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Abstract

AlIM:To detect the expression of cyclooxygenase-2 gene and
cell cycle related genes in the carcinogenesis of esophageal
epithelia, so as to provide theoretical clues to the chemoprevention
of esophageal carcinoma.

METHODS:The samples of esophageal epithelial cells were
collected from the high incidence area of esophageal
carcinoma. Cell smear slides were made for the evaluation
of cell differentiation. The expression of COX-2, p53, p21/WAF1
and CDK4 were detected by flow cytometry.

RESULTS:The expression of COX-2 gene increased with the
progression of epithelial cells from low grade dysplasia (LGD)
to high grade dysplasia (HGD) or carcinoma. The fluorescence
index (FI) was 1.54+ 0.27 in the carcinoma and suspected
carcinoma groups, and the positive rate of COX-2 was 100 %.
The expression of mutant p53 and CDK4 also increased as
the epithelial cells progressed toward carcinoma. But the
expression of tumor suppressor gene p21/WAF1 was on
the opposite, and its expression sharply decreased in the
HGD and carcinoma or suspected carcinoma.

CONCLUSION:The expression of COX-2 gene significantly
increase in the carcinogenesis of esophageal epithelia, and

it also has the aberrant expression of cell cycle related genes.

Qi FY, Zhang LX, Han CL, Zuo LF, Lin PZ, Guo JW. Up-regulation of
cyclooxygenase-2 in carcinogenesis of esophageal epithelia.Shijie Huaren
Xiaohua Zazhi 2003;11(5):508-511
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Abstract
AIM: To investigate the inhibitory effect of p27kipl mediated
by adenovirus vector on esophageal carcinoma in vivo.

METHODS:Ecal09 cells were injected into the subcutaneous
tissue of nude mice to establish tumors. The transplanted
tumors were reproduced among the nude mice contionually
after original grafts grew well. The model of esophageal
carcinoma in nude mice was established by transplanting
the tumor tissue mass into the subcutaneous tissue of nude
mice .The successful constructed recombinant adenoviral
vector carrying p27kipl gene and LacZ recombinant adenovirus
were directly injected into the esophageal tumors in nude
mice respectively. Compared with control group, the growth
curves of tumor were drawed and the growth inhibition rates
of tumor were calculated.

RESULTS:The growth of tumors in gene therapy group with
p27kipl was obviously suppressed, which had a significant
difference compared with control group (P <0.001). The
growth inhibition rate of tumor reached 64.1 %.

CONCLUSION:p27kipl gene therapy mediated by adenovirus
vector has significant inhibitory effect on esophageal carci-
noma in vivo.

Zhang WG, Wu QM, Tong Q, Yu JP. Inhibitory effect of p27kipl mediated

by adenovirus on model of esophageal carcinoma in nude mice. Shijie
Huaren Xiaohua Zazhi 2003;11(5):512-516
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Abstract

AIM:To construct the recombinant adenovirus encoding
human cox-2 antisense RNA, and to investigate its effect on
synthesis of DNA and proteins in esophgeal carcinoma cell
line EC9706.

METHODS:The shuttle plasmid encoding antisense cox-2
was constructed by cloning cox-2 cDNA fragment in the
reverse direction into the pHCMVSP1A. Then the plasmid
pJM17 and the shuttle plasmid were cotransferred into 293
cells with lipofectamine for homologouse recombinantion
to acquire recombinant adenovirus confirmed by PCR. The
expressions of cox-2 in esophgeal carcinoma cell line EC9706
cells were evaluated, and its effects on cell proliferation were
determined by cell growth rate, *H-TdR and H-Leucine
incorporation.

RESULTS:The recombinant adenovirus encoding antisense
cox-2 fragment ad-AShcox-2 was obtained with the titer of
0.86+10" PFU/mI. Ad-AShcox-2 can reduce the expression
of cox-2, and inhibit cell growth rate and cause cellular death.
Meanwhile, The efficiencyof H-TdR and *H-Leucine incor-
poration was significant lower than that in the control group
at 48, 72, 96 hours (qusn = 16.36 vs 16.36 , g 72 = 39.07 vs
19.90, gosn= 54.80 vs 30.33;P <0.001).

CONCLUSION:Reducing the expression of cox-2 may inhibit
the proliferation of esophageal cancer cells through inhibiting

the synthesis of DNA and protein.

Li SB, Wu QM, Wang Q, Wang XH, Xie GJ.Effects of adenovirus-mediated
human cox-2 antisense RNA on synthesis of DNA and proteins in esophgeal
carcinoma cell line. Shijie Huaren Xiachua Zazhi 2003;11(5):517-521
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COX-2 RNA
Ad-AShcox-2 PCR ( 2
277 bp  cox-2 cDNA 860 bp
Ad-AShcox-2

Ad-AShcox-2 0.86 x 10?PFU/m.
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rHind [l
. “Bst XI
{ PCR 1 cox-2 F1 ori Xba l pHCMV sp 1A
|
AMP 1
Kanamycin . I A
-~ Xba | Bam HlI \ ~Sacl ‘:
520 bp ‘ clal 6 783 bp -
“Bam HI
r EcoR IIEcoR - .'
Ssp EcoR V
Xho |
S BSEX .
3%52 cDNA . XEgoR y . L
CMV Hind I ‘ ‘
SBaIIIII
pAd-As cox-2 cDNA Sa% | &
\ 7243 bp E [ I ™
B
“Sac |
1 ‘ ‘ -
1 2 3 4 5 ' ‘
.a & l
1 000 ' '
<860
800 .
600 .
C
400
ey A “
200 A Ad-AShcox-2 ECO706  Cox-2
B Ad-LacZ EC97076  Cox-2
c EC9706  Cox-2 .
2 Ad-AShcox-2 PCR . 3 Ad-AShcox-2 Ad-LacZ cox-2
1: ; 22pHCMVSP1A  ;3:pAd-AShcox-2 4:Ad-AShcox-2
;5: 200 bp Ladder.
7 —&— Ad-AShcox-2
2.2 Ad-LacZz MOI 25 | 8 Ad-lacz
6 A
50 100 200 48 h Sl
—
X-gal 90 % 100 % L
100% 100 % MOI >25 90 % EC9 706 3 L
Ad-LacZ 2t
2.3 Ad-AShcox-2 1t
- - 0 ‘ ‘ : :
CoxX-2 Ad-LacZ 5 ” v = %
3 (  3). t (h)
24 Ad-AShcox-2 4 Ad-AShcox-2 Ad-LacZ EC9706
96
1 3H-TdR X+ s CPM/Well
Ad-LacZ ( )
( 4). 48h 72h 96 h
3 3 1
2.5 Ad-AShcox-2 H-TdR  °H-Leucine Ad-AShcox-2 2 504.67+ 340.74° 237222+ 115.18° 27922+ 45.36"
3 3 1
Ad-AShcox-2  *H-TdR  °H-Leucine Ad-LacZ 348178+ 11457 3656.44+ 82.75 442467+ 82.75
(P <0.001) Control group 3679+ 99.51 3750.67+ 71.77 4400.44+ 38156
4 Ad-LacZ
. “Fugn=76.75,F12n= 548.77,Fosn= 995.80 (P <0.001):
SH-TdR SH-Leucine 48n=16.75,F7,4= 548.77,Fgs = 995.80 (P <0.001);

(P >0.05( 1 2.

Qaon= 16.36, Gr24= 39.07, 06 = 54.80 (*P <0.001);

LacZ Qas h:2-751q72 h:2-87,Q9e h= 032(P >005)
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2 3 H-Leucine (X £ s CPM/Well)

£s3) 48h 72h 96 h

Ad-AShcox-2  546.22+ 53.54° 49922+ 2476 23244+ 67.74

Ad-LacZ 089.33+ 10244 1038.11+ 83.07 1024.56+ 90.45

959.33+ 62.11 1081.567+ 110.78 1009.56+ 70.37

:F43 h:8.02,F72 h= 14359,F95 h= 31275(P <005),
‘Qagh= 16.36 , Qr2n= 19.90,q96 w=30.33 (bP <0001),

LacZ s x=1.18, 72 h:1.61,q% h= OSB(P >005)
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[10-16]

RNA
cox-2

cox-2
RNA
COX-2 . Ad-
AShcox-2 EC9706
Ad-AShcox-2

MRNA
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coxX-2
cox-2
mRNA

COX-2 [18-21]

22 coX-2
Tsujii et al @
cox-2

COX-2

[24-26] COX-2

cox-2
Ad-AScox-2
Ad-AScox-2
et al 27 CoX-2
COX-2
Ad-LacZ

*H-TdR DNA
281 3H-Leucine (29
Ad-AShcox-2 *H-TdR
SH-Leucine Ad-
AShcox-2 DNA

(P <0.001)
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Abstract

AlIM:To investigate the role of loss of heterozygosity (LOH)
of SMAD4/DPC4 and the relationship between the LOH and
other clinicopathological factors in gastric carcinoma.

METHODS:Total 50 cases of gastric carcinoma were moni-
tored with PCR-SSCP and silver staining was performed to
detect LOH of SMAD4/DPC4.

RESULTS:The incidence of LOH was found in 36.2 % (17/47) of
D18S46, 39.1 % (18/46) of D185S474 and 59.2 % (29/49)
of SMAD4/DPC4, respectively. The prevalence of SMAD4/DPC4
LOH increased progressively from intromucosal to advanced
deeply invasive cancers (P <0.05). The frequency of SMAD4/
DPC4 LOH was significantly higher in TNM  and  stage
than those in TNM  and  stages (P <0.05). SMAD4/DPC4
LOH was statistically significant association with tumor size
(P <0.05). And a strong correlation between SMAD4/DPC4
LOH and Borrmann classification was observed (P <0.05).

CONCLUSION:The SMAD4/DPC4 LOH may promote the pro-
gression of gastric carcinoma and is an important molecular
event in the development of the tumor at advanced stage.

Zhu YQ, Yin HR, Zhu ZG, Liu BY, Zhang Y, Chen XH, Yu YY, Lin YZ. Loss
of heterozygosity of SMAD4/DPC4 in gastric carcinoma. Shijie Huaren
Xiaohua Zazhi 2003;11(5):522-525

SMAD4/DPC4

: (loss of
heterozygosity LOH)

39.1 (18/46) DPC4LOH 592
LOH

TNM (P <0.05). =2 5cm
SMAD4/DPC4 LOH 5cm (P <0.05).
SMAD4/DPC4 LOH Borrmann

(P <0.05).

(29/49). SMAD4/DPC4

:SMAD4/DPC4
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18
(180) -4
[9-12]

. 18q21
SMAD4/DPC4

1.1 2001-2002 50
29 21 50+ 14
( 1. uicC (Sobin L
Wittekind C. TNM classification of malignant tumors. 5% Ed.
1997: 59-62)

-80 DNA
1.2.1 HE .
10 pm 10-20 70
Lo et al 3
HE 40
5
1.5mL eppendorf
K 56 . / /
DNA. SMAD4/DPC4
D18S46  D18S474 LOH

2( http:/Aww.ncbi.nlm.nih.gov/genemap).
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.50 uL PCR 2.2 DPC4/SMAD4 LOH
10 mmol/L Tris-HCI(pH9.0) 50 mmol/L KCI SMAD4/DPC4 LOH 20.0
2.5 mmol/L MgCl; 200 umol/L dNTP 1 U TagDNA 375 64.5 100.0 (P <0.05); TNM
(Promega ) 10 pmol. SMAD4/DPC4LOH 440%  TNM
150 ng DNA.PCR 96 75.0 % (P <0.05).
10mm 95 30s 56-60 _1mm 72 > 5¢m SMADA4/DPC4 LOH
11 1 min 7880 g/L72 > mm.:scrsg/L 5cm (77.8 88.4 P <0.05). Borrmann
25 mglL 10mmolLEDTA 95 6 min SMAD4/DPC4
100glL LOH (33.3% 57.6% 100.0% P <0.05).
80V 4-5h, (100 miiL 1omyL  SMADA4/DPC4 LOH
10 min) (0.012 mol/L 20-30 min) Lauren
(0.28 mol/L +19mg/L ) (P >0.05 1).
(Bio-Rad ) Flour-S™ (Bio- | 18q21L0H
Rad ) Quantity-one
Tomlinson et al 4 2 N LOH( )
29 28 17(60.7)
50 21 21 12(57.1)
(loss of heterozygosity ~ LOH); < 40 4 4 2(50.0)
(microsatellite 40 46 45 27(60.0)
instability MSI) ; 4 4 2(50)
LOH. 18 18 10(55.6)
LOH SMAD4/DPC4 28 97 17(63.0)
5cm 31 31 15(48.4)
SPSS)((lZO.O >)1 /5 <5 > 5cm 19 18 14(77.8)
Kruskal-Wallis ! ! 1(100)
P <0.05 19 19 10(52.6)
30 29 18(62.1)
2 Laure 19 19 10(52.6)
2.1 DPC4/SMAD4 50 D18546 " »5 1456.0)
36.1 D183474 39.1
SMAD4/DPC4 502 (1 2). ° ° S(100.)
Borrmann 3 3 1(33.3)°
NOT NCoT 34 33 19(57.6)
. = = 8 8 8(100.0)
» . - 1 5 5 1(20.0)°
- —_ 2 8 8 3(37.5)
4 39 T3 32 31 20(64.5)
N: 1. " T4 5 5 5(100.0)
1 D18S46 24 2 12(50.0)
NOOT NOOT 26 25 17(68.0)
B - TNM + 25 25 11(44.0)°
+ 25 24 18(75.0)
= - - 5 5 1(20.0)
- . e ’s “ 45 44 28(63.6)
N: T o 3P <0.05vs= 5cm , °P <0.05 Borrmann °P <0.05

"2 D18S474

,9P <0.05 vs TNM +
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2 DPC4
Borrmann
() SMAD4/DPC4 LOH (P <0.05).
D18S4 F5 -GAATAGCAGGACCTATCAAAGAGC-3’
8546 5 -G GCAGGACCTATC GAGC-3 60 SMAD4/DPC4
R 5 -CAGATTAAGTGAAAACAGCATATGTG-3'
SMAD4/DPC4 TGF-f3
D18S474 F5 -TGGGGTGTTTACCAGCATC-3 56 TGF—B
R5 -TGGCTTTCAATGTCAGAAGG-3’
50 40
3 40 10 %.
[38]
[15 24] “
- Knudson <40 8 40 < 40
” [25]
SAMD4/DPC4 LOH
SMADA4/DPC4 TNM
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27
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Yustein et al
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Abstract

AIM:To study proliferation and apoptosis in gastric carcinoma
(GC) and precancerous lesions and expression of their regu-
lating genes.

METHODS: Total 24 cases of GC, 14 dysplasia (DP), 24
chronic gastritis (10 superfical gastritis, SG, 14 atrophic
gastritis, AG) and 32 intestinal metaplasia (IM) were studied by
histopathological, immunohistochemical techniques with
Ki67, P53 and Bcl-2 antibodies, and by TUNEL for apoptosis.
Proliferation index (PI), apoptosis index (Al), apoptosis/
proliferation ratio, apoptosis degree and positive percent of
P53 and Bcl-2 were counted.

RESULTS:The Pl of GC, DP, IM, AG were 12.4+6.8 %,
6.4+4.2 %, 6.6+3.4 %, 3.8+2.9 % respectively. There was
a significant difference between SG and GC, DP, IM, and
AG (P <0.01). The Al of GC, DP, IM, and AG was 2.4+1.4 %,
2.6+1.6 %, 3.1+1.2 % and 3.8+2.0 % respectively. The
apoptosis degree of AG was the highest, and significantly
higher than that of GC, DP, and IM (P <0.01). There was no
significantly different among GC, moderate and severe DP
(P>0.05). Mucosa in AG showed excessive apoptosis, however
the apoptosis degree in severe DP and early gastric carcinoma
was about 1/3 of SG, and in advanced GC was its 1/5. The
positive percentages of P53 in GC, DP, IM and AG were 25.0 %,
14.3 %, 3.1 % and 0 % respectively. The positive rate of
Bcl-2 was 58.3 %, 42.8 %, 9.4 % and 7.1 % respectively.
There was a significant correlation beween P53 and Bcl-2.

CONCLUSION:Mutated P53 gene and Bcl-2 apoptosis regu-
lating gene not only express in GC, also partly express in
DP, IM, and in those precancerous lesions in which gastric
carcinogenesis may have been initialized. The imbalance

between proliferation and apoptosis is manifestation of the
gene mutations on the cytodynamics. The DP and IM may
be the different stages in gastric carcinogenesis.

Pan CJ, Liu KY. Proliferation/apoptosis and expression of P53 and Bcl-2
in gastric carcinoma.Shijie Huaren Xiaohua Zazhi 2003;11(5):526-530
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Abstract

AlIM:To investigate the changes of gastrin, epidermal growth
factor (EGF), vasoactive intestinal polypeptide (VIP),
somatostatin (SS) and their clinical significance in chronic atrophic
gastritis (CAG), and meanwhile to supply theoretical and
experimental basis for the endocrinal therapy of CAG.

METHODS:The serum levels of gastrin, EGF, VIP and SS
were measured in 67 cases of CAG patients, 18 gastric cancers
and 15 normal controls by radioimmunoassay.

RESULTS:The serum levels gastrin and EGF were obviously
higher in CAG patients [(115.23+ 60.23 )x 102 ng/ml,
(152.60 + 82.93) ng/ml] than those in normal persons
[(64.19+ 35.34)x 10° ng/ml,(1.76 + 0.35)ng/ml] (P <0.01),
but significantly lower than those in gastric cancer [(152.60 +
72.93)x 10° ng/ml,(2.86+ 1.23) ng/ml] (P <0.01). There
was an increasing tendency in the content of gastrin and
EGF with the development of atrophy, which was close to
the level of gastric cancer in CAG patients accompanied by
intestinal metaplasia [(137.20+ 60.23)x 107 ng/ml,
(2.71+ 1.02) ng/ml] (P <0.05). The serum levels of SS
and VIP were obviously lower in CAG [(61.90+ 28.36) x
102 ng/ml,(9.42+ 2.34)x 10° ng/ml] than those in normal
persons [(96.28+ 35.18) x 10° ng/ml,(16.34+ 8.18)x
108 ng/ml]. The more serious atrophy was accpmpaind with
lower level of SS and VIP. Furthermore, the serum level of
SS was lower in CAG than those in gastric cancer [(114.96+
47.12) x 10° ng/ml], but the serum level of VIP was higher
than the latter [(6.98+ 2.13) x 10 ng/ml].

CONCLUSION:CAG is accompanied with the increasing of
gastrin, EGF and the decreasing of SS and VIP, which may
change the physiological functions and biological behaviors
of the gastric mucosa and lead CAG to gastric cancer. If
properly using these gastrointestinal hormones or their
blocker, it may block the development of CAG.

Guo Y, Guo X, Yao XX. Changes of gastrointestinal hormones in chronic
atrophic gastritis and their clinical significance.Shijie Huaren Xiaohua Zazhi
2003;11(5):531-534
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Abstract

AIM:To investigate the killing effect of carcinoembryonic
antigen (CEA) and tissue-specific cytosine deaminase (CD)/5-
fluorocytosine (5-FC) system on human colorectal carcinoma
cell lines LoVo and SW480 in vitro.

METHODS:Recombinant retroviral vector GICEACDNa was
constructed,in which the CD gene was controlled under the
CEA promoter, and retroviral vector pCD2 were introduced
through liposome technique respectively to the human
colorectal carcinoma cell lines LoVo and SW480. Expression
of CEA was high and low in both the cell lines respectively.
The cells were selectively cultured in G418. The proliferative
colonies were treated with 5-FC.

RESULTSAfter the transfection, LoVo-CEACD cells and LoVo-CD
cells were more sensitive to 5-FC than their parental cells
(P <0.01, t=5.688, n =9; P <0.01, t =3.136, n =9), and
SWA480-CEACD cells and SW480-CD cells were more sensitive
than their parental cells as well (P <0.01,t=3.437,n =9;P <0.01,
t =3.516, n =9). Furthermore, the LoVo-CEACD cells were
more sensitive to 5-FC than the LoVo-CD cells (P <0.05,
t=2.183,n =9) while the SW480-CEACD cells were less sensitive
than SW480-CD cells.The LoVo-CEACD cells displayed a
higher anti-tumor effect than SW480-CEACD cells in vitro.
The bystander effect in all cells transfected with CD gene
were observed in this study.

CONCLUSION:The CEA tissue-specific CD/5-FC system

displays an obvious targeting anti-tumor effect on human
colorectal carcinoma cell lines LoVo and SW480, but the
killing effect on the LoVo-CEACD cells is higher than that on
the SW480-CEACD cells in vitro.

Li CJ, Ma QJ, Lai DN, Lu JG, Wang XJ, Wang Q, Pan BR, Wu YZ, Li JM.
Killing effect of CD/5-FC system on human colon cancer cell lines SW 480
and LoVo. Shijie Huaren Xiaohua Zazhi 2003;11(5):535-539
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Abstract

AlIM:To investigate the expression of survivin and its relationship
with proliferation and apoptosis in colorectal adenoma and
adenocarcinoma.

METHODS:Using terminal deoxynucleotidyl transferase-
mediated dUTP nick end labeling (TUNEL) and immuno
histochemistry S-P method, the authors examined the expression
of survivin, Ki-67 and apoptotic cell in situ in 60 cases of
colorectal adenocarcinoma, 35 adenoma and 20 normal
colonic mucosa.

RESULTS:Survivin expression was observed in 36 of 60 (60.0 %)
cases of colorectal adenocarcinoma and in 6 of 35 (17.1 %)
cases of adenoma. In contrast, normal colonic mucosa did
not express survivin. Overexpression of survivin was related
to the differentiation grade of colorectal adenocarcinoma,
however there was no correlation with Dukes’s stage of
lymph node metastasis. Ki-67 labeling index (LI) was higher
in colorectal adenocarcinoma than that in adenoma (39.1+
10.4 % versus 22.3+ 6.2 %, P <0.01). The apoptosis in-
dex (Al) of colorectal adenocarcinoma and adenoma was
significantly higher than that of normal tissues (P <0.01).
More apoptotic cells were noticed in well and moderate
differentiated adenocarcinoma than those in poorly differentiated
adenocarcinoma (P <0.05). Survivin positive adenoma and
adenocarcinoma had significantly lower values for Al than
survivin negative tumors (P <0.01), and the Ki-67 LI in
survivin positive adenoma and adenocarcinoma were higher
than that in survivin negative tumors (P <0.01).

CONCLUSION:Up-regulation of survivin expression in
adenocarcinoma suggests that survivin may play an important
role in human colorectal tumorigenesis through the inhibition of
apoptosis and acceleration of proliferative activity. Survivin

may be a new prognostic implication in colorectal adenocarcinoma
and serve as a widely applicable target for anticancer gene
therapy.

Xiao J, Deng CS, Zhu YQ.Expression of survivin protein in colorectal
adenocarcinoma. Shijie Huaren Xiaohua Zazhi 2003;11(5):540-543
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Abstract

AlIM:To establish an animal model to study the effect of
H. pylori on metastasis, and to explore the possible mechanism
and the relationship between H. pylori and gastric cancer
metastasis.

METHODS:Using BGC-823 cell cocultured with H .pylori,
the growth of tumors and metastasis were observed in 8-
week nude mice after the first intraumoral injection of the
group of H.pylori infection and the group of no infection.
The expression of MMP-2, MMP-3, TIMP-2 and TIMP-3 were
investigated by immunohistochemical staining.

RESULTS:There was a significant difference in the weight
of tumors between the group of H.pylori infection and the
group without H.pylori infection in 8-week nude mice after
the first intratumoral injection (P <0.05). There were two
lung metastases in group of H .pylori infection. The positive
rates of MMP-2, MMP-3, TIMP-2 and TIMP-3 in the group of
H. pylori infection by immunohischemical staining were
77.8+9.6 %, 64.5+6.9 %, 57.6+12.2 % and 40.0+9.2 %,
and 61.2+9.7 %, 53.1+5.8 %, 54.3+10.9 % and 53.0+6.6 % in
the group without H.pylori infection, respectively. The
expression of MMP-2, MMP-3 and TIMP-2 were significantly
higher in the group of H. pylori infection than those in the
group without H.pylori infection (P <0.05), but the expression of

TIMP-3 has no significantly change.

CONCLUSION:H.pylori infection can accelerate the tumor
growth in nude mouse and lung metastasis. The expression of
MMP-2 and MMP-3 increases and TIMP-2 decreases in
H .pylori infection, suggesting H .pylori may enhance gastric
cancer metastasis by regulating the expression of metastasis-
correlated factors.

Li XH, Zhang GY, Luo FJ, Xu MH, Li Q. Influence of expression of matrix
metalloproteinase induced by H. pylori infection in gastric cancer cell line.
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Abstract 0

AlIM:To construct a recombinant vector containing gene (Helicobacter pylori  Hp)

encoding Hsp60 gene of Helicobacter pylori and to express ( ) [1-7]
the vector in E.coli BL21.

METHODS:The Hsp60 gene was amplified from H.pylori 8-200 \WHO

chromosome by PCR and inserted into the prokaryotie

expression vector peET-22b (+). The recombinant vector was 24, Hp

transformed and expressed in E.coli BL21 (DE3). Recombinant [22-24] Hp
Hsp60 protein immunogenicity was studied by Western blot. 1-2 % 25)

RESULTS:The 1.6 kb Hsp60 gene was successfully isolated. Hp
Recombinant E.coli strains expressed Hsp60 were obtained,
the expression protein amounted to 27.2 % of the total '

bacterial protein after induced with IPTG for 3 h at 37 Hp [26-29),
which included inclusion body and soluble protein. Inclusion body Hsp60
was the major pattern of the expression that amounted to HoHsp60 H
76.6 % of the insoluble protein. Western blot analysis of pHSp P
rHsp60 confirmed that it could be specially recognized by . HpHsp60

serum from Hp infected patients. Hp

CONCLUSION:The gene coding for Hp Hsp60 is cloned and
expressed successfully. The results obtained lay the foundation

for constructing the H.pylori vaccine. 1.1 BL21(DE3) PET-22b(+)

Bai Y, Huang W, Lin HJ,Wang JD, Chen Y, Zhang ZS, Zhou DY, Zhang YL. HpSS]_ . Not 1l Ncol

Construction of clone expressing adhesin Hsp60 of Helicobacter pylori.
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Abstract

AlIM:The relationship between cytotoxin-associated protein
(CagA)*Helicobacter pylori (H.pylori) infection and gastric
cancer in China was reported inconsistently. Using enzyme-linked
immunosorbent assay (ELISA) to detect serum anti-CagA
antibody and ABC immunohistochemical staining to detect
the expression of Bcl-2 and p53 proteins, this study is to
explore the relationship between CagA H.pylori infection
and expressions of p53 and Bcl-2 proteins in gastric cancer
and chronic gastric diseases.

METHODS:Seventy-nine patients (50 with gastric cancer,
17 with chronic atrophic gastritis, 5 with gastric ulcer and 7
with chronic superficial gastritis) were diagnosed by endos-
copy and biopsied under endoscopy for detection of H.pylori
infection, and confirmed by pathological examination. Expression
of Bcl-2 and p53 proteins was detected by immunohistoche-
mistry. Rapid urease test and serum H.pylori antibodies with
ELISA or Warthin-Starry silver stains were used for H.pylori
diagnosis. H.pylori was defined as positive when 2 or 3 of
these tests were positive. ELISA was used for the detection
of serum anti-CagA antibody.

RESULTS:Anti-CagA antibody was present in 43/50 (86 %)
gastric cancer and in 13/29 (41 %) chronic gastric disease,
CagA* H.pylori rate in gastric cancer was higher than those
in chronic gastric diseases (P <0.01). The positive rate of
Bcl-2 expression in gastric cancer was higher than that in

chronic gastric diseases (62 % vs 41 %, P >0.05). In CagA*
gastric cancer it was higher than that in CagA- one (65 % vs
43 %, P >0.05), and in CagA* chronic gastric diseases it
was higher than that in CagA  one (77 % vs 12 %, P <0.01).
The positive rate of mutant p53 expression in gastric cancer
was higher than that in chronic gastric diseases (54 % vs
28 %, P <0.05), in CagA* gastric cancer it was significantly
higher than that in CagA- one (60 % vs 14 %, P <0.05),
and in CagA* chronic gastric diseases it was significantly
higher than that in CagA™ ones (46 % vs 12 %, P <0.05).

CONCLUSION:Expression of anti-CagA antibody is present
in a significantly higher percentage of gastric cancer sub-
jects than that in chronic gastric diseases. It is suggested
that CagA* H.pylori infection may increase the risk of gastric
cancer. The CagA factor may be involved in the development of
gastric cancer through influencing the expression of Bcl-2
gene and mutant p53 gene.

Du YJ, Zhao J, Zhao RB, Li BJ. Relationship between expression of Bcl-2
and p53 protein and CagA* Helicobacter pylori in gastric cancer. Shijie
Huaren Xiaohua Zazhi 2003;11(5):554-557
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Abstract

AlIM:To study the histologic changes after H.pylori eradication
with Killing Hp decoction for chronic gastritis.

METHODS:Total 81 cases of chronic gastritis with H.pylori
infection were prospectively studied. After a 7-day triple
therapy (bismuth potassium citrate, clarithromycin and
tinidazole), the patients were divided randomly into 3 groups.
Group A (n =23): Killing Hp decoction, 1#Bid; GroupB (n =15):
marzulene-s-granules, 1% Tid; Group C (n =15): aluminium
hydroxide compound, 3-5% Bid; An endoscopy was performed
at the frist and third months. Histological changes of gastric
mucosa were compared before and after the treatment
according to Sydney classification. COX-2 (cyclooxygenase-2)
protein was detected by immunohistochemical method, and
the computer image processing system was used. For the
patients of no eradication after one course therapy, anti-H.
pylori treatment continued.

RESULTS: H.pylori eradication got a very good curative effect in
81.9 % of the patients. A favourable histologic change of
acute inflammatory infiltration was found (average values
from 0.79+ 0.78 to 0.042+ 0.14) (P <0.001).The mean
percentage of COX-2 positive cells significantly decreased
after H.pylori eradication [(43.5+ 12.3) %, (32.3+ 8.3) %,
P <0.001]. No chronic inflammation was observed after
one month therapy (1.90+ 0.68,1.67+ 0.76, P >0.05. Compared
to the controls, after Killing Hp decoction treatment for three
months, the score corresponding to chronic gastritis declined
progressively (average values from 2.9+ 0.6 to 1.30+ 0.60,
P <0.001), and the mean percentage of COX-2 positive cells
staining got further decreased and reached a statistically
significant difference, compared with the results obtained

at the first month. [(31.6+ 5.9) %,(27.09+ 5.16) % ,
P <0.05]. Gastric atrophic lesions were improved after “Killing
Hp decoction” for three-month treatment.

CONCLUSION:H. pylori related gastritis should be treated
further with Killing Hp decoction after H.pylori eradication.

Wang N, Yao XX, Zhang L, Bai WY, Feng LY. Histologic changes after H.
pylori eradication with Killing Hp decoction for chronic gastritis. Shijie Huaren
Xiaohua Zazhi 2003;11(5):558-561
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Abstract

AIM:To investigate the changes of nitric oxide (NO) and
endothelin(ET) in rats and patients with Helicobacter pylori
associated chronic atrophic gastritis (CAG) before and after
eradication,and to explore the possible mechanism of
Helicobacter pylori associated CAG.

METHODS:Helicobacter pylor associated CAG Wistar rat
model was induced with sodium, eoxycholate, sodium
salicylate, ethanol and culture broth of H.pylori which were
orally administered. Model rats were randomly divided into
three groups: Group A: Helicobacter pylori eradication with
standard triple therapy for two weeks (Amoxicilline+
Timidazole + Denol); Group B: naturally restoring group,
only given distilled water as placebo; Group C: the normal
control. 3 months after treatment, all the rats were killed.
The blood level of NO and ET was measured. 42 caes of
Helicobacter pylori infected CAG patients,25 Helicobacter
pylori uninfected CAG patients, and 21 Helicobacter pylori
infected chronic superficial gastritis (CSG) patients were included
in this study. The blood level of NO and ET was measured.

RESULTS:The blood level of NO and ET was lower in
Helicobacter pylori eradication group[(3 672+ 1 845)ng/ml,
(181.14+ 22.5)x 10°ng/ml Jthan those in naturally restoring
group [(887+ 1 896)ng/ml, (211.67+ 34.36)x 10°ng/ml ],
P <0.01. The blood level of NO and ET was higher in Hp
infected CAG [(5 834+ 1896) ng/ml,(91.18+ 34.19)x 10°ng/ml]
than those in Hp uninfected CAG [(2 773+ 1 896) ng/ml,

(68.37 = 14.24)x 107 ng/ml] and infected CSG patients
[(3 420+ 1 024) ng/ml,(68.90+ 19.47)x 10 ng/ml] (P <0.01).

CONCLUSION: Helicobacter pylori associated CAG is accom-
panied by an enhanced serum NO and plasma ET. This may
be one of the pathogenic mechanisms of Helicobacter pylori
associated CAG.

Guo Y, Guo X, Yao XX. Changes of nitricoxide and endothelin in
Helicobacter pylori associated chronic atrophic gastritis before and after
eradication: an experimental and clinical study. Shijie Huaren Xiaohua
Zazhi 2003;11(5):562-564
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Abstract
AIM:To investigate the effects of Allitridi on lymphocyte
apoptosis and its regulatory gene expression in rat ulcerative colitis.

METHODS:Rat colitis model was induced by 2, 4, 6-
trinitrobenzene sulfonic acid (TNBS). The apoptotic cells were
visualized by TUNEL. Bcl-2 and Bax protein expression in
colon tissue was examined by immunohistochemistry. Bio-
chemistry was used to detect the nitrogen monoxide (NO)
activity in the mucosa, At the same time, the macroscopical
and histological changes of the colon were evaluated.

RESULTS:In TNBS group, the content of nitrogen monoxide,
the positive cell quantity of expression of Bcl-2 and the
apoptotic cell quantity were higher than those in both nor-
mal group and TNBS+AIt group (P <0.01), but Bax positive
cell quantity was lower than that in normal group (P <0.01).

CONCLUSION:Allitridi has protective effects on ulcerative
colitis of rat by promoting apoptosis of lymphocytes in lamina
propria and cleaning NO free radical.

Xu XM, Yu JP, He XF, Li JH, Zheng M, Yu LL. Effects of allitridi on lymphocyte
apoptosis and its regulatory gene expression in rat ulcerative colitis. Shijie
Huaren Xiaohua Zazhi 2003;11(5):565-568
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Abstract
AlIM:To study the changes of mu and kappa opioid receptors in
cathartic colon of rats.

METHODS:An experimental rat model of cathartic colon was
reconstructed by contact laxatives mixed with the feed. The
activity of mu, kappa opioid receptors in cathartic colon of
rats was determined.

RESULTS:The maximal binding capacity (Bmax) and affinity
(Kd) of mu opioid receptor in cathartic colon of rats were
significantly increased as compared with the control group
(207.00+22.9 vs 82.00+14.23 fmol/mg-p, P <0.01; 3.30+0.45
vs 2.40+0.57 mmol/L, P <0.05). As compared with the control
group, the maximal binding capacity of kappa opioid receptor
was significantly increased (957.00+102.41 vs 459.00+52.41
fmol/mg-p, P <0.01), and no remarkable change of affinity
was found in cathartic colon of rats.

CONCLUSION:The data indicates that mu and kappa opioid
receptors may be involved in the disorder of cathartic colon,
but the mu opioid receptor may be more important.

Liu BH, Mo P, Zhang SB. Changes of mu and kappa opioid receptors in
cathartic colon of rats.Shijie Huaren Xiaohua Zazhi 2003;11(5):569-570
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Abstract

AIM:To evaluate the effects of Chinese herbs Xiangsha
Pingweisan (XSPWS) decoction and its component on gastric
emptying in healthy mice.

METHODS:Mice were randomly divided into control group,
cisapride group and XSPWS group. The effects of XSPWS
on gastric emptying were investigated in vivo by measuring
gastric remainder rates of Blue Dextron (BD) 2000.
Additionally, the effect of each component herb in XSPWS
recipe was evaluated in the same way according to orthogonal
design.

RESULTS:Compared with control group [(100.0+ 24.2) %],
the rates of gastric remainder in XSPWS group [(39.5+ 18.3) %]
and cisapride group [(36.9+ 16.4) %] were all significantly
decreased (P <0.05). There were no significant difference
between XSPWS group and cisapride group (P >0.05). Except
radix glycyrrhizae preparta group, the gastric emptying rates
of other component herbal groups were significantly higher
than that of control group (P <0.01). Based on the analysis
of orthogonal design, there were wide—-ranging first—grade
mutual roles within the six component herbs.

CONCLUSION:XSPWS and its some component herbs can
accelerate the gastric emptying in mice in vito significantly.
There are wide-ranging first—-grade mutual roles within the
six component herbs.

Wang XQ, Wang XJ, Li Y. Effect of Xiangsha Pingweisan on gastric emptying
motility in mice. Shijie Huaren Xiaohua Zazhi 2003;11(5):571-574
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Abstract
AlIM:To study the expression of glucose regulation protein
94 in gastric mucosa infected with Helicobacter pylori.

METHODS:Semi-quantitative RT-PCR method was used to
demonstrate mRNA expression of Grp94 in H.pylori (Hp)
infected and non-infected gastric mucosa. Western blot was
used to detect the expression level of Grp94 protein in the
tissues.

RESULTS: Hp negative group had 28 cases, and the expression
amount of Grp94 mRNA was 0.424+0.055. Hp infected group
had 32 cases and the expression amount of Grp94 mRNA
was 0.882+0.082. The expression amounts of Grp94 protein
were 0.427+0.036, 0.671+0.072 respectively in Hp-negative
and positive groups. The expression amounts of Grp94 mRNA
and Grp94 protein in infected group showed a significant
increase (P <0.01) respectively.

CONCLUSION:H.pylori infection may increase the expression
of Grp94 at mRNA level in gastric mucosa. Meanwhile, it
also increases synthesis of the protein.

Wang MC, Fang WG, Gu JG, Li Y. Expression of glucose-regulation pro-
tein 94 in gastric mucosa infected with Helicobacter pylori. Shijie Huaren
Xiaohua Zazhi 2003;11(5):551-553
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Abstract

AIM:To study the prokinetic effect of Chinese herbs Zhuxiang
powder (ZXP) on gastrointestinal motility mice and its
mechanism.

METHODS The effects of ZXP on gastric emptying and intestinal
propulsion were investigated in vivo by measuring gastric
remainder rates and intestinal propulsion rates of Blue
Dextron (BD) 2000. Based on the level of main effect of the
orthogonal design list L;6(2%°), the authors explored the
mechanism of ZXP on gastric emptying by administering
atropine intraperitoneally to mice 20 minutes prior to meal

RESULTS:Compared with control group, the rates of gastric
emptying and intestinal propulsion rates increased significantly in
ZXP group (72.0+ 12.4% vs 63.7+ 13.1 %,P <0.01; 58.7+
10.9 % vs51.1+ 8.7 %, P <0.05). According to the analysis of
orthogonal design, the sequence of prompting gastrointestinal
motility were:Radix Aucklandiae > Fructus Amomi >Rhizoma,
Atractylodis Macrocephalae. There were first-grade mutual
roles within Rhizoma, Atractylodis Macrocephalae and Radix
Aucklandiae.The prokinetic effect of Chinese herbs Zhu Xiang
Powder (ZXP) on gastrointestinal motility mice could be inhibited
partially by atropine, especially on gastric emptying.

CONCLUSION:ZXP can accelerate the gastric emptying and
intestinal propulsion in mice significantly. The main herbs in
ZXP are radix Aucklandiae and Fructus Amomi. The mechanism
of ZXP promoting gastrointestinal motility is related partially to
the cholinergic nerve function.

Li Y, Wang XQ, Zhang WW, Wang JY. Effect of Zhuxiang powder on
gastric and intestinal motility in mice. Shijie Huaren Xiaohua Zazhi 2003;
11(5):575-577
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Abstract

AlIM:To investigate the effects of EGF on the characteristics
of phosphrylated p44/42 MAPK expression and its biological
significance in EGF-induced gut repair after ischemia-reperfusion
(I/R) injury.

METHODSA total of 80 Wistar rats were randomly divided
into four groups, namely EGF treated group (E), normal
saline control (R), ischemia group (1) and sham operated
control (C). In group E and R, the rats were treated with
intravenous EGF 100 pg/kg/rat or normal saline respectively
after 45 minutes of superior mesenteric artery occlusion.
Blood samples were collected at 2, 6, 12 and 24 hours after
reperfusion and plasma D-lactate were determined. Tissue
samples from intestine were also taken for histological analysis
and immunohistochemical analysis of phospho-p44/42 MAPK.

RESULTS:The changes of histological structure and D-lactate
indicated that the intestinal barrier was damaged after intestinal
I/R injury, while EGF treatment significantly improved the
outcome. In group C and I positive signals of phospho-p44/
42 MAPK were mainly located in the cytoplasm of the intestinal
villi and crypts, while in group I positive cells increased
significantly (P <0.05). In group R, positive signals were

found in almost all the cells and the percentage of positive
nuclei increased with the time of reperfusion, reaching its
peak after 12h of reperfusion. In group E, the percentages
were higher than those in group R and the peak of nuclear
expression was earlier.

CONCLUSION:EGF administration improves the outcome
of I/R induced intestinal damage. After I/R the expression
and nuclear translocation of phspho-p44/42 MAPK increases
with the time of reperfusion, suggesting its role in intestinal
reconstitution. EGF treatment induces its early expression
and translocation into the nucleus, suggesting the significance of
p44/42 MAPK signaling pathway in EGF-induced gut repair.

Li P, Xin F, Fu XB, Yang YH, Guo BC. Effects of EGF on expression of
phosphorylated p44/42 MAPK in rat small intestine after ischemia-
reperfusion injury. Shijie Huaren Xiaohua Zazhi 2003;11(5):578-582
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