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Western blot ;
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5 2h [, 1,
0 VvV, VI v .
(extracellular matrix, ECM) 2%, 8-10 %.
, 25 %M, I, 1, 1V, V, VI 425 %,
ECM , ECM 395 %, 6.9 %, 106 % 0.6 %,
, ) 56.5 %. 28.0 %. 55 %. 9.6 % 0.5 %, |
N , , L
N , IV
. N . , |
ECM , . A, , /11 ,
(hepatic stellate cell, HSC) , v ,
« (myofibroblast like cell, MFB)”,
ECM, 2
, ECM )
, 3-5 ,
( ) , . 3
, (6 mol/L),
, ) (105 C ) 18-24 h,
. 1982  Stein 1
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Fe2+ . 3H 358
. , Pro
, [*H]Pro , Pro
DMEM.
3.2 , -
[BH]Pro  [*H]Pro ,
, [*H]Pro
, [*H]Pro
2 (1) : [H]
Pro, Bl 2).
, 25 mM Tris-HCIpH 7.4 50 mM
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(cpmy)
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Abstract

AlIM:To evaluate the long-term protective efficacy following
a large scale immunization with a live attenuated hepatitis
A vaccine (the LA-1 strain) and immune persistence of the
vaccine with different immunization schedules.

METHODS.A randomized controlled double-blind study was
conducted in 212 985 children between 1.5 and 10 years
of age from 8 counties in Guangxi province (10 0735 in
vaccine group and 112 250 in control group). Vaccine group
was received one dose of HAV vaccine of 1087 TCIDs,
(LA-1 strain, China). Surveillance of the incidence of hepatitis
A in the two groups was started 1 month after vaccination.
To evaluate the persistence of antibodies, 156 children of

6-9 years old with hepatitis A antibody negative were divided
into 3 groups with equalities in age and sex. Group A was
given one dose of the vaccine, Group B and C were immunized
according to 0,6 and 0,12 schedules respectively. During
follow-up of every individual, the blood specimens were
collected at 6, 12, 24 and 36 months after immunization in
Group A and 12, 24 and 36 months after first dose and 1
month after second dose in Group B and C. Anti-HAV levels
were expressed as GMTs in mIU/ml by serial immunoglobulin
dilutions (WHO standard) and HAVAB-Imx kit (Abbott Lab, USA).

RESULTS:During a follow-up for 36 months, 71 cases of
symptomatic HAV infection were found in the control and
2 in the vaccine group (63.25/10° vs 1.99/106 respectively).
The protective efficacy was estimated at 96.85 % with 95 %
lower confidence limit of 92.4%. The antibody positive
rate in Group A after 6-24 months was 88.6-91.4 %, the
GMT was 105-106 mlU/ml, but each of those decreased
t0 80.0 % and 99.20 mlU/ml after 36 months. GMT reached
to the top in Group B and C1 month after the second dose,
1 024.63 mlU/ml and 3 463.21 mlU/ml respectively. But
during the time from top GMT to 24" month, the GMT of
Group B and C decreased rapidly to about 59.4 % and 83 %
respectively, and it continually declined slowly at 36" month
to 459.68 mIU/ml and 506.23 mlU/ml, which were 6 %
and 15 % lower than that at 24" month. It showed that
the antibody level in Group B and C after 2 doses were
significantly higher than that in Group A from beginning to
end, at 36" month the GMT of Group B and C were 4.6
times and 5.1 times to that of Group A, and the antibody
positive rate (97 %) was higher than that of Group A (80 %)
at the same time.

CONCLUSION:A single dose of live attenuated hepatitis A
vaccine can come into being high and persistent protection
against hepatitis A. Booster dose induces an immune
response which persists for at least three years in 97 % of
the subjects. The high GMT still present at month 36 predicts
a long-term persistence of antibody.

Gong J, Li RC, Xu ZY, Jiang SP, Luo D, Yang JY, Li YP, Chen XR,
Huang GB, Ling WW, Wei GW, Wang XY. Long-term immunogenicity
and protective efficacy of a live attenuated hepatitis A vaccine (LA-1
strain). Shijie Huaren Xiaohua Zazhi 2003;11(6):693-696
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, HAV , (63 488
) (56 617 ). 1
: 3a 63.25/10 (71/
112 250), 1.99/10 (2/100 735), 96.85 % '
1mo 3a.
(95 %CI 92.44 %). A 6. 12, 24, 36 mo / \ (ALT) HAV-
HAV 91 %. 89 %. 89 %. 80 %, IgM ,
(GMT) 106, 105, 106, 99 mlU/ml; 1929 1 ,
B 7. 12, 24, 36 mo 100 %. 98 %. HAV-1gG 156 A B.C3
95 %, 98 %, GMT 1204, 773, 489, 459 miU/ml, , 35 62. 59 |
0, 0,
foo ;2 \971 f/o 2é|;/|$6 " 92 . 3463 5922 gz)e rln(l)?J/::I e .06 .73 08:1.08:1.
t ’ A X N ’ 14:1. A 1 ; B 0. 6 mo
B. C 36 GMT A 4.6 51 e 0. 12 mo 2 A
’ A (P =0.008). 6mo, 12mo. 24 mo, 36 mo, B C
(LA-1 )1 2 1mo. 12 mo. 24 mo. 36 mo
;2 ;0.6 , , -20°C,
0. 12 ( HAV-IgG).
2wk . s
2003;11(6):693—22/:3 " 1.3
http://www.wjgnet.com/1009-3079/11/693.asp LA-1 106.75TC|D5°'
1.4 ELISA HAV-IgG,
0 . HAV-1gG
, (HAV) Abbott IMx mEIA
uf ( ) , WHO
231 , (miU/ml).
), HAV-IgM
ELISA
(4-101 LA-1
10°5TCIDs, " 2
, 2.1 3a, 234 693 s
[t 248 , 73
, . 71 2
3a 63.25/10 (71/112250) 1.63/10
(21122 443), 97.42 %, 95 % 934 %.
2.2 3a A
1.1 84 %, 6-24 mo (GMT)
1-5 . 8 (88.6-91.4%  105-106 miU/ml),
() 1991/1995 2-9 30/10 36 , 80.0 %, GMT 24
-170/10 , 1-10 9 400 6 %, 99.20 miU/mI(  1).
, 80-85 %.
1.2 1 (LA-1 )1 3a A )
121 -HAV -HAV GMT
s 114 588 1.5-10 (mo)
58955 ) % miu/ml 95%Cl
6 35 32 91.4 106.31 69.77-162.00
(55633 ), 7316 12 35 31 88.6 105.09 73.15-141.22
( HAV-1gG ) : 24 35 31 88.6 105.77 74.97-149.23
3711 3545 6 () 3% 35 28 80.0 9920 71.75-137.16
120105 1.5-10 ,




(LA-1 ) 695
B 0.6mo ) C (0.12mo ) 36 24 6% 15%; 36
2 1mo s GMT B. C , 97.6 %
, 24 , 504% 83%, 96.94%, GMT 45968 miU/ml - 506.23mIU/ml(  2).
2 (LA-1 )2 3a B .C )
B (0. 6 mo ) C (0, 12mo )
(mo)
n S SP(%) GMT(mIU/mI) GMT95 %Cl n s SP®%)  GMT(mIU/ml)  GMT95 %Cl
7- 55 5 100 1204.63 876.48-165565 - - - - -
12- 54 53 981 773.15 4315-1100.54 60 49 817 91.92  66.15-127.00
13- - - - - - 31 31 1000 346321 2561.0-4683.26
24- 56 53 946 489.12 339.85-703.98 34 34 1000 59657 456.47-779.66
36- 4 4 976 459,68 306-688.86 32 31 96.9 506.23 337.15-760.11
3 (LA-1 ) 10 TCIDs,
A B c
1 2 (0.6 2 (0,12 7]
(%) 914 100 100 ' 1 ’
GMT(mIU/mI) 106.31 1204.63 346321 )
24 mo (%) 886 94.6 100.0 (18]
GMT(mIU/mI) 105.77 489.12 596.57 ) , GMT ' 10é 4mIUMI©. 6 mo
36 mo (%) 800 97.6 96.9 ) 3463mIU/MI(0. 12 mo ).
GMT(mIU/mI) 99.20 459,68 506.23 5 GMT s-23)
3 97 % ,
3 . 2
B. C 100 %, A 91.4 %; GMT GMT ’
, B A 113 , C A 32.6 , 32 1 5
B 2.9 36 , B C GMT , (97 %) 1 (80 %)
, A 46 51 . ,
7% A (80%, c=7.11, H, 2]
P =0.008). ) ,
3 )
12 0.6mo 0,12 mo
[25-29]
40119 5-15 (
75 %, 119/10 ) 3 : :
, 5-10 mo, 97 %(95 %Cl , : 1
87-9996/9 - et al ¥
6a, 989 (95%Cl, 86-1009%6)™., 1 3a
(LA-1 ) 10°°TCIDs, (LA- ) 2 ,
28 679 , 1 GMT Omo. 12mo Omo. 6mo
3 78.8 051151 . Vidor et al Y
, .3a , 0O mo, 6 mo
10%°CCIDg ™ . 234 693 Omo. 12 mo .
LA-1 1057 TCIDs, 0 mo. 12 mo (3 463mIU/ml)
1 3 97.42 % (95 % 0mo. 6mo (1 024 mlU/ml),
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Abstract

AlIM:To construct a recombinant cherimal plasmid of HCV-Fc
that can express HCV core protein and 1gG Fc.

METHODS: The HCV core gene derived from the plasmid
pBRTM/HCV1-3011 by using polymerase chain reaction
(PCR) was inserted into the backward position of cytome-
galovirus (CMV) immediate early promotor element of Fc
plasmid (plgFc), then the recombinant plasmid pHCV-IgFc
was obtained.

RESULTS:The insert DNA of pHCV-IgFc was HCV core and
Fc gene conformed by endonuclease,PCR and sequencing.
HCV core gene and Fc gene expressed transiently with
Lipofectamine 2000 coated in human hepatoblastoma 7 721
cells, which was conformed by immunofluorescence.

CONCLUSION:Recombinant cherimal plasmid vector pHCV-
IgFc can express HCV core and Fc gene transiently in 7 721
cells. It may be useful in transfection of dendritic cells and
development into dendritic cell vaccince.

Feng ZH, Wang QC, Zhou YX, Hao CQ, Nie QH. Construction and

expression of chrimeid plasmid pHCV-IgFc. Shijie Huaren Xiaohua
Zazhi 2003;11(6):697-700
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PCR Plasmid Purification Kit pHCV-IgFc HCV-C 7721
Promega Lipofectamie 2000, 1 640

Gibco ; HCV C
.PCR , 2
HCV H | 2.1 pHCV-IgFc
, 5 HCV-C Kpn I
, DNASIS  OLIGO pHCV-IgFc  Kpn | , 300 bp
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12 500 bp
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PCR ~ .PCR 100 nt Linea Marker (OL2000) 0ok
(50 mmol/L KCI, 10 mmol/L Tris-HCI, pH9.025 C, 1 .
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plgFc3 Kpn T /BamH 1 , 1 ) 3
3 500 bp DNA. DNA DNA

16°C  T4DNA 16h ( ; 2000b
DNA 0.4 ny, DNA 0.1 ng, 10" Buffer 2 mL, T4 1000b
DNA 16 i, 20 nL), 750 b
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E.coli MC1061 , 250 b
, HCVC-Fe 1000
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, PCR 10 g/L
pHCV-IgFc
, , ()
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Abstract

AlIM:To realize effect of thymosin-al (Tal) on immune
function with chronic hepatitis B (CHB) and to evaluate the
efficacy of Tal in the treatment of CHB.

METHODS:Sixty patients with CHB were randomly chosen.
Twenty-five cases were received Tal (1.6 mg, sc, twice a
week, 3-6mo) and thirty-five were received Tal combined
with Lamivudine (0.1 g, po, once a day, 3-6 mo). Hepatic
function, virological analyses (HBeAg, HBsAg, HBV-DNA)
and immunological analyses (periperal blood T lymphocytes
subset, IFN-a and IL-4 levels) from patients in pretreatment
and posttreatment were observed.

RESULTS:At the end of treatment, ALT and T-Bil were
decreased in the group of Tal combined with Lamivudine
(P <0.01), HBeAg/HBsAg remained negative (n =9) and
HBV-DNA levels were also low (n =14) in the group of Tal
combined with Lamivudine (P <0.01 and P <0.05,
respectively) as compared with healthy individuals. CD,* T
Cell (from 31.3+2.4 to 36.1+2.5), the level of IFN-g (from
71.3+21.0 to 83.7+21.4) and Th1/Th2 (from 0.79+0.2 to
0.98+0.3) increased in the group of Tal (P <0.01, P <0.05
and P <0.05, respectively).

CONCLUSION: Tal is efficient to treat patients with CHB
because it can elevate the level of cellular immunity, which

al(Tal)
. Tal

: 60 . Tal 25 ,
T a 1(1.6mg, sc, 2 /wk, 3-6 mo) ,
35, Tal (0.1g, po, 1 /M,
3-6 mo) , 60 , .
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Thl, IL-4 Th2,
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Th1/Th2
CDy'T

, (P<0.01);
HBsAg HBeAg © )
HBV-DNA (14 ), ,
(P<0.01;P<0.05). Tal .
, (P>0.05).T a1 CD,sT
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(P>0.05); IFN- vy  ( 71.3£21.0
83.7 + 21.4) Th1/Th2 ( 079 +0.2
0.98 + 0.3) (P <0.05), IL-4
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ol
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Abstract

AlIM:To investigate the effects of protein kinase C (PKC)
on type | inositol 1, 4, 5-triphosphate receptor (IP;R)
expression in rat glomerular afferent arterioles smooth
muscle cells (RASMC) treated with TNF-a.

METHODS:RASMC were isolated and cultured from rats,
type | IP; R mRNA in RASMC treated with TNF-a and PKC
activator or TNF-a and PKC inhibitor or PKC activator or
PKC inhibitor were detected by Northern blot.

RESULTS:TNF-a enhanced the expression of type | IP;R
MRNA in RASMC;PKC inhibitor significantly inhibited the
expression of type I IP;R mRNA induced by TNF-a
(14 814.0+2 029.9, 11 334.0+1 104.9, P <0.05). PKC
activator significantly enhanced the expression of type | IP;
R mRNA in RASMC treated without TNF-a (22 554.5+2 625.2,
28 128.0+3 698.6, P <0.05). PKA inhibitor could not inhibit
the expression of type | IP;R mRNA induced by TNF-a.

CONCLUSION:TNF-a plays a role in signal transduction in
RASMC. TNF-a may act as the promoter of type | IP; R mRNA
in RASMC or activates PKC that results in the expression
of type | IP;R protein. PKC and IP; promote releasing of
intracellular Ca?* in RASMC, inducing RASMC constrict. The
renal blood flow diminution is involved in the development
of renal dysfunction.

Wang JY, Liu P, Han F. Effects of protein kinase C on type | inositol 1,
4, 5-triphosphate receptor expression in smooth muscle cells of rat
glomerular afferent arterioles. Shijie Huaren Xiaohua Zazhi 2003;11
(6):705-707
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Abstract

AlIM:To investigate in vivo antitumour activity of single-chain
immunotoxin (sFv-TNF-a fusion protein).

METHODS:HCC-specific killer cells were generated by
transducing the recombinant retroviral virus in supernatant
of the virus producing cells (Cy,) into human peripheral
blood mononuclear cells (PBMCs). SMMC-7721 xenograft
nude mice were given iv either 1" 10° (0.2 mL) transduced
or mock-transduced PBMCs once five days for three weeks
and tumour growth was detected.

RESULTS: Tumour growth were (20.8+4.9) mg/d in PBMCs/PST
group and (28.5+6.7)mg/d in PBMCs/ pLXSN group, with
a significant difference (P <0.05).

CONCLUSION:Genetic modification of PBMCs by single-chain
immunotoxin has antitumour activity In vivo.

Cheng H, Liu YF, Zhang HZ, Shen WA, Zhang J, Zhang J. In vivo
antitumour activity of PBMCs via genetic modification of single-chain
immunotoxin. Shijie Huaren Xiaohua Zazhi 2003;11(6):708-711
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Abstract

AlIM:To describe the indication, efficacy and clinical sig-
nificance of percutaneous cryoablation in the treatment of
liver malignancy.

METHODS: Total 31 patients with histologically or clinically
confirmed primary or metastatic malignancies were treated
pucutaneously under ultrasound guidance using the cryocare
surgical system from July 2001 to January 2002. All patients
were followed up to determine the serum tumor marker,
and reveal CT scans, MRI images or utra-sound images.

RESULTS:This therapy was performed in 31 patients including
26 cases with Child A liver reserve, 4 cases with Child B
and 1 cases with Child C. There were 21 cases of primary
liver cancer and 10 metastastic liver cancer. AFP positive
small liver cancer became AFP negative in 80 % patients.
The rate of completely concreted necrosis in small hepatic
cancer with negative AFP was 66.7 %, shown by CT or
MRI. The curative rate for metastasis liver cancer was 50 %
at CT, MRI or tumor marker level.

CONCLUSION:Percutaneous cryoablation is a kind of new
palliative treatment for liver carcinoma. It is minimally
invasive, safe and effective especially for patients with
unresectable liver cancer.

Qian GJ, Chen H, Wu MC. Percutaneous cryoablation in treatment of
liver cancer: a report of 31 cases. Shijie Huaren Xiaohua Zazhi 2003;
11(6):712-715
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Abstract

AlIM:To study the dynamic changes of matrix metalloproteinase-
2 mRNA in liver tissue during the experimental hepatocarcin-
ogenesis and the effect of Batimastat on it.

METHODS:Hepatocellular carcinoma was induced with the
administration of diethy Initrosoamine(DENA) in rats. BB-94
was intraperitoneally injected to treat the experimental
models. Reverse transcription polymerase chain reaction
was used for quantitative analysis of MMP-2 mRNA expression
level during the induction and therapy.

RESULTS:The expression of MMP-2mRNA was increased
throughout the hepatocarcinogenesis, and reach had its maxi-
mum plateau in the early hepatocarcinogenesis stage. BB-94
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Abstract

AlIM:To investigate the characteristics of ethanol consumption
in Xi’an area, and to explore the prevalence of alcoholic
liver disease and the correlation of the quantity of ethanol
consumed with the development of alcoholic liver disease.

METHODS:By random cluster sampling, 9 professional
groups of people were chosen in the city and the rural
areas as subjects. Questionaire was taken and the data
collected and analyzed by specialists. .

RESULTS:During April to June 2000, 3 613 persons were
investigated. Among them 1270 were drinkers, in which
90.1 % were males and only 126 females. 78 persons
were alcoholic fatty liver patients (6.1 %). The prevalence
rate was 2.2 % in all subjects. Only one female patient
with alcoholic liver disease (0.3 %), and 5 cases of alcoholic
cirrhosis (0.1 %) were found. Alcoholic fatty liver patients
consumed the equivalent of 31.3+24.2 g absolute ethanol
with a mean duration of 14.0+7.4 years. With increase of
alcoholic consumption the serum levels of ALT and AST
increased. The prevalence rate of alcoholic fatty liver is
higher in city than that in rural area.

CONCLUSION:Alcohol drinkers in Xi”an are very popular.
Males are the major population. Alcoholic fatty liver is the
most common type of ALD with prevalence rate of 2.2 %.

The equivalent of 30 g ethanol consumed in more than 14
years may result in alcoholic fatty liver. The alterations of
liver function are parallel to the consumption of alcohol.

Lu XL, Tao M, Luo JY, Gen Y, Zhao P, Zhao HL. Epidemiology of
alcoholic liver diseases in Xi’ an. Shijie Huaren Xiaohua Zazhi 2003;11
(6):719-722
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Abstract

AlIM:To investigate the effects of protein kinase C (PKC)
on hypoxic preconditioning (HP) for hepatocyte.

METHODS; Through a normal liver cell HP model, PKC inhibi-
tor and activator were utilized to analyze the phosphoryla-
tion of PKC. The cellular structure and viability were also
observed. All the data were statistically analyzed.

RESULTS:Compared with the phosphorylation of PKC in
the control without HP [(710.5+78.8) fkat/g], the phos-
phorylation of PKC was obviously increased in HP treated
model [(1 823.7+268.2) fkat/g] and PMA treated model
[(2 541.2+326.5) fkat/g] (P <0.01). Cellular changes were
less. In addition, opposite changes were found in PKC inhibited
groups, and the phosphorylation of PKC was [(1 088.0+
89.3) fkat/g] (P <0.01).

CONCLUSION:The activation of PKC is the important chain
of HP in the preservation of liver cell, and its mechanism
may be involved in protein phosphorylation.

Shang YQ, Gao Y, Wang Y, Pan MX. Effect of protein kinase C during

hepatocyte hypoxic precondition. Shijie Huaren Xiaohua Zazhi 2003;
11(6):723-725
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Abstract

AlIM:To investigate the effects of ET-1, NO on hepatic
hemodynamics in isolated perfused rat liver at various
stages of liver cirrhosis (LC).

METHODS.LC was induced by an intraperitoneal injection
of CCL, combined with ethanol as drinking water. According
to time points of CCL, injection, and combined with his-
topathological changes of liver and ascites, the isolated perfusion
of liver was performed at a constant flow rate to deter-
mine the modulating effects of ET-1 and NO in the ends of
9" week (E-LC) and 14" week (L-LC) after injected CCL,.

RESULTS:After perfusion of L-NAME into the portal vein,
there were no significant changes in the perfused pressure of
portal vein (PP) and the hepatic venous pressure (Phv) of
the L-LC group, the E-LC group and control group (P >0.05).
After perfusion of ET-1, the PP of each group increased
significantly (P <0.01). The elevated ranges of PP of the L-LC
group was more than that of the E-LC group (P <0.01),
both of which were higher than that of the control group
(P <0.01). Compared with the ET-1 groups, the PP of the
control group, the E-LC group and the L-LC group increased
significantly (P <0.05) after perfusion of ET-1+L-NAME.
There were no significant differences between the elevated
ranges of PP of the L-LC and that of the E-LC group (P >0.05),
both of which were more than that of the control group
(P <0.01).

CONCLUSION:ET-1 plays a key role in elevating intra-he-
patic resistance, facilitating synthesis of NO, which grow
stronger in LC. With the development of LC, the compen-
sation of NO decreases further. It is considered that an-
tagonist of ET receptor and NO provider can increase syn-
thesis of NO and be thus used in treatment of the high
pressure of portal vein.

Yao DM, Yao XX, Yang CJ, Feng ZJ, Fang HM, Gao JP. Effects of ET-1
and NO on hepatic hemodynamics at various stages of isolated perfused
cirrhotic liver in rats. Shijie Huaren Xiaohua Zazhi 2003;11(6):726-729
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Abstract

AlIM:To explore the role of ERK signal transduction pathway
in the pathogenesis of liver fibrosis via investigating the
expression and distribution of ERK1 in rats with liver fibrosis.

METHODS:Liver fibrosis model of rats were made by sub-
cutaneously injecting with CCl,. Thirty-two male SD rats
(weight 250-300 g) were randomly scarified at 1, 4 and 8
weeks after injection of CCl, respectively, and their liver
were used to detect ERK1 expression by immunobhis-
tochemical staining.

RESULTS:The expression of ERK1 in rats after injection
with CCl, were found chiefly in hepatic stellate cells(HSC)and
all significantly higher than those in normal rats(P <0.05).
Moreover, it presented with a progressive tendency for
the expression of ERK1 in rats respectively at 1st, 4th and
8th week after injection with CCl, (P <0.05).

CONCLUSION:The activation of ERK signal transduction
pathway enhances HSC proliferation, and it may play an
important role in liver fibrogenesis in rat.

Liang ZW, Zhang G, Wang TC. Extracellular signal-regulated kinase in
liver fibrogenesis of rat. Shijie Huaren Xiaohua Zazhi 2003;11(6):730-732
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Abstract

AlIM:To transfect antisense vector of human COX-2 gene
into COX-2 highly expressing cholangiocarcinoma cell line
QBC939 and to explore its biological activities and role in
carcinogenesis.

METHODS:QBC939 cells were transfected with antisense
vector of human COX-2 gene using LipoVec™ transfecting
technique. Transfected cells were selected with G418; COX-2
MRNA was examined by using reverse transcription polymerase
chain reaction (RT-PCR) and COX-2 protein expression was
detected by immunocytochemistry using isozyme selective
antibodies. The proliferative status of transfected cells was
measured by using methabenzthiazuron (MTT) assay; Cell cycle
and apoptosis was analyzed by using flow cytometry (FCM).

RESULTS:RT-PCR showed a lower COX-2 mRNA level in
transfected cells and immunocytochemistry showed weaker
COX-2 protein expression in transfected cells. The proliferative
index of the transfected cells decreased significantly (P <0.01),
the percentage of S phase decreased remarkably in trans-
fected cells (9.27+1.91 %) compared with that in QBC939
cells without transfection (16.35+2.87 %) (P <0.05), and the
percentage of GO/G1 phase increased remarkably in trans-
fected cells (75.16+4.13 %) compared with that in QBC939
cells without transfection (57.31+10.16 %) (P <0.05). Trans-
fection with antisense vector of human COX-2 gene had
no significant influence on the apoptosis in QBC939 cells
(P >0.05).

CONCLUSION:Transfection with antisense vector of human

COX-2 gene is able to inhibit the proliferation of human
cholangiocarcinoma QBC939 cells.

Wu GS, Wu XY, Zou SQ, Qiu FZ. Effects of cyclooxygenase-2 antisense
vector on proliferation of human cholangiocarcinoma cells. Shijie
Huaren Xiaohua Zazhi 2003;11(6):733-736
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Abstract

AlIM:To examine the pancreatic exocrine response to CCK-8
and to clarify the mechanism of the pancreatic exocrine
hypersecretion after oral administration of synthetic protease
inhibitor ONO-3403 in rats.

METHODSA single oral dose of synthetic protease inhibitor
ONO-3403 was given to rats by orogastric tube 6h and 12 h
before experiments. The pancreatic juice was collected before
test and after stimulation of stepwise increasing doses of
CCK-8. The output of protein, amylase, lipase and bicarbonate
in pancreatic juice or pancreatic tissue were determinated
by Lowry method, Chromogenic method with blue-dyed
starch polymer, Whitaker method and by the DST 800
multititration system, respectively.

RESULTS:Oral administration of ONO-3403 had no influ-
ence on pancreatic juice flow and output of protein in basal
and CCK-8 stimulation at 6h after ONO-3403 pretreated,
but it caused a significant increase in pancreatic juice flow
(peak level 21549 ulper 30 min vs 9316 ulper 30 min, P <0.01)
and protein output (peak level 16475+1 801 ug per 30 min
vs 5 9204593 ug per 30 min, P <0.01) of the basal and
CCK-8 stimulation at 12 h after ONO-3 403 pretreated.
The basal pancreatic juice flow and output of amylase
(470+32 su per 30 min at 6 h P <0.01, 394+47 su per 30 min
at 12 h, P <0.05 vs 251+32 su per 30 min), bicarbonate
(2.224+0.333 umolper 30 min at 6 h, P <0.05; 3.148+0.374

umolper 30 min at 12 h,P <0.01 vs 1.428+0.282 umolper
30 min) were significant high after ONO-3403 pretreated
than those of control group. There was no change in lipase
output compared with control group. The pancreatic weight,
pancreatic contents of protein and amylase in ONO-3 403
pretreated rats were similar to those in control rats.

CONCLUSION:ONO-3 403 can increase pancreatic exocrine
secretion and sensitivity to CCK-8 stimulation.The mechanism
of ONO3 403 induced pancreatic exocrine hypersecretion
may be a feedback regulation of the pancreas by increasing
CCK secretion.

Chen SF, Liu WX, Yamamoto M, Makoto O. Effects of protease inhibitor
ONO-3403 on pancreatic exocrine response to CCK in rats. Shijie Huaren
Xiaohua Zazhi 2003;11(6):737-740

: ONO-3403
CCK-8 , ONO-3403
Wistar , 6h 12h
ONO-3403(20 ug/kg)
CCK-8 , Lowry
. Whitaker
(1) CCK-8 12 h (

215 + 9 ulper 30 min vs 93 + 6 ulper 30 min, P <0.01),
( 16 475 = 1 801 ug per 30 min vs 5 920 +
593 ug per 30 min, P <0.01), . 6h
(2 (6h 470 = 32su
per30min P<0.01, 12h 394 + 47 su per 30 min P <0.05 ,
251 + 32 su per 30 min ),, HCOs"
(6h 2.224 + 0.333 umolper 30 min P <0.05, 12h

3.148 + 0.374 umolper 30 min P <0.01, 1.428 +
0.282 umolper 30 min ). .(3)
6h 12h ,
(P >0.05).
: ONO-3403 CCK-8
) CCK
. ONO-3403

. 2003;11(6):737-740
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0 )
[1-5] [6-8] ,
camostat ) , 30 min 1
, (CCK) , 1h , 30 min s
CCK CCK-8 , 30 min
CCK-8 , 62.5, 125, 250, 500,
ONO-3403. 1 000, 2 000, 4 000 ng/(kg-h), 2 mL/h
camostat 5-10 @, ’ CCK_BHCO )
ONO-3403 ’ ’ ’ :
[10] ’ . ’
ceK , , , 300 mg
ONO-3403 , ’ _70 C ,
CCK , ONO-3403
, , 2000 r/min, 4 °C 0.15 mol/L
[11-18]
Lowry s
, Somogyi
1 Whitaker , (1V)
1.1 & wistar , 250-300 g, HCO5” DST800 (radiometer,
23 °C, 12 h , copenhagen, denmark), [2425],
ONO-3403(ethyIN-allyl-N- Xts ,
|(E)-2-methyl-3-[4-amino-phenoxy(arbonyl)phenyl] t ,
propenoyl | amino acetate methansulfonate)
’ ’ 2
pH 64 : (CCK-8) 2.1 ONO-3403 CCK-8
. 6h ONO-3403
1.2 [9-23) 30 3, 10 , P>0.05. 12h ONO-3403
, ONO-3403; 6 h ) CCK-8
12h 6h 12h, ONO- , P<0.05 P<0.01,
3403(20 ug/kg) ) CCK-8 500 ng/(kg- h)
Urethare(1.6 g/kg) , 215.8 + 9.1 m./30 min,
) , CCK-8. , ONO-3403 ,
, , , 12 h, 6 h ( 2.
1 ONO-3403 CCK-8 (ML/30 min)
CCK-8 ng/(kg- h)
0 62.5 125 250 500 1000 2000 4000
27.5+2.8 34.4+2.4 50.2+2.9 74.147.4 93.646.6 108+9.5 104.648.3 88.5+8.1
(n=10)
6h 32.643.1 62.248.0 99.5+145  136.4%153 171.2+13.8 173.1+16.7 147.3+95 10246.9
(n=10)
12h 59.2+7.1° 103.2#11.0°  145.8+7.1° 169.2+9.7° 215.8+9.1° 201.8+11.2° 167+19.6°  116+24.4
(n=10)
% <0.01 vs ; °P <0.05 vs



. ONO-3403 739
2.2 ONO-3403 CCK-8 CCK-8 500 ng/(kg- h)
6h ONO-3403 16 475 + 1 801.6 ny/30 min,
, , P>005 12h s ONO-3403
ONO-3403 , , 12 h, 6h
CCK-8 , P<005 P<001, ( 2.
2 ONO-3403 CcCcK-8 (Mg/30 min)
CCK-8 ng/(kg.h)
0 62.5 125 500 1000 2000 4000
237.6+8.9 929.3+119.2  2486.3+4115 4668.4.146252 5920.74593.7 7539.4+10415 7424847496 5316.9+626.2
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(n=10)
%P <0.01 vs ;°P <0.05 vs
2.3 ONO-3403 N 2.4 ONO-3403 .
HCO;™ 6h 12h ONO-3403 6h 12h ONO-3403
HCO5” s
s , P<0.05 P<0.01. , P>0.05. 6h 12 h
6h  12h , P>0.05( 4).
, P>0.05. ONO-3403
HCO;" s 6h 3
, 12h : : :
ONO-3403 HCO4"
(3. . \ :
HCO;" . CCK
3 ONO-3403 HCO; -
(su/30min) (u x 10%30min) HCO; (mmol/30 min) , HCO, 2627, , ONO-
251.5+32.5 290.5+58.3 1.428+0.282 3403 R R
(n =10) HCO4 , CCK
6h 470.2+56.3° 288.7+13.6 2.224+0.333° CCK
(n=10)
12h 394.5+47.3" 287.3+24.7 3.148+0.374°
(n=10)
P < 0.01vs P < 0.05vs )
ONO-3403
4 ONO-3403
(mg) (mg/pancreas) (10° x su/pancreas) CCK , CCK s
995.1+54.3 189.5+12.5 1194.6+179.3 , , , HCO; )
(n=10)
6h  1052.6453.2 196.3+15.6 737.2+43.8 CCK ,
(n=10) (monitor peptide, MP)2,
12h  1096.2+42.4 217.5+21.9 855.6+75.8 , CCK ,
(n=10 CCK (LCRF)®  diazepam-binding inhibitor
P >0.05 vs (DBI)EY, CCK ,



740 ISSN 1009-3079 CN 14-1260/R 2003 6 15 11 6
ONO-3403 on pancreatic bicarbonate secretion In CCK-A-receptor-defi-
cient rats. Jpn J Pharmacol 1999;81:339-345
, CCK , 8  Otsuki M, Tani S, Fujii M, Nakamura T, Okabyashi Y, Koide M.
CCK Differential effects of proteinase inhibitor camostat on exocrine pan-
’ creas in fed and fasted rats. Am J Physiol 1993;265:R896-R901
ONO-3403 6 h 9  Senokuchi K, Nakai H, Nakayama Y, Odagaki Y, Sakaki K,
ONO—3403 12 h , ONO_3403 Kato M, Maruyama T, Miyazaki T, Ito H, Kamlyasu K, Kim SI,
Kawamura M, Hamanaka N. New orally active serine protease
. , , inhibitors. J Med Chem 1995;38:2521-2523
10 , , ONO-3403
ONO-3403 2002;10:792-795
CCK , CCK 11 .
CCK , MP i iy 2000;8:843-846
. S 2000;8:108-109
13 , 2000;8:
MP, LCRP DBI R 1039-1041
CCK , , CCK 14 2001;9:410-411
15 , , .
»  CCK 2001;9:336-337
, CCK , 16 : e
2001;9:1279-1281
17 , .
ONO-3403 , 2001;9:413-414
18 , 2001,
s . 9:414-416
CCK CCK [311, 19 Yamamoto M, Shirohara H, Otsuki M. CCK-,secretin-,and cho-
linergic-independent pancreatic fluid hypersecretion in protease
inhibitor-treated rats. Am J Physiol 1998;(2 Ptl)274:G406-G412
[32]’ ONO-3403 20 Watanabe N, Otsuki M. A cholecystokinin receptor antagonist,
loxiglumide,stimulates biliary secretion in conscious rats. European
CCK , ONO-3403 J Pharmacol 1994;264:331-336
21  Nakano S, Tachibana I, Otsuki M. Effects of cholecystokinin re-
CCK , CCK, . . ; ;
ceptor antagonist loxiglumide on rat exocrine pancreas. Pancreas
CCK s .CCK 1994;9:425-433
22 Tachibana I, Akiyama T, Kanagawa K, Shirohara H, Furumi
’ ’ K, Watanabe N, Otsuki M. Defect in pancreatic exocrine and
53], ONO-3403 endocrine response to CCk in genetically diabetic OLETF rats.
Am J Physiol 1996;270:G730-G737
’ 23  Czaké L, Yamamoto M, Otsuki M. Pancreatic fluid hypersecretion
S ONO-3403 in rats after acute pancreatitis. Dig Dis Sci 1997;42:265-272
24 Tachibana I, Otsuki M. Effects of a new benzodiazepine derivative
’ cholecystokinin receptor antagonist FK480 on pancreatic exocrine
secretion in anesthetized rats. Dig Dis Sci 1994;39:1321-1328
25 LiY, Hao YB, Owyang C. Evidence for autoregulation of chole-
’ ONO-3403 cystokinin secretion during diversion of bile pancreatic juice in
, CCK rats. Gastroenterology 1995;109:231-238
26 lwai K, Fukuoka SH, Fushiki T, Tsujikawa M, Hirose M,
s CCK Tsunasawa S, Sakiyama F. Purification and sequencing of a
, CCK , trypsin-sensitive, cholecystokinin-releasing peptide from rat
pancreatic juice Its homology with pancreatic secretory trypsin
inhibitor. J BiolChem 1987;262:8956-8959
27 Spannagel AW, Green GM, Guan D, Liddle RA, Faull K, Reeve
. L o JR Jr. Purification and characterization of a luminal cholecys-
1 Watanabe S, Takeuchi T, Chey WY. Mediation of trypsin in- tokinin-releasing factor from rat intestinal secretion. Proc Natl
hibitor-induced pancreatic hypersecretion by secretin and chole- Acad Sci USA 1996:93:4415-4420
cystokinin in rats. Gastroenterology 1992;102:621-628 28  LuL, Louie D, Owyang C. A cholecystokinin releasing peptide
2 ' : : 2000; mediates feedback regulation of pancreatic secretion. Am J
8:1037-1038 Physiol 1989;256:G430-G435
3 ' : 29 Miyasaka K, Guan DF, Liddle RA, Green GM. Feedback regu-
2001;9:1276-1278 lation by trypsin:evidence for intraluminal CCK-releasing
4 Li P, Lee KY, Ren XS, Chang TM, Chey WY. Effect of pancreatic peptide. Am J Physiol 1989;257:G175-G181
proteases on plasma cholecystokinin,secretin,and pancreatic 30  Herzig KH, Schon I, Tatemoto K, Ohe Y, Li Y, Folsch UR,
exocrine secretion in response to sodium oleate. Gastroenterology Owyang C. Diazepam binding inhibitor is a potent cholecysto-
1990;98:1642-1648 kinin-releasing peptide in the intestine.Proc Natl Acad Sci USA
5 Jin HO, Song CW, Chang TM, Chey WY. Roles of gut hormones 1996;93:7927-7932
in negative-feedback regulation of pancreaticexocrine secretion 31 Li W, Zheng TZ, Qu SY. Effect of cholecystokinin and secretin
in humans. Gastroenterology 1994;107:1828-1834 on contractile activity of isolated gastric muscle strips in guinea
6 Kawanami T, Funakoshi A, Suzuki S, Kanai S, Sato Y, Miyasaka pigs. World J Gastroenterol 2000;6:93-95
K. Oral administration of a synthetic trypsin inhibitor increases 32  Wang QJ, Adrian TE. Effect of protease inhibitors on peptide-
pancreatic duct function in CCK-A receptor-deficient rats. Pancreas stimulated amylase secretion from dispersed pancreatic acini.
2000;20:394-400 International J Pancreatol 1995;17:261-269
7 Kawanami T, Suzuki S, Yoshida Y, Kanai S, Takata Y, Shimazoe 33  Voigt JP, Wenz D, Voits M, Fink H. Does increased endog-

T, Watanabe S, Funakoshi A, Miyasaka K. Different effects of
trypsin inhibitors on intestinal gene expression of secretin and

enous CCK interact with serotonin to reduce food intake in
rats. Peptides 2000;21:1895-1901



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

World Chin J Digestol 2003 June;11(6):741-744
ISSN 1009-3079 CN 14-1260/R
2003

. BASIC RESEARCH e

" 200433

200433
, ,1974-07-29 , . 1998
,2000

, N0.30171055
,200433, 800
. panxinpx@yahoo.com
:021-25070314 :021-25070312
:2002-09-13 :2002-10-03

Packaging and identification of recom-
binant adenovirus carrying endostatin-
soluble vascular endothelial growth
inhibitor gene

Zhe Li, Xin Pan, Wei Pan, Gui-Song Cao, Zhao-Zhang Wen,
Guo-En Fang, Zhong-Tian Qi, Jian-Wei Bi, Ji-De Hua

Zhe Li, Gui-Song Cao, Zhao-Zhang Wen, Guo-En Fang, Jian-Wei Bi,
Ji-De Hua,Department of Surgery, Changhai Hospital, Second Military
Medical University, Shanghai 200433, China

Xin Pan, Wei Pan, Zhong-Tian Qi, Department of Microbiology, Second
Military Medical University, Shanghai 200433, China

Supported by the National Natural Science Foundation of China, No.
30171055.

Correspondence to: Dr. Xin Pan, Department of Microbiology, Second
Military Medical University, 800 Xiangyin Road, Shanghai 200433,
China. panxinpx@yahoo.com

Received:2002-09-13 Accepted:2002-10-03

Abstract

AlIM:To acquire recombinant adenovirus carrying endostatin-
soluble vascular endothelial growth inhibitor gene.

METHODS:IL-3 signal sequence and human endostatin
gene (hENDO) and gene of an elastin peptide motif (Val-Pro-
Gly-Val-Gly) were amplified with PCR and then ligated with
soluble vascular endothelial growth inhibitor gene (sVEGI).
The fusion gene was cloned into adenovirus vector pCA13.
The recombinant adenovirus were packaged by means of
lipofectamine-mediated gene transfer procedure and identified
by PCR.

RESULTS:The fusion gene, about 1 114 bp, which included
IL-3 signal sequence, entire human endostatin gene, elastin
peptide linker gene and soluble vascular endothelial growth
inhibitor gene, was successfully cloned into the adenovirus
vector pCA13 downstream from the CMV promoter. The
map of restriction enzyme digestion and nuceotide sequence
determination showed that the fusion gene sequence was
the same as reported sequence, and in one ORF. The
recombinant adenovirus could be packaged and the titer

of the rough recombinant adenovirus was about 2" 10
TCIDso/L.

CONCLUSION:The recombinant adenovirus containing fusion
gene of hENDO-sVEGI can express the fuion protein in
mammalian cells and secrete to extracellular matrix from
cells. The success of packaging and identification this
recombinant adenovirus lays the foundation for studying
tumor gene therapy by the fusion gene.

Li Z, Pan X, Pan W, Cao GS, Wen ZZ, Fang GE, Qi ZT, Bi JW, Hua JD.
Packaging and identification of recombinant adenovirus carrying
endostatin-soluble vascular endothelial growth inhibitor gene. Shijie
Huaren Xiaohua Zazhi 2003;11(6):741-744

PCR hENDO 5 IL; .
3’ (linker), SVEGI
, pCA13
, PCR
hENDO-sVEGI R
ILs . hENDO N
SVEGI R 1114 bp,
, TCIDs

2 x 10" TCIDs/L.

hENDO-sVEGI ,
’ “—3

2003;11(6):741-744
http://lwww.wjgnet.com/1009-3079/11/741.asp
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, , Bgl I Sac I
. CMV
, IFN o TNP470%. pJM17 1:5
(mEndostatin) (mAngiosatin) , lipofectAMINE 24 ( )
7, mEndostatin ~ mAngiosatin 293 . 4d, (CPE) .
, =70-37C 3 ., ( Ad)
9 ,  50niL 200mL 293, 2d(48h)
) CPE , Ad
, . ), , -70C
hENDO-sVEGI s : AdCA13-hENDO-sVEGI. 293 ,
, 10%/L, 96
100 uL. 2 s ,
1 . Ad
1.1 pCA13. pIM17 . 293 10 mL, -70-37 C 3, 4000 r/min 10 min,
; 10 , 10"-10
: 8 96 ,
; PCR pMD-18-T 0.1mL, 10 #11 12
TaKaRa ; DHS5 « , 01mL , 5%CO; 10d,
. Tag DNA . T4.DNA , . Karber’ s
. A DNA/EcoR T +Hind Tl marker
; DMEM, lipofectAMINETM  Gibco
; PCR : 1 5 - 2
GCAAGCTTGCCACCATGAGCCGCCTGCCCGTCCTGCTCCTGCTC 2.1 1L,/
CAACTCCTGGTCCGCCCCGGACTCCAACACAGCCACCGCGAC- hENDO-linker 647 bp, sVEGI 476 bp
3% 2 5 -CACCGAATTCGTACCTACTCCTGG ( 1). PCR
TACCTTGGAGGCAGTCATGAAG-3’; 3 5 - pMD18-T , )
ACGAATTCGGTGCCAGTTGTGAGAC-3’; 4 pCA13
5 -GCGGATCCCTATAGTAAGAAGGCTCC-3’. (2. Hind Il +BamH T, Hind Tl +EcoR T, EcoR
1.2 PCR ’ hENDO I + BamH 1 pCA13-hENDO-sVEGI
1 2 IL/hENDO-linker . 5’ 1 114 bp hENDO-sVEGI , 647 bp ILs/hENDO-
Hind T IL, 3 linker 467 bp  sVEGI ,
EcoR 1 . SVEGI pCA13 ( 3).BglII. Sac I
3’ 4 SVEGI , 5 4 cMv
EcoR 1 , 3’ BamH 1 : 4
PCR : 94 °C 5min; 94 'C 455s, 50 C
45s, 72 C 120 s, 30 ; , 12°C
10 min. , pMD-18-T ,
M13 DNA .
pCA13 Hind T BamH I , Hind 564 bp ~ B
IM/EcoR T  IL3/hENDO-linker
pMD18-T ,  EcoR I /BamH I
SVEGI pMD18-T
,  T.DNA , pCA13
Hind Tl -EcoR T IL3/hENDO-linker EcoR T - 1 2 3
BamH T sVEGI ’ DHS o ’ 1 IL/hENDO-linker SVEGI  PCR .
; Hind T + BamH 1: A DNA/ EocR | +Hind I marker(21227 bp, 5 148 bp, 4 269 bp,

I, Hind T +EcoR I, EcoR I + BamH [

3530 bp, 2 027 bp, 1 904 bp, 1 587 bp,1 375 bp, 941 bp, 831 bp,564 bp);
2:647 bp  ILs/hENDO-linker ;3:476 bp  VEGI
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"" %,
lac Z I 1“"
{7 pMD-18T/1L3/h ENDO-inker -Il' Ampr lac Z"II
Amprl 31330 bp PMD-18TVEGH Ak pebip g
1L 3/hENDO-linke] 3168 bp
\ VEGI
EcoR | \c\Orl
O B pamm
Hind IIT +EcoR | | EcoR I+BamH 1|

hingm ¥ Ecor 1 EcoR I 1 BamH 1
—

Sac |

e Hind TII
Amp "I.":l"lL 3/hENDO-linker-VEGI %= EoR |

"l'l PCA13/IL 3/hENDO
[ tinker-veei 8 osa bp (7-BamH 1
J svaopolyA

On'li\ Ad%?_’ Bgl 1T

Sac |
2 pCA13 -hENDO-sVEGI

fa ™

1 2 3 4

1: A DNA/ EcoR | +Hind Il marker(21 227 bp,5 148 bp,4 269 bp,3
530 bp,2 027 bp,1 904 bp,1 587 bp,1 375 bp,941 bp,831 bp,564 bp)
2:Digesting with Hind Il and BamH | (1 114 bp,6.95 kb)
3:Digesting with Hind Il and EcoR | (647 bp, 7.49 kb)
4:Digesting with EcoR | and BamH | (476 bp, 7.69 kb).

3 pCA13 -hENDO-sVEGI

1: A DNA/ EcoR | +Hind Il marker (21 227 bp,5 148 bp, 4 269 bp,3
530 bp,2 027 bp,1 904 bp,1 587 bp,1 375 bp,941 bp,831 bp,564 bp)
2: Digesting with Hind Il and BamH | (1 114 bp,6.95 kb)
3 :Digesting with Bgl Il (1 707 bp,6.3 kb)
4: Digesting with Sac | (1 535 bp,2.0 kb,4.5 kb).

4 pCA13 -hENDO-sVEGI

2.2 pCA13-hENDO-
SVEGI pJM17 lipofectAMINETM 293
, 4 d CPE
, =70-37C 3 , 4000r/min, 4°C 10 min,
3 4 PCR, SVEGI
, . ( Ad)50 mL
200 L 293 , 48-72 h
CPE , Ad ( ).
, Ad hENDO-sVEGI ,
, 2 x 10" TCIDs/L.

3
[10-19]
SVEGI N N
[,7] ’ [20,21] I
[22-31]_
VEGI cDNA
TNF B2 VEGI Il ,
9932,
, (TNF)
20-30 % (sVEGI)
(BPAEC)
(HUVEC) B3]
[33]
FGF
VEGF
MC-38 ,
, B4 Zhai et al B
VEGI (CHO)
MDA-MB-231 ,
VEGI
, Harids et al % SVEGI
MCF-7. Hela . U-937 ML-la
VEGI
Invivogen ,
- - - - (Val-Pro-Gly-
Val-Gly) ,

, 1L3
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Abstract

AIM: To investigate the effect of activin A on the extracelluar
matrix secretion of rat hepatic stellate cell.

METHODS: Hepatic stellate cells were isolated and purified
from normal male Sprague-Dawley rat liver by a combination
of pronase-collagenase perfusion and density gradient
centrifugation. Passaged hepatic stellate cells were divided
randomly into eight groups: control group(A group), ACTA
1 ng/L group (B group), ACTA 10 ng/L group(C group),
ACTA 100 ng/L group (D group), TGF b; 10 ng/L group(E
group), TGF b; 10 ng/L plus ACTA 1 ng/L group(F group),
TGF b; 10 ng/L plus ACTA 10 ng/L group(G group), TGF b,
10 ng/L plus ACTA 100 ng/L group(H group). 24 h after
incubation secretion of procollagen III, collagen IV and
mRNA of collagen I in hepatic stellate cells were detected by
radioimmunoassays and semi-quantitative RT-PCR method
respectively.

RESULTS: Extracellular matrix secretion in passaged hepatic
stellate cells was enhanced by activin A according to its
concentration, the capacity of extracellular matrix secretion by
100 ng/L activin A was equal to that of 10 ng/L TGF by,
extracellular matrix secretion and type III collagen mRNA
expression in passaged hepatic stellate cells was enhanced
by activin A and TGFb, in a synergistic manner.

CONCLUSION: Activin A may contribute to hepatic fibrogenesis.

Liu QH, Li DG, Huang X, You HN, Pan Q, Xu LM, Xu QF, Lu HM. Effect
of Activin on extracelluar matrix secretion in isolated rat hepatic stel-
late cell. Shijie Huaren Xiaohua Zazhi 2003;11(6):745-748
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Abstract

AlIM:To introduce and evaluate a canine model of secondary
hypersplenism induced by splenic vein ligation.

METHODS:Eighteen healthy mongrel dogs were randomly
divided into three groups. The first group (n =4) underwent
laparotomy, the second (n =10) and third groups (n =4)
underwent laparotomy plus ligation of splenic vein and its
collateral branches to induce congestive splenomegaly. At
the end of the third week, splenectomy was performed in
the third group. The blood cell counts for peripheral venous
blood were determined weekly, and the radiographic and
histopathological changes of spleen also obtained regularly.

RESULTS:The erythrocyte and platelet counts decreased
in the first week, and were significantly lowered (erythrocyte
count of (6.8 + 1.2)" 10*?/L in control vs. (5.1 + 0.7)" 10%3/L
in second group, P <0.01; and platelet counts of (398 +
58)" 10°/L vs. (230 + 86)" 10%L, P <0.05 respectively) at
the end of 3" week after splenic vein ligation thereafter
sustained. The splenomegaly, erythrocytopenia and throm-
bocytopenia had remained over 9 weeks. No significant
changes of the leukocyte counts were observed after
splenic vein ligation throughout the experiment (P >0.05).
The abnormal status of erythrocytopenia and thrombocytopenia
was ameliolated by splenectomy, and the erythrocyte and
platelet counts were similarly to the levels of the control
group in the second week after splenectomy. After the
end of 3" week after splenic vein ligation, the splenic
histopathological changes conformed to the changes of

chronic congestive splenomagely.

CONCLUSION:The method of splenic vein ligation to induce
experimental secondary hypersplenism is simple and
effective. This is a relative ideal model for surgical or
interventional therapy on hypersplenism.

Liu QD, Ma KS, He ZP, Ding J, Dong JH. Evaluation of a canine model
of secondary hypersplenism induced by splenic vein ligation. Shijie
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Abstract

AlIM:To detect the expression of integrin family cellular
adhesion molecules LFA-1, Mac-1 and IL-6 in acute necrotizing
pancreatitis complicated with multiple organ injury.

METHODS:The flow cytometer was used to detect the
expression of LFA-1 and Mac-1 on leukocyte and the
radio-immunity to detect the IL-6 in acute necrotizing pancreatitis
of rats at different time points.

RESULTS:The expression of LFA-1 and Mac-1 increased
significantly in acute pancreatitis group compared with that
in control group at all time points (P <0.01), i.e. : LFA-1: 1 h,
7.61£0.4 vs 22.7+1.6; 3 h, 7.9+0.5 vs 26.7+5.5; 6 h,
13.5+1.8 vs 30.3+1.6; 12 h, 9.7+0.7 vs 20.3+4.2; 24 h,
10.1+1.1 vs 15.940.7. Mac-1: 1 h, 6.2+1.1 vs 7.0£2.5;
3 h, 6.320.8 vs 36.0+£1.5; 6 h, 7.9+1.2 vs 27.1+1.4; 12 h,
6.4£0.4 vs 22.5£2.1; 24 h, 7.1+0.4 vs 20.6+1.6. Expression of
IL-6 increased significantly in acute pancreatitis group compared
with that in control group, i.e.: 1 h, 65.6+£3.2 vs 72.414.0
(P <0.05); 3 h, 68.2+5.5 vs 155.3+16.3 (P <0.01); 6 h,
69.3+2.6 vs 229.2+16.4 (P <0.01); 12 h, 73.4+2.6 vs
287.7+13.9 (P <0.01); 24 h, 76.9+3.3 vs 289.5+16.1
(P <0.01). Morphological examination demonstrated that
inflammatory cells, insterstitial edema, interstitial
hemorrhage, desquamation and disintegration occurred
in the lungs and kidneys.

CONCLUSION:IL-6, LFA-1 and Mac-1 may play the very
active role in acute pancreatitis.

Sun W, Zhang JD, Zhao Y, Zhao Y, Wang Q. Expression of IL-6 and
integrin family cell adhesion molecules in acute necrotizing pancreati-
tis complicated with multiple organ injury in rats. Shijie Huaren Xiaohua
Zazhi 2003;11(6):753-755
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Abstract

AlIM:To explore and investigate the experience of early
diagnosis and treatment with multiple primary malignant
tumors in the elderly.

METHODS:Fifty-nine cases of PMPTs patients admitted to
our hospital in the period of 1980 to 2002 were studied
retrospectively, including early dignosis, the 5-and 10-year
survival rates in first and second cancer after endoscopic
mucosal resection, resection and radiotherapy, the interval
time between sequential tumors and proper treatment.

RESULTS: Eleven (19 %)patients had synchronous tumors
and 48 (81 %) patients had metachronous tumors, of these,
double cancer, triple cancer in the gastrointestinal tract
were 26 cases and 7 cases, respectively. Early diagnosis
in patients with PMPT in double and triple primary cancers
in gastrointestinal tract were 58 % and 38 % respectively.
The interval time between the cancers varied between 6
months and 21 years. The median interval time was 48
months, and that between second and third was 60 months.
The 5 year survival rates from the date of the treatment of
the first cancer were 75 %(9/12), for those who had en-
doscopic mucosal resection, and 67 %(14/21), for those
who received radical operation and 64 %(7/11), for radio-
therapy respectively. The 10 year survival rates were 41 %
(5/12) 38 %(8/21) 27 % (3/11) respevtively.

CONCLUSION:Early dignosis of MPT elevated 5-year survival
rates. Endoscopic treatment was recommened for early

stage carcinomas of the gastrointestinal tract in the elderly.
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