-2, IR R T 1RO 09 BB A % W Her2 M BE R
i%, i 23. 8% s HyOh B AR A E 808, Her2 it E R
BB RENEAFEVXER JFARBUEMXER &
She Bk R 22 # i PR IS 0K HG A 96 9T E TR 9 B R, 2009 4R
ASCO £ B H ToCA B 2332 X1k,

ToGA IR — LA BTSN 2 00 B R
TR Z R B GT (BRFETT ) 76 Her-2 PR R M0 B 9 BE IO I
RECEfZ2tn TGRS, kERM . LTENE
W 594 #i Her2 FHYEERE 1.1 KL AFEA : CT 4 (5-FU
RO S NEA g3w,6 ) B H + CT 4 (5-FU (K
Br e JRAER S AFFETT 3w, 6 A1) o S5 PAL OS H +
CTHMAEEFCTAH(13.57H vs. 11.1 4~H; HR0.74,
95% CI. 0.60 ~0.91,P =0.004 8) ;ORR H-CT 1}y 47.3% ,
BT CTHR34.5% (P=0.0017), Z4t H-CT HEH
MFH SN BB, H-CT A 4.6% B LIERAZE
SFEMAEORAL, CT 8o 1. 1% , (BAEHGER W I8 L0 0 2
WP RERE EFEFERE, UEERTUEH H+CT 4
4 CT A4 5 B AR, X T Her-2 M B8 B &, b FE bk
TR AR 2N FE. 86 TR
e IR B IEAE AT R, RS T AR B B HiRyT EERIR
ZEMRMEEE R,

2 mmEEMREF

I3 N B A & A T (vascular endothelial growth factor,
VEGF) 2 B ii irifE SR R A N A U AR F .
EBREA T, VEGF kel i 3% e B A0 5 43 ) B2 40
FREL 45 JFRE I RS R AT B 0 B TE AR SR P L GRS
2.1 ARAtd VEGF 8% £k D4R HHT (Bevacizum-
ab, Avastin) E—FEAM ARSI, EEET S VEGF ¥
SEEE & BT VEGFR T5 1k, M 410 il Fiep 98 X S8l A i 4
T Bo

2005 4Ef) ASCO &AM T —H & Fbe T #H1k KRBT
(MSKCC) , %5 47 B3tk e 31 B BRI B TRy T 32 TR
BH 15mg/kg d,, CPT-1165mg/m® d, . dy, DDP 30mg/m’ d, .
dy 593w, TER] PEHY B9 34 B3 B o BB SR 65% , Tz
PFS 3 8.3 A A Eaf A thid 248 & T 75% , i 08
#12.3 A8,

TE 2009 4F ASCO & LA THBX T NRAHEKE

T iayT H R H B IR I KR (1) DU ST +
mDCF J7 %™ NS 10mg/kg, £ PG4 HEE 40mg/m’, 5-
FU 400mg/m’ , i B E&4% 400mg/m’ d, ,5-FU 1000mg/m’ 2218
R kS d, d, W 40mg/m’ dy 2w, FEM3 ~4 K
AR FEAERIEE F71(20% ) JiA(13% ) FhER (9% ) .
AL IERE (7% ) AP R LIS R (4% ) o DUEREAHL
MXMFEERRFHAE 1 BB FEILUKL L FILm, HA
31% )R BIER PR e , (HH A 93% AR AL, RIS
B3 ~4 FEEMIE EE R RSB, 39 8846
A PFS 55379% , 95 PFS 12 A~ F ,H1 {7 05 16. 2 7~ H ,12
ANH 0S 5% 63% ,18 A~ 3 0S i%%] 46% ., mDCF + BEV %
FEBRE T BENKZ S 5RITMTZE. (2) R
B LTSS R R B R4 TR EAT 7. Smg/kg/d, £
FE4HSBE TOmg/m” d,, BYPFISH T5Smg/m” d, ;q3w, 23 7]
4, PR 1061(59% ) ,SD 744 (41% ) . FLIRITHHFHFET
HBLLEHERM 3 ~ 4 LR AT MR A R
(13% ) I A (4% ) K (4% ) . 2 M & 0% &
(4% ) RIME(4% ) ,3 FlEE BB EFEL.

DU PR S AR P A 2 P S R R N2
ITH R B R B A KN 5 SRR A2 (VA
IrdBETHAE TSR NREFERINSEER. &
FUMERPIEMA M AR LT, BRI S AT E, HXE R
B AR IEAE AT,

2.2 #4A-H I VEGF % 4k (vascular endothelial growth factor
receptor, VEGFR) UL FE 254 IMC-1C11 & —FpHL VEGFR2
BRSO, Geists RS VEGFR-2 400 4h X S48 i, B
1k VEGF 37& VEGFR-2, M ZHb 31 1 57 4= 1 % 78 o
Posey' ' Bl IMC-1C11 #4745 BT H B 00 T 10 K38
SIS, SR AR IMC-1C11 B XHEMERIER, HpL
i RO T RO A B2, 8RR AT RE T B 2 e
A HAbHUE 2 AT IEIT

2.3 VEGFR #98 2B 8 B 47 #) Al SUS5416 ( Semaxinib) &
—F# & LAY VEGF 34k FLK-1/KDR B & BRI B 0 41 97,
T HA A R MRS AL, BEL LR PR T A AR .
Hoff' " 4R 18 SUS416 B T N BB e 139
IR, 10 BiBE AHAWT 4 BFR A, O BRI
yr3k, H 25 PR, 3 1 SD, 4 ] PD, #— BB EEH
179,

3 dRRREE

KREBAEMIR I KA RS 40 M 38 AR B
(eyclin-dependent kinase , CDKs) ) ieh B 2 75 5% Py U8 1 300 1 5
FHEIE TR K pRb MR AEH X, AR K CDKs
B A 55 A T A e P Y B B A B BRAR AT AR

Flavopiridol J& &% 7 #f Al K I IS — EIT %A CDKs /)
SHFIEIF, B A] LGB 3 CDK2 ) = BRER IR H 45 3
HAIMAFHEAE G, 1, 3F 4] G, B E S HIRy ¥4k, ik 2]
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S0 4R O BB EG FL B o ISP, Flavopiridol ZEA% I M BE T BT 4
I VEGF 945 AT %% ¥ 9T 100 %% A2 A . Shah 267 R A
Flavopiridol Bt CPT-11 FINFEHIATT BRI XEA TE B A
9,7 Bl 5 Bilik PR, R AR I OB i . Flavopiridol
L AT ) 30 40 88 e L A e SR B R R P, 6 B I RO I
PR IS PR, B R MURE B PRI B8 IE A T

4 HHRIAT R

T kB( nuclear factorkappa B, NF-«B) J& B 4% 41 fu 5%
FHEF, EAETILFIAE AR, EERAEH NF-«B &
BB g R BRI

PS-341( Bortezomib, Velcade, W&k K ) & —F K H B
RS FR], B] LAPH 52 -2 (3 B A B X 1B R [ AR R
SRR M IcB ¥R EE, R ) NF-«B {5557 T @ B MG
1k, B AR R MR TR . PS341 HETEEH TH
BB EREE ZEEFREKRIT. E—WEZ 400 1T #H
KRBT ) R T PS-341 B4 CPT-11 A7 M1 B MY
W%, PS341 1.3mg/m?, 485 1.4 .8.11 K #iE; CPT-11
125mg/m’ 55 1.8 KER ;21 KA 1 A, ¥R EHE B
&, BB PS-341 BZIRYT . 37 H B H P 29 B e H 4TI
RCVEMY  BE A AT PS-341 B A R4k 33% 1 9%,
L PFS 504 1.8 AR 1.4 A~ H,H {461 0S 514 4.8
AMAMS AR, FEARRMEEE I AL A%K
W%, BT K ANE ARSI HIESR , B BT R M R
BT

5 BERERFBQE(MMPs) #HIH

MMPs 258 F KB P 7 0 B S B, F 28 AR A
JHL &R S5 R A0 Y ) DL B A8 iR A o B T R 2 1
BHRESHER ., BRH MMP-2 f1 MMP9 i %5k, 5B &
MR AR RS | I A AL R TS B UIAR 6 . Marimastat
(1BB2516) B Hi— 18 A L& B MMPs 3057 , 72 5 7 iF
A A RS 9 B AR MMPs 38155, 7F —BUREAL N E &
R B EIE RBT 22 7, 369 Bl L FARME R E
Aoy BRI 5-FUALST TR B EREHL A R84
(T LA Marimastat 10mg R, 2 ¥k/d) FIRBFH, $ 47 0S
AEIRS2ABM4.54H(HR:1.23,P =0.07) ,2 A7
FAHE9% M 3% (HR:1.27,P =0.024) . EiEEBEFERL
0S ERKHFil4EL(8.4 /B vs.5.8 75 ,HR.1.53, P=
0.045) 2 7RI B & (18% vs. 5% ,HR,1.68,P =
0.006) , Marimastat JR 7 41t {i PFS 12 4 PFS (L] B #5
(HR:1.32, P=0.009), J4¥7 %558 8%, Marimastat g% B
BEKEEHBISEBEFTNPAL OS, X E 2 by B &R
REMPE ATFTEERAE 2L LA RNBEBITY
THe R

6 L& - FFRERMES(mTOR ) HHIF
VE Ry 22~ 37 B BRSO , mTOR 5 HX M5 5 b 988 200 i ) £ 70

AR (BHIMESH T M G,-S LU 84 M 7 RIA W) ,
R b ot 2 L A AV A S I TR T B T iR R B T A
PEREE, SNERETETEERE T4 67 mTORCL
( B mTOR-raptor E &%) b # FKBP-12 AT 4] mTOR [
T, [ B AT LAE S 43 25 S mTOR 17 B #24 i mTOR-
rictor &8 ( mTORC2) , 3 & M. FH 1 HFE il mTORC2 B &
k. RADOOV (fR#EZ A]) 1E B & R MATEY, 1E 2009
43 ApEE FDA #tHER T8 A g, BT
WRFeH, — T I IR 3 ™) A 53 4 A2 363k JR 101 W5 A
H, 4T RADOO1 10mg O R, B H | KA EHRBASE, K
45% ) 12 2 Bleg (R AR08/, DCR 2R 56.0% (95% Cl1:41.3%
~70.0% ) ;mPFS % 2.7 A B (95% C1:1.6 ~3.0 A~ ).,
mOS A 10. 1 M H(95% CL:6.5 ~12. 1 A~ H ), 5o bl 15 8+ (8]
H9.6 Ao 3 ~4 FARKMAARER M AL, v-BH
BTN & SOk B gl b 5-FU IR A9 A&
EAIRIT R BEBRZ TR O X e B E
JE A4, RADOO1 7E ik R B i & vl —EI7 3, HLf 2 1
R4f, Ml R IE7E 48k 25 M EFK 150 Mo Eg Ad,
2009 47 A 7 HERRE 1 BIRE A,

TR B

GrFEIE T2 Y N N B RO S 4 B MRG0
PR R R 25T B HE ) 25 W BT A IR T IF I A 1 Il K, B
B ST ARG r BRI B T3, AR et
Bilfo Hob, DR P 28 B0 K i 22 BR S A R
B LT E A BRI R Xy, (Hib v 28 T R
LAl KRR BRI s PR 38 F 5 7 B 7 3 19
SYTERE R B IR YT I AL, FETRA T 25 1E e R b Y
TR A B 26T B A BT S R E
EPTihE A
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