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Progress on Preoperative Neoadjuvant Therapy for

Advanced Gastric Cancer

HU Peng,ZHANG Hong-yan
(Anhui Provincial Hospital , Anhui Medical University, Hefei 230001, China)

Abstract:Since the results of INTO116 trial was published in US, postoperative adjuvant
therapy has become a standard treatment of locally advanced gastric cancer, however,there is
still no consensus on its clinical value for gastric cancer. Clinical researches have shown that
preoperative neoadjuvant therapy can increase RO resection rate, reduce the recurrence and
metastasis, and improve overall survival of patients. This paper summarized the progress in
the preoperative neoadjuvant treatment for advanced gastric cancer.
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BIaIT 0y 858 IF Ry Hofil g S A MR 9T O 28 LU [ 28
AR R I AL, T T AR Y SRR AE TR 9 R T 43
W, KWILOk, Bma s 22 RS, 5 —Fh
J& UICC A1 AJCC A A TNM 433, %6 —Fh 2 H AR
B T 23 (JRS) Iy 8 g 40 W1k . 124G K B X
FEAR R IS BB AR AR A o S B
(EUS) .CT .PET-CT MRI, & /5545 2% Fay £ 5
FB IR TAE T, 2258 i H EUS 5 CT 346 ik
15 T 40301, EUS AT DLA 35 b b X 43t B BER 5 24
LG5 0T 0 i T 4330 B9 HE R 3 ATk 75.5%,
i CT 4, 4552 MSCT st MDCT X & J 12 11 B
B ) J2 U B 1 23 BE AR R AE XS 1311 ) g
(A JIE 50 309 B8 Ak 2R A7 2 BT, 45 51 7 , MIDCT X 1 9
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N G0y F2EFB, AR AT 5 98 ik 1 25 7 7% 1 1
WPE  BUBE R S 0 Ry 78.6% .83.3% . 71.8%
MXF T M 43 W10 W, A8 LG T8 74 K 2 5 MRI,
PET-CT 4§ , CT 4 X5 T A iy 4] iy 1z Ab 7% 7% 4 Ry
S, FLTEIG IR L C %38 N H . PET-CT U8 2 il
i A AR 2 Y (R g v %) R TR R TR TR e 7 X s
3 Ve KO ) I b G A AR 5 v T R L
ZTE CT 2 Wi v AN e EdE— R AR . 18
JR A B 2 1 R A S A 1 B i WIE A2 —, HIEIR
b B alE 5 R AT CT PET-CT 4512 Wb 8 I8 4% 7 A7 16
BRI SRy B | AR 228 S AR 7 A A e W1 I A I
SRS SR R AR N LS T I BRI A
IS JE 9 FCC B R i — A0 R ME R 43300 I IR
TAER 45 & & Rk A T8 256 7% 08 R 4319 .

2 HEHEBNETRN

2.1 ARETHYT

RT3 4l B RO NS AT LA el Ak T AR SR s
AFER) S i 240 JEL 3 G R T AT, 3 AT DA s 5% 2 2L
A8 b B A5 PN B 0 B 2 (4 s e | I R 2%
AT A A AT e A FRR AR, A PR L i R
01 g AR 0 R TR B RO BT — 2Bl R
5, UE B BB BT AT DL R TR
IR, b v i3 A 1 K A A7 5 B R R R
FBE 1 PR GE A R 8 Zhang 45 % 370 4] B B
SBE BEHLAY AR BT ROT + F R (171 B8 & 2t A7
SMV X £k Hij J % 2 BF 40Gy/20f B9 AR ik 551497, fi
FR R+S 4l FIF R4 (199 Bl R S dl), &t
10 “FRlTT, K R+S A5 S AW 5 FA A7 5
k1 30.10% 1 19.75% ,10 4F- 4= 473 53 51 2k 20.26% 1
13.30% , T AR YIER %53 51 N 89.5% Fl 79.4% (P<

0.01), RJ5 L T, 8953518 12.9% 4.5% T, #1535
1 40.3% . 51.3%, Wk ELEE 55 RS R 4 51 R 64.3% Fl
84.9%(P<0.001), M AH [B] FEAR 5 30d N AT S FIV) &
R R AR B Te 22 5 . S0 = 55 7O T AR T
JT R Meta 43 BT 7 R AT 86 G F ARG Y7 A XT
TR Al TR AR DL & B o A 0 3 4R 5 AR K
10 EE 2% (odds rate 43314 1.78 .1.67 F1 1.64),
M AT DL R g8 7 B R AN MR 2 & % (odds rate 43
B4 0.44.0.59) , %45 R 5 Zhang %5 R F 5% 45 A
[, %[ SEER #d J& [F 43 #1 T 2002~2006 4F [i]
10 251 1) JG 326 Kb 2 7% 19 B Mt des A8 vl A R i ik
71 424 5] 5835 F0 R AR R BT VRIT Y 6767 1] 3
A A AN 5 A BAE AR R B B g ik
ELZE GRS 0 R UL, AR FTRCT T LUK I b o A 47
HIA 5 AE AR AR B 22 D R 24% (R gy 4
S 19 4 1 20%) 1,
22 ARETEALTT

2006 45, [l &b 35 181853 07 e B0, 78 22 5 b
HUATHRIF ST v, ey ik Jre 01 ) 5 o 0 A K 5 i by
(35~37.5Gy/4~5w+5-Fu) H B2l 07 A bbb 25 48
TREALA E NN Z IR R R T
Jr 301 g R E R AR ST 4 BB R A R B AR A 3K 25
(Table 1), 7Ei 4 & £ M5 E POET W5, B B
Bl B 53 A A I 4 B A9 + T R 4 R R w3 A B 1
J7+ RS + AR 45 58 WoR OB i B by + R
B [T SR A i B kT AR b, WEE RS T
BEHY 3 AF MR (47.4% vs 27.7% , P=0.07) Ko
PHSE LR (15.6% vs 2.0% ,P=0.03) , UESE T X} T
HE SRS 5 R R R U, AR A B R AT T
ARV T AR F B0 AT 10 5 5] 22 7 2R 9 6 T
i ST R i 301 7 9 St R il B R A0 Ak L
[T 259 07 SRIEFE IR R %P0 T 2001 4E K
Fn T IAIG RS0 A0 5 o, B2 2 R ik

Table 1 Preoperative chemoradiotherapy in patients with gastric cancer in recent years

Authors Research design Benefit of survival
Lowy!™ Group 1:5-Fu+45Gy/25{/5w +surgery RO resection:83% vs 83%
Group 2 :surgery
Tript” 45Gy/25f+CAPE+PTX+ surgery RO resection:72% ;pCR : 16%
Stah]™! Group 1:CF 9w+ surgery OS of 3 years:47.4% vs 27.7% ,P=0.07;

Group 2:CF 6w+CCRT(DDP+VP-16+30Gy/15f)+ surgery

Van Hagen™ Group 1:CCRT(PTX+CBP+41.4Gy/23f)+ surgery
Group 2 :surgery

pCR:15.6% vs 2.0%,P=0.03

RO resection:92% vs 69% , P=0.000;
Median survival time :49.4 months vs 24 months, P=0.003
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REIR 72% i B R Gk 16%17,
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i MBS B A AT T B IR R WALk
RHH G B AR R TR A, B 9T K PR A SRR
WE + I 50 A6 J7 7 58 R 2 42 m HUVA IR T R D) BR R
(84% vs 73%,P=0.04) } FHAR VA AR J5 1) PFS(34% vs
19%) J2 5 4E L4732 (38% vs 24% ,P=0.02),

{3 MAGIC 1 FFCD9703 i 56 ¥4 17 7£ 1) 28 Hi [n]
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S AT, B D2 e RO AR, D2
VIBR A%, P RRRIESEH2 52 D2 A5 W H#E AR
HOH R B AT AN (B . Ry 1 TR1 280 PR AR iR 4 B 1k
T IR A A2 D2 ik A5 0 B R A 15 BR
PEAERF AR A1 T EORTC 40954 52,
I FE A 1T EE X B 0 e A0 45 248 455 8 Si-
wert [T I 78935 451 , DA BB AL B 5% 31 He A T 8 4 Bh ik
ST FAR S ai F AR M NG RBESE, AL
144 {51, B 20 72 1], 7 5 B A7 28 6F L B Al TR 41
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0.036), FEfk 7k 455 #% % (38.6% vs 19.1%,P=
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Table 2 Preoperative chemotherapy in patients with gastric cancer in recent years

Authors Research design

RO resection Benefit of survival

Cunningham 2006™  Group 1 :surgery(n=253)

Group 2 :preoperative ECF + surgery (n=250)

Ychou 20117
Group 2 :surgery
Yoshikawa 2009/
Liu 2009~2012"
Group 2:surgery
Schuhmacher 20102
Group 2 :surgery

Group 1:preoperative 5-Fu+DDP + surgery

Preoperative CPT-114+DDP + surgery (n=55)
Group 1:preoperative FOLFOX-7 + surgery

Group 1:preoperative LV+5-Fu+DDP+ surgery

70.3% 5 years survival rate 23% vs 36% (P<0.05)
79.3%
84% 5 years survival rate 38% vs 24%(P=0.02)
73%

65%  Median survival time 14.6 months

86.6%  Not reported

78.3%

81.9%  No survival advantage
66.7%

4’ ® ﬁ 2017 jf‘ % 26 )& % 7 8  China Cancer,2017,Vol.26,No.7

547 BAtER:




AT IR SE O o) 22—, [l ] B T JR A 22 20 L
8 A BT R 6 L LAl TR sl il B A7
TS PRI RS, Wik FeATI AR R REAE B 8
(0 HT 3 BRI AT 7 5, RIS T O HE X
S LR U E A DT PR R IR, MR
TR AR AL

SEZH .

(1]

2]

[7]

8]

Chongging T, Liubao P, Xiaohui Z,et al. Cost-utility anal-
ysis of the newly recommended adjuvant chemotherapy for
resectable gastric cancer patients in the 2011 Chinese
National Comprehensive Cancer Network (NCCN) Clinical
Practice Guidelines in Oncology : Gastric Cancer[J]. Phar-
macoEconomics,2014,32(3):235-243.

Kang WM ,Meng QB,Yu JC,et al. Factors associated with
early recurrence after curative surgery for gastric cancer
[J]. World J Gastroenterol,2015,21(19):5934-5940.
Fairweather M, Jajoo K,Sainani N, et al. Accuracy of EUS
and CT imaging in preoperative gastric cancer staging[J]. J
Surg Oncol,2015,111(8):1016-1020.

Yan CA,Zhu ZG,Yan M, et al. Value of multidetector-row
CT in the preoperative staging of gastric cancer:a single-
center and large-sample study|J]. Journal of Surgery Con-
cepts Practice,2013,18(4):335-339[/™ it , 4 1L 44 , HEHL
S ZHE CT X8 AR HT 23 391 9 8 v SR 5 i 491 T 5
[J]. SMRFEEIE 5 52,2013, 18(4) : 335-339.]

Ramos RF,Scalon FM,Scalon MM,et al. Staging la-
paroscopy in gastric cancer to detect peritoneal metas-
lases:a systematic review and meta-analysis. [J]. Eur J
Surg Oncol,2016,42(9):1315-1321.

Zhang ZX ,Gu XZ,Yin WB, et al. Randomized clinical tri-
al on the combination of preoperative irradiation and
surgery in the treatment of adenocarcinoma of gastric car-
dia (AGC)—report on 370 patients[J]. Int J Radiat Oncol
Biol Phys,1998,42(5):929-934.

Guo LY ,Ma B,Yang KH,et al. Radiotherapy combined
with surgical treatment for gastric cancer:a Meta analysis
[J].Tumor,2010,30 (4):303-309. [3806 = , Bt , 1 50 8
S5 HOT S TR T BRI Meta 43 BT [J] PR
2010,30(4):303-309.]

Shridhar R,Dombi GW,Finkelstein SE,et al. Improved
survival in patients with lymph node-positive gastric can-
cer who received preoperative radiation:an analysis of the
Surveillance , Epidemiology ,and End Results database[J].
Cancer,2011,117(17):3908-3916.

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

Hazard 1,0’ Connor J,Scaife C. Role of radiation therapy
in gastric adenocarcinomal|J]. World J Gastroenterol ,
2006,12(10):1511-1520.

Stahl M, Walz MK, Stuschke M, et al. Phase Il compari-
son of preoperative chemotherapy compared with chemora-
diotherapy in patients with locally advanced adenocarci-
noma of the esophagogastric junction [J]. J Clin Oncol,
2009,27(6):851-856.

Lowy AM,Feig BW,Janjan N,et al. A pilot study of pre-
operative chemoradiotherapy for resectable gastric cancer
[J]. Ann Surg Oncol,2001,8(6):519-524.

Ajani JA ,Mansfield PF,Janjan N, et al. Multi-institutional
trial of preoperative chemoradiotherapy in patients with
potentially resectable gastric carcinoma [J]. J Clin Oncol,
2004,22(14):2774-2780.

Ajani JA,Walsh G,Komaki R,et al. Preoperative induc-
tion of CPT-11 and cisplatin chemotherapy followed by
chemoradiotherapy in patients with locoregional carcinoma
of the esophagus or gastroesophageal junction [J]. Cancer,
2004,100(11).:2347-2354.

Ajani JA,Mansfield PF,Crane CH,et al. Paclitaxel-based
chemoradiotherapy in localized gastric carcinoma:degree
of pathologic response and not clinical parameters dictated
patient outcome[J]. J Clin Oncol ,2005,23(6):1237-1244.
Ajani JA,Winter K,Okawara GS,et al. Phase Il trial of
preoperative chemoradiation in patients with localized
gastric adenocarcinoma (RTOG 9904): quality of combined
modality therapy and pathologic response[J]. J Clin Oncol,
2006,24(24):3953-3958.

Trip AK,Poppema BJ,van Berge Henegouwen MI, et al.
Preoperative chemoradiotherapy in locally advanced gas-
tric cancer,a phase I/l feasibility and efficacy studyl[J].
Radiother Oncol,2014,112(2).284-288.

van Hagen P,Hulshof MC,van Lanschot JJ,et al. Preop-
erative chemoradiotherapy for esophageal or junctional
cancer]J]. New Engl ] Med,2012,366(22):2074-2084.

Fu T,Bu ZD,Li ZY,et al. Neoadjuvant chemoradiation
therapy for resectable esophago-gasiric adenocarcinoma:a
meta-analysis of randomized clinical trials [J]. BMC Can-
cer,2015,15(1):1-9.

Cunningham D, Allum WH,Stenning SP, et al. Perioperative
chemotherapy versus surgery alone for resectable gastroe-
sophageal cancer{J]. New Engl ] Med,2006,355(1):11-20.
Ychou M, Boige JP,et al.

chemotherapy compared with surgery alone for resectable

V, Pignon Perioperative

gastroesophageal adenocarcinoma:an FNCLCC and FFCD

%@ R 2017 % % 26 £% 78 China Cancer,2017,Vol.26,No.7



[21]

[22]

(23]

RAES

multicenter phase Il trial [J]. J Clin Oncol ,2011,29(13).
1715-1721.

Schuhmacher C,Gretschel S, Lordick F,et al. Neoadjuvant
chemotherapy compared with surgery alone for locally ad-
vanced cancer of the stomach and cardia:European Or-
ganisation for Research and Treatment of Cancer random-
ized trial 40954[J]. J Clin Oncol,2010,28(35):5210-5218.

Liu Y,Zheng ZC,Zhao Y ,et al. Progrnosis value of CT
histopathological regression in advanced gastric cancer af-
ter neoadjuvant chemotherapy [J]. Chinese Journal of Dif-
ficult and Complicated Cases,2015,14 (6):596-599. [XI]
F AR R S R B B LT R CT £
ik AR R 5 LSO 1) U MR BE MRS 26 7, 2015, 14
(6):596-599.]

Yoshikawa T,Sasako M, Yamamoto S,et al. Phase II study
of neoadjuvant chemotherapy and extended surgery for lo-

2009,96(9):

cally advanced gastric cancer [J]. Br J Surg,

1015-1022.

[24]

[25]

[26]

[27]

Jiang L,Yang KH,Guan QL,et al. Survival benefit of
neoadjuvant chemotherapy for resectable cancer of the
gastric and gastroesophageal junction:a meta-analysis[J]. J
Clin Gastroenterol,2015,49(5):387-394.

Xiong B,Ma L,Cheng Y,et al. Clinical effectiveness of
neoadjuvant chemotherapy in advanced gastric cancer:an
updated meta-analysis of randomized controlled trials|[J].
Eur J Sur Oncol,2014,40(10): 1321-1330.

Yoshikawa T,Tanabe K, Nishikawa K,et al. Induction of a
pathological complete response by four courses of neoad-
juvant chemotherapy for gastric cancer:early results of the
randomized phase II COMPASS trial[J]. Ann Surg Oncol,
2014,21(1):213-219.

Chua C,Tan IB,Yamada Y,et al. Phase Il

trastuzumab in combination with S-1 and cisplatin in the

study of

first-line treatment of human epidermal growth factor re-
ceptor HER2-positive advanced gastric cancer [J]. Cancer

Chemother Pharmacol ,2015,76(2):397-408.

BERFEIHITCERFRIEAARE"YIE

A FhIGH AL F A A iR AL AR A ROE R R R R AT A,
ER3E E WA AR R R RS AR P A fs
R EAFAL PHRE IREEAARAAFEALZ LR H E 5

;ﬁ”>>éﬁﬁ%po

(DRAERF=F"RERL, HHIELLATEZRAELES,!

R 55 o

Q)R EHF

‘“‘;Efy")ih,éﬁi}fﬁhi%%iéﬁ B 4F 5
AFANE P A HFH AR
KETAT(AAFARI AR

IR RARHH =R LR E

ZHFRE®BL, AR IMEELFT ERFRAPINERBES, FOLARIAL . H

oA G NGRS A N R 7:‘”31’&4%1%5(4&&}]5\%

B)RAERFH =7 "2t LA 5t

TEE, wXEHE

ukf‘ =

FZHF R XETHE, A THE

TR X RAS , AR T A& 2 A8 7 X 2 -& IR/ML&%J VATE S B0 4 AR E XA E R A A,
(4) RERBEBREAITIFBRAL L, AR IEEEF KPR LA e FHEFE R TR, BRI
R FRAL L K EHTXFRELAETE, BRH RATRBUERT 691247 F BAERATH

(ﬂxﬁﬁ&%i%%%mo%ﬁ%I%Z%%ﬂgﬁ

AR EZELLERBL, FAARLALR

AraFEREN AR, b XRIEALAFRAMRELEE T AL LAINENLFERFLZILRAE HLE L
0B —ASAEF AL IR XA F R F R, BRRF A E R FRKTRE AL EEF L,

R KB IAEH EHE S ARKT T FAEE F AR Kk TAEA G AR An ik F A& A
EVERHEA FEFRE® %P RIFFRN,

4’ ® ﬁ 2017 jf‘ g 26 )& % 7 8  China Cancer,2017,Vol.26,No.7




