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Abstract

AIM: To evaluate the therapeutic effect of oxaliplatin on
human gastric carcinoma and to explore the mechanisms.

METHODS: 22 cases of stage IV gastric carcinoma pa-
tients received 4-6 (mean 4.6) cycles of first line combined
chemotherapy with oxaliplatin (oxaliplatin 85 mg/m?, ivgtt,
1 h, d 1; leukovorin 200 mg/m?, iv, gtt, 1 h, d 1-5; 5-FU
300 mg/m2,iv, d 1-2; 5-FU, continuously iv, gtt, 48 h; 1
cycle/2w). Response rate, progression-free survival (PFS),
total survival time, toxic side effects were evaluated. The
inhibitory effect of oxaliplatin on human gastric cell line
SGC-7901 was calculated by MTT and ICs, was measured.
Flow cytometry and TUNEL were applied to evaluate the
apoptosis of cell line induced by the drug. The expression
of caspase-3 mRNA was detected by RT-PCR.

RESULTS: Total response (complete and partial) occurred
in 9 (40.9 %) patients. Mean PFS was 4.2 months and
mean total survival time was 7.2 months. Cumulative neu-
rotoxicity (all grade I - II), vomiting and diarrhea,
myelosuppression appeared in 93.5 %, 20 %, 32.9 % of
the patients, respectively. Apoptosis index was elevated
after incubating with 1 mmol/L oxaliplatin for 30 min, but
without statistic significance (P >0.05), but was much
higher both by flowcytometry and TUNEL with statistical
significance (P <0.05) after incubating with 1 mmol/L
oxaliplatin for 2 days. Caspase-3 mMRNA expression was
elevated in oxaliplatin treated cells and correlated with
apoptosis induced by the drug.

CONCLUSION: Oxaliplatin is effective and well-tolerated
on human advanced gastric carcinoma. Oxaliplatin could
significantly inhibit the growth of human gastric cell line
SGC-7901, inducing caspase-3 mRNA expression and cell
apoptosis

Lin WL, Li DG, Chen Q, Lu HM, Ma XM, Sun PL. Clinical efficacy and
mechanism of oxaliplatin in treating human gastric carcinoma. Shijie
Huaren Xiaohua Zazhi 2003;11(10):1535-1539
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survival, PFS)1-12( 42 mo), 4-12( Taq DNA Polymerass/gg)tocol; PCR 20 g/L
7.2 mo). 1 PR 1 SD (10D). Caspase-3 )
» PFS 10mo 12 mo. L-OHP caspase-3 PCR IOD  /b-Actin PCR 10D
’ ’ . . b-actin forward 5 -TGG AGG GGC
(20 %) (0%), CGG ACT CGT CA-3’; b-actin reverse 5° ~CTT CCT
1 : 329%.,  7CC TGG GCA TGG AG-3; DNA 315 bp,
: 229% 10%,  caspase-3: Sense 5’ -ATGGAGAACACTGAAAACTCA-3:
- . L-OHP Antisense 5’ -TTAGTGATAAAAATAGAGTTC-3’;
, 935%, I , 13, DNA : 834 bp



1537

2.3
2.3.1L-OHP SGC-7901
3 MTT , Graphpaol Prism
, ICso 0.71 mmolL/L. ,
S b 9
(1), L-OHP
SGC-7901
1.00 -
0.75 -
0.50 -
0.25 - u
|
0.00 . : | | |
-4.5 -4.0 3.5 30 25 2.0
L-OHP log X* (mol/L)
1 SGC-7901 L-OHP
2.3.2 L-OHP 1 mmoL/L
L-OHP 30 min
) (P >0.05). L-
OHP (10 mmoL/L, 30 min) SGC-7901

( 1, 2). TUNEL
0.38%, 0.5mmoL/L  4.63 %,
1.0mmoL/L  7.35%, 5.0mmoL/L  14.35%.

, (P <0.01)
, (P >0.05);
(P <0.01), 4d
793% 1015%, 7d 6.08% 7.55 %

(5. 2-4

1 L-OHP(10mmol/L, 30min) SGC-7901

R1 R2 R3 R4 Al
L-OHP 0.6 34.1 39.9 25.4 59.5
4.6 0.8 89.6 4.9 5.7

(apoptosis index, Al) = (R2+R4)/(R1+R2+R3+R4).

14 -
126 —o—a
— —&—b
S —&—C
8,
6_
4,
2 e e *
0 | 1 1

4h 2d 4d 7d

2 L-OHP

2.3.3 RT-PCR 5 L-OHP
caspase-3 m-RNA

caspase-3 m-RNA
0.47 vs 0.18 + 0.20, P <0.05).

, L-OHP
( 5,048 =

3 L-OHP 1 mmol/L 30 min, TUNEL, x 400.

s B 4 -

8 i

t ' A
" @ -

. @ = _

‘. -
v ’ 3
Y -

4 , TUNEL, x 200.

800 bp

300 bp

5 L-OHP caspase-3 m-RNA
3
40 % , -8
EAP ( , , ) ,
70 %, 15 %,
11 %,



1538

ISSN 1009-3079 CN 14-1260/R

2003 10 15 11 10

L-OHP

’

, DNA ,

G .
DNA
(mismatch repair)

’

22 N "
7.2 mo.

CDDP

bcl-2

C dATP
CED-3
caspase-9 ,
caspase-3

, caspase-3
[29, 30]

; DNA

TUNEL ,
Pl

’

TUNEL

’

SGC-7901
30min,

OHP

’

1 mmol/L 2d,

OHP

L-OHP

L-OHP DNA

DNA
L-OHP
40.9 %. PFS4. 2 mo,
L-OHP

L-OHP :
600 mg/m?

’

L-OHP

(92811080

-caspase
, Apaf-1  caspase-9

’

caspase-9

) N

(TUNEL) ; DNA
(P1) ,

Annexin V

Annexin V
L-OHP
ImmoL/L L-

TUNEL

SGC-7901

OHP

caspase

10

11

12

13

. RT-PCR L-OHP
caspase-3 m-RNA , L-

’

, L-OHP
) L-OHP
) . caspase-3

ANEXIN-V
L-OHP

Wang X, Lan M, Shi YQ, Lu J, Zhong YX, Wu HP, Zai HH,
Ding J, Wu KC, Pan BR, Jin JP, Fan DM. Differential display
of vincristine-resistance-related genes in gastric cancer SGC7901
cell. World J Gastroenterol 2002;8:54-59

Cao WX, Ou IM, Fei XF, Zhu ZG, Yin HR, Yan M, Lin YZ.
Methionine-dependence and combination chemotherapy on
human gastric cancer cells in vitro. World J Gastroenterol 2002;
8:230-232

Liu S, Wu Q, Ye XF, Cai JH, Huang ZW, Su WJ. Induction of
apoptosis by TPA and VP-16 is through translocation of TR3.
World J Gastroenterol 2002;8:446-450

Tao HQ, Zou SC. Effect of preoperative regional artery che-
motherapy on proliferation and apoptosis of gastric carci-
noma cells. World J Gastroenterol 2002;8:451-454

Shi XY, Zhao FZ, Dai X, Ma LS, Dong XY, Fang J. Effect of
jianpiyiwei capsule on gastric precancerous lesions in rats.
World J Gastroenterol 2002;8:608-612

Zhao AG, Zhao HL, Jin XJ, Yang JK, Tang LD. Effects of
Chinese Jianpi herbs on cell apoptosis and related gene ex-
pression in human gastric cancer grafted onto nude mice.
World J Gastroenterol 2002;8:792-796

Hu JK, Chen ZX, Zhou ZG, Zhang B, Tian J, Chen JP, Wang L,
Wang CH, Chen HY, Li YP. Intravenous chemotherapy for
resected gastric cancer: meta-analysis of randomized con-
trolled trials. World J Gastroenterol 2002;8:1023-1028

Cao WX, Cheng QM, Fei XF, Li SF, Yin HR, Lin YZ. A study of
preoperative methionine-depleting parenteral nutrition plus
chemotherapy in gastric cancer patients. World J Gastroenterol
2000;6:255-258

Liu JR, Chen BQ, Yang YM, Wang XL, Xue YB, Zheng YM, Liu
RH. Effect of apoptosis on gastric adenocarcinoma cell line
SGC-7901 induced by cis-9, trans-11-conjugated linoleic acid.
World J Gastroenterol 2002;8:999-1004

Liu DH, Zhang XY, Fan DM, Huang YX, Zhang JS, Huang
WQ, Zhang YQ, Huang QS, Ma WY, Chai YB, Jin M. Expres-
sion of vascular endothelial growth factor and its role in onco-
genesis of human gastric carcinoma. World J Gastroenterol 2001;
7:500-505

Cai L, Yu SZ, Zhang ZF. Glutathione S-transferases M1, T1
genotypes and the risk of gastric cancer: a case-control study.
World J Gastroenterol 2001;7:506-509

He XS, Su Q, Chen ZC, He XT, Long ZF, Ling H, Zhang LR.
Expression, deletion [was deleton] and mutation of p16 gene
in human gastric cancer. World J Gastroenterol 2001;7:515-521
Fang DC, Yang SM, Zhou XD, Wang DX, Luo YH. Telomere
erosion is independent of microsatellite instability but related
to loss of heterozygosity in gastric cancer. World J Gastroenterol
2001;7:522-526



1539

14

15

16

17

18

19

20

21

22

23

Liu S, Wu Q, Chen ZM, Su WJ. The effect pathway of retinoic
acid through regulation of retinoic acid receptor alpha in gas-
tric cancer cells. World J Gastroenterol 2001;7:662-666

Xue FB, Xu YY, Wan Y, Pan BR, Ren J, Fan DM. Association of
H pylori infection with gastric carcinoma: a Meta analysis.
World J Gastroenterol 2001;7:801-804

Yao XX, Yin L, Sun ZC. The expression of hnTERT mRNA and
cellular immunity in gastric cancer and precancerosis. World J
Gastroenterol 2002;8:586-590

Song ZJ, Gong P, Wu YE. Relationship between the expression
of iINOS,VEGF,tumor angiogenesis and gastric cancer. World
J Gastroenterol 2002;8:591-595

Ren J, Dong L, Xu CB, Pan BR. The role of KDR in the interac-
tions between human gastric carcinoma cell and vascular en-
dothelial cell. World J Gastroenterol 2002;8:596-601

Ren J, Dong L, Xu CB, Pan BR. Expression of sphingosine
kinase gene in the interactions between human gastric carci-
noma cell and vascular endothelial cell. World J Gastroenterol
2002;8:602-607

Su JM, Gui L, Zhou YP, Zha XL. Expression of focal adhesion
kinase and alpha5 and betal integrins in carcinomas and its
clinical significance. World J Gastroenterol 2002;8:613-618
Nie YZ, He FT, Li ZK, Wu KC, Cao YX, Chen BJ, Fan DM.
Identification of tumor associated single-chain Fv by panning
and screening antibody phage library using tumor cells. World
J Gastroenterol 2002;8:619-623

Zhao Y, Wu K, Xia W, Shan YJ, Wu LJ, Yu WP. The effects of
vitamin E succinate on the expression of c-jun gene and protein
in human gastric cancer SGC-7901 cells. World J Gastroenterol
2002;8:782-786

Fang DC, Luo YH, Yang SM, Li XA, Ling XL, Fang L. Muta-

24

25

26

27

28

29

30

tion analysis of APC gene in gastric cancer with microsatellite
instability. World J Gastroenterol 2002;8:787-791

Wu K, Li Y, Zhao Y, Shan YJ, Xia W, Yu WP, Zhao L. Roles of
Fas signaling pathway in vitamin E succinate-induced
apoptosis in human gastric cancer SGC-7901 cells. World J
Gastroenterol 2002;8:982-986

Zhou YN, Xu CP, Han B, Li M, Qiao L, Fang DC, Yang JM.
Expression of E-cadherin and beta-catenin in gastric carci-
noma and its correlation with the clinicopathological features
and patient survival. World J Gastroenterol 2002;8:987-993
Zhang H, Wu J, Meng L, Shou CC. Expression of vascular
endothelial growth factor and its receptors KDR and Flt-1 in
gastric cancer cells. World J Gastroenterol 2002;8:994-998
Jiang YA, Zhang YY, Luo HS, Xing SF. Mast cell density and
the context of clinicopathological parameters and expression
of p185, estrogen receptor, and proliferating cell nuclear antigen
in gastric carcinoma. World J Gastroenterol 2002;8:1005-1008
Guo DL, Dong M, Wang L, Sun LP, Yuan Y. Expression of
gastric cancer-associated MG7 antigen in gastric cancer, pre-
cancerous lesions and H pylori-associated gastric diseases.
World J Gastroenterol 2002;8:1009-1013

Li HL, Chen DD, Li XH, Zhang HW, Lu JH, Ren XD, Wang
CC. JTE-522-induced apoptosis in human gastric adenocar-
cinoma [correction of adenocarinoma] cell line AGS cells by
caspase activation accompanying cytochrome C release, mem-
brane translocation of Bax and loss of mitochondrial mem-
brane potential. World J Gastroenterol 2002;8:217-223

Li HL, Chen DD, Li XH, Zhang HW, Lu YQ, Ye CL, Ren XD.
Changes of NF-kB, p53, Bcl-2 and caspase in apoptosis induced by
JTE-522 in human gastric adenocarcinoma cell line AGS cells: role
of reactive oxygen species. World J Gastroenterol 2002;8:431-435



Jnishideng®

Published by Baishideng Publishing Group Inc
7901 Stoneridge Drive, Suite 501, Pleasanton,
CA 94588, USA
Fax: +1-925-223-8242
Telephone: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com
http://www.wjgnet.com

ISSN 1009-3079

9 "771009"307056 |“““

0

© 2018 Baishideng Publishing Group Inc. All rights reserved.



	封面和目录.pdf
	封面
	目录1
	目录2

	1535
	封底

