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Abstact

AlIM:To obtain the antagonistic peptides that have effect to
prevent metastasis of Hepatocellular Carcinoma(HCC).

METHODS:Nine pieces of high affinity peptides (AP-1-AP-9)
were obtained by pure HAb18G/CD147 antigen to panning
phage displayed random peptide library.MTT assay was used
to test toxicity of AP-1-AP-9 on human hepatocellular carcinoma
cell (HHCC); Gelatin zymogram was used to analyze the
effects of AP-1-AP-9 on activation and production of matrix
metalloproteinase (MMPs); Matrigel-boyden chamber
method was used to evaluate inhibitory abilities of AP-1-
AP-9 on tumor cell invasion and metastasis; Inhibitory effect
of AP-1-AP-9 on HHCC adhesion to extracellular matrix pro-
tein and fb cells were investigated. The influences of AP-1-
AP-9 on HHCC chemotaxis migration were also tested.

RESULTS:AP-1-AP-9 has no toxicity on HHCC; AP-1, AP-6
and AP-9 could inhibit production and activation of MMP-2;
the amounts of infiltrative cells in AP-1, 3, 6, 7, 8, 9 experimental
groups are significantly less than that in control group (P <0.05),
and inhibition rate was 78.22 %, 90.1 %, 62.83 %, 56.44 %,
68.32 %, 81.19 %, respectively;AP-1-AP-9 had no effects

on HHCC adhesion to matrigel and fibronectin (FN), whereas
AP-3 and AP-9 could inhibit HHCC adhesion to collagen
and laminin(LN), AP-1, AP-6 and AP-9 could inhibit HHCC
adhesion to fb. AP-6 could inhibit chemotaxis migration of
HHCC with the inhibitory rate of 54 % without statistical
significance (P >0.05).

CONCLUSION:HAb18G/CD147 antagonistic peptides (AP-
1-AP-9) have inhibitory effects on many aspects or steps
associated with metastasis of HCC, which provides avenue
to explore medication for preventing metastasis of HCC.

Qian AR,Shang P, Li Y, Huang BC, Zhu P,Mei QB,Chen ZN. Effects of
HAb18G/CD147 antagonistic peptides on invasion and metastasis of HCC.
Shijie Huaren Xiaohua Zazhi 2003;11(3):255-259
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Abstract

AIM:To explore the inhibitory effects and mechanisms of
CAO released from CAO-MS on the growth of human
hepatoma cell line SMMC-7721.

METHODS:Inhibitory effects of CAO and CAO-MS on the
growth of human hepatoma cell line SMMC-7721 in vitro
were determined with MTT assay. The cell cycles of SMMC-
7721 treated with CAO and CAO-MS were analyzed with
flow cytometry. The apoptosis of human hepatoma cell line
was tested with cellular DNA quantitative analysis, Annexin

labeling and morphological study. The expressions of
p21WAF1/CIP1 protein and mRNA were detected,
respectively,with immunocytochemistry staining (ICC) and
reverse transcriptase polymerase chain reaction (RT-PCR).

RESULTS:The inhibitory effects of CAO and CAO-MS on the
growth of human hepatoma cell line were dose- and time-
dependent (P <0.01). The IC50s of CAO and CAO-MS on
SMMC-7721 were 50 mg/L and 100 mg/L, respectively. The
propoertion of SMMC-7721 in Go/G, phase increased and
that in S and G2+M phase decreased after exposure with
50mg/L CAO and 100mg/L CAO-MS for 72 hours. ICC and
RT-PCR analysis showed that both CAO and CAO-MS
incresaed the level of p21WAF1/CIP1 protein and mRNA.

The effect of CAO was superior to that of CAO-MS with the
same dosage of CAO and CAO-MS.

CONCLUSION:Dose-dependent inhibitory effects of CAO
and CAO-MS on the growth of human hepatoma cell line
are remarkable. Both CAO and CAO-MS could induce
apoptosis of human hepatoma cell and keep the cell cycle at
Go/G; phase from up-regulating expression of p21WAFL/ciPl
protein and mRNA.

Wu WY,Guo WJ,Chang G. Effect of CAO released from MS-CAO on human
hepatoma cell line SMMC-7721. Shijie Huaren Xiaohua Zazhi 2003;11
(3):260-263
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Abstract

AIM:To investigate the effect of arsenic trioxide on expression of
telomerase and induction of apoptosis of hepatoma cells
in vitro.

METHODS: The human hepatoma cells were incubated with
variety concentration of arsenic trioxide. The cell growth
and proliferation were detected by MTT assay. DNA distribution
in cell was analyzed with flow cytometry. The expression of
telomerase was studied by in situ hybridization, and induction
of apoptosis was observed with terminal deoxynucleotidy
transferase nick and labeling (TUNEL).

RESULTS:Inhibitory rate of proliferation of hepatoma cell
with arsenic trioxide at 24, 48, 72 hours was 22.0 %, 25.7 %,
32.0 %, respectively (P <0.05). Flow cytometry study indicated
that ratio of Go/G; phase cell was decreased and the portion
of S phase cell increased following treatment with arsenic
trioxide. The expression of telomerase was decreased and
the number of apoptotic cells increased with the increment
of arsenic trioxide dosage.

CONCLUSION:Arsenic trioxide may inhibit the proliferation
of hepatoma cells in a time-and concentration-dependent
manner, and suppress the expression of telomerase and
induce apoptosis of human hepatoma cells.

Su Y, Chen Z, Lin KY, Zou CY, Lin HM. Effect of arsenic trioxide on
expression of telomerase and induction of apoptosis of human hepatoma
cell. Shijie Huaren Xiaohua Zazhi 2003;11(3):264-267
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Abstract

AlIM:To evaluate the role of microwave coagulation for liver
cancer after occlusion of hepatic artery in animal experiment
and clinical study.

METHODS: Total 24 suitable hepatic lobes of ten dogs were
separated into two groups. Microwave coagulation alone
(control group) or after hepatic artery occlusion (experiment
group) was performed respectively. The power of irradiation
was 50 W and the duration was 300 and 400 seconds.
Clinically, 25 patients with hepatocellular carcinoma (30
nodules) were treated with PMCT after TACE. The TACE
was performed 1-3 times and PMCT 1-2 times totally in
every patients.

RESULTS:In animal experiment, the coagulated area was
elliptic in control group and was elliptic or round in experimental
group. The volume of coagulated tissue in experimental
group was 3.8 times bigger than that in control. Clinically,
all the lesions in contrast-enhanced CT showed slight
enhancement or no enhancement after treatment. Intratumoral
blood flow decreased significantly in 6 patients and disappeared

in 20 patients. In 19 patients with elevated a-fetoprotein,
the level decreased in all patients and was normalized in 14.
There were no significant side- effects.

CONCLUSION:PMCT after TACE can significantly enlarge
the necrosis volume of microwave coagulation,and promote
the efficacy of treatment for hepatocellular carcinoma.

Shen BZ,Liu Y,Li RF,Yang G,Yu YT,Dong BW,Liang P. Effects of intraaterial
chemoembolization combined with percutaneous microwave coagulation
on hepatocellular carcinoma: a clinical and experimental study.Shijie
Huaren Xiaohua Zazhi 2003;11(3):268-271
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Abstract

AlIM:To study the regulatory effect of expression of h(MTH1
and hOGG1 genes on the oxidative DNA-adduct 8-OHdG
levels in hepatocellular carcinoma (HCC) and non-tumourous
liver tissue in order to elucidate the role of the DNA repair
enzymes in hepatocarcinogenesis.

METHODS:A reverse transcription (RT)/real-time-poly-
merase chain reaction (PCR) assay was used to semi-quan-
tify mRNA of hMTH1 and hOGG1 in HCC and non-tumourous
liver tissue from 23 patients with HCC. 8-OHdG levels were
determined by HPLC/ECD.

RESULTS:The median of 8-OHdG levels in non-tumourous
liver tissue was significantly (133 vs 56 nmol/g DNA, P <0.01)
higher than that in HCC tissue. This was correlated with the
severity of inflammation in non-tumourous liver tissues. The
expression of h(MTH1 was significantly (0.476 vs 0.256,P <0.05)
higher in HCC tissue than that in non-tumourous liver tissue.
No difference of expression of hOGG1 between non-tumourous
liver and HCC tissue was seen.A significant correlation was
detected between the expression of hMTH1 and hOGG1
(r=10.81, P<0.01).

CONCLUSION:Elevated 8-OHdG levels in non-tumourous

liver are likely due to the increased generation of reactive
oxygen intermediates by infiltrating inflammatory cells. The
expression of DNA repair enzymes hOGG1 and hMTH1 may
involve cooperatively in the repair oxidative DNA adduct 8-

OHdG and have a potential role in hepatocarcinogenesis.

Cheng B, Wang SY.Expression of DNA repair genes hMTH1 and hOGG1
and repair of oxidative damage of DNA in hepatocellular carcinoma. Shijie
Huaren Xiaohua Zazhi 2003;11(3): 272-275
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Abstract Northern blot 9
AlIM:To observe the regulatory effects of YAF Compositus cDNA Genbank 4
and its modified Compositus: Gingrefang, Huoxuefang and 9 :

Jianpifang on liver cancer and their transcription the genes
in rats.

METHODS:DEN was used to induce the liver cancer in rats.
All rats were divided into seven groups:normal group, model
group, four therapy groups and FT-207 group. The survival
rate, liver weight, body weight, liver weight/body weight,
and pathological change of liver tissues were observed.
Immunocytochemical change of AFP and DD-PCR was used
to display the different transcriptional expression of cDNA
fragments between normal liver tissues and DEN-induced
liver cancer tissues. Northern blotting was used to verify
the different transcription of these cDNA fragments.

RESULTS:Both YAF Composita and its modified Composita
could improve the general condition of rats with liver cancer,
especially Qingrefang and Huoxuefang. Different Composita
inhibited the growth of cancer and synthesis of AFP, especially
YAF Composita and Qingrefang. 9 genes important for the
transformation of cancer were selected with DD-PCR and
Northern blotting. YAF Composita and its modified Composita
had capabilities to regulate differently the genetic
transcription: DD-29 decreased 51-78 %, DD11 and DD-25
decreased 60 % and 78 % respectively, near to that of normal
liver tissue.

CONCLUSION:Both YAF Composita and its modified
Composita can be directly used to treat the liver cancer,
and to regulate the transcription of the different genes in
the tissues.
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Abstract

AIM:To investigate the selective cytotoxicity of single-chain
immunotoxin (sFv-TNF- a fusion proteins) in cell line SMMC-7721.

METHODS:HCC-specific killer cells were generated by
transducing the recombinant retroviral virus in supernatant of
the virus producing cells into human peripheral blood mononuclear
cells (PBMCs). PCR and RT-PCR were used to detect integration
and transcription of the sFv-TNF-a gene in transduced PBMCs
(PBMCs/PST). MTT method was used to detect antitumour
activity of the sFv-TNF-a fusion proteins.

RESULTS:There was integrated sFv-TNF-a gene in the
genome of PBMCs/PST, and PBMCs/PST were able to express
the fusion sFv-TNF-a proteins. Cell killing was significant in
HCC cells co-cultivated with PBMCs/PST, whereas the PBMCs/
pLXSN control cells had no significant cytotoxic effects on
HCC cells.

CONCLUSION:Expression of sFv-TNF-a fusion proteins in
PBMCs/PST has cytotoxicity to HCC cells in vitro.
Cheng H,Liu YF, Zhang HZ, Shen WA, Zhang J, Zhang J. In vitro cytotoxicity of

PBMCs via genetic modification of single-chain immunotoxin. Shijie Huaren
Xiaohua Zazhi 2003;11(3):281-284
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Abstract

AlIM:To explore the cytotoxic effects of humanized scFv,s
and the fusion to mutant TNFa on HCC xenografts in nude
mice.

METHODS: The mice with HCC xenografts were injected
the purified recombinant immunotoxin through tail vain and
executed after two weeks. The bulk and weight of tumor
were observed. Expression of TNFa was detected by immu-
nohistochemical staining in the tumor tissues.

RESULTS:The tumor regression trials of hscFv,s-mTNFa
showed 5/5 effective, with 2/5 completely remission and 3/5
partly remission. The therapeutic result of hscFv,s-mTNFa
was better than that of mutant TNFa (Xh?=6.62, P <0.05).
The HCC tissue treated by hscFv,s-mTNFa expressed TNFa,
and the positive granules were mainly existed in cytoplasm.

CONCLUSION:Recombinant immunotoxin the hscFV,s-
MTNFa can regress the growth of HCC with a great potential.

Zhang J,Liu YF,Yang SJ, Qiao Q, Zhang SZ, Cheng H. Targeting thera-
peutic of humanized scFv,sand the fusion to mutant TNFa against hepato-
cellular carcinoma: a preliminary study. Shijie Huaren Xiachua Zazhi 2003;
11(3):285-288
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Abstract

AlIM:To explore the construction of the fusion gene of
recombinant ND-1scFv against human colorectal carcinoma
and yeast cytosine deaminase and the expression of the
fusion protein in E.coli.

METHODS:Yeast cytosine deaminase gene was fused with
the 3'terminus of gene of ND-1scFv against human colorectal
carcinoma by a 18 bp linker with sequences encoding
GSGGSG.To construct ND-1scFv-CD gene,plasmid pET 28 a
(+)-ND-1scFv-CD was transformed into E. coli BL-21, and
induced by IPTG to express the ND-1scFv-CD fusion protein.
The expressed product was purified by affinity chromatography
using NI-NTA resin, and its immunity was analyzed by ELISA.
The cytotoxic activity of the ADEPT system containing ND-1
scFv-CD/5FC against human colon carcinoma cell line was
evaluated by MTT assay.

RESULTS:Sequencing results showed that the ND-1scFv-
CD gene consisted of 1 269 bp,including ND-1scFv 732 bp
and CD 477 bp. SDS-PAGE analysis showed that the expected
molecular weight of fusion protein was 47 Kd. Optical density
scanning showed that fusion protein expressed in E. coli
accounted to 27 % of the total bacterial proteins. ELISA
analysis revealed that ND-1scFv-CD reserved similar immunity of
ND-1scFv. MTT assay showed scFv-CD/5FC was cytotoxic
to human colorectal carcinoma cells.

CONCLUSION:ND-1scFv-CD gene against human colorectal
carcinoma was constructed and expressed successfully in
E. coli. The fusion protein exhibited good immunity and

enzymatic activity.

Fang J, Song JD. Construction and expression of fusion gene of single
chain Fv against human colorectal carcinoma.Shijie Huaren Xiaohua Zazhi
2003;11(3):289-293
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Abstract
AlIM:To investigate the effect of expression of interferon-y
(IFN-y) in tumor cell and its inhibitory effect on the growth
of tumor cell.

METHODS:pcDNA3-IFN-y vector containing IFN- y gene was
constructed and transfected into LOVO, SW620, HCT116BG
and Hela cell lines by lipofectamine, respectively. The ex-
pression of IFN-y, CEA and HLA-DR in transfected cells were
tested.Both the number of apoptosis of and the proportion
of cell cycles of tumor cells were measured to investigate
the anti-tumor effect of IFN-y gene therapy.

RESULTS.LOVO and HCT116BG transfected cell lines had
high expression of CEA, the average level of CEA was signifi-
cantly increased from 26.02+6.76 to 38.85x7.07 pg/l ( P <0.05).
However, there was no detectable increase in the superna-
tants of Hela, SW620 cell lines that naturally expressed little
of CEA. Flow cytometry analysis showed that HLA-DR ex-
pression rate (11.67%+7.20) was significantly higher than
that prior gene transfection (3.91+3.61) (P <0.01), and the
IFN-y gene transfer effectively induced the apoptosis of tu-
mor cells, the proportion of DNA synthesis phase was de-
ceased gradually after IFN-y gene transfer, which indicated
that the synthesis of DNA and growth of tumor cells were
repressed.

CONCLUSION:IFN-y gene therapy enhanced the expres-
sion of antigens on cell surface and thus induced powerful
antitumor immunity. Repressing of synthesis of DNA, in-
ducing the apoptosis of tumor cells and inhibiting the prolif-

eration of tumor cells might be anti-tumor mechanisms of
IFN-y.

Wu WX,Ding Q, Shen LZ, Hua YB, Xu DH, Liu XY. Effect of expression of
interferon-y gene in inhibition of growth of colon cancer cell. Shijie Huaren
Xiaohua Zazhi 2003;11(3):294-297

IFN-y
IFN-y
IFN-y pcDNA-3-
IFN-vy
LOVO SW620 HCT116BG
Hela IFN-vy
CEA HLA-DR
; CEA (Lovo
HCT116BG) CEA ( 2125676 W
34.96x7.07 pg/l P <0.05)
CEA (Hela SW620) CEA
(P >0.05). HLA-DR
IFN-vy ( 3.91+3.61 %
11.67+7.20 % P <0.01).
IFN-y LOVO
( 8.27+5.62 %
15.32+11.41% P <0.05) S
DNA
(IFN-y
DNA
IFN-y

. 2003;11(3):294-297
http://www.wjgnet.com/1009-3079/11/294.htm

0

[1-5], Yy -

[6-8]



JIFN-y

295
(o-11], 96 120 h
[12—16].

IFN-vy pcDNA3-

IFN-vy Lipofectamine .
IFN-vy t
2
pcDNA3- IFN-vy 1
1.1 IFN-y PLXSN-IFN-y Hind Xbal 501bp IFN-y
pBluescript pAdELICMV ( 2. 4h IFN-y
pcDNA-3 24h IFN-y 6d
LOVO Sw620 HCT116BG ( 3. lipofectamine
Hela IFN-vy
. Lipofectamine IFN-y
Gibco IFN-y ELISA
RNA (TRIZOL) cDNA
(superscript preamplification system for first strand Hind Xfa :
cDNA synthesis) PCR Sangon —_ > - L
IEN- y LTR cMV IFN-y SV40 NeoR
5 :5" -CTGCCAGGAC CCATATGTACA-3 1 pcDNA3- IFN-y

3 :5" -GATGCTCTTCG ACCTCGAAACA-3.
1.2 y - pc- M 1 2 3
DNA3-IFN-vy

. LOVO SW620
HCT116BG 6

2x 10°
37 50 ml/l CO, 12 h 80 %
pcDNA-3
lipofectamine
24 h PCR
RT-PCR hulFN-y .PCR
94 1min 56 1min 72 1min 30
. ELISA 4
12 24 48 72 96 120 h
IFN-vy ELISA
. LOVO SW620 HCT116BG
Hela 6 2x 10° 37
50 ml/l 12 h 80 %
IFN-vy 48 h
CEA
HLA-DR
HLA-DR
. LOVO
6 2x 10°
80 %
IFN-y 24 48 72

2000 bp
1 000 bp
750 b

500 b
250 b

M:DNA Marker DL2000;1:
Hind Xbal
2 pcDNA3- IFN-y

PcDNA3- IFN-y ;2 3:

900
__600
= ——Lovo
E —=-SW620
=) —+—HCT116BG
~ 300

4 16 28 40 52 64 76 88 100 112

t/h
3 IFN-y
2.1 CEA
CEA (4
CEA (LOVO HCT116BG)

CEA (P <0.05)



296

ISSN 1009-3079 CN 14-1260/R 2003 3 15 11 3
CEA (Hela SW620) CEA 1 LOVO
(P >0.05). )
_ (h)
50 GO0-G1 S G2-M
2685 OCEA  ( ) 24 58.74 24.18 17.08
407 — qCcEA | ) 48 61.86 21.88 16.25
20 31.07 72 59.74 18.09 22.16
= 26.03 9% 64.44 15.22 20.34
@ 20r 16.47
3
101 IFN-y
. 0.21 0.32 0.06 0.07
Lovo HCT116BG SW620 Hela IFN-y
IFN-vy
4 CEA
2.2 HLA-DR IFN-y IFN-y 1wk
HLA-DR 3.91+3.61 %
IEN- y [17-26]
11.67+£7.20% (P <0.01).
MHC-
25 22 98 . HLA DNA
. HLA-DR
200 HLA [27-29]
[}
© -
o 157 MHC
E IFN-y
£ 10 8.97 8.92 9.23 HLA HLA
g 6.24 HLA [30-35]
ST 3.2 3.04 IFN-y
o 04 HLA-DR HCT116BG
HCT116BG Lovo SW620 Hela LOVO . IFN-y
CEA 180KD
5 HLA-DR CEA
[36-41]
2.3 IFN-y IFN-y c oV CT116BG
LOVO ( 6). 5d IEN EA LOVO H TléAB
8.275.62 % -y . Cs I
15.32411.41 % (P <0.05).  IFN-y EEAA Wo20 Hela
S (1) DNA c
IFN-y
40 -
—— S
—— 30.69 DNA
o 301 IFN-vy
3 .
S (
S 20F _
- 16.82 ) IFN-y
8 IRF-1 PKB [42-45]
S 10+
<C
0 . | 1 Xu CT,Huang LT,Pan BR. Current gene therapy for stomach
24 h 48 h 72 h 96 h 120 h carcinoma. World J Gastroenterol 2001;7:752-759
2 Wu MY, Chen MH, Liang YR, Meng GZ, Yang HX, Zhuang CX.
Experimental and clinicopathologic study on the relationship
6 Lovo

between transcription factor Egrl and esophageal carcinoma.



. .IFN-y

297

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

World J Gastroenterol 2001;7:490-495

2001;9:427-430
Nie QH, Cheng YQ, Xie YM, Zhou YX, Cao YZ. Inhibiting effect of
antisense oligonucleotides phosphorthioate on gene expression of
TIMP1 in rat liver fibrosis. World J Gastroenterol 2001;7:363-369
Wang XW, Yuan JH, Zhang RG, Guo LX, Xie Y, Xie H. Antihepatoma
effect of alphafetoprotein antisense phosphorothioate
oligodeoxyribonucleotides in vitro and in mice. World J Gastroenterol
2001; 7:345-351
Yu ZC, Ding J, Pan BR, Fan DM, Zhang XY. Expression and bio-
activity identification of soluble MG7 scFv. World J Gastroenterol
2002;8: 99-102

, , Fas mAb  IFN
. 2000; 8: 1361-1364
Song YH, LinJS, Liu NZ, Kong XJ, Xie N, Wang NXJin YX, Liang
KH. AntiHBYV hairpin ribozyme mediated cleavage of target RNA
in vitro. World J Gastroenterol 2002;8:91-94

, , , , , . TK miL2

. 2000;8:974-978

Tang ZY. Hepatocellular carcinoma: treatment and metastasis.
World J Gastroenterol 2001;7:445-454
Dai WJ, Jiang HC.Advances in gene therapy of liver cirrhosis:a
review. World J Gastroenterol 2001;7:1-8

hTR

RNA

2001; 9: 1409-1414
Gu ZP, Wang Y], Li JG, Zhou YA. VEGF165 antisense RNA sup-
presses oncogenic properties of human esophageal squamous cell
carcinoma. World J Gastroenterol 2002;8:44-48
Tang YC, Li Y, Qian GX. Reduction of tumorigenicity of
SMMC7721 hepatoma cells by vascular endothelial growth fac-
tor antisense gene therapy. World J Gastroenterol 2001;7:22-27

2002;17:233-237
Y
. 2001; 9: 1310-1312
Wilcox TA, Files DB, Wang H, Tamada K, Johnson AJ, Pease LR,
Rodriguez M, Cuo J, Chen LP. Impaired infiltration of tumor-
specific cytolytic T cells in the absence of interferon-r despite their
normal maturation in lymphoid organs during CD137
momoclonal antibody therapy. Cancer Res 2002;8:4413-4418
Qdin L, Favrot M, Poujol D, Michot JP, Moingeon P, TartagliaJ, Puisieux
1. Canarypox virus expressiong wild type p53 for gene therapy in
murine tumors mutated in p53. Cancer Gene Therapy 2001;8:87-98
Pulaski BA, Smyth MJ, Suzanne OR. Interferon —-r-dependent ph-
agocytic cells are a critical component of innate immunity against
metastatic mammary carcinoma. Cancer Res 2002;8:4406-4412
Ueno M, Koyama F, Yamada Y, Fujimoto H, Takayama T,
Kamada K, Naito A, Hirao S, Mukogawa T, Hamada H, Nakajima
Y. Tumorspecific chemoradiogene therapy for colorectal cancer
cells using adenovirus vector expressing the cytosine deaminase
gene. Anticancer Res 2001;21:2601-2608
Gri G, Chiodoni C, Gallo E, Stoppacciaro A, Liew FY, Colombo
MP. Antitumor effect of interlerkin-12 in the absence of endog-
enous IFN-r: a role for intrinsic tumor immunogenicity and IL-
15. Cancer Res 2002;8:4390-4397
Ruehlmann JM, Xiang R, Niethammer AG, Ba Y, Pertl U, Dol-
man CS, Gillies SD,Reisfeld RA. MIG (CXCL9) chemokine gene
therapy combines with antibodycytokine fusion protein to sup-
press growth and dissemination of murine colon carcinoma.
Cancer Res 2001;61:8498-8503
BergmannLeitner ES, Abrams SI. Treatment of human colon car-
cinoma cell lines with antineoplastic agents enhances their lytic
sensitivity to antigenspecific CD8+ cytotoxic T lymphocytes.
Cancer Immunol Immunother 2001;50:445-455
Demtroder KB, Christernsen LL, Olesen SH, Frederiksen CM, Laiho
P, Aaltonen LA, Laurberg S, Sorensen FB, Hagemann R, Orntoft TF.
Gene expression in colorectal cancer. Cancer Res 2002;8:4352-4363
Cheng WF, Huang CF, Hsu KF, Chai CY, He L, Polo JM, Slater
LA, Ling M, Wu TC. Cancer immunotherapy using sindbis virus
replicon particles encoding a VP22-antigen fusion. Human Gene
Therapy 2002;13:553-568

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

Scanlan MJ, Welt S, Gordon CM, Chen YT, Gure AO, Stockert E,
Jungbluth AA Ritter G, Jager E, Knuth A, Old LJ. Cancer -re-
lated serological recognition of human colon cancer:identifica-
tion of potential diagnostic and immunotherapeutic targets. Hu-
man Gene Therapy 2002;8:4041-4047

Higginbotham JN, Seth P, Blaese M, Ramsey WJ. The release of
inflammatory cytokines from human peripheral blood
mononuclera cells in vitro following exposure to adenovorus vari-
ants and capsid. Human Gene Therapy 2002;13:129-141

Dorsey R, Kundu N, Yang QY, Tannenbaum CS, Sun H, Hamilton
TA, Fulton AM. Immunotherapy with interlerkin-10 depends on
the CXC chemokines inducible protein-10 and monokine induced
by IFN-r. Cancer Res 2002;8:2606-2610

Sung MW, Chen SH, Thung SN, Zhang DY, Huang TG, Mandeli
JP, Woo SLC. Intratumoral delivery of adenovirus -mediated
interleukin-12 gene in mice with metastatic cancer in the liver.
Human Gene Therapy 2002;13:731-743

Eslahi NK, Muller S, Nguyen L, Wilson E, Thull N, Rolland A,
Pericle F. Fusogenic activity of vesicular stomatitis virus glyco-
protein plasmid in tumors as an enhancer of IL12 gene therapy.
Cancer Gene Ther 2001; 8:55-62

Schroers R, Huang XF, Hammer J, Zhang JW, Chen SY. Identification
of HLA DR7-restricted epitopes from human telomerase reverse tran-
scriptase by CD4+ T-helper cells. Cancer Res 2002;8:2600-2605
Padovan E, Terracciano LG, Gerta U, Jacobs B, Reschner A, Bolli M,
Spagnoli GC, Borden EC, Heberer M. Interferon stimulated gene 15
constitutively produced by melanoma cells induces E-cadherin ex-
pression on human dendritic cells. Cancer Res 2002;8:3453-3458
Dauty E, Behr JP, Remy JS. Development of plasmid and oligo-
nucleotide nanometric particles. Gene Therapy 2002;9:743-748
Fajac I, Grosse S, Briand P, Monsigny M. Targeting of cell recep-
tors and gene transfer efficeency: a balancing act. Gene Therapy
2002;9:740-742

Cornetta K, Smith FO. Regulatory issues for clinical gene therapy
trials. Human Gene Therapy 2002;13:1143-1149

Kagawa S, He C, Gu J, Koch P, Rha SJ, Roth JA, Curley SA,
Stephens LC, Fang B. Antitumor activity and bystander effects
of the tumor necrosis factorrelated apoptosisinducing ligand
(TRAIL) gene.Cancer Res 2001; 61:3330-3338

Kircheis R, Wightman L, Kursa M, Ostermann E,Wagner E. Tumor-
targeted gene delivery:an attractive strategy to use highly active effec-
tor molecules in cancer treatment. Gene Therapy 2002;9:731-735

Qiao J, Doubrovin M, Sauter BV, Huang Y, Guo ZS, Balatoni J,
Akhurst T, Blasberg RG, Tjuvajev JG, Chen SH, Woo SLC. Tu-
mor-specific transcriptional targeting of suicide gene therapy.
Gene Therapy 2002;9:168-175

Nikitina EY, Chada S, Cacho CM, Fang B, Zhang R, Roth JA,
Gabrilovich DJ. An effective immunization and cancer treatment
with activated dendritic cells transduced with full-length wild-
type p53. Gene Therapy 2002;9:245-352

Gough MJ, Melcher AA, Ahmed A, Crittenden MR, Riddle DS,
Linardakis E, Ruchatz AN, Emiliusen LM, Vile RG. Macroph-
ages orchestrate the immune response to tumor cell death. Can-
cer Res 2001,61:7240-7247

Cao YJ, Shibata T, Rainov NG. Liposome-mediated transfer of the bcl-
2 gene results in neuroprotection after in vivo transient focal cerebral
ischemia in an animal model. Gene Therapy 2002;9:415-419
Yamazaki M, Zhang R, Straus FH, Messina M, Robinson BG,
Hashizume K, Degroot LJ. Effective gene therapy for medullary
thyroid carcinoma using recombinant adenovirus inducing tumor-
specific expression of interleukin-12. Gene Therapy 2002;9:64-74
Prudhomme GJ, Chang YG, Li XY. Immunoinhibitory DNA vac-
cine protects against autoimmune diabetes through cDNA en-
coding a selective CTLA-4(CD152) ligand. Human Geng Therapy
2002;13:395-406

Block A, Freund CT, Chen SH, Nguyen KP, Finegold M, Windler
E, Woo SL. Gene therapy of metastatic colon carcinoma: regres-
sion of multiple hepatic metastases by adenoviral expression of
bacterial cytosine deaminase. Cancer Gene Ther 2000; 7:438-445
Huang Y, Horvath CM, Waxman S. Regrowth of 5fluorouracil
treated human colon cancer cells is prevented by the combina-
tion of interferon-gamma indomethacin and phenylbutyrate.
Cancer Res 2000,60:3200-3206



P.O.Box 2345 Beijing 100023, China
Fax: +86-10-85381893
Email: wcjd@wjgnet.com www.wjgnet.com

World Chin J Digestol 2003 March;11(3):298-301
ISSN 1009-3079 CN 14-1260/R
2003

TRAIL

. LARGE INTESTINAL CANCER »

SW480

400038
. 1968 | . 2001

, NO.01IMA172
,400038,
. fangdianchun@hotmail.com
:023-68754124 :023-68754124
:2002-07-31 :2002-08-16

Cytotoxicity of TRAIL on colon cancer
cell line SW480

Xiao-An Li,Dian-Chun Fang,Liu-Qin Yang,Ru-Gang Zhang,
Pei-Ren Si

Xiao-An Li,Dian-Chun Fang,Liu-Qin Yang,Ru-Gang Zhang,Pei-Ren Si,
Department of Gastroenterology,Southwest Hospital, Third Military
Medical University,Chongqing,400038, China

Correspondence to:Dian-Chun Fang,Department of Gastroenterology,
Southwest Hospital , Third Military Medical University,Chongging,
400038,China. fangdianchun@hotmail.com

Received:2002-07-31 Accepted:2002-08-16

Abstract

AIM:To study cytotoxic effect of TRAIL on colon cancer cell
line SW480.

METHODS:The viability of SW480 cells was measured by
MTT assay and the apoptotic rate was determined by TUNEL
method.

RESULTS:Results of TUNEL and MTT assay showed that
TRAIL had high antitumor activity in a time- and concentration-
dependent manner. Survival rate of SW480 cells after TRAIL
(1 000 pg/L) treatment was 18.7 %. The apoptotic rates of
SWA480 cells after exposure TRAIL at concentration of 0,50,
150,500,1 500 and 5 000 pg/L were 6.7 %,29.4 %,42.8 %,
50.8 %,84.6 % and 87.4 %, respectively. The apoptotic
rates of SW480 cells after treatment with 500 pg/L TRAIL
for 0,6,12,18,24 and 30 hours were 7.8 %,21.4 %,41.8 %,
60.6 %,73.8 % and 77.3 %, respectively.

CONCLUSION:The results demonstrate that TRAIL can induce
apoptosis and destruction of SW480 cells, and is a potential
new cytotoxic drug in cancer therapy.

Li XA,Fang DC,Yang LQ,Zhang RG,Si PR. Cytotoxicity of TRAIL on colon
cancer cell line SW480. Shijie Huaren Xiaohua Zazhi 2003;11(3):298-301
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Abstract
AlIM:To explore methylation of hMLH1 and hMSH2 promoter
with microsatellite instability (MSI) in colorectal carcinomas.

METHODS:Methylation of hMLH1 and hMSH2 promoter was
measured with methylation-specific PCR;MSI was analyzed
by PCR-based methods.

RESULTS:No methylation of hMLH1 and hMSH2 promoter
was found in 10 normal colorectal mucosas. Seventy-six
cases of sporadic colorectal carcinoma were studied for
methylation of hMLH1 and hMSH2 promoter and MSI.
Methylation of hMLH1 promoter was detected in 8 (10.5 %)
colorectal carcinomas and none in hMSH2. Frequence of
hMLH1 methylation on right-sided colorectal cancer (23.1 %)
was significantly higher than that on left one (4.0 %, P <0.05).
MSI was detected in at least one locus in 26.3 %( 20/76) of
the tumors analyzed with five microsatellite markers.
Frequence of hMLH1 methylation in gastric cancer with MSI-H
(80.0 %)was significantly higher than that in gastric cancer
with MSI-L (20.0 %, P <0.01) and with MSS (10.7 %, P <0.001).

CONCLUSION:Methylation of hMLH1 promoter is related to
right-sided colorectal cancer and involved in the MSI pathway.
Fang DC, Yang SM, Yang JM, Liu HF,Peng GY,Xiao TL, Wang RQ,Liu WW.

Methylation of hMLH1 and hMSH2 promoter in colorectal cancer with
microsatellite instability.Shijie Huaren Xiaohua Zazhi 2003;11(3):302-305
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Abstract

AIM:To investigate the expression of COX-2 on different
stages of colorectal cancer and the correlation between the
expression of COX-2 and its clinicopathological features.

METHODS:The expression of COX-2 was determined by
immunohistochemical staining in seventy-six surgical specimens
of colorectal cancer (late stage 44 and early stage 32), 33
adenomas and 18 normal colonic mucosal tissues were
biopsied endocscopically. The correlation of COX-2 with
the survival rate was evaluated with Kaplan-Meier survival
curves and Cox proportional hazards regression.

RESULTS:The degree of expression of COX-2 was categorized
into 4 grades ranged from “ -" to“ +++", the expression
grades in series in normal colonic mucosal tissues was 83.3 %,
16.7 %,0 %,0 %, respectively; that in adenomas was 12.1 %,
42.4 %,36.4 %,9.1 %, respectively. The difference of the
expression of COX-2 between late stage and early stage of
colorectal cancer, and that between the late stage of cancer and
adenoma were statistically significant (P <0.01); however,
no significant difference in the expression of COX-2 between early
stage of cancer and adenoma was observed. A significant
difference in the survival curves between low COX-2 expression
group and high COX-2 expression group was showed by
Kaplan-Meier survival analysis (P <0.05). Cox proportional
hazards regression indicated that the correlation of the
expression of COX-2 with the poor long-term prognosis was
existed with a hazard ratio of 2.665 unadjusted for other
variables (P <0.05); the expression of COX-2 was an
independent risk factor for poor prognosis.

CONCLUSION:The expression of COX-2 is gradually up-
regulated in the evolution of normal epithelium to adenoma

or from early stage to advanced stage of colorectal cancer.
The expression of COX-2 is an independent risk factor of
poor prognosis for postoperative patients with advanced
colorectal cancer.

Liu JP,Zhu ZH.Correlation of COX-2 expression and clinicopathological
features of colorectal cancer. Shijie Huaren Xiaohua Zazhi 2003;11(3):
306-309
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Abstract

AIM:To detect loss of heterozygosity (LOH) on chromosome
18 in primary gastric carcinomas.

METHODS:Short insertion deletion polymorphism (SIDP)
markers on chromosome 18 were analyzed using high fidelity-
whole genome amplification (HF-WGA) and denatured high
pressure liquid chromotography (DHPLC) to detect LOH in
gastric cancer cells purified by laser capture microdissection (LCM).

RESULTS.LOH in 3 (MID148, MID150 and MID352) of 9
SIDP loci was found. Three of 10 samples of gastric cancer
showed LOH at the same SIDP locus (MID150) (30 %) and
one of them also demonstrated LOH at the other 2 SIDP
loci (MID148, MID352). No LOH was detected in 6 of 9
SIDP loci.

CONCLUSION: Detection of LOH in cancer cells can be achieved
by the combination of LCM, HF-WGA and the analysis of SIDP
marker by DHPLC. This study provides an alternative new way to
map tumor suppressor genes on chromosome 18.

Ren Q, Wang ZN,Luo Y, Ao Y, Lu C, Jiang L, Xu HM, Zhang X. Loss of

heterozygosity on chromosome 18 in microdissected gastric cancer cells.
Shijie Huaren Xiaohua Zazhi 2003;11(3):310-313
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Abstract

AlIM:To evaluate the immune response and anti-tumor activity
induced by synthetic polypeptides of MUC5AC and MUC6
apomucins in mice.

METHODS:The cellular and humoral immunity induced by
MUCS5AC and MUC6 synthetic polypeptides were examined
in mouse,proliferation of lymphocyte and cytotoxicity of T
lymphocytes were assessed by *H-TDR incorporation assay.

RESULTS:The conjugated MUC5AC and MUC6 synthetic
polypeptides could induce B cells in mice to produce high
titre antibodies against the immunized peptides and delayed-
type hypersensitivity. But they could not induce significant
proliferation of lymphocyte and specific cytotoxic T-lym-
phocytes (CTL) in vitro against 7901 gastric cancer cells.
This may be caused by the experimental design, inefficient
epitope of synthetic polypeptides, or MHC restriction.

CONCLUSION:MUC5AC-KLH and MUC6-KLH synthetic
polypeptide conjugates can induce cellular and humoral
immunity other than cytotoxic T lymphocytes of anti-tumor
effect.

Wang RQ, Fang DC, Liu WW. Anti-tumor immunity in mice induced by
synthetic polypeptides of MUC5AC and MUC6 apomucins. Shijie Huaren
Xiaohua Zazhi 2003;11(3):314-317
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Abstract
AIM: To investigate the effects of p57<P? and p27<r* proteins on
the development and progression of pancreatic cancer.

METHODS:Expression of p574,2 and p27* proteins in tumor
and adjacent tissues of 32 patients with pancreatic cancer
were detected by SP immunohistochemical technique.

RESULTS:p57%r2 protein positive rate in tumor tissues of
pancreatic cancer was 46.9 % , which was lower than that
in adjacent pancreatic tissues (75.0 %)(x?=5.317,P <0.05),
p5742 protein expression correlated remarkably with tumor
cell differentiation (x?=4.979,P <0.05), but did not correlate
with lymph node metastasis (X?=3.698, P <0.05); p274rt
protein positive rate in the tumor tissues was 56.3 %, which
was lower than that in adjacent pancreatic tissues (84.4 %)
(X?=6.063,P <0.05). p274rt expression was correlated
remarkably with tumor cell differentiation and lymph node
metastasis (x?=5.776;x2=4.097,P <0.05). p5742 protein
positive rate (50.0 %) in p27<F protein positive group was
higher than that (42.9 %) in p274°! protein negative group,
and there was no significant correlation between the two
groups (r =0.19657, P >0.05).

CONCLUSION:p574r2 and p27%P! proteins may play an im-
portant role in carcinogenesis and progression of human
pancreatic cancer. Decreased expression of p5742 and p27+rt
proteins is subject to the development of pancreatic cancer

and determination of cell differentiation degree, and helpful
to evaluate prognosis of the diseases.

Yue H,Yu JP,Cao YH,Zhao X. Expression of p574P2 and p274P! proteins
and its relationship with clinicopathology in human pancreatic cancer. Shijie
Huaren Xiaohua Zazhi 2003;11(3):318-320
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(P <0.05) (P <0.01) VEGF . SP
(P <0.01) (P <0.05) (P <0.05) VEGF (
(P <0.05) (P >0.05). ) IgG VEGF
VEGF VEGF : ;
VEGF (P <0.05). 5% VEGF
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VEGF +
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VEGF (P <0.05).
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giogenesis during the transition from hyperplasia to neoplasia.
VEGF VEGF Nature 1989; 339:58-61
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:0715_827é521r13engm|n330@sohu.com MDA
:2002-10-07 :2002-10-22
1
: (angelica sinensis polysaccharide, 1.1 g 18-22 g
ASP) (allitridi, Alt) (CCL,) (
950610)
500 mL/L (0.1 mL/10 g) - -2 4 (CDNB)
(control) CCL, (GSH) Sigma AST
(CCL,+ASP) 19906017)
(CCL,+Alt) (AST) s- UV-3000
(GST) (MDA) UVv-752C (
).
1.2 24 h
(control) CCL,
CCL, Alt (P <0.01);
AST (CCL,4+AlY) (CCL4+ASP).
MDA (P <0.01) 0.1mL/10g 500 mL/L CCL,
GST (P <0.01) 0.1ml/10¢g CCL,+Alt
AST GST 20 mg/kg 1lg/L Alt 0.2mL/10¢g ig
(P <0.01). gdx 7 CCL,+ASP 500 mg/kg 25 g/L ASP
0.2 mL/10g ig qdx 7
6h
. -30
. 2003;11(3):348-349 CDNB UVv-3000
http://www.wjgnet.com/1009-3079/11/348.htm GST 12, AST
AST. 10%
0 MDA
Xts
F
(angelica sinensis polysaccharide, ASP);
2
[1-9] 21Alt ASP 1wk
(ASP) CCL,
Alt
(P <0.01);ASP
(allitridi ~ Alt ) CCL, Alt 1).
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Group (%) GST( S- )
control 202+ 08 232+ 1.0 +14.85 GST GST : et al
CCL, 20.3+ 0.7 198+ 1.32 -2.46 GST
CCL+Alt 20.1+ 0.8 206+ 1.2¢ +2.49 ALT
CCL4+ASP 202+ 0.6 230+ 1.1« +13.86 ALT
%P <0.01 vs control P <0.01 vsCCL, ;P <0.01 vsCCL.+Alt GST
GST
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AST GST
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GST ( P<0.01)  GST
58.8 % AST GST AST
ASP 500 mg/kg AST GST :
GST ( P <001)  GST
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ASP AST  GST (P<001)( 2 cCL, Alt
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CCL, Alt
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CCL,4 166+ 12° 245+ 21° MDA
CCL,+Alt 135+ 9¢ 144+ 18¢
CCL,+ASP 100+ 8vdf 69+ 12 AST GST
i AST GST
P <0.01 wvs control 9P <0.01 vsCCL, P <001 vsCCL+Alt
2.3 Alt ASP CCL, MDA
CCL, MDA
53 %(P <0.0L); Alt  ASP CcCL f
MDA ( P<0.01) 30.3 % 2002; 10:544-548
37.6 % ( 3) 2 : :
2001;9:347-348
3 , .
3 Alt ASP CCL, MDA (X*S n=10) 1994:15:81-83
4 .
Group MDA(nmol/ggw) . 1995;30:801-805
control 154+ 0.9 2000,31274-276
cCL, 234+ 15 6
1999;8:135-137
CCL4+Alt 16.3+ 1.1° 7 ’ i )
CCL4+ASP 146+ 1.2 2002;10:240-241
8 EBL-7404
9w g . 1999;7:715-716
%P <0.01 s control P <0.01 vsCCL, 1997:32:511-514
10 , .
3 1999;7:427-428
11 ) ) .
1998;27:415-417
12 Habig WH,Pabst MJ,Jaka Koby WB. Glutathione S-transerase,
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HCV-C
pcDNAS. 1
HepG, G418
HepG, (HCV-C HepG, ) RT-PCR
HCV-C
(OMTT HCV-C HepG;
HepG, HepG. (2)
(FACS)
HCV-C HepG; Fas
:(HHCV-C HepG;
HepG, HepG, 2 Fas
HCV-C HepG, S
HepG, S HCV-C
HepG, HCV-C HepG,
HCV-C HepG2 Fas
S S
: (HHCV-C HepG;,
(2HCV-C HepG; Gon S
Fas
G0/1
HepG;

. 2003;11(3):350-352
http://www.wjgnet.com/1009-3079/11/350.htm

(HCV)
HCV
(HCO)

HCV
HCV
(-3 Kalkeri et al # 9 HCV
; Werling et al ©
HCV
HCV
(HCV-C)
HCV-C
[7-91 HCV-C
(201, Gon S G,/M
G,/S
GZ/M [11,12]
(3], HCV-C
1
1.1 DNA (QIAGEN) DMEM
Lipofectamine2000 G418(GIBCO) RT-
PCR (Promega) FITC 1gG
( ) Fas (Santa Cruz).
HCV-C E1 E2 puclls
pcDNA3. 1(+) JM109
HepG, (FACS420).
1.2
1.2.1PCR HCV1la (AF009606)
HCV-C ( Hind
EcoR )
ACAAGCTTCCCATGAGCACGAATCCTAAAC
AGAATTCCTAGGCTGAAGCGGGCACAGTC
594 bp.
122 HCV-C (1415
HCV-C E1 E2 Pucl18
PCR HCV-C PCR
T (3000 bp) T,DNA 4
Hind EcoR
PCR
HCV-C pcDNA3. 1
(5400 bp) PCR Hindlll

EcoRl DNA
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HCV-C 24 1 Fas HCV-C
HCV-C . HepG, HepG,
1.23 HepG, HCVv-C HepG, S
pcDNAS. 1 HepG, S (P<0.05);
HepG; G418 Gon (P >0.05)
HepG, ( HCV-C HepG, HCV-C HepG, HepG,
HepG,). G,/M (P >0.05).
1.2.4 RT-PCR HCV-C HCV-C HepG, Gon S
HepG, HCV-C Trizol RNA G./IM .2 HCV-C
RNA RT-PCR HCV-C HepG, HepG; Fas (200 ng/ml)
HCV-C mRNA (P <0.001) S
6 48 h Fas S
30 min 20 min (P <0.05) Gon Fas
(1 8) 2 h (P >0.05) Fas
FITC 19G(1 32) 37 1h Fas
PBS 3 x 5min G,/IM (P >0.05).
HCV-C HepG; HCV-C Fas Gi/S
1.25 MTT HCV-C HepG2 HCV-C HepG, Gon G./M
(sl 2x 10 HCV-C HepG;
HepG, HepG, 96 M 12 3 D
48 h MTT( )
1.2.6 9 416
2x 10° HCV-C  HepG, HepG, EZZ
HepG, 6 72 h 2322
70 ml/L 4
.Fas
HepG, HCV-C HepG, (594 bp)
48h Fas (200 ng/ml) 24 hi6-20]
SPSS10. 0 M D DNA marker
Xts 3z
P <0. 05 LSD 1
t P <0. 05 0.34
P <0.05
- 032 T 0.32
2 <030 |
2.1 PCR 600 bp 0.28 |
HindIll  EcoRlI ( 1) DNA
0.26 |- 0.26
HCV-C 0.26
HCV1a 98.6 % 0.24
HCV-C
2.2 RT-PCR HCV-C 2 HOV-C
HepG, HCV-C mRNA
HepG, HepG, 1 HCv-C HepG:; (X% S.%)
HCV-C
23 2 HCV-C  HepG; NS S GM
032+ 004) HepG, (026 0.06) 6 7150+6.08 15.17+3.87 13.33+2.63 8.630.72
026+ 005)P <0.05) HEV-C HCV-C 6 66.55+2.09° 19.43+1.85% 14.02+141° 5.17+0.76°
HepG, 3P <0.05 vs ;%P >0.05 vs
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2 HCV-C HepG; (XS ,%)
n  Go S G,/M
6 66.55+2.09° 19.43+1.85% 14.02+1.41° 5.17+0.76*
Fas 4 70.43+3.61 15.13+2.20 14.45+1.69 14.43+1.13
3P <0.05 vs Fas ;PP >0.05 vs
3
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Gl Gl
G./S
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