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Abstract

AIM: Gastric mucosa dysplasia has been regarded as a
precancerous lesion of the stomach. Abnormal gene al-
terations in the mucosa dysplasia of the stomach, which
may lead to cell transformation, are probably of great im-
portance in the development of gastric cancer (GC).
Microsatellite instability (MSI) is a good marker of genome
instability. Investigation of MSI in the cancer and precan-
cerous lesion of the stomach will help us to search into the
carcinogenesis of stomach and the potential role of MSI in
the development of gastric cancer.

METHODS: Silver staining single strand conformation
polymorphis-polymerease chain reaction (PCR-SSCP) was
used to screen MSI markers at 5 loci in formalin-fixed,
paraffin-embeded tissues of GC (n =30), dysplasia (n =30)
and corresponding normal gastric tissues.

RESULTS: The abnormal shifting of the single-strand DNA
was identified in 7 (23.3%) out of GC, in 9 (30%) out of
dysplasia samples respectively. Three (10%) tumors and
two (6.7%) dysplasia displayed a high-level of MSI (two
or more loci altered). Low-level MSI (one loci altered) was
detected in 13.3% of the tumors and in 23.3% dysplasia
samples. GC with MSI was associated with distal location
of the tumors (P =0.044). No association was detected
between MSI and the grade of dysplasia.

CONCLUSION: The accumulation of MSI in the dysplasia

of gastric mucosa may be an early molecular event in the
development of gastric cancer. It contributes probably to
the multistep gastric carcinogenesis.

Liu P, Zhang XY, Shao Y, Zhao ZQ. Microsatellite instability in dysplasia
mucosa and gastric cancer. Shijie Huaren Xiaohua Zazhi 2004;12(3):
512-515
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Abstract

AIM: To investigate the expression of fragile histidine triad
protein, Fhit and the possible relationship between its ex-
pression and clinicopathological indices in gastric carcinoma.

METHODS: Fhit protein expression was detected in 76 cases
of gastric carcinoma, 58 dysplasia and 10 normal mucosae
by immunohistochemical method to analyse its relation-
ship to histological grade, clinical stage, metastatic status
and prognosis.

RESULTS: The loss of Fhit protein expression was detected
in 48/76 (63.2%) cases of cancer tissue, 36/58 (62.1%)
cases of adjacent dysplastic tissue and 0/10 cases of normal
gastric mucosa. There was a significant difference in the
expression of Fhit protein between cancer or adjacent
dysplastic tissue and normal gastric mucosa (P =0.000).
It was also showed that loss of Fhit protein expression was
found first in 35.7% (10/28) of grade I-1l, and in 79.2%
(38/48) of grade Il (P = 0.000); second in 43.8% (14/32)
of stage I-1l, whereas in 77.3% (34/44) of stage IlI-1V
(P = 0.004); and last in 36.4% (8/22) of tumors without
metastasis but in 74.1% (40/54) of those with metastasis
(P = 0.003). The significant difference in the loss of ex-
pression of Fhit was found between cancers on different
histological grade, clinical stage and metastatic status,
respectively. Follow-up data showed that there was a signifi-
cant difference in median survival time between carcinomas
with loss of Fhit (33 months) and those without (71 months)
(Log rank = 20.78; P = 0.000).

CONCLUSION: Fhit protein is an important tumor suppressor
protein. Loss of Fhit protein expression may be associated

with carcinogenesis, invasion, metastasis and prognosis
in the gastric carcinoma.

Zhao P, Liu W, Lu YL. Loss of fragile histidine triad protein expression
and its clinicopathological significance in gastric cancer. Shijie Huaren
Xiaohua Zazhi 2004;12(3):516-519
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Abstract

AIM: Potassium antimonyl tartrate (PAT), an antiparasitic
agent has rencently been shown to induce apoptosis of leu-
kaemia cells. Its effects on human gastric cancer SGC-7901
cells and possible mechanism were investigated in this study.

METHODS: The growth inhibition of cells induced by vari-
ous concentrations of PAT in different time course was
analyzed by using MTT assay. The nuclei were stained by
Hoechst 33 258 and the morphologic changes were observed
by fluorescence microscope. TUNEL staining, double-staining,
and flow cytomery were used to detect apoptosis of cells.

RESULTS: SGC-7901 cells” growth inhibitory rates by PAT
were significantly different in dose-and time-dependent
manners (analysis of variance, P <0.01). Chromatin conden-
sation and nuclear fragmentation were seen under fluores-
cence microscope in the cells treated with Hoechst 33 258,
and apoptotic cells were also detected by flow cytomytry
and TUNEL staining method.

CONCLUSION: PAT can induce the apoptosis of SGC-7901
cells, and PAT may be a promising apoptosis-inducer in
gastric cancer therapy.

Guo GY, Xu SY, Deng CS. Potassium antimonyl tartrate induces
apoptosis in human gastric carcinoma cells. Shijie Huaren Xiaohua Zazhi
2004;12(3):520-522
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Abstract

AIM: To study the inhibitory effects of celecoxib on prolif-
eration of human hepatoma SMMC-7721 cells and gastric
cancer SGC-7901 cells in vitro.

METHODS: The two carcinoma cells were cultured with
celecoxib at various concentrations (0, 20, 40, 80, 160 and
320 mmol/L). Growth suppression was detected with MTT
colorimetric assay, cell apoptotic alterations were evaluated
by transmission electron microscopy (TEM), and quantity of
Cox-2 was evaluated by cytochemical staining.

RESULTS: The inhibition of proliferation on two carcinoma
cells was observed by MTT (49.1% and 42.9% by 320 nmol/L
celecoxib). The inhibitory effect was dose-dependent. Apoptotic
cells were observed under transmission electron microscope.
The different quantities of Cox-2 protein in cells were observed
by cytochemical staining.

CONCLUSION:Celecoxib inhibits proliferation, induces
apoptosis of human two carcinoma cells in vitro, and the
effects have close relation to the quantities of Cox-2 protein
in cells.

Fan J, Dou KF, Li KZ. Inhibitory effects of celecoxib on proliferation of
human liver and gastric carcinoma cells in vitro. Shijie Huaren Xiaohua
Zazhi 2004;12(3):523-526
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http://lwww.wjgnet.com/1009-3079/12/523.asp
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, 1 x 10%/L, 96 1200EX 10%/L
, 200 mL_, 8 4 4 1cm x lcm 6cm , 37°C
20, 40, 80, 160 320 mmol/L , ,
24 h, . , 320 mmol/L ,
5¢/L MTT 60 niL, 37°C 4h, 24h , (Olypus)
, DMSO 150 nL. - (pH
10.2) 20 mL_, 10 min , 570 nm MTT meantSD
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80 0.0 680 + 0.0 020 0.0587 + 0.0 015 85 + 1.8 102 + 1.7 5.485 7.559
160 0.0 557 + 0.0 042 0.0503 = 0.0 015 25.0 + 4.0 230 + 1.7 7.766 17.008
320 0.0 393 + 0.0 050 0.0 373 = 0.0 012 471 + 48 429+ 14  12.044 41.999
P <0.05.
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Abstract

AIM: To observe the effects of somatostatin analog
(octreotide) on the growth and apoptosis of gastric cancer
cell line.

METHODS: The proliferation of gastric cancer cell line SGC-
7901 was determined in octreotide groups and control
group by MTT. The cell morphology was observed under
HE staining and electron microscopy. The cell cycle and
apoptosis ratio were measured using flow cytometry
analysis.

RESULTS: The growth of gastric cancer cell line SGC-7901
was significantly inhibited by octreotide with 160-480 mg/L
(vs controls, P <0.001), and the maximal inhibitory rate
was 25.4%. Morphological variations of apoptosis were ob-
served at 48 hours treated with octreotide by HE staining and
apoptosis body was observed under electron microscope.
Apoptotic rate was 9.42+5.29% (P <0.05).

CONCLUSION: Octreotide can suppress the growth of gastric
cancer cell line SGC-7901 and induce apoptosis of the cells.

Lu B, Xu Y, Ding ZS. Effect of octreotide on growth and apoptosis of
human gastric cancer cell line SGC-7901. Shijie Huaren Xiaohua Zazhi
2004;12(3):527-529
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Abstract

AIM: TGIF (TG interacting factor) can inhibit both TGF-b
and retinoid signaling pathways, moreover, the activation
of MAPK pathway can lengthen its half life. However, its
role in carcinogenesis is still unclear. Thus we attempt to
investigate the effect of TGIF antisense oligodeoxynucleo-
tide (ASDON) on proliferation and apoptosis of gastric car-
cinoma cells.

METHODS: After gastric carcinoma cells, SGC-7901, were
transfected with TGIF ASDON, we analyzed the transfect
efficiency by RT-PCR, its proliferation by MTT method, cell
cycle and apoptosis rate via flow cytometer.

RESULTS: After transfection with TGIF ASDON, the prolif-
eration of SGC-7901 cells was partially inhibited, and its
inhibitory rate was increased to 20.4% at 72h, whereas it
had no effect on cell cycle and apoptosis of SGC-7901 cells.
Followed by the treatment of TGF-b1, the growth rate of
cells transfected with TGIF ASDON was distinctly reduced
by 30%, and the content of G1 phase cells increased more
obviously compared with the cells transfected with mu-
tated oligonucleotides or untransfected cells.

CONCLUSION: TGIF can resist the negative regulation of
TGF-b1 over proliferation and cell cycle. Most of tumor cells
and interstitial cells can secrete TGF-b1, and tumor cells
may resist the TGF-b1 mediated growth inhibition via TGIF,
leading to the progression and even metastasis of tumor.

Hu ZL, Wen JF, Liu Y, Wang KS, Zhen H, Fu CY. Effects of TGIF
antisense oligonucleotide on proliferation and apoptosis of gastric car-
cinoma cells. Shijie Huaren Xiaohua Zazhi 2004;12(3):530-532
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Abstract

AIM: To study effect of traditional Chinese medicine
Weikangning (WKN) on the expression of VEGF and its
receptors FIt and KDR in gastric carcinoma cells.

METHODS: We used different dosage of WKN on rats to
prepare serum containing WKN.The gastric carcinoma cells
were cultured in the RPMI1640 media with serum containing
WKN for 48 hours. The expression of VEGF, Flt-1 and KDR
was determined by reverse transcription-polymerase chain
reaction (RT-PCR) and immunohistochemistry in gastric
cancer cell lines respectively.

RESULTS: All gastric cancer cell lines analyzed expressed
VEGF Flt-1 and KDR. But the expression of fVEGF (186.82+
0.22, 195.35+0.45, 172.62+0.52), Flt-1 (198.44+0.44, 188.66x
0.46, 197.01+0.91) in cells cultured in serum containing
WKN decreased in a dose-dependent manner as compared
with control (VEGF162. 78+0.58, Flt: 172.65+0.65)(P <0.05).

CONCLUSION: VEGF and its receptors KDR and Flt-1 are
expressed widely in gastric carcinoma cells and WKN can
inhibit their expression.

Min CY, Li QM, Wu WK. Effect of Chinese medicine Weikangning on
expression of VEGF and its receptors Flt and KDR in gastric carcinoma
cells. Shijie Huaren Xiaohua Zazhi 2004;12(3):533-536
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Abstract

AIM: To investigate the effect of vincristine on activation
of nuclear factor-kappa B (NF-kB) and expression of p-
glycoprotein (P-gp) in vincristine-resistant human gastric
cancer SGC7901 cells (SGC7901/VCR) and the parent sen-
sitive clone (SGC7901).

METHODS: NF-kB-DNA binding activity was determined by
electrophoretic mobility shift assay (EMSA). Levels of in-
hibitory kB (IkB-a) and P-gp were measured by cellular-
ELISA. And immunocytochemistry was used to detect the
translocation of P65.

RESULTS: IN comparison with the parent SGC7901 cells,
the basal and vincristine-induced NF-kB-DNA binding ac-
tivity at various concentrations were all higher in the
SGC7901/VCR cells. Concurrent with the NF-kB activation,
vincristine-induced IkB-a degradation and P-gp upregulation
were also found to be highly enhanced in the SGC7901/VCR
cells than that in the sensitive SGC7901 cells. In the
SGC7901/VCR cells, the activation of NF-kB induced by vin-
cristine showed a positive relation with the level of P-gp
expression (r =0.977, P <0.01). And nuclear translocation
of P65 occurred concomitantly with NF-kB activation.
Furthermore, the inhibition of NF-kB by MG-132, a proteasome
inhibitor, could reduce NF-kB activation, 1kB-a degradation
and P-gp upregulation.

CONCLUSION: The enhancement of NF-kB activation cor-
relates with vincristine resistance and NF-kB may play an
important role in the regulation of the P-gp expression.

Wang W, Luo HS. Involvement of NF-kappa B activation in P-glycopro-
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Abstract

AIM: To investigate the effects of mitomycin (MMC) with
sulindac on the cell viability, apoptotic induction and expres-
sion of apoptosis-related gene Bcl-2 and cyclooxygenase-2
(COX-2) in gastric adenocarcinoma cell SGC7901.

METHODS: Human gastric cancer SGC7901 cells were divided
into three groups, sulindac, MMC and sulindac with MMC.
After treatment with drugs, cell viability was examined by
MTT assay. Flow cytometry was used for the cell cycle
distribution and apoptotic rates. The morphology of the
cells was observed under light microscope and interactive
laser cytometer. The expression of COX-2, Bcl-2 was de-
termined by the immunocytochemical method.

RESULTS: After exposure for 12 h to three kinds of drugs,
gastric cancer cells SGC7901 presented some morpho-
logic features of apoptosis, including cell shrinkage, nuclear
condensation, DNA fragmentation, formation of apoptotic
bodies. The effects of growth inhibition were more obvi-
ous in cotreatment group with MMC and sulindac than MMC
group. The apoptotic rates in cotreated cells and MMC-
treated cells at 24 h after treatment were 12.0% and 7.2%,
respectively. After exposure for 24 h to MMC, upregulation
of COX-2 and Bcl-2 protein expression was noted,
meanwhile, in cotreatment group, the levels of COX-2 were
downregulated but the expression of Bcl-2 gene was not
changed significantly.

CONCLUSION: MMC-induced apoptosis is reduced by
upregulating the expression of COX-2 and Bcl-2 genes.
MMC combined with sulindac can suppress growth of gas-
tric cancer cells through induction of apoptosis which may
be mediated by downregulation of apoptosis-related Bcl-2
gene and COX-2 gene.

Xie YL, Ma L. Apoptosis induced by mitomycin with sulindac on human
gastric cancer cell SGC7901. Shijie Huaren Xiaohua Zazhi 2004;12(3):
542-545

SGC7901
N bcl-2 COX-2
: SGC7901 , \
MTT |
Bcl-2 COX-2
, . 24 h, MMC
SGC7901 120% 7.20%.
,MMC ,
MMC 24h , COX-2 Bcl-2 ,
COX-2 , Bcl-2
SGC7901 , MMC
, .MMC COX-2,
Bcl-2 , SGC7901 ,
MMC COX-2. Bcl-2 ,
MMC
SGC7901
2004;12(3):542-545
http://lwww.wjgnet.com/1009-3079/12/542.asp
0
COX-2 (proonc-
ogenic protein)™, ,
(-12) (nonstero-
idal anti-inflammatory drugs, NSAID), .
. (sulindac) ,
-2 (cyclooxygenase-2 , COX-2)
(222 'NSAID
COX-2 (celecoxib)
(FDA) =,



SGC7901 543
NSAIDs 30 min, SP
(mitomycin, MMC) 5 mL/L H,0, 30 min, 10 min,
SGC7901 , COX-2 Bcl- , 4T , 37C
2 , 12 min, - 37 'C 15 min,
DAB . N .
, ( PBS ).
SPSS 8.0 t
1.1 SGC7901 ( )
; RPM11640 ,
(Gibco ); (MTT). N 2
(sulindac) Sigma ; (MMC) 2.1 SGC7901
; COX-2 (Santa , ( 1.
Cruz ), Bcl-2 SP SGC7901 , ,
; CO, ( Forma ), , , N
( OLYMPUS ), ( HE ,
), ( Leica SP2 ), ,
(EPICSXL , Coulter ), ,
( ). ; ; ,
1.2 MMC ,
. MMC . , , ,
( DMSO )
, : , I mmol/L ( N )
DMSO 5¢g/L:; MMC , 1 x 10%g/L; ( 2.
, 1 mmol/L 1x 10%g/L  MMC.
SGC7901 100 mL/L L 1x 0.8 :gjﬂmcg;‘::lfp
10°U/L 1 x 10%g/L RPMI1640 07T mc group
, 37°C, 50 mL/L CO, 06 e Combined group
, _ o 05
SGC7901 7 x 10° 96 , z g:’
24 h , , 6 , '
DMSO , 12 h, 24 h, "
48 h, 5¢9/L MTT 20 ni; 4h 0.0 |
, DMSO 150 nL, 10 min, 0 th/h 24 48
, 570 nm
(A) 3 1 SGC7901
, (meanxSD)
121 ) 1 SGC7901 (%,mean+SD)
! 12h, 24 h, 48 h Group Apoptosis Go /G, S G/M
’ HE : Control 043 + 0.38 47.43 + 2.81 4550 + 1.25 7.06 = 4.06
’ ) Sn Sulindac 3.80 + 053" 49.67 + 329 44.70 + 582 4.97 + 6.52
» 10min MMC 7.20 = 1.31° 56.67 = 3.92* 40.40 + 1153 6.60 = 2.99
' : ' Combined 11.97 + 259° 68.40 + 553" 29.23 + 587 2.37 + 0.45
1.2.2 s
PBS s 4°C 12 h s % <0.05, vs Control; °P <0.01, vs MMC.
, 10 g/L RNA 200, 37°C 15 min,
) 2.2 24h
1.2.3 COX-2, Bcl-2 , (P <0.02);
, 24 h , PBS , 950 mL/L , Gy /G, ,



544 ISSN 1009-3079 CN 14-1260/R 2004 3 15 12 3
S (1 f2m, Bcl-2
Bcl-2 , . 5-
28 COX-2 ,
SGC7901 (2], COX-2
Bcl-2 so1;
COX-2 Bcl-2 , Bcl-2
[31].
MKN45 MKN28
) 2 )
COX-2 Bcl-2
= MTT MMC
SGC7901 MMC
24h, MMC COX-2, Bcl-2 ,
, COX-2, Bcl-2 MMC
MMC COX-2, Bcl-2
, COX-2
) Bcl-2 , MMC
. B2 MMC MKN74
COX-2, Bcl-2 , MMC COX-2 NS-398
2 SGC7901 x 400. A:
. B: SGC7901, ’ ’
. Bcl-2
, MMC )
2.3 COX-2, Bcl-2 COX-2, Bcl-2 COX-2 Bcl-2
.COX-2 .
, Bcl-2, P53, C-ntyc Bcl-
, ; Bcl-2 2, bax, bad , Bcl-2
, COX-2 Bcl-2 31 Bel-2
. 24h , COX-2. Bcl-2 , B4, COX-2
, MMC , , COX-2 [2.35] ,
, Bcl-2 , MMC ,
( 2). Bcl-2,
MMC , COX-2 bax,
2 24h SGC7901 COX-2 Bcl-2 Bcl-2 , NSAID
(mean+SD, n=3, A) COX-2 , COX-2
[36—39]’ , NF-kB
Group COX-2 Bcl-2 P53 . RAS
Control 0.4 980 + 0.0 330 0.3652 + 0.057 . NSAIDs COX-2
Sulindac 0.3 967 + 0.0 306° 0.2617 + 0.0333"
MMC 0.5 633 + 0.0 208 0.4500 = 0.0 436" . ' MMC
Combined 0.4 000 + 0.0 265 0.3660 + 0.0397° SGC7901 ’

%P <0.01, °P <0.05, vs control; °P <0.05, vs MMC.

[24-26]

, Bcl-2

[N

Oshima M, Murai N, Kargman S, Arguello M, Luk P, Kwong
E, Taketo MM, Evans JF. Chemoprention of intestinal poly-
posis in the Apcdelta716 mouse by rofecoxib, a specific



v SGC7901

545

10

11

12

13

14

15

16

17

18

19

cyclooxygenase-2 inhibitor. Cancer Res 2001;61:1733-1740
Wu YL, Sun B, Zhang XJ, Wang SN, He HY, Qiao MM, Zhong
J, Xu JY. Growth inhibition and apoptosis induction of
Sulindac on Human gastric cancer cells. World J Gastroenterol
2001;7:796-800

Davies G, Martin LA, Sacks N, Dowsett M. Cyclooxygenase-
2 (COX-2), aromatase and breast cancer: a possible role for
COX-2 inhibitors in breast cancer chemoprevention. Ann Oncol
2002;13:669-678

Seno H, Oshima M, Ishikawa TO, Oshima H, Takaku K, Chiba T,
Narumiya S, Taketo MM. Cyclooxygenase 2 and prostaglandin E
(2) receptor EP (2)-dependent angiogenesis in Apc(Delta716)
mouse intestinal polyps. Cancer Res 2002;62:506-511

Gupta S, Srivastava M, Ahmad N, Sakamoto K, Bostwick
DG, Mukhtar H. Lipoxygenase-5 is overexpressed in prostate
adenocarcinoma. Cancer 2001;91:737-743

Weddle DL, Tithoff P, Williams M, Schuller HM. Beta-adren-
ergic growth regulation of human cancer cell lines derived
from pancreatic ductal carcinomas. Carcinogenesis 2001;22:
473-479

Ristimaki A, Nieminen O, Saukkonen K, Hotakainen K,
Nordling S, Haglund C. Expression of cyclooxygenase-2 in
human transitional cell carcinoma of the urinary bladder. Am
J Pathol 2001;158:849-853

Kulkarni S, Rader JS, Zhang F, Liapis H, Koki AT, Masferrer
JL, Subbaramaiah K, Dannenberg AJ. Cyclooxygenase-2 is
overexpressed in human cervical cancer. Clin Cancer Res 2001;
7:429-434

Uefuji K, Ichikura T, Mochizuki H. Expression of
cyclooxygenase-2 in human gastric adenomas and
adenocarcinomas. J Surg Oncol 2001;76:26-30

Kokawa A, Kondo H, Gotoda T, Ono H, Saito D, Nakadaira S,
Kosuge T, Yoshida S. Increased expression of cyclooxygenase-2
in human pancreatic neoplasms and potential for chemoprevention
by cyclooxygenase inhibitors. Cancer 2001;91:333-338
Fantappie O, Masini E, Sardi I, Raimondi L, Bani D, Solazzo
M, Vannacci A, Mazzanti R. The MDR phenotype is associated
with the expression of COX-2 and iNOS in a human hepato-
cellular carcinoma cell line. Hepatology 2002;35:843-852
Kakiuchi Y, Tsuji S, Tsujii M, Murata H, Kawai N, Yasumaru
M, Kimura A, Komori M, Irie T, Miyoshi E, Sasaki Y, Hayashi
N, Kawano S, Hori M. Cyclooxygenase-2 activity altered the
cell-surface carbohydrate antigens on colon cancer cells and
enhanced liver metastasis. Cancer Res 2002;62:1567-1572
Sun B, Wu YL, Zhang XJ, Wang SN, He HY, Qiao MM, Zhang
YP, Zhong J. Effects of Sulindac on growth inhibition and
apoptosis induction in human gastric cancer cells. Shijie
Huaren Xiaohua Zazhi 2001;9:997-1002

Tsujii M, Kawano S, Tsuji S, Sawaoka H, Hori M, DuBois RN.
Cyclooxygenase regulates angiogenesis induced by colon cancer
cells. Cell 1998;93:705-716

Daniel TO, Liu H, Morrow JD, Crews BC, Marnett LJ. Throm-
boxane A2 is a mediator of cyclooxygenase-2-dependent endot-
helial migration and angiogenesis. Cancer Res 1999;59:4574-4577
Tian G, Yu JP, Luo HS, Yu BP, Yue H, Li JY, Mei Q. Effect of
Nimesulid e on proliferation and apoptosis of human hepatoma
SMMC-7721 cells. World J Gastroenterol 2002;8:483-487
Lynch PM. COX-2 inhibition in clinical cancer prevention.
Oncology 2001;15(3 Suppl 5):21-26

LiJY, Yu JP, Luo HS, Yu BP, Huang JA. Effects of nonsteroi-
dal anti-inflammatory drugs on the proliferation and
cyclooxygenase activity of gastric cancer cell line SGC7901.
Shijie Huaren Xiachua Zazhi 2002;10:262-265

Buttar NS, Wang KK, Leontovich O, Westcott JY, Pacifico RJ, Ander-
son MA, Krishnadath KK, Lutzke LS, Burgart LJ. Chemoprevention

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

of esophageal adenocarcinoma by COX-2 inhibitors in an animal
model of Barrett’s esophagus. Gastroenterology 2002;122:
1101-1112
Mann M, Sheng H, Shao J, Williams CS, Pisacane PlI, Sliwkowski
MX, DuBois RN. Targeting cyclooxygenase 2 and HER-2/neu
pathways inhibits colorectal carcinoma growth. Gastroenterology
2001;120:1713-1719
Wight NJ, Gottesdiener K, Garlick NM, Atherton CT, Novak
S, Gertz BJ, Calder NA, Cote J, Wong P, Dallob A, Hawkey
CJ. Rofecoxib, a COX-2 inhibitor, does not inhibit human gas-
tric mucosal prostaglandin production. Gastroenterology 2001;
120:867-873
Zhang Z, DuBois RN. Par-4, a proapoptotic gene, is regulated
by NSAIDs in human colon carcinoma cells. Gastroenterology
2000;118:1012-1017

. Celecoxib

2000;27:319-320

. 2003;11:1433-1435
Wang SD, Zhang ZS, Zhang XQ, Zhou DY. The function of
CPP32 in apoptosis of multidrug-resistance gastriccancer
cells. Shijie Huaren Xiaohua Zazhi 2001;9:1152-1156

2001;9:822-825
Reed JC. Promise and problems of Bcl-2 antisense therapy. J
Nat Can Inst 1997;89:988-990
, . Bcl-2
. 1999;7:796-797
Ristimaki A, Honkanen N, Jankala H, Sipponen P, Harkonen
M. Expression of cyclooxygenase-2 in human gastric carcinoma.
Cancer Res 1997;57:1276-1280
Tsujii M, DuBois RN. Alterations in cellular adhesion and
apoptosis in epithelial cells overexpressing prostaglandin en-
doperoxide synthase 2. Cells 1995;83:493-501
Liu XH, Yao S, Kirschenbaum A, Levine AC. NS398, a selec-
tive cyclooxygenase-2 inhibitor, induces apoptosis and down-
regulates bcl-2 expression in LNCaP cells. Cancer Res 1998;
58:4245-4249
Hsueh CT, Chiu CF, Kelsen DP, Schwartz GK. Selective inhi-
bition of cyclooxygenase-2 enhances mitomycin-C-induced
apoptosis. Cancer Chemother Pharmacol 2000;45:389-396
Chen CJ, Sun YX, Zhou HG, Pan BR, Zheng SG, Hong XZ, Liu
JH, Feng WY. Bcl-2 and p53 expressions in colorectal adenoma
and carcinoma. Shijie Huaren Xiaohua Zazhi 1998;6:683-685
Miyashita T, Reed JC. Bcl-2 oncoprotein blocks chemotherapy-
induced apoptosis in a human leukemia cell line. Blood 1993;
81:151-157
Wu GS, Wu XY, Zou SQ, Qiu FZ. Effects of cyclooxygenase-2
antisense vector on proliferation of human cholan-giocarcinoma
cells. Shijie Huaren Xiaohua Zazhi 2003;11:733-736
Yamamoto H, Itoh F, Fukushima H, Hinoda Y, Imai K.
Overexpression of cyclooxygenase-2 protein is less frequent
in gastric cancers with microsatellite instablility. Int J Cancer
1999;84:400-403
Yamamoto Y, Yin MJ, Lin KM, Gaynor RB. Sulindac inhibits
activation of the NF-kappa B pathway. J Biol Chem 1999;274:
27307-27314
Gilhooly EM, Rose DP. The association between a mutated
ras gene and cyclooxygenase-2 expression in human breast
cancer cell lines. Int J Oncol 1999;15:267-270
Majima M, Hayashi |, Muramatsu M, Katada J, Yamashina S,
Katori M. Cyclo-oxygenase-2 enhances basic fibroblast growth
factor-induced angiogenesis through induction of vascular
endothelial growth factor in rat sponge implants. Br J Pharmacol
2000;130:641-649



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

World Chin J Digestol 2004 March;12(3):546-549
ISSN 1009-3079 CN 14-1260/R
2004

i GASTRIC CANCER-

VEGF, FItl, bFGF, P>

" 410011

,1970-10-19 , s . 1994
, 2000
: , 410011,
dIx19701019a@163.com
1 0731-5524222-2260
: 2003-08-07 : 2003-09-24

Relationship between expression of
VEGF, FItl, bFGF and P>*and outcome
in patients with gastric carcinoma

Lun-Xi Duan, De-Wu Zhong, Fu-Zhen Hu, Hua Zhao,
Zhu-Lin Yang, Wen-Jun Yi, Guo-Shun Shu, Shong-Wen Hua

Lun-Xi Duan, De-Wu Zhong, Fu-Zhen Hu, Hua Zhao, Zhu-Lin Yang,
Wen-Jun Yi, Guo-Shun Shu, Shong-Wen Hua, Department of General
Surgery, the Second XiangyaHospital, Central South University, Changsha
410011, Hunan Province, China

Correspondence to: Lun-Xi Duan, Department of General Surgery, the
Second Xiangya Hospital, Central South University, Changsha 410011,
Hunan Province, China. dIx19701019a@163.com

Received: 2003-08-07 Accepted: 2003-09-24

Abstract

AIM: To investigate the relationship between the expression of
VEGF, FItl, bFGF and P%2, the clinicopathological characteristics
and outcome in patients with gastric carcinoma.

METHODS: The relationship between VEGF, Flt1, bFGF,
Ps2 expression and clinicopathological characteristics and
outcome in the patient was assessed by streptoavidin-biotin
method of immunohistochemistry with polyclonal antibodies
against VEGF, FItl, bFGF, and P% protein. The survival
curves were formulated using Kaplan-Meier method and
analyzed by the log-rank test, and the influence of each
variable on suvival was assessed by the cox” s propor-
tional hazard model.

RESULTS: VEGF expression was closely correlated with
serosal invasion (Se, Sei invasion vs Pm, SS and M, SM
invasion, P <0.01). Expression of P%was obviously higher
in the patients with lymph node metastasis than those without
(lymph node metastasis vs non-lymph node metastasis,
P <0.05). There was a positive correlation between VEGF
and Flt1 expression (VEGF expression in FIt1 positive group
vs Fltl negative group, P <0.01). The factors that affected
the prognosis in patients with gastric carcinoma were PTNM
stage, VEGF expression, serosal invasion, and surgical
curability. Fltl, bFGF, and P32 expression had no influence
on the prognosis of patients with gastric carcinoma (P >0.05).

CONCLUSION: P53 expression has significant relationship
with lymph node metastasis in gastric carcinoma. VEGF ex-
pression is correlated with serosal invasion and the progno-
sis and may be a good prognostic indicator in gastric carcinoma.

Duan LX, Zhong DW, Hu FZ, Zhao H, Yang ZL, Yi WJ,Shu GS, Hua SW.
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Abstract

AIM: To evaluate the usefulness of detection of cell prolif-
eration and survivin gene in choosing liver cirrhosis pa-
tients with extremely dangerous for HCC development.

METHODS: Total RNA was extracted from fresh specimens
of HCC and liver cirrhosis. Survivin mRNA amplification
was performed by reverse transcription polymerase chain
reaction (RT-PCR). Immunostaining for proliferating cell
nuclear antigen (PCNA) was employed to assess liver cell
proliferative activity in formalin-fixed, paraffin-embedded
liver specimens. PCNA immunostaining in liver cells of HCC
and cirrhosis fresh and archive specimens was performed
with monoclonal antibodies directed against CD10. Five
liver specimens removed from patients with hemangioma
were taken as normal controls. The PCNA labeling index
was determined by positive cells in each microscopic field
(200x%) obtained from mean value of positive cells in ten
different fields.

RESULTS: RT-PCR was performed in 17 HCC and 21 liver
cirrhosis specimens, 11 HCC specimens showed 344 bps

molecular survivin DNA band in 1% agarose electrophoresis,
but none of liver cirrhosis specimens showed positive band.
The survivin positive rate in HCC specimens was 64.7%
(11/17). The median PCNA labeling index of 11 survivin
positive HCC specimens was 6.8 (from 0.5 to 40), which
was significantly higher than that of 6 survivin negative
HCC specimens (2.15), while that of 21 LC and 5 normal
liver specimens were 2.47 and 1.56 respectively. By using
a cutoff of PCNA labeling index (3.12) obtained by two
times of the index value in normal liver specimens, six
specimens of 30 liver cirrhosis patients with mean PCNA
labeling index 5.05+2.61 were considered high prolifera-
tive activity.

CONCLUSION: Expression of survivin is detected in HCC
tissues but not in liver cirrhosis tissues, indicating that the
gene expression may occur at the late phase of HCC
transformation. The PCNA detection can be a good mean
in screening the high-risk people with elevated possiblity
of HCC development among liver cirrhosis patients.

Jia KD, Shi SX, Ruan YB. Relationship between expression of survivin
gene and proliferation of hepatocytes in liver cirrhosis and hepatocel-
lular carcinoma. Shijie Huaren Xiaohua Zazhi 2004;12(3):550-554
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Abstract
AlIM: To study the relationship between liver cirrhosis (LC),
liver hyperplastic nodules (LHN) and hepatocellular carci-
noma (HCC).

METHODS: Silver colloid, image analysis and immunohis-
tochemical technique were used to examine AgNORs
counts, DNA contents and the expression of proliferating
cell nuclear antigen (PCNA) in LC, LHN and HCC.

RESULTS: In LHN, the AgNORs counts, DNA contents and
the expression of PCNA were significantly higher than those
in the normal liver and LC (P <0.01, P <0.05, P <0.05,
respectively); the AQNORs counts approached those in HCC
grade | (P >0.05), and the DNA contents approached those
in HCC (P >0.05). There was no significant difference of
AgNORs counts, DNA contents and the expression of PCNA
between LC and the normal liver tissues.

CONCLUSION: LHN and LC are two different cell population
with various characteristics; LHN is actively proliferative
lesions and should be considered as a preneoplastic lesion
of HCC, while LC represents mature liver cells and does
not contribute directly to the hepatocarcinogenesis.

Niu ZS, Zhang ZC. Correlation of AQNORs, DNA contents and PCNA
expression with liver cirrhosis, hyperplastic nodules and hepatocellular
carcinoma. Shijie Huaren Xiaohua Zazhi 2004;12(3):555-558
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Abstract
AIM: To explore the anti-tumor mechanism of seminal oil
emulsion of Brucea javanica by studying in vitro its effects on
apoptosis, cell cycle and expression of apoptosis-related genes
p53 and Bcl-2 in human hepatocellular carcinoma cell line
SMMC-7721.

METHODS: Anti-proliferation effect was measured by MTT
assay. The morphology of cells was observed under trans-
mission electron microscope. Agarose gel electrophoresis
was used to analyze DNA character and the flow cytometry
to detect apoptotic rate and cell cycle distribution. The
levels of p53 and Bcl-2 protein were examined by immu-
nocytochemical staining.

RESULTS: The proliferation of hepatocellular carcinoma
cell line SMMC-7721 could be remarkably inhibited by seminal
oil emulsion of Brucea javanica in a time- and concentration-
dependent manner. Morphological and biochemical changes
characteristic of apoptosis were observed through electron
microscope and agarose gel electrophoresis. After 12, 24,
48 h incubation with 0.10 g/L emulsion of seminal oil of
Brucea javanica, the flow cytometry showed typical
subdiploid peaks and the cell cycle was arrested at GO/G1
phase(P<0.05). The expression of p53 and Bcl-2 was down-
regulated after exposure to the drug, with a positive cor-
relation between them (r =0.966, P <0.05).

CONCLUSION: Seminal oil emulsion of Brucea javanica can
significantly inhibit the proliferation of human hepatocellular
carcinoma cell line SMMC-7721 in vitro through inducing
apoptosis and arresting cell cycle at GO/G1 phase, and its

underlying mechanism is related to the down-regulating
mutant type p53 as well as Bcl-2, with p53 pathway play-
ing a leading role.

Ma L, Zhang YN. Effects of seminal oil emulsion of Brucea javanica on
apoptosis and apoptosis-related genes in human hepatocellular carci-
noma cells. Shijie Huaren Xiaohua Zazhi 2004;12(3):559-562
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Abstract

AIM: To investigate the effect of lactulose on alleviating abdomi-
nal symptoms and encephalopathy after transcatheter arterial
chemoembolization (TACE) in hepatocellular carcinoma (HCC).

METHODS: One hundred patients with HCC who were
treated with TACE were divided into two groups. Patients
in group A received oral lactulose (15-30 ml, 3 times/d)
after TACE. No lactulose was prescripted in group B. The
times of bowel movement per day, the degree of abdominal
distension and vomiting in the two groups were compared.
The changes of liver and renal function were evaluated
with total bilirubin levels (TBIL), albumin (ALB), alanine
aminotransferase (ALT) and blood urea nitrogen (BUN) be-
fore and after TACE. The prevalence of encephalopathy and
blood ammonia levels in the two groups was also compared.

RESULTS: The mean times of bowel movement per day in
the two groups were 1.86+0.83 and 0.48+0.41, respectively,
with a statistical difference (U =309.00, P <0.0001). The
degree of abdominal distension and vomiting was minimal
in group A than that in group B (c2=7.860, P =0.02). Al-
though there was no significantly difference in serum TBIL,
ALB, ALT, and BUN between the two groups, the blood
ammonia levels in group A were significantly lower than

that in group B (t =3.091, P =0.003). The prevalence of
encephalopathy in group B was higher than that in group
A (c?=6.947, P =0.038).

CONCLUSION: Oral lactulose exerts prokinetic effect on
gastrointestinal tract. It can relieve the symptoms of ab-
dominal distension and vomiting after TACE and help pre-
vent the happening of encephalopathy.

Lu W, Li YH, He XF, Chen Y, He X. Effect of lactulose on alleviating
abdominal symptoms and encephalopathy after transcatheter arterial
chemoembolization in hepatocellular carcinoma. Shijie Huaren Xiaohua
Zazhi 2004;12(3):567-569
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Abstract

AIM: To investigate the size, distribution, and pattern of
metastases and micrometastases of lymph nodes (LNs)
within the mesorectum of rectal cancer.

METHODS: All rectal cancer specimens obtained by total
mesorectal excision were treated with lymph node revealing
solution to retrieve all LNs, which were detected with a
combination use of haematoxylin and eosin staining and
immunohistochemical (IHC) staining with an antibody
against cytokeratin 20.

RESULTS: A total of 548 LNs in 31 specimens were
harvested, with 17.7 nodes per case. 153 nodes (27.9%)
in 27 patients (87.1%) were found positive by routine patho-
logical examination and IHC staining. Of all the nodes
retrieved, nodes <0.5 cm numbered 366 (66.8%) with 91
ones (59.5%) positive. Among the 27 metastasized cases,
there were 15 cases whose tumors were located in the
back wall of the rectum, in which 78 nodes were detected
positive with 75 nodes along the superior rectal artery. In
the other 12 cases with tumors positioned in the lateral
wall, 75 nodes were diagnosed positive, with 37 nodes, 8
nodes around the branch of superior rectal artery and
middle rectal artery on tumor side, and 9 nodes, 0 nodes

on the opposite side, respectively.

CONCLUSION: The majority of tumor positive LNs in the
mesorectum are <0.5 cm in diameter. LNs within the me-
sorectum are distributed mainly along major supplying ves-
sels with around the superior rectal artery most. The pattern
of lymphatic spread of rectal cancer has close relation-
ships with tumor location in the rectal wall. Tumors in the
posterior wall may spread in both sides of the mesorectum
simultaneously, while tumors localized in one lateral wall
tend to metastasize preferably to LNs in the mesorectum
of tumor side.

Zheng YC, Zhou ZG, Zheng XL, Li L, Lei WZ, Wang TC, Deng YL,
Chen DY, Liu WP. Anatomic pathology of tumor cell spread through
lymph nodes in the mesorectum of rectal cancer. Shijie Huaren Xiaohua
Zazhi 2004;12(3):570-573
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Abstract

AIM: NGX6 is a novel tumor suppressor gene candidate,
and the expression of NGX6 decreased in colon cancer
specimen, which suggested that the down-regulation of
NGX6 was closely related to tumorigenesis of colon cancer.
This study was designed to explore effects of NGX6 on the
cytobiological characteristics of human colon cancer cell line
HT-29 and to elucidate the role of NGX6 in the colon cancer.

METHODS: The mammal expression vector of pcDNA3.1
(+)/NGX6 was transfected into human colon cancer cell
line HT-29 cells by liposome.The integration of the exogenous
vector DNA and the expression of NGX6 were detected by
dot blot and RT-PCR. Finally, the cytobiological characteristics
of positive clone were analyzed by growth curves of cells,
MTT, soft agar assay, FCM and xenograft.

RESULTS: pcDNA3.1(+)/NGX6/HT-29 cells grew slower than
pcDNA3.1(+)/HT-29 and HT-29 cells (P <0.05), and the
PDT of pcDNA3.1(+)/NGX6/HT-29 cell was 34.5 hours,
which was significantly longer than that of pcDNA3.1(+)/

HT-29 cells (27.1 h) and HT-29 cells (23.0 h). FCM data
showed that the overexpression of NGX6 blocked the
progression of G1 — S phase in cell cycle, and it also pre-
sented decreased clonogenicity in soft agar assay and tumor
formation in nude mice.

CONCLUSION: The re-expression of NGX6 can reverse the
malignant phenotype of human colon cancer cell line HT-29.
Therefore, NGX6 gene may be a good candidate of tumor
suppressor gene associated with colon cancer.

Wang XY, Shen SR, Liu HY, Zhang XM, Peng C, Huang H, Liu F, Li XL,
Li GY. Effects of tumor suppressor gene NGX6 on growth of human colon
cancer cell line HT-29. Shijie Huaren Xiaohua Zazhi 2004;12(3):574-579
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Abstract

AIM: To study the mechanism of transfected DPC4 gene
on angiogenesis.

METHODS: SW620 cells were transfected with PCDNA3.1-
DPC, plasmid by using lipofectamine transfecting technique.
Expression of Smad4 in DPC,*-SW620 cells was observed
by Western blot. The expression of VEGF protein in the
cell supernatant was detected by ELISA, and VEGF mRNA
by RT-PCR. The model of nude mice inoculated with DPC,*-
SW620 cells was established by injecting into flank
subcutaneously. The expression of VEGF protein and the
microvessel density of tumor tissue in nude mice were
detected by immunohistochemical staining (SP method).

RESULTS: DPC,*-SW620 cells expressing Smad4 were
harvested; Smad4 protein showed stronger expression in
SW620 cells transfected with PcDNA-DPC, plasmid than
that in not-transfected SW620 cells and SW620 cells trans-
fected with blank plasmid, and the positive signal was lo-
calized in cytoplasm and nucleus, mainly in cytoplasm,;
There were lower expression of VEGF protein and mRNA
in DPC,*- SW620 cells than that in SW620 cells and PcDNA-
SW620 cells (P <0.05); The model of nude mice inocu-
lated with colon carcinoma cells was established
successfully. The tumors of nude mice inoculated with
DPC,*-SW620 cells growed more slowly than that inocu-
lated with SW620 cells and PcCDNA-SW620 cells. The vol-
ume and mass of tumors in nude mice inoculated with
DPC,*-SW620 cells were smaller and lighter than those
with SW620 cells and PcDNA- SW620 cells (P <0.05). The

expression of VEGF and the microvessel density in DPC,*-
SW620 cells were lower than those in SW620 cells and
PcDNA-SW620 cells (P <0.05).

CONCLUSION: The DPC, gene can suppress the growth of
the tumors in nude mice inoculated with DPC,*-SW620
cells; The inhibitory effect of DPC, on colon carcinoma
may be partly mediated by suppressing angiogenesis of
tumor.

Luo GQ, Li JH, Chen YP, Wen JF, Xiao DS, Hu ZL, Yang YJ, Zheng H.
Effect of transfected DPC, gene on angiogenesis of colon carcinoma.
Shijie Huaren Xiaohua Zazhi 2004;12(3):580-584
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Abstract

AIM: To investigation the expression of leptin receptor in
colorectal cell lines and colorectal adenocarcinoma tissue,
and the relationship between its expression, vascular pro-
liferation and tumor cell proliferation.

METHODS: The expression of leptin receptor, CD34 and
Ki67 proteins was detected by immunohistochemistry in
HT29 and SW480 cells and colorectal adenocarcinoma
tissues. Leptin receptor, the MVD and cell proliferation
exponent were analyzed by image analysis software.

RESULTS: Leptin receptor was expressed in HT29 cells,
SWA480 cells and all colorectal adenocarcinoma tissue. The
normal large intestine tissue also had leptin receptor, but
the mean of their absorbance was lower than that of
colorectal adenocarcinoma tissue (0.153+0.011 vs 0.115+
0.071, P <0.05). The MVD and Ki67 exponent of colorectal
adenocarcinoma tissue were both higher than those of
normal controls (41.500+£10.700 vs 31.300+£11.100, P <0.01;
0.458+0.108 vs 0.312+0.097, P <0.01). There was a positive
correlation between leptin receptor and Ki67 exponent
(r =0.388, P <0.05). The MVD of colorectal adenocarci-
noma tissue which leptin receptor expressed in blood ves-
sel endothelial cells was higher than the negative ones
(45.100+10.000 vs 37.400+10.200, P <0.05). The corre-
lation could not be found between leptin receptor and clinical
pathologic parameters of colorectal adenocarcinoma.

CONCLUSION: Leptin may have some roles to accelerate
tumor cell proliferation and vascular proliferation in colorectal
adenocarcinoma tissue after it binds leptin receptor.

Wu J, Deng CS, Chen LP. Expression and significance of leptin recep-
tor in colorectal adenocarcinoma. Shijie Huaren Xiaohua Zazhi 2004;12
(3):585-589
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Abstract

AIM: To construct a human CD81 eukaryotic expression
vector and to analyze the expression of CD81 in COS-7 cells.

METHODS: CD81 gene from the pMD18-T-CD81 vector with
double-enzyme digestion was cloned into the pVAX1 eu-
karyotic expression vector, named pVAX1-CD81. The
recombinant vector pVAX1-CD81 and pVAX1 as controls
were transfected into COS-7 cells by lipofectamine, and
the transient expression product on the transfected cells
was analyzed with anti-CD81 monoclonal antibody by indirect
immunofluorescence assay (IFA).

RESULTS: The identification of the eukaryotic expression
vector pVAX1-CD81 by PCR and restriction enzyme analysis
showed that CD81 gene was rightly inserted into the vector;
and the product of the CD81 gene was successfully ex-
pressed on surface of COS-7 cells.

CONCLUSION: The eukaryotic expression vector with CD81
gene is constructed and efficiently expressed in COS-7 cells.
The results indicate that the transfected CD81 cells will
need to further studies on the roles of CD81 in the process
of HCV infection and entrance to cells.

Liu QP, Jia ZS, Du DW, Li GY, Pan L, Wei X, Luo XD, Wang QC.
Construction of human CD81 eukaryotic expression vector and expres-
sion of the gene segment in COS-7 cell line. Shijie Huaren Xiaohua
Zazhi 2004;12(3):590-593
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Abstract

AIM: To investigate the responsible domain(s) of N protein
and the | gene within the N gene of MHV-3 or MHV-A59 in
the activation of mfgl2.

METHODS: To investigate the responsible domain(s) of N
protein of MHV-3 or MHV-AS59 in the activation of fgl2 gene,
four ways comparison of the N protein was carried out
and the site directed mutated N gene expression constructs
within domain | and domain 11l were cotransfected re-
spectively with mfgl2 promoter/luciferase reporter gene
in CHO cells. Macrophages from Balb/cJ mice were in-
fected with 1 gene mutated MHV virus Alb110 and its
isogenic Alb111 for 8-10 hours, procoagulant activity (PCA)
were measured. MHV-A59 | gene expression construct was
cotransfected with mfgl2 promoter-report gene in Chinese
hamster ovary (CHO) cells, and luciferase activity was
detected for the assessment of promoter function.

RESULTS: Mutations of residues Gly-12, Pro-38, Asn-40,
GIn-41 and Asn42 within domain | of the N protein of MHV-
A59 to their corresponding residues were found in MHV-2
abrogated mfgl2 transcription, whereas mutation of other
N protein domain 11 did not affect mfgl2 gene transcription.
Alb 110 and Alb 111 infected macrophages showed a
remarkable increasing in PCA activity compared with no
virus or MHV-2 or MHV-JHM infected macrophages. There
was no significant difference in PCA activity between Alb 110,
Alb 111 infected group and MHV-A59 group. Cotransfection |
gene expression construct with a reporter construct con-
taining mfgl2 promoter in CHO cells displayed no signifi-
cant difference in luciferase activity compared with
nontransfected CHO cells.

CONCLUSION: Domain | of nucleocapsid protein of murine
hepatitis virus strain 3 upregulates the transcription of
mfgl2 prothrimbinase/fibroleukin gene. The MHV-A59 |
gene is not essential for activation of mfgl2 gene. Our study
may shed lights on the investigation of current worldwide-
distributed disease, severe acute respiratory syndrome
(SARS).

Ning Q, Yan WM, Wang ZM, Xi D, Liu MF, Levy G, Luo XP. Domain | of
nucleocapsid protein of murine hepatitis virus strain 3 upregulates tran-
scription of mfgl2 prothrimbinase/fibroleukin gene. Shijie Huaren Xiaohua
Zazhi 2004;12(3):594-599
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A59 (MHV-3, MHV-A59) (N)
: N mfgl2
mfgl2 MHV-3 MHV-A59 N
.N | Alb 110
Alb 111 Balb/cJ
mfgl2 | mfgl2
N (A, B)
(I, u, ), MHvV-A59 N | mfgl2
, MHV-JHM MHV-
21 , mfgl2 N
Alb 110 Alb 111
Balb/cJ mfgl2 ,
| mfgl2 ,
mfgl2 , N
mfgl2 , 62
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N mfgl2 3’ . MHV-2 N
NIH ( AF061853)1%.
’ ’ Gary Lew, ‘ s N P1 PM166 (pBluescript-m166)
| mfgl2 . 2004;12(3):594-599 mfgl2 5° 1.3 kb DNA ,
http://www.wjgnet.com/1009-3079/12/594.asp 1.3 kb DNA pGL2
(pGL2-basic, Promega)Sma |l  Xho | ,
0 mfg12 / Pfg12-LUC. 5’
mfgl2  hfgl2 mfg12 /
B PM166 , 5 mfgl2 DNA
[1-2] ) pCR 2.1 ,
' pGL2 Xho | Hindlll
mfgl2 : 3 (MHV-3) (RSV)b- (b-Gal)
A59 (MHV-A59) Promega Dnasis MHV
Balble)  migl2 ’ s g (MHV-3, M35254 MHV-AS59 )
(MHV-2  MHV-JHM) MHV (MHV-2  MHV-JHM, M25875) N
mfgl2 &} MHV-3 MHV-A59 (N) ( 2. QuikChangTM (stratagene)
AHNF4)  migl2 - MHV-
N 3 Lo ASIN N
RNA A ] ; 2.
[5-81, Masters : N Im |
MHV N (internal ORF) | N pGL2-basic  pigl2-LUC
fo] mfgl2 DNA 0.5y b-gal
DNAO25ny  OPTI-DMEM 100 i,
OPTI-DMEM 100nL  ( lipofectAMINE™
1 35nt), 30 min.
1.1 Balb/c] ¢ 6-8 Jackson OPTI-DMEM 1.8mL 2ml.
(Bar Harbor, ME), . MHV-3, 1ml 50 -80%
MHV-A59, MHV-JHM MHV-2 CHO » 87 C 50mL/L CO; 5h,
(ATCC). MHV-AS59 | Ap110 20 9/LFBSDMEM , 44-48h -,
Alb 111, | mAb 3 b-gal - LUC
Paul Marsters 1 Alb110 I 121 MHV
(MOI=2.5) 100 mL/L 200 mmol/L
. 17011 RPMI 1640 8 h.
L _ MHV-3 .
30 g/L 15mL Balb/cJ (one-stage clotting assay)™” , mfgl2
ad (PCA).
RPMI 1640 ( 2mmol/L 20 mL/L 1.2.2 Western—blot | 24h -,
) Triton [pH 7.8 100 mmml/L ,
95%. 95%. 2 mL/L Triton X-100, 1 mmol/L DTT( )IB
(CHO) ATCC. , -b-D- (ONPG)
1.2 N o mfgl2 420 nm b-gal ,
(LUC) l; RT-PCR :
MHV N | 3 (UTRS) SDS-PAGE (150 g/L )
: PCR 3.1. SDS
‘N 5° ACG ATG TCT TTT  (NC ) S NC
GTT CCT GGG 3. N 5° TTT TTT TTT : . NC
GTG ATTCTTCCA 3, | 5’ CGC GCT 2 h.
GGT AAT GGA AT 3", | 5° CTT CGG : MHV | mAb (1 : 200),
CCA TAT CAG GTT 3°. CMV 1h.PBS  10min’5
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1gG (1 : 1 500), (MHV-A59, MHV-3) MHV(MHV-2, MHV-
1lh . JHM) N ( 1),

ANOVA (sigmastat . , MHV N

advisary statistical software, jandel corporation) | 4 (Glyl12, Pro38, Asn40, GIn41l,
Asn42) ( 2), mfgl2
( 1), N I mfgl2
2 , MHV N |
2.1 mfgl2 MHV mfg12

1 MHV-A59, MHV-3, MHV-2 MHV-JHM N

* P38 del
*G12S p38L * * NQN 40-42 del
MHV-A59 1 MSFVPGQENA GGRSSSVNRA GNGILKKTTW  ADQTERGPNN QNRGRRNQPK 50
MHV-3 G G
MHV-2 S G -—-= - H
MHV-JHM S G L K
*E85Q
MHV-A59 51 QTATTQPNSG  SVVPHYSWFS GITQFQKGKE FQFAEGQGVP IANGIPASEQ 100
MHV-3 E
MHV-2 A Q S
MHV-JHM Q Q

MHV-A59 101 KGYWYRHNRR SFKTPDGQQK QLLPRWYFYY LGTGPHAGAS YGDSIEGVFW 150
MHV-3 S

MHV-2

MHV- JHM H

m m

MHV-A59 151 VANSQADTNT RSDIVERDPS SHEAIPTRFA PGTVLPQGFY VEGSGRSAPA 200
MHV-3 NS S

MHV-2 SQ K TAV K K

MHV-JHM SQ E R SA

MHV-A59 201 SRSGSRSQSR  GPNNRARSSS NQRQPASTVK PDMAEEIAAL VLAKLGKDAG 250
MHV-3

MHV-2 A

MHV-JHM P

MHV-A59 251 QPKQVTKQSA KEVRQKILNK PRQKRTPNKQ CPVQQCFGKR GPNQNFGGSE 300
MHV-3
MHV -2 T
MHV-JHM P
*V/321A
MHV-A59 301 MLKLGTSDPQ FPILAELAPT  VGAFFFGSKL ELVKKNSGGA DEPTKDVYE 350
MHV-3
MHV-2 PS
MHV-JHM A G
MHV-A59 351 QYSGAVRFDS TLPGFETIMK VLNENLNAYQ K-DGGADVVS PKPQRKGRRQ 400
MHV-3 _
MHV-2 [ T DQA SV L P R
MHV-JHM NQ RGTK

MHV-A59 401 AQEKKDEVDN VSVAKPKSSV QRNVSRELTP EDRSLLAQIL DDGVVPDGLE 450
MHV-3

MHV-2 L

MHV-JHM QKAQ

MHV-A59 451 DDSNV* 4 vae . . . . 500

500 MHV-3
MHV-2
MHV-JHM

MHV-A59 N s MHV MHV-A59 N . N
A B . . MHV-A59 N
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2 MHV-A59 N

Mutant Name

Mutation

Location of Mutation

Sense Primer (5° -3’)/Antisense Primer (5’ -3°)

A59G12S Gly12 to Serl2 Domain | CCT GGG CAA GAA AAT GCC GGT AGC AGA AGC TCC TCT G/
C AGA GGA GCT TCT GCT ACC GGC ATT TTC TTG CCC AGG
A59P38L Pro38 to Leu38 Domain | GAC CAA ACC GAG CGT GGA CTA AAT AAT CAA AAT AGA GGC/
GCC TCT ATT TTG ATT ATT TAG TCC ACG CTC GGT TTG GTC
A59P38del Pro38 deletion  Domain | GCT GAC CAA CAA ACC GAG CGT GGA CCA AAT AAT CAA AAT AGA GGC AGA AGG/
CCT TCT GCC TCT ATT TTG ATT ATT TGG TCC ACG CTC GGT TTG TTG GTC AGC
A59NQN Asn40-GIn4l- Domain | GG GCT GAC CAA ACC GAG CGT GGA CCA AAT (AAT CAA AAT) AGA GGC AGA AGG
40-42del Asn42 deletion AAT CAG CCA AAG CAG ACT GC
GC AGT CTG CTT TGG CTG ATT CCT TCT TCC TCT (ATT TTG ATT) ATT TGG TCC ACG
CTC GGT TTG TTC AGC CC
A59E85Q Glu85 to GIn85 Domain | GGA AAG GAG TTT CAG TTT GCA CAG GGA CCA GGA GTG CCT ATT GCC
GGC AAT AGG CAC TCC TGG TCC CTG AGC AAA CTG AAACTC CTT TCC
A59V321A Val321 to Ala321 Domain |1 GCA GAG TTG GCT CCA ACA CCT GGT GCC GGT GCC TTC TTC GG
CC GAA GAA GGC ACC GGC ACC AGG TGT TGG AGC CAA CTC TGC
107 23 KD , 3
a
a
8 l l 3500
m a
a & 3000 | L
6 g
g 2500 | a
4 - & .
I 2000 a a
5 S 1500
P abab 4 : 1000 -
° ?Q@*@E?Q ' 55007
MR R » Q a -
FX ‘3\4‘?\@‘36\/ & q'b%ég$o'q§®'9"\/ & [ 1 (1T
AR VVG)V(O@)&J&@Q 0 L S,
S ) NS
R ) K\s ,4’1/ N A
PR @x\*b W
1 mfgl2 MHV-A59 N N
5 mean+SD pGL2 N Alb110 Alb111 Balb/cJ
1 0GL2 , 25,8-10h PCA
P <00lvs  MHV-2N - <0.01 MHV-3. MHV-A59 , MHV=2. MHV-JHM
Vs MHV-A59 N . ' '
mean+SD . %P <0.01 vs
2.2 PCA MHV-A59 | A B C
A1b110 Al1B111 :-_
Balb/cJ PCA a -~
, Alb 110 Al1B 111 PCA i
, MHV-A59, MHV-3 —
( 2 | MHV N e
mfg12 =23 KD
2.3 1 MHV-A59 |
31 . A: I-pCR3.1 DNA CHO
CHO I ; B: I-pCR3.1 DNA CHO ; C:

| Western-blot
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2.4 1 mfgl2 SPSS . mfgl2 N |
3 Glyl2, Pro38, Asn40, GIn4l, Asn42
, | pCR3.1 P >0.05 (motif), mfgl2
(0.234), N P <0.05 (0.038), N
pCR3.1 P <0.01 (0.005). | MHV N .
mfgl2 ( 4 | 23 ku , MHV
. N S ,
o . 2 o, fe2-24, MHV
8 l l I ) I
6 a MHV
,
47 , | MHV
5 2 N I mfgl2
% ab ab ap | Alb110
o LI L s ALl L Alb111 Balb/c] PCA
Q&\L&‘\&*@q@@ 5 ’bq’bia$ S ’
KRR & éﬁo&%‘é@@ , | mfgl2
ks | mfgl2 s
4 mfgl2 | N | mfgl2 ,
pPCR3.1 . 3 : MHV-3 MHV-A59 N
4 ,  meantSD pCR3.1
1, N mfgl2
pCR3.1 . 3P <0.01vs pCR3. .
[25-27]
3 28 Urbani SARS
’ ) , H
0-121 ‘MHV-3  MHV-A59 MHV [28-30]
1314, mfgl2., hfgl2 MHV-3 Urbani SARS
MHV-3
0215 MHV-3 N !
4 (HNF4) mfgl2/fibroleukin [4. 161,
MHV-A59 N MHV-3 N 1
mfgl2 [2-3] 1 Ding JW, Ning Q, Liu MF, Lai A, Leibowitz J, Peltekia KM,
’ ’ Cole EH, Fung LS, Holloway C, Marsden PA, Yeger H, Phillips
MHV MJ, Levy A. Fulminant hepatic failure in murine hepatitis
MHV N virus strain 3 infection: tissue-specific expression of a novel
’ fgl2 prothrombinase. J Virol 1997;71:9223-9230
MHV mfgl2 MHV N 2 ,
[17-19] N I 1 Levy G, .
' 2003;83:446-450
. lys, arg his. MHV-A59, MHV-3, MHV- 3 Ning Q, Liu M, Kongkham P, Lai M, Marsden PA, Tseng J,

JHM  MHV-2 N
( )

MHV N I
, I I [e0-21],
MHV N mfgl2
,  mfgl2 /LUC
MHV-A59 N
CHO , N

| mfgl2 (1); N
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Abstract

AIM: To determine significance of the YMDD motif mutation
of P gene of hepatitis B virus during lamivudine therapy for
chronic hepatitis B and to provide guideline for the clinical
treatment.

METHODS: Dynamic change of HBV DNA quantitation was
measured with fluorescence quantitative PCR during
lamivudine treatment. 40 patients from chronic hepatitis B
were treated with lamivudine for 48 weeks. In 17 patients
HBV DNA remained to be positive, YMDD mutation were
examined by GeneChip and Uniarray techniques.

RESULTS: In patients treated with lamivudine for 48 weeks,
HBV DNA turned negative in 23 cases (57.5%). In 17 patients
HBV DNA remained to be positive, there was HBV DNA
rebound in 8 patients during lamivudine treatment. There were
YMDD mutations in 7 cases (5 cases from patients of HBV DNA
rebound).The rate of YMDD mutation was 17.5%(7/40).

CONCLUSION: During Lamivudine treatment, HBV YMDD
in some patients can mutate. The HBV DNA rebound is
associated with emergence of YMDD mutants. Detection
of the YMDD motif mutation of P gene of hepatitis B virus is
important to clinical treatment for chronic hepatitis B.

Wang PZ, Zhang Y, Bai XF, Zhang Y, Li JG, Chen HM, Wang JP.

Significance of the YMDD motif mutation of P gene of hepatitis B virus.
Shijie Huaren Xiaohua Zazhi 2004;12(3):600-603
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HBV , -4,
, YMDD .
5]
PCR 40 HBV
DNA , 48wk HBV DNA
s Uniarray YMDD
1.1 1999-12/2000-11
40 28 12 15-68( 36.7 ).
2000-09 ¢

hs . HBsAg, HBeAg . HIV,



P YMDD 601
-HDV, -HCV ( ). HBV DNA DNA , 17 24 wk
( 36wk 48wk HBYV DNA
), HBVDNA 10° L( PCR ). , 8 HBV DNA
100 mg/d, 48 wk. (2 36 wk , 6 48 wk ) 2).
24 wk, 36 wk 48 wk ) 2.2 Uniarray Uniarray 40
, =20°C , . HBV DNA 48 wk  HBV DNA 17
-Uniarray , 3 YVDD , 4 YIDD, 10
UniArray™ HBV ( 3
. GeneAmp 5700 Sequence
Detection System (applied biosystem ) PCR 1 (1 YIDD )
HBV YMDD
. ScanArray 300 ( ).
1.2 (1)HBV DNA PCR YIDD 116.65 0.05
. (2)Uniarray : 16519
I( . YIDD .YVDD ) 261.10
V( _ YVDD YIDD ) YMDD 2267.16
50 . DNA A50 L. , A548V 186.37 0.02
12 000 r/min 10 min, . DNA Z(Z)Z:::
B 50 ., , 100 C 10 min, 12 000 r/min ASd8Y 821213
2 min, SnL PCR : PCR L528M 4271.79 0.34
50 i, PCR 31ni, MgCl,6ni, 8 890.03
Tag 3ni, Sni, DNA S L528M 1267001
PE Gene Amp 5700 PCR L528M 8 189.31
, 50 C 2 min, 94 °C 5 min, YIDD 24 518.07 4.86
94 °C 20s, 61°C 40s, 40 YIDD 1704.71
YVDD Ct Ct ( ) 147162
(A CY)  ACt YMDD 5039.73
3, YMDD . ACt 3,
YMDD .(3) HBV YMDD ( 2 HBV DNA
) HBV P t /wk
, , YMDD 0 24 36 48
, L528M, A548V, M552I 03 8.19x107 541x10°  2.28x105  4.19x10°
M552V 4 , 06 2.35x108 3.08x10°  4.72x107  2.31x10°
, PCR 16 3.27x10° 4.84x10°  6.18x105  2.17x10
21 4.32x10° 2.32x10° <1.00x10°  7.18x10°
’ ’ 2 6.18x107 1.28x10°  4.42x10°  2.21x10°
' 10 L, 25 7.84x107 1.35x10°  4.05x10°  8.12x10°
\ > HBV DNA, ? 28 4.67x10° 3.22x10°  5.09x10*  6.16x10°
5nmL PCR , 35 ; PCR 30 5.56x108 432x10°  3.92x10°  1.92x10°
2 mL_, CY5 dUTP, PCR ,
35 . , 3 YMDD
95 C 5 min, 10 nL
, 42 °C 15h, Uniarray
01" SSC 10min. ; 03 YVDD+L528M YVDD
ScanArray 300 ( ) 10 vibp vibp
s 55-60 %, GenArray- 18 vipD vibD
21 YVDD+ YVDD
Check ’ 23 YIDD YIDD
(1 1). 27* YVDD+L528M YVDD
30 YIDD YIDD
2
2.1 HBV DNA 48 wk , 17 HBV *HBV DNA 48 wk
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YvDD , 2 528 ( C®—A, , . HBV DNA . ALT
528 ), 1 _
( 3). ,  YMDD ,
[9-10]
L ] - 8 .
- & & ’
L B - .
* & - .
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Abstract
AIM: To describe the gene heterogeneity and gquasispecies
of SEN virus.

METHODS: Three SEN virus subtype D or H positive sera
from a SEN virus prevalence investigation in Shenzhen
District were randomly selected and a nested-PCR were
performed. 3 positive PCR products of each subtype were
ligated into pMD18 T-vectors. 1-11 clones from every PCR
product were randomly selected to be sequenced and
aligned with SENV sequences retrieved from GeneBank
representing strains from 4 different countries and district.
Homology of nucleotide sequences were analysed and a
phylogenic tree was conducted.

RESULTS: 13 clones of SENV D and 3 of SENV H were
sequenced and demonstrated to belong to SENV. 81.8%
(9/11) clones from a single host SZ-54 were quasispecies.
The nucleotide sequence homology of 15 SENV D clones
(11 of Shenzhen and 4 retrieved from GeneBank repre-
senting 4 other countries and district) were 77.7-99.5%.
The amount of mutated bases between each two of 9
clones from same host were 8.5+5.2, which was signifi-
cantly different from that between each two of 11 clones
from 3 hosts within Shenzhen district (28.9+3.2) and that
between each two of 15 clones from different hosts and
districts (29.6+7.8) (P <0.001). The nucleotide sequence
homology of 7 SENV H clones (3 of Shenzhen and 4 retrieved
from GeneBank as described above) were 74.6-95.0%.

The phylogenic tree shows that clones from same patient
are more related to each other than from other patients
and much closer than strains representing other countries
and district.

CONCLUSION: There exist SENV quasispecies in SENV
carriers. The heterogeneity of nucleic acid of SENV might
be influnced by differences between hosts and regions.
This unique characteristic should be taken in consider-
ation when we detecting the virus, determining sequence
mutation and even discussing its clinical implication.

Tang W, Peng XM, Yang SM, Wang ZQ, Wang H, Jiang XL, Zhou BP.
Demonstration of gene heterogeneity and quasispecies of SEN virus.
Shijie Huaren Xiaohua Zazhi 2004;12(3):604-606
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Abstract
AIM: To investigate the relationship between infection of
hepatitis B virus (HBV) and development of autoantibodies.

METHODS: HBV-DNA and HBVM were tested in 160 serum
samples by polymerase chain reaction (PCR) and enzyme-
linked immunosorbent assay (ELISA) respectively. Anti-
nuclear antibodies (ANA) , an-double strain DNA antibodies.
Ads-DNA Ab, thyroglobulin antibody and thyroid microsome
antibody (TGA/TMA) , rheumatoid factor (RF) were measured
by using indirect immunofluorescent assay, radioimmunoassay,
and immune emulsion agglutination respectively.

RESULTS: The positive rates of autoantibodies were sig-
nificantly higher in patients with HBV infection compared
to those in normal control (63.1% vs 20.8% c=15.28, P <0.01).
The antibodies such as ANA and RF appeared frequently. There
was no remarkably differerence in the age and sex between
autoantibodies positive and autoantibodies negative patients
(P >0.05). Compared to HBV infected patients without
autoantibodies, ALT and TBIL and the positive rates of HBV-
DNA and the time of HBV infection significantly increased in
patients with autoantibodies (P <0.05).

CONCLUSION: HBV infection can induce autoimmune
reactions, resulting in production of autoantibodies. The
autoimmune reaction has no connection with age and sex.
It is in connection with the time of HBV infection, the posi-
tive rates of HBV-DNA and the liver dysfunction severity.

Zhou MH, Ou Q, Tan DM. Relationship between HBV infection and
autoantibodies. Shijie Huaren Xiaohua Zazhi 2004;12(3):607-609
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Abstract

AIM: To study HCV RNA and HCV protein expression in
peripheral blood mononuclear cells (PBMC) and to evaluate
the therapeutic efficacy of alpha 2b interferon on the treat-
ment of HCV RNA in PBMC of patients with chronic hepatitis C.

METHODS: Fluorescence quantitative RT-PCR was used
to detect the quantitation of HCV RNA in PBMC and plasma,
and immunohistochemistry assay was applied to identify
HCV NS3 protein expression in PBMC from 20 patients with
chronic hepatitis C; Eight patients with chronic hepatitis C
received IFN therapy (5 MU/d, three times/week for 16
weeks). HCV RNA load in plasma and PBMC was tested
with a quantitative assay before and after treatment for
16 weeks and compared with that of the control. The data were
analyzed by Wilcoxon 2-sample test and Fisher’s exact test.

RESULTS: HCV RNA in plasma was found in 15 of 20 (75 %o)
chronic hepatitis C patients and in PBMC was found in 9 of
20 (45%) by fluorescence quantitative RT-PCR. HCV NS3
protein expression was found in 7 of 20 (35%) chronic
hepatitis C patients by immunohistochemical assay. HCV
RNA loads in PBMC was uncorrelated with those in plasma.
In 8 patients, but there are significant differences of the
decreasing of HCV-RNA loads in plasma and PBMC between
before and after interferon treatment for 16 weeks (3P =

0.0 017, °P = 0.0 059).The loads of HCV in plasma and
PBMC in patients were significantly lower than that of con-
trols after interferon treatment for 16 weeks (P =0.0 042,
9P =0.0 155).

CONCLUSION: HCV can infect, replicate and express in
PBMC. HCV RNA loads in PBMC is uncorrelated with those
in plasma. HCV RNA in PBMC could be clean out by alpha
2b interferon treatment.
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Abstract

AIM: To establish a human hepatocyte cell line which can
express hepatitis B virus (HBV) X gene.

METHODS: HBV X gene was obtained through PCR techn-
ology. After A-tailing added, X gene was connected into
vector PUCmMT. Vector PUCmMT-X and PcDNA3 were digested
with EcoRI and Hindlll. The fragments of X and PcCDNA3
were connected to establish reconstituted plasmid PCDNA3-
X. Then PcDNA3-X and PcDNA3 were transfected into HL-
7702 cells by lipid-mediated transfection. After selected
with G418, HL-7702/HBx cells were analysed by the re-
verse transcription-PCR to confirm the steady expression
of X gene in HL-7702.

RESULTS: Reconstituted plasmid PcDNA3-X included the
anticipated fragment of HBV X gene was proved by auto-
sequencing assay. RT-PCR analysis showed that reconsti-
tuted plasmid PcDNA3-X could express the X protein effi-
ciently in HL-7702 cells.

CONCLUSION: Hepatocyte can express HBV X gene which
is an ideal model to study the effect of HBV X gene on the
development of hepatitis and hepatocelular carcinoma.

Chen HY, Tang NH, Zhang SJ, Chen ZX, Wang XZ. Construction of hepa-
titis B virus X gene expression vector in eucaryotic cells and its transfection
in HL-7702 cells. Shijie Huaren Xiaohua Zazhi 2004;12(3):614-617
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Abstract

AIM: To study the functional states of CD14* cells in pe-
ripheral blood mononuclear cell (PBMCs) by analyzing the
expression of early active antigen, production of pro-inflam-
matory cytokines and phagocytosis with flow cytometry (FCM).

METHODS: PBMCs were isolated from 11 patients with
chronic active hepatitis B and 10 healthy blood donors,
and 4-colors flow cytometry and gate setting techniques
were applied. The percentage of CD14* cells and level of
CD14 antigen were tested by FCM, after gate setting with
CD14, side scatter (SSC) and activation-linked surface
antigen (CD69) expression rate, percentage of TNF-a pro-
ducing cells, level of intro-cellular TNF-a, the percentage of
phagocytes and the ability of phagocytosis were investigated.

RESULTS: The SSC mean value of CD14* cell of HBV pa-
tients was higher than that of health control (P <0.01);
There were no difference between two testing groups on
the percentage of CD14* cells and level of CD14 antigen,
however the level of CD14 antigen was positively associated
with the percentage of CD14* cells. CD14/69 double ex-
pression rate was significantly higher than that of control
group (P <0.01); No difference was observed on CD14/
TNF-a double stain cells between testing groups; In com-
parison with control group, the level of cellular TNF-a in
HBV group was higher (P <0.05). In control group, the
percentage of TNF-a producing cells were correlated with
SSC value and number of phagocytes that expressed CD14/
69. There was no difference in phagocytes that expressed
CD14/69 in two groups. As comparied with the control

group, there was more phagocytostic CD14* cells in HBV
group (P <0.01), but the mean phagocytosis amount was
significantly lower in this group (P <0.05), and the number
of phagocyte was negatively correlated with the level of
CD14 antigen; while the SSC value and number of TNF-a
producing cells were negatively correlated with level of
CD14 antigen.

CONCLUSION: CD14* cells in PBMCs from chronic active
hepatitis B patients are over activated in a dysfunction stage.

Wei R, Xia ZL, Chen B, Han JJ, Ren DL, Yang MF. CD14* cell dysfunc-
tion in patients with chronic active hepatitis B. Shijie Huaren Xiaohua
Zazhi 2004;12(3):618-621
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Abstract

AIM: To investigate the association between the polymor-
phism of HLA -DRB1, -DQA1 and —-DQBL1 alleles and severity
of chronic hepatitis B.

METHODS: HLA-DRB1, -DQA1 and -DQB1 alleles in 54 pa-
tients with chronic hepatitis B and 32 patients with chronic
severe hepatitis B were analyzed by using polymerase chain
reaction/sequence specific primer (PCR/SSP) technique.

RESULTS: The frequency of HLA-DRB1*1 001 allele in the
chronic severe hepatitis B group was markedly higher than
that in the chronic hepatitis B group (14.1% vs 1.9%,
€2=19.2997, Pc =0.0281, RR=9.78). No significant differ-
ent allele frequencies of HLA-DQAL and HLA-DQB1 alleles
were observed between the chronic severe hepatitis B
group and the chronic hepatitis B group.

CONCLUSION: HLA-DRB1*1 001 is closely associated with
the severity of chronic hepatitis B, and may be a valuble
marker of evaluating the prognosis of patients with chronic
hepatitis B.

Jiang YG, Wang YM. Association between HLA class Il genes and severity
of chronic hepatitis B. Shijie Huaren Xiaohua Zazhi 2004;12(3):622-625
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.PCR c? ,
20 g/L , 15V/cm 20 c’>3.84 Fisher P, P
min, DNA , (Pc), (RR)  Woolf
.PCR PCR ,
( 2
) , :5” -primer:5 * -GCCTTC 2.1 HLA-DRB1
CCAACCATTCCCTTA-3’, 3’ -primer: 5’ -TCA CGG HLA-DRB1*1001 (14.1%)
ATTTCTGTT GTG TTTC-3’, 429 bp. (1.9%), (c?=19.2997, Pc =
R PCR 0.0 281, RR=9.78, 1).
R . 2.2 HLA-DQA1
DNA . HLA-DQA1
: (2.
1 HLA-DRB1
(n =52) (n=32)
DRB1 c? Pc RR
(n) (%) (n) (%)
0101/0103 1 0.96 1 1.56 0.1231 >005 165
0301 18 17.31 9 14.06 0.3826 >005 074
0401/0411 13 12.50 9 14.06 0.1001 >005 117
0701/0702 8 7.69 4 6.25 0.1346 >005 0.79
0801/0804 6 5.77 3 469 0.0 969 >005 0.79
0901 16 15.39 9 14.06 0.0 663 >005 0.88
1001 2 1.92 9 14.06 19.2 997 00281 9.78
1101/1104 1 0.96 1 1.56 0.1231 >005 165
1201/1202 15 14.42 8 12.50 0.1474 >005 0.82
1301/1302 1 0.96 0 0.00 0.6 228 >005  0.00
1303/1304 1 0.96 0 0.00 0.6 228 >005 0.0
1401, 1404 6 5.77 3 469 0.0 969 >005 0.79
1402, 1403 0 0.00 0 0.00 0.0 000 >005  0.00
1501/1502 11 10.58 6 9.38 0.0 709 >005 0.86
1601/1602 2 1.92 1 156 0.0 299 >005 081
Blank 3 2.89 1 1.56 0.3054 >005 053
2 HLA- DQA1
(n =52) (n=32)
DQA1 c? Pc RR
(n) (%) (n) (%)
0101 9 8.65 4 6.25 0.3500 >005 0.68
0102 22 21.15 12 18.75 0.1901 >005 0.82
0103 5 481 3 469 00013 >005 097
0104 1 0.96 1 156 0.1231 >005 165
0201 3 2.88 1 1.56 0.3054 >005 053
0301 15 14.42 8 12.50 0.1474 >005 0.4
0302 0 0.00 0 0.00 0.0 000 >005  0.00
0401 1 0.96 1 156 0.1231 >005 165
0501 27 25.96 20 31.25 0.8 992 >005 154
0601 12 11.54 6 9.38 0.2203 >005 0.77

Blank 9 8.65 8 12.50 0.7 262 >0.05 159
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DQAl c? Pc RR
(n) (%) (n) (%)
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0402 1 0.96 1 1.56 0.1231 >0.05 1.65
0501 3 2.88 4 6.25 1.1748 >0.05 233
0502 7 6.73 3 4.69 0.3154 >0.05 0.67
0503 2 1.92 1 1.56 0.0 299 >0.05 0.81
0601 7 6.73 3 4.69 0.3154 >0.05 0.67
0602 4 3.85 5 7.81 15036 >0.05 222
0603 2 1.92 1 1.56 0.0 299 >0.05 081
0604 2 1.92 2 3.13 0.2524 >0.05 1.67
Blank 3 2.89 2 3.13 0.0 082 >0.05 0.65
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Abstract

AlIM: To develop a mouse model with long-term infection
of H pylori.

METHODS: Each mouse was inoculated with H pylori
Sydney strain 1 (SS1). Noninfected control mice and in-
fected mice were killed at 4, 12 and 24 wk after H pylori
infection. A piece of gastric mucosa obtained from the
posterior wall of the antrum of each mouse was used for
culture of H pylori, rapid urease testing and histopatho-
logical detection. Serum was obtained to measure the IgG
antibody level to H pylori.

RESULTS: After 4 wk of infection, the H pylori was cultured
from 6 of 7 infected Babl/c mice and 5 of 7 the H pylori-
infected C57BL/6 mice. After 12 and 24 wk of infection, all
of 7 infected Babl/c and 6 of 7 the H pylori-infected C57BL/6
mice showed the positive results. At the different wk, the
rapid urease test results were consistent with the H pylori
culture test. At 12 wk after inoculation, chronic inflammation
was observed in the pyloric mucosa by histopathological
examination. At 24 wk after inoculation, lymphoid follicles
were especially conspicuous in the submucosa, and they
were also found in the deep portion of the mucosa.

CONCLUSION: H pylori SS1 can colonize easily in the glan-
dular stomach mucosa of mouse, and the histopathological
changes are similar to those of humans with H pylori infection.

Tao HX, Liu CJ, Liu XL, Li SQ, Li J, Zhang ZS. Establishment of mouse
models with long-term infection of H pylori. Shijie Huaren Xiaohua Zazhi
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Abstract

AIM: To investigate the expression of Cox-2 in MKN28 and
AGS gastric cells and gastric mucosal lesions with H pylori
infection, to determine whether Cox-2 gene expression by
H pylori infection could influence gastric cell apoptosis and
to identify the relationship between Cox-2 and gastric
carcinoma.

METHODS: The total H pylori proteins of various concen-
trations were incubated with MKN28 and AGS gastric cells
in vitro. RT-PCR and S-P immunohistochemical staining
were used to detect the expression of Cox-2 before and
after the incubation. 40 patients who underwent endoscopy
were detected with S-P method. Apoptosis induced by H pylori
or selective Cox-2 inhibitor NS-398 or both was characterized
by cell cycle kinetics with flow cytometry.

RESULTS: Expression of Cox-2 in MKN28 gastric mucosal
cells incubated with H pylori was significantly higher than
that in non-incubated cells. Expression of Cox-2 protein in
MKN28 gastric cells before and after incubated with H pylori
was 0.26 and 0.40 respectively (P <0.05), but in AGS gastric
cells, the expression of Cox-2 protein was 0.29 and 0.31
before and after the incubation (P >0.05). Expression of
Cox-2 protein in gastric carcinoma (GC) was higher than
that in chronic superficial gastritis (CSG) and chronic atrophic
gastritis (CAG) (P<0.05). The apoptosis rate when cells
were incubated with H pylori for 24h and 48h was 1.0%
and 5.7% (P <0.05). Apoptosis cells were also observed

after treated with 10, 100, 200 mmol/L NS-398 for 24 h
and 48 h, and apoptosis rate was 1.2%, 14.0% and 27.5%,
and 1.5%, 31.4% and 51.8% respectively. However, the
apopotosis induced by H pylori and NS-398 was lower than
that induced by NS-398 alone (P <0.01).

CONCLUSION: H pylori upregulates Cox-2 expression in
MKN28 gastric mucosal cells in vitro. Cox-2 can inhibit the
apoptosis, which may promote gastric carcingenesis.

Yu Q, Liu NZ, Gong JP. Cyclooxygenase-2 expression in gastric mu-
cosal cells with H pylori infection and its relationship with apoptosis.
Shijie Huaren Xiaohua Zazhi 2004;12(3):630-634
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Abstract

AIM: To clarify the relationship between the mutation of
RET and EDNRB genes and Chinese patients with Hirschspr-
ung’s disease ( HD), and to investigate whether the two
genes mutation concurred in the disease.

METHODS: Patients with HD were divided into RET/EDNRB
group (group A, 56 cases) and ENDRB group (group B, 40
cases) at random. Healthy children were use as controls
(group C, 56 and 40 cases). Genomic DNA was obtained
from peripheral blood, then the exons 6, 13, 15 and 17 of
RET gene and the exons 4, 5 and 6 of EDNRB gene were
analyzed for gene mutation. The mutation products were
automatically sequenced.

RESULTS: In group A, two heterozygous mutations at ex-
ons 17 and 13 were discovered in 2 sporadic HD patients.
Direct DNA sequence analysis identified gene polymorphisms,
which showed CTG — CTT, and Leu769 — Leu. The spo-
radic mutation rate was 4% (2/48). Two heterozygous mu-
tations were discovered in 2 familial HD patients at exon
15. DNA sequence analysis displayed a missense mutation
Lys889 — Thr in one patient and two silent mutation at
codons V906 and S909 in another (GTGAAGAGGAGCCA —
GTTAAGAGGAGICA). The familial mutation rate was 25%
(2/8). One heterozygous mutation of EDNRB gene at exon
5 in a sporadic short segmental patient failed to sequence.

In group B, one heterozygous mutation was discovered in
a sporadic short segmental patient. DNA sequence showed
a G to A transversion at nucleotide 831, which resulted in
a silent mutation Leu 277 — Leu. The mutation rate was
2.7%(1/37). No mutation was detected in three familial HD
patients. In group C, RET and EDNRB genes were identified
no mutation. The difference of the RET gene mutation
between the familial and sporadic patients by statistical
analysis was c2=4.95 (P <0.05), oddsratio (OR)=8; 95%
Cl =1.28-49.87.

CONCLUSION: The mutation of RET and EDNRB genes re-
liably has correlated with the pathogenesis of HD. The
RET gene mutation rate in familial HD patients is 25% and
majority of sporadic cases have mutation in EDNRB gene.
No HD patient has the two genes mutation at the same
time. The risk of familial patients to get HD is 8 times
higher than that of sporadic patients, and the confidence
interval is 95%.

Wei MF, Wang G, Zhu M, Yi B, Wang XL, Han J, Shi HF. Mutation of RET
oncogene and endothelin B receptor gene in Hirschprung’ s disease.
Shijie Huaren Xiaohua Zazhi 2004;12(3):635-638
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Abstract

AIM: To observe the change of the interstitial cells of Cajal
(ICC) content in the stomach wall on the rats with
electrogastric dysrhythmias, and to discuss the pathological
mechanism of the rat model.

METHODS: Irregular feeding was adopted to establish a
rat model of electrogastric dysrhythmias. Immunohis-
tochemical staining was used to detect the content of c-kit
positive ICC.

RESULTS: The content of ICC in the model group was higher
than that in the control group, and showed a significant
difference from that in the control group (P <0.001).

CONCLUSION: The increase of the ICC content in the model
group may lead to the increase of the abnormal pacing
impulse points, which results in the electrogastric
dysrhythmias in the stomach.

Li YH, Wang QG, Chen M, Yang MJ, Zhao LY, Li LN, Zhang DM, Wang D.

Changes of interstitial cell of Cajal content in a rat model of electrogastric
dysrhythmias. Shijie Huaren Xiaohua Zazhi 2004;12(3):639-641
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Abstract

AIM: To study the efficient and stable gene transfection
method of rat primary cultured hepatocytes by liposome.

METHODS: Rat hepatocytes were isolated by collegenase
perfusion, and the pEGFP-N; plasmid containing GFP and
Neo gene was transfected into rat primary hepatocyte with
liposome. The expression of GFP and Neo was observed
by fluorescence microscopy and in situ hybridization.

RESULTS: The rate of live hepatocytes obtained was 95%.
Under fluorescence microscope, hepatocyte transfected
with pEGFP-N; plasmid showed green fluorescence. By using
in situ hybridization method, expression of Neo gene was
observed in hetpatocyte transfected with pEGFP-Ns.

CONCLUSION: Rat hepatocyte can be transfected by pEGFP-
N;. pEGFP-N; expression vector and makes it easy to assess
the expression of target gene in transfected hepatocyte, and
it can be used for localization of transplantated hepatocyte.

He Y, Zhou J, Dou KF, Chen Y. Gene transfection for rat primary cul-
tured hepatocytes. Shijie Huaren Xiaohua Zazhi 2004;12(3):642-645
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Abstract

AIM: To evaluate the effects of growth hormone (GH) on
the residual small intestine of rats with short bowel syn-
drome (SBS), including adaptive hyperplasia and absorption
of glucose and amino acids.

METHODS: Forty Sprague-Dawley (SD) male rats with more
than 85% small intestine resected were equally divided into
five groups randomly: H-GH group (high dose at 7.5 1U/kg
per day), M-GH group (moderate dose at 3.75 1U/kg per
day), L-GH group (low dose at 1.88 1U/kg per day), SBS
group and sham operation group. From the second to the
15th day after operation, all the GH-managed groups were
treated by sc injection twice a day, while SBS group and
sham group were managed with same volume normal saline
for injection. All samples were gained by laparotomy under
anesthesia at the 16th day after operation.

RESULTS: Weight loss of rats in H-GH group (36%4.4 g),
which was the least among the four groups except sham
group, was significantly less than that in SBS group (94+10.0 g)
(P <0.05). But preoperative body weight of rats in the four
groups except sham group was not retrieved. Among all
groups there was no significant difference in the length of
jejunum and ileum, as well as no significant difference in
the morphological variables of colon. Mucosal height of
jejunum and ileum was greater in H-GH group and M-GH
group (997+65.9 nm, 752+79.3 mm and 974+67.6 nm,
788+75.1 mm respectively) than those in SBS group
(776+61.0 nm, 664+64.0 mm) (P <0.05). Similarly, intestinal

wall width of jejunum and ileum was also thicker in H-GH
group and M-GH group (1142+65.4 mm, 884+91.2 nm and
1 145+78.7 nm, 895+95.6 mm respectively) than those in
SBS group (848+194.7 mm, 776+57.5 nm) (P <0.05). But
mucosal height and intestinal wall width of jejunum and
ileum in H-GH group were not significantly greater than those
in M-GH group. Blood insulinlike growth factor 1 (IGF-1)
concentration and PCNA index of liver did not differ among
the five groups. No significant differences of blood glucose
and amino acids concentrations were detected after nutri-
tional administration among the five groups.

CONCLUSION: Treatment of SBS with GH only slows body
weight decrease rather than promotes body weight gain
by the support of enteral nutrition. GH enhances adaptive
mucosal hyperplasia after massive resection of small
intestine, while its enhanced effect does not parallel its dose
increase. Because of GH resistance resulted from the SBS-
induced malnutrition,elevation of blood IGF-1 is impaired
and absorpton of glucose and amino acids is not enhanced.

Su ZD, Qin HL. Effects of growth hormone on intestinal adaptation of rat with
short bowel syndrome. Shijie Huaren Xiaohua Zazhi 2004;12(3):646-649
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Abstract

AIM: To investigate the effects of erythromycin on con-
tractive activity of isolated proximal colon smooth muscle
and the change of somatostatin, vasoactive intestinal
peptide, motilin and substance P in diabetic mellitus rats.

METHODS: Thirty male Sprague-Dawley rats were divided
into three groups: the control (n =10), the diabetic (n =10)
and erythromycin (n =10). The resting tension, the mean
contractile amplitude and frequency of spontaneous
changes of isolated longitudinal, circular proximal colon
smooth muscle strips were measured by transducer, and
somatostatin, vasoactive intestinal peptide, motilin, substance
P levels in plasma and proximal colon tissue extracts were
measured by radioimmunoassay.

RESULTS: In isolated proximal colon smooth muscle strips,
the motility parameters were significantly lower in dia-
betic rats than those in control (P <0.01). After taking
erythromycin, the colon motility parameters were signifi-
cantly strengthened compared with those in diabetic rats
(P <0.01). In diabetic rats, the plasma levels of somatostatin,
vasoactive intestinal peptide and motilin were higher than
those in control (P <0.05), while substance P level was
decreased (P <0.05). In the proximal colon, the levels of
somatostatin and vasoactive intestinal peptide were signifi-
cantly lower than that in control (P <0.01, P <0.05), the

level of substance P was higher than that in the control
(P <0.05), and the level of motilin did not differ from than
that in the control (P >0.05). After taking erythromycin,
the plasma level of somatostatin was higher than that in
diabetic rats (P <0.05). The serum glucose was decreased
in diabetic rats after erythromycin treatment (P <0.01).

CONCLUSION: Erythromycin has direct effect on colon
smooth muscle, and has little effect on neuroendocrine
peptides. Colonic motility disorders in diabetes rats are
related with the changes of neuroendocrine peptides” levels
in plasma and colon tissue.

Lin L, Ji M, Zhang HJ, Lin Z, Zhao ZQ. Effects of erythromycin on colon
dysmotility and neuroendocrine peptides in diabetic mellitus. Shijie
Huaren Xiaohua Zazhi 2004;12(3):650-653
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Abstract

AIM: To identify genes related to rat liver regeneration
(LR) after 0-36-40-44h short interval successive partial
hepatectomy (SISPH) and to analyze their action and ex-
pression profile in LR.

METHODS: A cDNA microarray containing 551 elements
(liver chip) was made to analyze extensively expression
changes of them in 0-36-40-44h SISPH, which were se-
lected from subtractive cDNA libraries of the LR. Cluster
analysis of these gene expression profile was performed
by Genemath.

RESULTS: Among the selected 551 cDNA, 157 were up- or
down-regulated more than twofold at one or more time
points. Of the 157 elements, 86 were up-regulated and 71
down-regulated, and 70 were unreported and 87 were
reported, which had not been previously reported to be
involved in LR. By cluster analysis and generalization
analysis, 6 distinct temporal induction or suppression pat-
terns showed that immediate induction, intermediate

induction, late induction, immediate suppression, interme-
diate suppression, and late suppression. Comparison of the
gene expression in SISPH with after PH found that 38 genes
were specially altered in SISPH, and the expression trends
for other 119 genes were similar between SISPH and PH,
except of the various abundance at the different time points.

CONCLUSION: In 0-36-40-44h SISPH, the numbers of the
up-regulated and down-regulated genes show no appar-
ent difference. The genes expressed lately are more than
that immediately, and much more than that intermediately.
The genes expressed abundantly are much less than that
increased 2-5 folds.

Xu CS, Han HP, Yuan JY, Chang CF, Li WQ, Yang KJ, Zhao LF, Li YC,
Zhang HY, Rahman S, Zhang JB. Gene expression difference in regen-
erating rat liver after 0-36-40-44h short interval successive partial
hepatectomy. Shijie Huaren Xiaohua Zazhi 2004;12(3):654-663
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60 C 1 (10 min). GenePix4000A
(axon instruments, Inc., foster city, CA)
, 2 )
- () ( );
( ). GenePix Pro 3.0 cy3 c¢y5
, cy3, cy5 ;
cy5 200 200 . n
(cy3, cyb 200 800, Ri=cy5/
cy3 0.1-10 ) Ri=cy5/cy3 Ri’ In
(Ri), ND=EXP (R’). cy3
Normalize , cy3*,
cy3* 200 200 ,
Ratio  (cy5/cy3*). Ratio 2 0.5
2 . GeneMath,

GeneSpring (silicon genetics, san carlos, CA),
MicrosoftExcel (microsoft, redmond, WA)

ESTs

NCBI (www.ncbi.nlm.nih.gov) GeneBank ,
(RGD),

ESTs cDNA
2
2.1 SISPH
551 , 157 0-36-40-44 h
SISPH ( 2 ), ,
87 , 70 .71

, 86 , 86

20 , , ,

(1.
2.2 SISPH 36 h
44 h, ,

( 1A), GeneSpring

0-36-40-44 h SISPH 4

( 1B). :
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GeneMath , SISPH 6
( 2) 9 9 9
1 SISPH (* SISPH
89 P450 3A1 (PNCN inducible, Cyp3Al) 0.3
1 AW558171 0.3 ) P450 2E1 0.2
2 CG31759-PA 22 91 P450 (Cyp 2C23) 0.3
*3  CH230-1IN5 24 92 P450, 2c39 (Cyp2c39) 0.5
4 CH230-186B23 0.3 *93 P450, 2b19 (Cyp2b15) 0.4
5  CH230-206C20 0.4 9% 1 (Fmol) 0.2
6  CH230-329D3 28 95 1 (Pon1) 0.4
7 CH230-372C24 0.3 9% (PSO) 0.4
8  CH230-7A22 0.3 *97 -1, 5- 0.4
9  Cith585c7 0.3
*10  CTD-2328C19 25 % a " 05
11 FLJ20356 25 :
12 LOC119392 23 *99  RAKb 03
*13  LOC311304 2.0
14 LRRP Aa2-020 0.5
15 LRRP AbL-021 30 o L& o
16  LRRP Aa2-028 26 102 1(Fn1) 21
*17  LRRP Aa2-111 0.5 103 (Hrg) 04
18 LRRP Aa2-174 0.2 104 (L-MAG) 51
19 LRRP Aa2-296 31 105 UDP- 04
20 LRRP Abl-114 3.0 ’
*21  LRRP Abl-119 2.1
22 LRRP Abl-216 52 106 C-1 (Apocl) 0.4
23 LRRP Abl1-331 3.0 107 20 1 (Slc20a) 0.4
24 LRRP Abl-334 28 108 TNFa- 24
25 LRRP Ab2-008 2.0 *109 (TTN) 03
*26  LRRP Ab2-018 2.0
27 LRRP Ab2-034 3.0
*28  LRRP Ab2-079 20 110 RNA A 4 0.4
*29  LRRP Ab2-093 2.1
30  LRRP Ab2-095 23 11 04
*31  LRRP Ab2-131 0.4 112 AL by
32 LRRP Ab2-225 0.4 15 B (Pbef) 33
33 LRRP Ab2-232 0.4 -
*34  LRRP Ab2-255 0.4
35 LRRP Ab2-371 0.3 114 5(C5) 11.8
36 LRRP Ab2-379 2.2 115 [ 0.4
*37  LRRP Ab2-390 2.1 116 1 (JE/MCP-1) 33
*38  LRRP Ab2-416 0.5 *117 1y 48
39 LRRP Ab2-417 0.4
40 LRRP Acl177 3.6
41 LRRP Ac1233 2.1 118 26
42 LRRP Ac1873 54 119 (He) ) 2.0
43 LRRP Ac2-019 4.1 *120 B (beta-actin) 2.0
44 LRRP Ac2-061 74
45  LRRP Ac2-143 31 .
46 LRRPAC2-193 21 121 com (Cad) e
47 LRRP Ac2-223 2.1 123 4 08
48  LRRP Bal-647 4.9 -
49  LRRP Bm403207 77
50 LRRP Cb1-739 24 124 23
51 LRRP Ccl-27 0.3 125 ATP c 02
52 LRRP Ccl-38 0.2 126 0 2 (Nr0b2) 04
53 LRRP Ccl-9 44 97 1 (1ir1)
*54  LRRP Dal-10 2.1 46
*55  LRRP Da2-4 23
56  LRRP zbs559 2.0 128 1 (Argl)
57 LRRPAb2-132 03 129 (Asl) 26
*58  MGC38937 2.0 *130 29
59  RIKEN 1110061A24 2.0 *131 (Pah) gg
60  RIKEN 1300002A08 0.3 132 2- A (Hpcl2) 0a
*61  RIKEN 1500012D08 2.2 -
62 RP11-281IN10 05
63  RP23-195K1 27 *133 /B 1 27
64 RP23-23501 05 134 1(Casp1) 24
65 RP23-417P22 05 ’
66 RP23-92K11 24
*67  RP24-176A1 2.4 gg a-2- (A2m) . 73
68 RP32-28pl7 0.3 o Y. 0.3
69  DNA segment of Chr 1 48 a8 a 1 8.3
70  Adult male mouse liver cDNA 0.2 37
*71 12 days embryo like cDNA 2.2
*139 CDK103 25
2 o« 98 140 28
: 141 4 :
73 (Agt) 6.6 a3 36
*74 C- 2.0 0.5
75 4.9
76  Petaxin 21 *
7 T- (Kng) 9.6 iﬁ 1 (Enppd) ‘213
*145 1 (GL-subunit) 02
*146 1 (Sppl) :
78 (ADH) 0.4 22
79 3- (Gpd3) 0.4 147 UTP- -1- 05
80 1 (1dh1) 0.3
*8l  3- 176 148 -tRNA (Eprs) 31
149 1 (fELO1) 02
82 A 05 150 E2N (Ube2n) 20
83 NAD(P) 0.3
84 P450 T-a- (P450 V1) 0.2 151 Y(b)
85 D2 2 (Ptgds2) 2.0 150 o- (Crot) 8-2
86 3-a- 02 153 « -1 (Gstal) 02
154 3 . (Yb3) (Gstm3) 03
87 b5 (Cyb5) 0.4 15 K2 o 03
88 P450 04 1% 1 (Siat1) 04
- 157 UDP- 2, 5 (Ugt2bs) 04
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2.3 SISPH 0-36-40-44 h 36-44h , 20 , 21 ;
SISPH , 40h , 2 , 1 . 40-
36 h, 36-44 h, 40 h, 40-44h, 44h 5 . 44 h , 18 , 14 ;
36h , 34 , 7 ; 44h , 25 , 15 (4
1.2 —¢—106 —8—110 ——25 —5—26 —&—28 —%—122 3.0r ——36-—8—1244146-%—71
+iig —%—118 25| %13 -85 —— 37 #—21 —*—61 +3:;0 ——55 ——134
3 —¥— ——
1.0 —+—131 62
0.8t
0.6
0.47
0.21
0.0 ‘ ‘ ‘ 0.0 L L | 0.0 . . .
Oh 36h36 A 40h 44h oh 36h 40h 44h oh 36h h 40h 44h
20 ——139—=— 133 36h
& 63 —— 140 1.2F ——86—5—94 ——90 —»—153 1.2 ——105—8—91 —4—109—>%—95
18 %27 —— 93 —%—100——60 —4 ——7 10k X5 o087 ——89 =112
16 19 ——1m 1.0 —+— 151152 .
1‘21 —=—43 —+— 143
10 —=—3g1

36h
36 h

r T 41 8120 A12 —*%121
—X—24 ——45 —+—144 %119

Oh 40h 44h

36h 40h 44h
36 h-44 h

[ =111

—8— 123

—A— 147

207

1.0e

0.0

36h 40h
40 h
——108—=—6 —&—16

—X— 15 —%—148—°—116

—+40 138 130 ~
——104—8—22 +73‘.

Oh 44h

OFRLNWMOUU O N ©

Oh 44h

——p5 —B—17 —A—q
—x—82 %38 o9

4 0-36-40-44 h SISPH

0.0 : s ,
Oh 36h 40h 44h
36-44 h
—A— 75 —%—42
10 ——135—=—49

ONPAOOOONMOOO

coococorRLRERRPE

Oh 36h h 40h 44h

2.5, —o—56 —8—150 ——58
—X—59 —X—74 —°—76

2.0p %
1.5¢
1.0,
0.5
0.0 . . )

Oh 36h 40h

44 h

00 1 1 J
Oh 36h 40h 44h
36-44 h
901 ——72
80 —=— 117
70 —&— 125
60
50
40 +
30+
20}
10 . )A/g’f;’@
0 & s ;
Oh 36h 40h 44h
36-44 h
1.21 ——83 ~B—51 155

—X—136 %154 —°—9

Oh 36h 40h 44h
40-44 h
——32 —8— 96

—&—79 —%— 88
—*%—93 —— 31
34 —*— 156

Oh 36h 40h 44h
44 h
35 -2 -850 —466
3.0l 7102 %115 ——128

36h 40h 44h
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2.4 SISPH PH PH , 38
SISPH 1 * ), 119 s 2).
2 SISPH PH
SISPH PH SISPH PH
P450 2E1 (Cyp 2E1) 0.2 0.1
AWS558171 0.3 0.3 P450 (Cyp 2C23) 0.3 0.2
CG31759-PA 2.2 2.9 P450, 2c39 (Cyp2c39) 0.5 0.1
CH230-186B23 0.3 0.2 1 (Fmo1) 0.2 0.1
CH230-206C20 0.4 0.2 1 (Pon1) 0.4 0.2
CH230-329D3 2.8 2.0 (PSO) 0.4 0.3
CH230-372C24 0.3 0.1
CH230-7A22 0.3 0.1
Citb585¢7 0.3 0.2 34 " 0.5 0.2
FLJ20356 2.5 2.5
LOC119392 2.3 2.1 a-1-B (Albg), 0.2 0.1
LRRP Aa2-020 0.5 0.4 v (Fgg) 6.9 5.1
LRRP Ab1-021 3.0 6.3 1 (Fn1) 2.4 7.2
LRRP Aa2-028 2.6 2.1 (Hrg) 0.4 0.1
LRRP Aa2-174 0.2 0.1 (L-MAG) 5.1 7.0
LRRP Aa2-296 3.1 2.1 UDP- 0.4 0.3
LRRP Ab1-114 3.0 4.2
LRRP Ab1-216 5.2 6.8
LRRP Ab1-331 3.0 2.2 C-1 (Apocl) 0.4 0.3
LRRP Abl-334 2.8 2.7 20, 1 (Slc20al) 0.4 0.4
LRRP Ab2-008 2.0 2.1 -related protein (TTN) 0.3 0.3
LRRP Ab2-034 3.0 2.3
LRRP Ab2-095 2.3 3.1 RNA A 4 0.4 0.2
LRRP Ab2-225 0.4 0.3
LRRP Ab2-232 0.4 0.2
LRRP Ab2-371 0.3 0.4 0.4 0.2
LRRP Ab2-379 2.2 2.2 4AL 2.5 3.8
LRRP Ab2-417 0.4 0.2 B (Pbef) 3.3 3.4
LRRP Ac1177 3.6 3.3
LRRP Ac1233 2.1 4.2 5(C5) 118 8.8
LRRP Ac1873 5.4 6.0 | Cok 0.4 0.2
LRRP Ac2-019 4.1 2.0 (EIMCP) 33 4.0
LRRP Ac2-061 7.4 7.6
LRRP Ac2-143 3.1 3.3
LRRP Ac2-193 2.1 2.3 Y 2.6 4.7
LRRP Ac2-223 2.1 2.4 (He) 2.0 3.3
LRRP Bal-647 4.9 3.2
LRRP Bm403207 7.7 5.7 as 48 9.5
LRRP Cb1-739 2.4 2.3 4 0.5 0.3 2.3
LRRP Cc1-27 0.3 0.1, 2.2
LRRP Cc1-38 0.2 0.2
LRRP Ccl1-9 4.4 2.5 ATP- c 0.2 0.2
LRRP zbs559 2.0 3.1 0, 2 (Nr0b2) 0.4 0.2
LRRPAb2-132 0.3 0.1 I 1 (1) 4.6 7.9
RIKEN 1110061A24 2.0 3.0
RIKEN 1300002A08 0.3 2.4
RP11-281N10 0.5 0.3 1(Argl) 2.6 3.5
RP23-195K1 2.7 2.4 (Ash 2.9 4.9
RP23-23501 0.5 0.2 - A (Hpel2) 0.4 0.4
RP23-417P22 0.5 0.1
RP23-92K11 2.4 2.7 1 (Caspl) 2.4 2.6
RP32-28p17 0.3 0.3
DNA segment of Chr 1 4.8 6.1
Adult male mouse liver cDNA 0.2 0.1 a-2- (A2m) 7.3 213
a- 4 0.3 0.2
ca” 8.3 6.6
a-1 9.8 6.2 1 3.7 5.0
(Agh) 6.6 8.4
4.9 3.4
Petaxin 2.1 2.2 2.8 3.0
T o6 59 4 3.6 2.1
(ADH) 0.4 0.1, 2.4 Al 2.9 2.8
3 (Gpd3) 0.4 0.4 uTP- -1- 0.5 0.4
1 (Idh1) 0.3 0.3
-tRNA (Eprs) 3.1 4.5
A 0.5 0.3 1 (rELO1) 0.2 0.2
NAD (P) 0.3 0.4
P450 T-a (P450 VI1) 0.2 0.4, 2.3 Y(b) 0.3 03,20
D2 2 (Ptgds2) 2.0 3.0 o- (Crot) 0.3 0.3
3-« 0.2 0.2 o -1 (Gstal) 0.2 0.1
3 , (Yb3) (Gstm3) 0.3 0.3
K2 0.3 0.3
b5 (CybS) 0.4 0.2 1 (Siatl) 0.4 2.6
P450 0.4 0.2 UDP- 2, 5 (Ugt2bs) 0.4 0.3
P450 3A1 (PNCN, Cyp 3A1) 0.3 0.2
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Abstract

AIM: To investigate frequency and clinical significance of
P21 expression and K-ras mutations in pancreatic dis-
eases and to identify their diagnostic values in pancreatic
carcinoma.

METHODS: A total of 117 ductal lesions were identified in
the available sections from pancreatic resection specimens
of patients with pancreatic diseases, comprising 24 pan-
creatic ductal adenocarcinoma, 19 peritumoral ductal atypical
hyperplasia, 58 peritumoral ductal hyperplasia and 19 normal
duct at the tumor free resection margin. 24 ductal lesions
were gotten from 24 chronic panctratitis. The expression
of P21 was examined by immunohistochemical method.
DNA was extracted. Codon 12 K-ras mutations were ex-
amined using the two-step polymerase chain reaction
(PCR) combined with restriction enzyme digestion, followed
by nonradioisotopic single-strand conformation polymorphism
(SSCP) analysis by means of automated DNA sequencing.

RESULTS: The expression level of P21 in pancreatic car-
cinoma and chronic pancreatitis was higher than that of
normal pancreatic tissue, but the expression of P21 in
ductal hyperplasia neighboring pancreatic carcinoma was
similar to that in ductal hyperplasia of chronic pancretitis.
P21 showed a gradual stepwise increase in the frequency

of expression ranged from normal pancreatic duct (0%),
to hyperplasia duct (36.6%) and to atypical hyperplasia
duct (78.9%). The expression level of P21 of atypical
hyperplasia duct was higher than that of hyperplasia duct
(P <0.01). K-ras mutation rate of the pancreatic carcinoma
was 79% which was significantly higher than that in the
chronic pancreatitis (33%) (P <0.01). It was also found that
K-ras mutation rate was gradually increased from normal
duct at the tumor free resection margin, peritumoral ductal
hyperplasia, peritumoral ductal atypical hyperplasia to pan-
creatic ductal adenocarcinoma. The mutation pattern of
K-ras 12 codon of chronic pancreatitis was GGT — GAT,
GGT and CGT, which was identical to that in pancreatic
carcinoma.

CONCLUSION: Overexpression of P21 and K-ras mutation
may play roles in the malignant transformation of pancreatic
ductal cell. K-ras mutation only is not specific enough to
diagnose pancreatic carcinoma.

Ren YX, Xu GM, Li ZS, Liu F. Aberrant expression and mutations of K-
ras gene in pancreatic adenocarcinoma and chronic pancreatitis. Shijie
Huaren Xiaohua Zazhi 2004;12(3):664-668
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Abstract

AlIM: To study the expression of MGMT, hMLH; and hMSH,
and their clinicopathological significances in the tissues of
chronic pancreatitis and pancreatic adenocarcinoma.

METHODS: The expressive levels of MGMT, hMLH; and
hMSH, were assayed by immunohistochemical method of
avidin-biotin complex on the formalin-fixed and routinely
paraffin-embedded sections of surgical resected specimen
with chronic pancreatitis (n =10) and pancreatic carcinoma
(n =51).

RESULTS: The positive rates and the scores of MGMT, hMLH,
and hMSH, were significantly higher in chroinic pancreatitis
than those of pancreatic carcinoma (MGMT: 100.0% vs
39.29%,3.8+0.8 vs 1.8+1.4; hMLH1:100.0% vs 45.1%,
3.8+1.0 vs 1.7+1.6; hMSH,: 90.0% vs 50.9%, 3.5+0.9 vs
1.94£1.7). The positive rates and the scores of MGMT, hMLH,
and hMSH, were significantly higher in well-differentiated
adenocarcinomas than those of poorly differentiated ad-
enocarcinomas (P <0.05 or P <0.01). The positive rates
and the scores of MGMT, hMLH; and hMSH, were higher in
metastasis-free cases than those of ones with metastasis,
but no statistic difference was found (P >0.05). There was
also no difference among the expression of three proteins
and the other clinicopathological characteristics of pancreatic
carcinoma.

CONCLUSION: The expression of MGMT, hMLH; or hMSH,
might be related to the carcinogenesis and progression,
and they might have inhibiting effect on the carcinogen-
esis and progression of pancreatic carcinoma.

Yang ZL, Deng XH, Li YG, Zhong DW, Miao XY. Expression of MGMT,
hMLH; and hMSH, and its clinopathological significance in pancreatic
carcinoma tissues. Shijie Huaren Xiaohua Zazhi 2004;12(3):669-672
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Abstract

AIM: To investigate the liver pathology and the expression
of scavenger receptor B1(SR-B1) in C57BL/6J mice with
high fat and sugar diet, and the relationship between them.

METHODS: Ten normal diet, female C57BL/6J mice, fifteen
high fat and sugar diet female C57BL/6J mice, five fed 8
weeks and ten fed 16 weeks, were measured serum total
cholesterol (TC), triglycerides (TG), high density lipoprotein
cholesterol (HDL-C), fasting blood glucose (FBG) insulin
(INS) and liver weight, content of lipid and the expression
of SR-B1 in serum and livers.

RESULTS: In the 16-week-old mouse with high fat and sugar
diet, serum TC, and FBG were significantly higher than
those of normal diet mouse (2.31+0.16 mmol/L, 6.9+1.8
mmol/L, and 2.04+0.15, 5.1+1.9 mmol/L, P <0.05. INS
was also higher, but it was not statistically significant (12.5%
4.2 kU/L, 10.844.0 kU/L, P >0.05); serum HDL-C was lower
than normal (fed high fat and sugar diet for 16 wk, 0.92+
0.14 mmol/L; fed for 8 wk, 0.67+0.23 mmol/L; normal
mice, 0.97+0.08 mmol/L). High fat and sugar diet mouse
had fatty liver, and the mouse was fed for 16 weeks was
more severe than that fed for 8 weeks. The content of TG
and TC in the liver of high fat and sugar mouse was higher
than that of normal diet mouse, and the mouse fed for 16
weeks was more than 2 times of that in normal mouse.
The expression of SR-B1 protein in the liver of high fat and
sugar diet mouse was the higher than that of normal
mouse, and the mouse fed for 16 weeks was higher than
that fed for 8 weeks.

CONCLUSION: High fat and sugar diet leads to fatty liver

in the mice. The expression of SR-B1 in the liver is higher
than that of normal control significantly, which may be
related to the development of fatty liver.

Li L, Zhang J, Liu C, Zhou YJ, Peng Y, Meng X. High fat and sugar diet
induces fatty liver and expression of scavenger receptorB1 in C57BL/6J
mice. Shijie Huaren Xiachua Zazhi 2004;12(3):673-675
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Abstract

AlIM: To investigate the expression of TGFbl1, TGFR I,
TGFR II, Smad3, Smad7 in fibrotic liver induced by the
exposure of carbon tetrachloride (CCl,) in rats.

METHODS: A total of 24 Wistar rats were randomly allo-
cated into two study groups: normal group and model
group-CCl, rats. The latter group was administered with
CCL, solution to induce liver fibrosis. All the rats were killed
after 8 weeks. The level of TGFb1, TGFR I and TGFR 1II
MRNA were examined by RT-PCR. The expression of TGF-b1,
Smad3 and Smad7 were detected by immunohistochemical
staining in liver tissue. The serum hyalauronic acid (HA)
and the liver histopathology were also examined by RIA
and HE staining respectively.

RESULTS: In comparison with the normal group, TGFb1,
TGFR T and TGFR 1T mRNA were significantly increased
in model rats, the expression of TGF-bl and Smad3 was
increased and the expression of Smad7 was decreased in
livers of the model group (TGF-b1l, Smad3 and Smad7 in
normal and model group were 0.61+0.33 vs 1.57+0.53,
0.248+0.042 vs 0.785+0.904, 4.674+1.143 vs 0.470+0.097
respectively, P <0.05). The content of serum HA was in-
creased in model rats (HA in normal and model group was
(78.4+19.2 ng/L) vs (263.2+107.0) ny/L, P <0.01). The
histological changes of fibrosis was also remarkable.

CONCLUSION: TGFb1/TGF receptors /Smad signaling involve
the formation and development of liver fibrosis. The TGFb1 /

Smad signal pathway plays key roles in liver fibrogensis. It
may be a new pathway for the treatment of liver fibrosis.

Song SL, Gong ZJ, Zhang QR. Expression of TGFb1 and its receptors,
Smad3 andSmad7 in rats with experimental liver fibrosis. Shijie Huaren
Xiaohua Zazhi 2004;12(3):676-679

: (CCly)
bl (TGFb1) I, I (TGFR). Smad3.
Smad7
24 ,
40% 8 wk .RT-PCR
TGFbl, TGFR I TGFR II;
TGFb1l, Smad3, Smad7
: , RT-PCR
TGFbl, TGFR I TGFR II mRNA ;
TGFbl Smad3 ,  Smad7
,TGFb1l Smad3
,Smad7 (
TGFbl. Smad. Smad7 0.61 =
0.33 1.57 + 0.53, 0.248 + 0.042 0.785 = 0.904,
4,674 = 1.143 0.470 = 0.097, P <0.05);
( 78.4 + 19.2 my/L,
263.2 = 107.0 ny/L, P <0.01), HE

TGFb1l, TGFR I, TGFR II, Smad3
. Smad7 s TGFb1l Smad

, TGFb1 mMRNA
Smad3, 7 2004;12(3):676-679
http://lwww.wjgnet.com/1009-3079/12/676.asp

b1(transforming growth factor b1, TGF-bl)

[1-5]

(extracellular matrix, ECM) [6-8],



TGFb1 MRNA

Smads3, 7 677

TGF-bl I, 1 (transforming growth factor
b receptor, TbR) Smad
; (CCly) ,
TGF-b1l Smad )
TGF-b1l Smad
1
1.1 CCl, ,
400 mL/L ; Catrimox-14™ RNA

, Random primer, Ribonaclease inhibitor,

Reverse transcriptase(AMV), Tagq DNA , Marker
Takara ; Genbank ,
Takara (1. TGF-blmAb
; Smad3, Smad?7
Santa Cruza ; -
(hyaluronic acid, HA)
Wistar 24
, 200 + 20 g,
ccl, Wang et al ™
2 A 12 , B
12 A 3 ml/kg
sc, B 3 ml/kg sc 400 mL/L CCl,, 2  /wk.
8 wk , . ,
-20 C . , lcm x 1cm x
lcm 1 10% ,
-70 °C
1.2 TGF-bl, TbR I TbR II mRNA
RT-PCR RNA ,
1my RNA cDNA.
:94 °C 3min; 94 °C 1 min, 54 °C 1 min, 72 C
1 min, 30 ; 72 °C 10 min. 20 g/L
, HPIAS-2000
GAPDH mRNA TGF-
bl, Smad3 Smad7 SP ,
. PBS
, HPIAS-2000
, 10 (x 400 )
HA ,
HE
(
NG
SPSS (115 )
, mean+SD , t

R xC c?

2
TGF-b1, TbR T TbR 1T mRNA
, B TGF-b1l. TbR I TbR I mRNA
A , (P <0.05,
1-4). TGFbl, Smad3 Smad7 A :Smad3
Smad3 , TGFb1
. Smad7 )
, Disse
B TGFbl Smad3 ,
, TGFb1l ,
Smad7 ,
, Smad7
, B TGFb1l Smad3 A
, Smad7 A B ,
(P <0.05, 2).
HA(263.2 = 107.0 ny/L) (78.4 +
19.2 ny/L)(P <0.01). A ,
;B ,
A 0) B (2, 3, 4
2,7,1 ) (P <0.01).
1 TGF-b1, TGFR |, TGFR I  Smad7
(bp)
TGFb1 5’ -CACCATCCATGACATGAACC-3’ 404
5’ -TCATGTTGGACAACTGCTCC-3’
TGF receptor | 5’ -ATGGACTCAGCTGTGGTTGG-3 501
5’ -TCAACGGATGGATCAGAAGG-3’
TGF receptor 11 5’ -CTACAAGGCCAAGCTGAAGC-3’ 580
5’ -AGCCATGGAGTAGACATCCG-3’
GAPDH 5’ -TCCCTCAACATTGTCAGCAA-3’ 309
5’ -AGCTCCACAACGGATACATT-3’
2 TGFb,;, Smad3, Smad7 (meanzSD)
TGFb, Smad3 Smad7
A 0.61 + 0.33 0.248 + 0.042 4674 + 1.143
B 1.57 + 0.53° 0.785 + 0.904° 0.470 = 0.097°
P<0.05vs A



678 ISSN 1009-3079 CN 14-1260/R

2004 3 15 12 3

MARK

2000 bp
1000 bp
750 bp
500 bp
250 bp

1 RT-PCR TGF-bl GAPDH mRNA
A. B TGF-bl mRNA; 2. 4: A\ B
GAPDH mRNA.
MARK
2 000 bp
1000 bp
750 bp
500 bp
250 bp
100 bp
2 RT-PCR TGFR | GAPDH mRNA
A. B TGFR | mRNA; 2, 4: Al
GAPDH mRNA.
MARK

2 000 bp

3 RT-PCR
1. 3: A. B
GAPDH mRNA.

TGFR I mRNA GAPDH mRNA
TGFR || mRNA; 2. 4:

1.0r

O
O
0.5 -
0.0

TGF-b1 TRI1 TRII

4 RT-PCR TGF-b1, TR I TR Il mRNA

TGF-b

1 000 bp
750 bp
500 bp
250 bp
100 bp

[6]

(hepatic stellate cells, HSC)
(myofibroblast, MFB)

- TGF-b ,
[10-11]; TGF-b
, TIMP ,
ECM ’ 024 TGF-b1
TGF-b ECM
[13—1,6]. TGF-b
U
TOR 1 ,  TGF-b TOR T,
TGF-b TbR I , TOR I
I : TGF-b
Smad2. 3 MH2 SSXS ,
Smad4 ’
5 TGF-b
o201 Smad6, 7 TbR 1
/ 4, TbR 1
, Smad2, 3 , TGF-
b 4, Smad ,
I ,  TGF-b
HSC TGFb
, HSC MFB,
“, ToR I ThR I 23]
TGFb1 [, 1 mRNA , ccl,
TGFb , TbRT ThRT
, TGFb
' ’ TGFb1
Smad3 , \
’ , TGFb
TR T , Smad3 ,
’ ; Smad3
TGFb ,
4, HsC 1
Smad3 :
Smad7 , ’
, Smad7 ’
: TGF-b
HSC  Smad7 a2(I) MRNA
»  HSC MFB TGF-b Smad7
,  Smad2, 3 (22, 25-26]
Smad7 , ,
’ HSC
TGF-b Smad7 , Smad7
Smad7



, TGFb1 MRNA

Smads3, 7

679

’

TbR1 ,

TGF

TGF-b N N

HSC

Smad7 s

3

-b

Smad2. Smad3 s
HSC N
HSC

TGF-b
ECM,
MFB,

13, 27]

, TGF-b, TbR1, TbR I

)

Smad

[28-30] [31]

’

TbR II (soluble TGF-beta type Il receptor , STR)
TGF-b

, STR I mMRNA ,

Smad7 ,

MRNA

Smad2,

[32]

I,1

TGF-b/Smad ,
Smad7 ,

10

11

12

13

Smad7 s

[33]

TGF-b
, TGF-b

Wang YQ, Ikeda K, Ikebe T, Hirakawa K, Sowa M, Nakatani
K, Kawada N, Kaneda K. Inhibition of hepatic stellate cell
proliferation and activation by the semisynthetic analogue of
fumagillin TNP-470 in rats. Hepatology 2000;32:980-989

2002;10:327-328
Tahashi Y, Matsuzaki K, Date M, Yoshida K, Furukawa F, Sugano
Y, Matsushita M, Himeno Y, Inagaki Y, Inoue K. Differential
regulation of TGF-beta signal in hepatic stellate cells between
acute and chronic rat liver injury. Hepatology 2002; 35:49-61
Chang JK, Chuang LY, Ho ML, Wang GJ. Effects of nonsteroi-
dal anti-inflammatory drugs on transforming growth factor-
beta expression and bioactivity in rat osteoblast-enriched
culture. Kaohsiung J Med Sci  2003;19:278-288
Fortunel NO, Hatzfeld JA, Monier MN, Hatzfeld A. Control
of hematopoietic stem/progenitor cell fate by transforming
growth factor-beta. Oncol Res 2003;13:445-453

I, 11 TGF betal
2003;11:1185-1188
Gressner AM, Weiskirchen R, Breitkopf K, Dooley S. Roles of
TGF-beta in hepatic fibrosis. Front Biosci 2002;7:d793-807

. betall
2003;11:103-105
2003;

, . TGF-betal
11:326-329
Schuster N, Krieglstein K. Mechanisms of TGF-beta-mediated
apoptosis. Cell Tissue Res 2002;307:1-14
Si XH, Yang LJ. Extraction and purification of TGFbeta and
its effect on the induction of apoptosis of hepatocytes. World
J Gastroenterol 2001;7:527-531
Dooley S, Delvoux B, Streckert M, Bonzel L, Stopa M, ten Dijke P,
Gressner AM. Transforming growth factor beta signal transduc-
tion in hepatic stellate cells via Smad2/3 phosphorylation, a path-
way that is abrogated during in vitro progression to myofibroblasts.
TGFbeta signal transduction during transdifferentiation of he-
patic stellate cells. FEBS Lett 2001;502:4-10
Xiong LJ, Zhu JF, Luo DD, Zen LL, Cai SQ. Effects of
pentoxifylline on the hepatic content of TGF-betal and col-
lagen in Schistosomiasis japonica mice with liver fibrosis. World
J Gastroenterol 2003;9:152-154

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

Jones SE, Kelly DJ, Cox AJ, Zhang Y, Gow RM, Gilbert RE.
Mast cell infiltration and chemokine expression in progressive
renal disease. Kidney Int 2003; 64:906-913

Yu L, Border WA, Huang Y, Noble NA. TGF-beta isoforms in
renal fibrogenesis. Kidney Int 2003;64:844-856

Wen FQ, Kohyama T, Skold CM, Zhu YK, Liu X, Romberger
DJ, Stoner J, Rennard SI. Glucocorticoids modulate TGF-beta
production by human fetal lung fibroblasts. Inflammation
2003;27:9-19

Lu JP, Mao JQ, Li MS, Lu SL, Hu XQ, Zhu SN, Nomura S. In
situ detection of TGF betas, TGF beta receptor || mMRNA and
telomerase activity in rat cholangiocarcinogenesis. World J
Gastroenterol 2003;9:590-594

Blobe GC, Schiemann WP, Pepin MC, Beauchemin M,
Moustakas A, Lodish HF, O’ Connor-McCourt MD. Functional
roles for the cytoplasmic domain of the type 1l transforming
growth factor beta receptor in regulating transforming growth
factor beta signaling. J Biol Chem 2001;276:24627-24637
Fortuno ES 3rd, LeSueur JA, Graff JM. The amino terminus of
Smads permits transcriptional specificity. Dev Biol 2001;
230:110-124

Calabrese F, Valente M, Giacometti C, Pettenazzo E, Benvegnu L,
Alberti A, Gatta A, Pontisso P. Parenchymal transforming growth
factor beta-1: its type Il receptor and Smad signaling pathway
correlate with inflammation and fibrosis in chronic liver disease of
viral etiology. J Gastroenterol Hepatol 2003;18:1302-1308

Mori Y, Chen SJ, Varga J. Expression and regulation of intra-
cellular SMAD signaling in scleroderma skin fibroblasts. Ar-
thritis Rheum 2003;48:1964-1978

Inagaki Y, Mamura M, Kanamaru Y, Greenwel P, Nemoto T,
Takehara K, Ten Dijke P, Nakao A. Constitutive phosphory-
lation and nuclear localization of Smad3 are correlated with
increased collagen gene transcription in activated hepatic stel-
late cells. J Cell Physiol 2001;187:117-123

Roberts AB, Russo A, Felici A, Flanders KC. Smad3: a key
player in pathogenetic mechanisms dependent on TGF-beta.
Ann N Y Acad Sci 2003;995:1-10

Liu C, Gaca MD, Swenson ES, Vellucci VF, Reiss M, Wells RG.
Smads 2 and 3 are differentially activated by transforming
growth factor-beta (TGF-beta ) in quiescent and activated
hepatic stellate cells. Constitutive nuclear localization of
Smads in activated cells is TGF-beta-independent. J Biol Chem
2003;278:11721-11728

Schnabl B, Kweon YO, Frederick JP, Wang XF, Rippe RA,
Brenner DA. The role of Smad3 in mediating mouse hepatic
stellate cell activation. Hepatology 2001;34:89-100

Dooley S, Hamzavi J, Breitkopf K, Wiercinska E, Said HM,
Lorenzen J, Ten Dijke P, Gressner AM. Smad7 prevents acti-
vation of hepatic stellate cells and liver fibrosis in rats. Gastro-
enterology 2003;125:178-191

Liu YK, Shen W. Inhibitive effect of cordyceps sinensis on
experimental hepatic fibrosis and its possible mechanism.
World J Gastroenterol 2003;9:529-533

Liu XJ, Yang L, Mao YQ, Wang Q, Huang MH, Wang YP, Wu
HB. Effects of the tyrosine protein kinase inhibitor genistein
on the proliferation, activation of cultured rat hepatic stellate
cells. World J Gastroenterol 2002;8:739-745

Garcia L, Hernandez I, Sandoval A, Salazar A, Garcia J, Vera
J, Grijalva G, Muriel P, Margolin S, Armendariz-Borunda J.
Pirfenidone effectively reverses experimental liver fibrosis. J
Hepatol 2002;37:797-805

Lin JS, Song YH, Kong XJ, Li B, Liu NZ, Wu XL, Jin YX.
Preparation and identification of anti-transforming growth
factor betal U1 small nuclear RNA chimeric ribozyme in vitro.
World J Gastroenterol 2003;9:572-577

Yata Y, Gotwals P, Koteliansky V, Rockey DC. Dose-depen-
dent inhibition of hepatic fibrosis in mice by a TGF-beta soluble
receptor: implications for antifibrotic therapy. Hepatology
2002;35:1022-1030

Lan HY, Mu W, Tomita N, Huang XR, Li JH, Zhu HJ, Morishita
R, Johnson RJ. Inhibition of renal fibrosis by gene transfer of
inducible smad7 using ultrasound-microbubble system in rat
UUO model. J Am Soc Nephrol 2003;14:1535-1548

Terada Y, Hanada S, Nakao A, Kuwahara M, Sasaki S,
Marumo F. Gene transfer of Smad7 using electroporation of
adenovirus prevents renal fibrosis in post-obstructed kidney.
Kidney Int Suppl 2002;61:94-98



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

World Chin J Digestol 2004 March;12(3):680-684
ISSN 1009-3079 CN 14-1260/R
2004

hPTTG1

BASIC RESEARCH »

bFGF

" 710032
, 1972-07-31

, 710032,
. wangjiangweiran@hotmail.com
: 029-83375255

1 2003-10-21 1 2003-12-08

Expression of hPTTG1 and bFGF in
gallbladder carcinoma tissue and their
correlation with angiogenesis

Jiang Wang, Ke-Feng Dou

Jiang Wang, Ke-Feng Dou, Department of Hepatobiliary Surgery, Xijing
Hospital, Fourth Military Medical University, Xi’ an 710032, Shannxi
Province, China

Correspondence to: Dr. Ke-Feng Dou, Department of Hepatobiliary
Surgery, Xijing Hospital, Fourth Military Medical University, Xi’ an
710032, Shannxi Province, China. wangjiangweiran@hotmail.com
Received: 2003-10-21 Accepted: 2003-12-08

Abstract

AIM: To investigate the expressions of hPTTG1 and bFGF
in human gallbladder carcinoma tissues and their correlation
with angiogenesis and other clinicobiological behaviors.

METHODS: The expression of hPTTG1 and bFGF in 41 cases
of human gallbladder carcinoma and 22 cases of chronic
cholecystitis was detected by immunohistochemical staining
(SP method). The microvessels were highlighted by im-
munohistochemical staining (SP method) to detect anti-
gen of CD34. Angiogenesis was represented by intratumor
microvessel density (MVD).

RESULTS: In the gallbladder carcinoma, the positive rates
of hPTTG1 and bFGF were 82.9% and 75.6% respectively,
which were significantly higher than those in the chronic
cholecystitis (P =0.002 and 0.006). The expression of
hPTTG1 was significantly associated with clinical stages
and lymph node metastasis status (P =0.025, 0.007), but
not with histological differentiation (P =0.144). The expres-
sion of bFGF was significantly correlated with clinical stages
and histological differentiation (P =0.019, 0.015), but not
with lymph node metastasis status (P =0.081). There was
a significant correlation between the expression of hPTTG1
and bFGF (r =0.648, P =0.000). Neither of them had relation
with age, sex, histological type and cholelithiasis. The value
of MVD in the gallbladder carcinoma was significantly higher
than that in the chronic cholecystitis (t =3.684, P =0.001).
The expression of hPTTG1 and bFGF was correlated with
MVD in gallbladder carcinoma (P =0.000, 0.000). MVD in
the gallbladder carcinoma was significantly associated with
clinical stages and lymph node metastasis status (P =0.007,
0.024), but not with age, sex, histological type, histological

differentiation and cholelithiasis.

CONCLUSION: Overexpression of hPTTGL is related to the tu-
morigenesis and angiogenesis in gallbladder carcinoma, which
may provide a new target for therapy of gallbladdercarcinoma.

Wang J, Dou KF. Expression of hPTTG1 and bFGF in gallbladder
carcinoma tissue and their correlation with angiogenesis. Shijie Huaren
Xiaohua Zazhi 2004;12(3):680-684
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Abstract

AIM: To evaluate the local expression of CTLA4lg gene in
small bowels and its action on preventing acute rejection
of the small bowel allografts.

METHODS: Wistar rats underwent heterotopic small bowel
transplantation from SD rats. The recipients were divided
into experimental group (allografts were transfected with
CTLA4lg gene) and control group (CTLA4lg gene not
transfected) randomly. In the experimental group, the do-
nor small bowels were perfused ex vivo with CTLA4lg cDNA
packaged with lipofectin vector via intra-superior mesen-
teric artery before transplantation, and the CTLA4lg ex-
pression in the small bowel grafts post-transplantation was
assessed by immunohistology. On days 3, 7 and 10 post-
transplantation, the allografts in each group were harvested
for the examination of histology and assay of apoptosis.

RESULTS: Small bowel allografts treated with CTLA4Ig
cDNA showed abundant CTLA4lg expression after
transplantation. Acute rejection grade I on day 7 and grade
IT on day 10 after transplantation was noticed in the control
allografts, and a dramatically increased number of apoptotic
enterocytes in parallel to the progressive rejection could
be recognized. In contrast, the allografts treated with
CTLA41g cDNA showed nonspecific histological changes
and only a few of apoptotic enterocytes were found after
transplantation.

CONCLUSION: Local CTLA4lg gene transfection of small
bowel allograft is feasible, and the local CTLA4lg expression

in the allograft can prevent acute rejection after transplantation.

Wang YF, Xu AG, Hua YB, Wu WX. Effect of local CTLA4Ig gene
transfection on acute rejection of small bowel allografts in rats. Shijie
Huaren Xiaohua Zazhi 2004;12(3):685-688
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Abstract

AIM: To evaluate respectively the effects of portaazygous
disconnection (PAD), mesocaval shunt (MCS) and distal
splenocaval shunt (DSCS) on the portasytemic shunting
(PSS), hepatic function (HF), hepatic mitochondrial res-
piratory function (HMRF) and its ultrastructure, anti-oxida-
tion ability (HAOA) and lipoperoxide (LPO), so as to provide
theoretical basis to select a suitable operation.

METHODS: Using the cirrhotic portal hypertensive model
induced by CCl,/ethanol in Wristar rats, we investigated
PSS, HF, HMRF and its HAOA and LPO during three weeks
after MCS, DSCS and PAD.

RESULTS: After MCS, the PSS were further increased, HF,
HMRF and HAOA were significantly decreased, and LPO
increased. Hepatic mitochondrial ultrastructure showed
severely damaged. Only a little improvement was found
on the third week. After DSCS and PAD, above mentioned
indexes were less influenced, and they were restored a
little more quickly in DSCS groups than that in PAD groups.
During the first postoperative week, the PAD group showed
the highest mortality.

CONCLUSION: DSCS may be a desirable operation among
the three kinds of operation.

Xu XB, Cai JX, Dong JH, He ZP, Han BL, Leng XS. Effects of different
operations on cirrhotic portal hypertensive liver in rats. Shijie Huaren
Xiaohua Zazhi 2004;12(3):689-693
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Abstract

AIM: To investigate the effect of Dansen on gastric mucosal
Na*-K*-ATPase activity and gastric transmucosal potential
difference during severe intraperitoneal infection in rats.

METHODS: The intraperitoneal infection rat model was
established by cecal ligation and puncture (CLP). Assay of
Na*+-K*-ATPase activity in gastric mucosal tissue was conducted
by biochemical method. The electric-physiological recorder was
used to measure gastric mucosal potential difference.

RESULTS: The activity of Na*-K*-ATPase was markedly
decreased in infected group at 3h after perforation, com-
pared with the control group (P =0.0 271<0.05). There
was a minimum of Na*-K*-ATPase activity at 12h post-
perforation in infected group (P =0.0 062<0.01), only about
48.5% matched to the control group. Gastric transmucosal
potential difference (GTPD) of infected group decreased sig-
nificantly as compared with the control group (P =0.0 253
<0.05) at 6h after perforation, and rapidly dropped to the
lowest at 12 h post-perforation (P =0.0 025<0.01). At 12 h
and 24 h after perforation, GTPD was lower in infected group
than that not only in the control group (P =0.0 293<0.05).

CONCLUSION: The reduce of Na*-K*-ATPase activity may
play an important role in gastric mucosal barrier damage
following severe abdominal infection induced by CLP, and

the application of Dansen in earlier period can prevent the
occurrence of stress ulcer.

Zhang C, Liu ZK, Yu PW. Effect of Dansen on gastric mucosal Na*-K*-
ATPase activity and gastric transmucosal potential difference during
severe intraperitoneal infection in rats. Shijie Huaren Xiaohua Zazhi
2004;12(3):694-696
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, =20 C
, 450 m, pH7.4. A. B , A
100 mmol/L NaCl, 20 mmol/L KCI, 10 mmol/L

Na'-K*-ATPase ; , 5.6 mmol/L MgCl,, 2 mmol/L ATP-Na,; B 1 mmol/L
s KCI, NaCl 120 mmol/L,
A . A. B 100 m,
37°C 15 min, 150 g/L
11 wistar & 180 ( 100 i, -4°C (3000 g)15 min,
), 220 + 30 g, , 0.4 ml , 45°C 15 min, 660 nm
1 wk. 10 g/L , 30 mg/ Al ) . A.B A
kg, ’ ’ Na‘-K*-ATPase 280 nm
’ 2-3 cm, ’ 260 nm . : nmol
’ ’ 4 pi/min/mg/pro. GTPD : ,
’ 0.5cm, , AgCl;
9 ’ PHS-10A - ,
. , 50 ml/kg.
6h 1 ' '
, mv, .
12 ( ) , 60 meanSD ,
10 ) 2 spss 10.0 t
, , 0.02 ml/kg,
30 min. (3)
, . 2.1 Na'-K*-ATP 3h
3. 6. 12. 24. 48h Na*—K*— (P =0.0 271<0.05), 12 h :
ATPase ,  Mozsik etal [Am I Dig Dis 1976;21; ~ 48:5%. 481 : 12h  Na'-
649-654] _ , K'-ATP (P =0.0 253 <0.05).
( NaCl130 mmol/L, EDTA-Na, 5 mmol/L, L
30 mmol/L, pH 7.5) , , .22 3h , 6h (P=
- ( +2.4 mmoliL 0.0 352<0.05), 12 h (P =0.0 025<0.01).
) , 4°C (3000 g) 15 min, 12 h (P=
4°C (20 000 g) 20 min, , 0.0 293<0.05). 2.
1 Na*-K*-ATP (mmol pi/min/mg/pro, mean+SD, n=60)
t( )h
3 6 12 24 48
1529 + 13.8 1132 + 125° 106.8 + 12.3° 923 + 9.8° 955 + 11.3° 1276 + 12.7
1537 + 133 1157 + 13.2° 1095 + 13.1° 1329 + 7.1° 1384 + 11.9° 140.3 + 10.1
1542 + 135 152.8 + 11.6 1515 + 13.2 152.8 + 12.3 155.1 + 13.1 153.2 + 12.4
P <0.05, "P <0.01 vs P <0.05 vs
2 (mV,mean+SD, n=60)
t( )h
3 6 12 24 48
228+ 14 200 = 1.6 152 + 1.4° 115 « 1.4 16.9 = 1.4° 188 + 15
21.9 + 15 227 + 15 165 + 1.6° 204 + 1.4° 211 + 1.2° 216 + 1.4
228 + 15 236 + 1.6 231+ 16 234 + 15 226 + 1.6 223 + 1.4
P <0.05, "P <0.01 vs °P <0.05 vs
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Abstract _ . i
AIM: To observe whether the CD117-CD45 bone marrow +HGF FGF4 CD45CD117
cell can differentiate into the cells with characters of hepa-
tocyte by the stimulation of hepatocyte growth factor (HGF)
and fibroblast growth factor-4 (FGF4), and to explore the
acting mechanism of the growth factors. .HGF FGF4 CD45-CD117-

METHODS: Bone marrow cells were from the stern or ilium
of 4 healthy volunteers between 4-40 years old. CD117-
CD45- bone marrow cells separated by magnetic cell sorting
method, cultured in DMEM medium with FGF4, HGF, FGF4+
HGF or no growth factor were divided into four groups:
groups A, B, C, and D accordingly. Cells were collected on
days 0, 7, 14, 21, and 28 for detecting the hepatocyte
markers: AFP, CK18, albumin by immunocytochemistry,
glycogen by PAS staining and c-met, FGFR2 mRNA by RT-PCR.

RESULTS: The specific markers of hepatocyte were positive
in groups A, B and C but not in group D. C-met and FGFR2
MRNA expressed at a low level in the cells newly isolated
or cultured in the medium without growth factor, but at
increasing level after cutured with growth factor.

CONCLUSION: HGF and FGF4 can induce CD45CD117- dif-
ferentiate into hepatocyte-like cells. The effect of growth
factor on cell differentiation is probably by the positive regu-
lation between the growth factor and its receptor.

Li WX, Duan FL, Ma J, Chen XY. Differentiation of adult bone marrow
CD45CD117 stem cells into hepatocyte in vitro. Shijie Huaren Xiaohua
Zazhi 2004;12(3):697-701
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GIBCO, , RNA RT-PCR c-met FGFR2 mRNA:
QIAGEN , Revertaid First Strand cDNA CD117°CD45" c .D 7.
synthesis kit MBI , Probest Taq Takara 14 d ., 5x10° RNA(
, DAPI Roche , GeneRuler™ 100 bp DNA ), 600 mL RLT ,
ladder MBI , CK18 . . SP 30s. 700 mL/L 600 L ,
, , 15s. 700 mL RW;
AFP DAKO , DAB , 15s. 500 nL RPE Rneasy ,
, , Schiff 15s, . 1 15mL ,
1.2 4 , 4-40 30-50 L RNA , 8 000 g
8 mL , 1 min. Ao Ao
. CD45" RNA . ,
CD117" . (1) RNA 10 i (0.2 mg), oligo (dT)ss 1ni;
, Pre-separation filter . (2) 10niL 1, 3-5s5.70 C 5min, .
PE CD117(c-kit) (10 mL / .5 x buffer 4 nL; 1m; 10 mmol/L
107 )s 4°C 5-10 min. (3) dNTP x 2 m_ , .37 C 5min.
) , PE 20 L, 6- ReverAid M-Mulv (200u/nL) 1 ni, .42 C
12°C 15 min (20 nL /10’ ). (4) 2mL 60 min. 70 C 10min,
Buffer LD , 3) , .PCR C-metl, 5 - cattctgaagccgttttatgc-3’;
, CD117" . (5) C-met2, 5’ -atgccctctcctatgatct-3°, 601 bp.
CD45 ,4°C 15 min. (6) FGFR2,, 5 -aacaccacggacaaagagat-3’; FGFR2,5" -
, , LD .(7) , tcttggtegtgttcttcattcg-3°, 265 bp. b-actinl,
CD117°CD45 . , 5’ -ccaaggccaaccgcgagaagatga-3’; b-actin2, 5’ -
DAPI agggtacatggtggtgccgecaga-3° 587 bp.
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C 1.0 7.8 62.0 89.0 1054.6 0.000
1 3 4
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1 2 3 5
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1 2 3456
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Abstract

AlIM: To study the effects of L-arginine on the expression
of nitric oxide synthase and oxidative stress in rat liver
tissues with alcoholic hepatic steatosis.

METHODS: The rat alcoholic hepatic steatosis models were
made with ethanol supplied in the drinking water.32 SD
rats were randomly divided into four groups (n =8 in each
group). Rats were fed with 400 mL/L ethanol for up to 16
(group A) or 20 (group B) weeks. Rats in group C were
fed with ethanol as rats in group B and administered with
L-arginine by intraperitoneal injection from the 17th week.
Group D was the normal control. Rats in groups B and D
were administered normal saline by intraperitoneal injection
from the 17th week. The expression of protein and mRNA of
NOS in the liver was detected with immunohistochemistry
and reverse transcription polymerase chain reaction.
Meanwhile, NO, MDA, GSH,SOD contents were measured and
histopathological changes were observed in the liver tissues.

RESULTS: In groups A and B, different degrees of steatosis
could be seen. Steatosis was more significant in group B
than in group A (t =76.5, P <0.05). Compared to group D,
NO and MDA contents and the expression of iINOS were
significantly increased (P <0.01). However, GSH and SOD
contents and the expression of eNOS were significantly

decreased (P <0.05)in groups A and B. In comparison to
group B, steatosis in the liver was reversed or significantly
lessened (t =62.5, P <0.05), NO contents were unchanged,
MDA contents and the expression of iINOS were signifi-
cantly decreased (P <0.05), GSH and SOD contents and
the expression of eNOS were markedly increased in the
group C (P <0.05).

CONCLUSION: The therapeutic effects of L-arginine on al-
coholic hepatic steatosis are probably involved in decreased
iINOS expression, increased eNOS expression and allevi-
ated oxidative stress.

Tian DA, Hong JM, Liu NZ, Wang JL. Effects of L-arginine on expression of
nitric oxide synthase and oxidative stress in rat liver tissues with alcoholic
hepatic steatosis. Shijie Huaren Xiaohua Zazhi 2004;12(3):702-705
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Abstract
AIM: To study the effect of Lichangsifang (LCSF) on TNF-
a mRNA expression in rats with ulcerative colitis (UC).

METHODS: Ninty-eight SD rats were randomly divided into
seven groups, and every group had fourteen rats (seven
rats were male, and seven, female), namely the normal
control group, the pathologic control group, solfasalazine
(SASP) group, Wumeiwan (WMW) group, Baitouwengtang
(BTWT) group, Senglingbaishusan (SLSS) group and
Tongxieyaofang (TXYF) group. Except the normal control
group, the other six animal model groups of UC were made
through the integration of general immunity and local stimu-
lation with DNCB and acetic acid. The six animal model
groups of UC were treated by SASP, TXYF, WMW, BTWT,
SLBSS and TXYF respectively. After these treatment, the
changes of some immune indexes in the colon tissue such
as the lever of TNF-a mRNA expression were evaluated by
in situ hybridization.

RESULTS: The level of TNF-a mRNA expression in patho-
logic groups was significantly higher than that in normal

controls (P <0.01, t =4.128 vs normal control), The TNF-
a mRNA expression was decreased in WMW than those in
other pathologic groups (P <0.01, t =3.435 or P <0.05
t =2.593). TNF-a mRNA expression was decreased in
WMW group than those in BTWT group, SLBSS group and
TXYF group (P <0.05, g =2.581 vs BTWT group, q =2.834
vs SLBSS group, q =2.624 vs TXYF group). There was no
remarkable difference in the lever of TNF-a mRNA expression
among BTWT group, SLBSS group and TXYF group (P >0.05).

CONCLUSION: This model induced with DNCB and acetic
acid is successful. It is obvious that the cytokines play impor-
tant roles in pathogenesis of UC, especially proinflammtory
cytokines FNF-a, which can promote inflammation. WMW is
the most effective among the compounds, which have cura-
tive effects by adjusting immunity and inhibiting abnormal
inflammatory reaction in the course of UC.

Qiu MY, Fan H, Mei JJ, Shen GX, Liu SL, Zhao YQ. Effect of Chinese
herb compounds Lichangsifang on TNF-a mRNA expression of colon
tissue in rats with ulcerative colitis. Shijie Huaren Xiaohua Zazhi 2004;12
(3):706-710
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Abstract

AIM: To observe the influence of antioxidant N-acetylcysteine
(NAC) on nuclear factor-kappa B (NF-kB) and inducible nitric
oxide synthase (iNOS) in pancreatic tissue of rats with acute
necrotizing pancreatitis (ANP).

METHODS: A total of 95 Spraque-Dawley (SD) male rats
were randomly divided into control group (group C, n =25),
acute pancreatitis group (group A, n =35) and NAC inter-
vention group (group N, n =35). In group A, SD rats were
injected twice intraperitoneally with 8 g/L L-arginine (2x
1.2 mg/g) in an interval of 1 hour for ANP. In group C, SD
rats received the same amount of saline at the same time.
In group N, 0.5 mol/L NAC (0.05 mg/g) was administered
intraperitoneally 1 hour before the start of L-arginine
injection. Animals were killed at 6, 12, 24, 36, and 48
hours after the first L-arginine injection. The concentra-
tion of NF-kB and the activity of INOS in rat’s pancreatic
tissue of each group were assayed.

RESULTS: The concentration of NF-kB in pancreatic tissue
in group N significantly decreased in earlier period than
that in group A (10.4+2.3 vs 89.7+6.4, 6.8+3.2 vs 21.5+3.5,
7.943.4 vs 32.5+4.5, 5.4+2.7 vs 14.7+5.2, and 5.0+£3.7 vs
11.1+2.3, P <0.05 or P <0.01). iNOS activity increased in
group A, whereas it significantly decreased in group N
(15.2+ 4.0 vs 24.2+3.8, 28.3+£8.0 vs 36.8+6.0, 25.2+3.8 vs

30.5+3.5, 21.2+3.7 vs 28.7+7.2, and 18.8+5.5 vs 28.2+4.2,
P <0.05 or P <0.01).

CONCLUSION: Antioxidants may decrease the activity of
iNOS through the inhibition of NF-kB activation.

Tan ZR, Tang GD, Jiang HX, Deng DH, Yuan HF. Effects of antioxidant
on NF-kB and iNOS in rats with acute necrotizing pancreatitis. Shijie
Huaren Xiaohua Zazhi 2004;12(3):711-713
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Abstract
AIM: To study the histological changes of hepatic fibrosis
induced by diet iron overload in SD rats.

METHODS: After living on an iron overload in diet for 63
days, the male SD rats were decollated and the livers were
harvested to examine the liver indexes, morphology of
hepatocytes, hepatic stellate cells (HSC), sinusoidal endot-
helial cells, sinusoid, peri-sinusoid, and distribution of collagen
type Il and laminin were also observed.

RESULTS: On model rats there were coagulation necrosis
of hepatocytes, activated HSC, sinusoidal endothelial cells
with less fenestrae, sinusoidal capillarization and light peri-
sinusoid fibrosis, thickened basement of central vein, more col-
lagen types | and 1I and laminin than those in hormal controls.

CONCLUSION: Iron overload in diet for some time can injure
hepatocytes, activate HSC, decrease the fenestrae of sinusoidal
endothelial cell, and result in sinusoidal capillarization and
peri-sinusoid fibrosis. It may be better to establish an ALD
model with iron overload in diet.

Xu GF, Ge GL, Li PT, Tian DL, Jiang LD, Yang JX. Changes of hepatic
fibrosis induced by iron overload in SD rats. Shijie Huaren Xiaohua Zazhi
2004;12(3):714-718
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Abstract

AIM: To explore the objective quantitative index of spleen-
asthenia by investigating the effects of Sijunzhi decoction
on the somatostatin, motilin and cholecystokinin in gastric
antrum tissues and plasma in patients with spleen-asthenia.

METHODS: The levels of somatostatin (SS), motilin (Mot)
and cholecystokinin (CCK) in gastric antrum tissues and
plasma in patients with spleen-asthenia and stomach-heat
were observed before and after treatment by RIA, respectively.

RESULTS: Compared with the stomach-heat and the spleen-
asthenia treated by Sijunzhi decoction, patients with spleen-
asthenia before the treatment had significantly higher level
of motilin both in the tissues and plasma (“tissus” 109.4+
18.9 ng/g vs 219.8+25.3 ng/g, and 183.0+23.9 ng/g;
plasma: 61.7+10.6 ng/L vs 171.4+30.8 ng/L, and 126.3+
24.6 ng/L) (P <0.01); The SS contents in the tissues and
plasma were increased “antrum” 224.3+67.9 ng/g vs
80.2+25.6 ng/g, and 114.2+34.5 ng/g; plasma: 74.5%
17.2 ng/L vs 30.3+11.8 ng/L, and 38.1+12.7 ng/L (P <0.01):
The CCK levels in gastric antrum and plasma were also
arisen (tissues: 34.1+5.2 ng/g vs 21.6+4.7 ng/g, and 29.8+
6.8 ng/g; plasma: 5.8+0.4 ng/L vs 3.7+0.6 ng/L, and 2.9+

0.8 ng/L)(P <0.01). The contents of Mot, SS and CCK in
patients with stomach-heat were not significantly changed
(P >0.05).

CONCLUSION: The contents of Mot, SS and CCK may have
important values in the clinical diagnosis and treament for
patients with spleen-asthenia.

Ren P, Huang X, Zhang HX, Huang YX, Yang XZ, Zhao BM. Changs of
somatostatin, motilin and cholecystokinin in gastric antrum tissue and
plasma in patients with spleen-asthenia. Shijie Huaren Xiachua Zazhi
2004;12(3):719-722
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Abstract

AIM: To study the affecting factors on the production of
antibodies in SARS patients.

METHODS: In a total of 104 clinically diagnosed SARS patients,
the relations among 1gG antibody titer, patients age, duration
and the dosage of cortiscosteroids therapy were investigated.

RESULTS: Eighty-three (79.8%) patients were positive for
SARS-Cov antibody. The range of time for the occurrence
of the antibody was 8 to 32 days; the percentage for the
occurrence of the antibody in the periods of 0-7, 8-14, 22-28,
29-35, 36-42, 43-56 and 57-63 d were 0, 50% (21/42,
63.6%0) 42/62, 73.3% (44/60), 88.1%(37/42), 81%(17/21),
92.6% (25/27) and 50% (2/4) respectively. The titer of
antibody also increased from 0.14+0.05 in 0-7 d to 0.69+0.10
(43-56 d) and started to reduce after 8 wk. The positive
percentage and titers of antibody grew when the dosage
of cortiscosteroids was added. The positive percentage of
antibody in severe patients and mild patients were 95.7%
(22/23) and 75.3% (61/81) respectively, and the titers of
antibody in the severe patients were higher than that of
the mild patients (P >0.05) and the same change was also
found between 19-14 age group and 46-52 age group.

CONCLUSION: 79.8% of SARS patients are positive for
SARS-Cov antibody. The positive percentage and the titer

of antibody grow gradually while the duration prolongs,
but declines after 8 wk. It is positively related to the clinical
condition, but not affected by the dosage of cortiscosteroids
and the age of the patient.

Lu HY, Huo N, Wang GF, Li HC, Nie LG, Que CL, Li J, Li YH, Gao XM,

Zhao ZD, Zhuang H, Xu XY. Influence of factors on production of IgG antibody
in SARS patients. Shijie Huaren Xiaohua Zazhi 2004;12(3):723-725
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Abstract

AIM: To search for some objective indexes with high speci-
ficity and sensitivity to provide new clinical evidence for eluci-
dating the essence of spleen-asthenia syndrome by investi-
gating the gastric acid secretion, gastroduodenal movement
and electrogastrography in patients with spleen-asthenia (SA).

METHODS: Patients with SA, stomach-heat (SH)and flam-
ing-up of liver-fire (FULF)according to the theory of tradi-
tional Chinese medicine (TCM) were selected, in which breath
hydrogen test (BHT) and electrogastrography were examined.

RESULTS:In comparison with clinical normal reference
standard, the values of H,/excess in patients with SA were
lowered at 15 min, 30 min, and 45 min (13.16+4.51, 14.33+
4.18; G45 min, 15.57+4.89 vs 20-60 ppm, P <0.01), but
the groups of SH and FULF were normal. The results of small
bowel transit test (SBTT) after oral lactose BHT showed that
the time in groups of SH was increased (225.6+21.3 min vs
75-150 min and 60.4+34 min, P <0.01), compared with
clinical normal reference standard and the group of FULF.
The electrogastrography amplitude and frequency of
antrum, cavity, lesser curvature and duodenal bulb reduced

in the group of SA as compared with groups of SH and
FULF (P <0.01). There was not difference between SH
and FULF groups.

CONCLUSION: In patients with SA, the function of gastric
acid secretion is reduced, the small bowel transit time is
increased and the amplitude and frequency of
electrogastrography are reduced, which may be impor-
tant objective indexes in the clinical diagnosis and treat-
ment of spleen-asthenia.

Ren P, Huang X, Zhang HX, Huang YX, Yang XZ, Zhao BM, Zhao YL.
Significant changes of gastric acid secretion, gastroduodenal move-
ment and electrogastrography in patients with spleen-asthenia. Shijie
Huaren Xiaohua Zazhi 2004;12(3):726-729
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Abstract

AIM: To study characteristics of anorectal pressure, EMG
activity and effect of biofeedback training system on patient
with chronic functional constipation (CFC).

METHODS: Anorectal manometry was carried out in 144
cases of CFC by a monitor system (liquid-phase type) and
Biolab dynamics parameter before and after the biofeedback
training. 20 healthy individuals were taken as control.

RESULTS: Compared with controls, CFC patients showed
slightly lower anal quiesent pressure (P >0.05), lower
anorectal sphincteric squeezing pressure (15.7+1.4 vs 12.7+
1.4) (P <0.01), higher rectal defection volume thresholds
and higher rectal maximum talerable volume thresholds
(12+6.2 vs 14.946.6; 29.3+6.8 vs 36.0+7.3) (P <0.01;
P <0.01); EMG assessments showed that 100% patients
with CFC had the contradictory movement between the
pelvic floor muscle (PFM) and abdominal anterior oblique
muscle (AAOM). The movement extent of the PFM rose
from 5.3+£2.8 to 10.2+2.8 under quiet state (P <0.01), and
AAOM reduced from 34.445.2 to 30.814.9 (P <0.01); All
the abnormalities significantly improved with Orion PC/ 12 m
EMG biofeedback training therapy. After biofeedback training
therapy, symptoms of CFC patients were improved with
efficient rate of 84.03%; With increase of the treatment

time and shortenning of the interval and assistant training,
the curative efficacy rose and the recurrence rate reduced
(78.8% vs 91.7%; 69.2% vs 92.8%) (P <0.05; P <0.05).

CONCLUSION: CFC patients have abnormal anorectal
pressure, sensation threshold and unusual anus electric
activities. Biofeedback training therapy can improve the
above-mentioned indexes and is effective in 84.03% of
the patients. The relatively intensive long-time training can
improve the curative rate in a short period, and family assis-
tant training can reduce the recurrance rate of the disease.

Yang LM, Lin JB, Zhao YL, Liang JL, Lin H, Zhong Z, Chen RW, Xie JF,
Liu FY, Wu ZR. Effects of biofeedback training by EMG on patients with
chronic functional constipation. Shijie Huaren Xiaohua Zazhi 2004;12
(3):730-733
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Abstract

AIM: To improve the survival rate of pancreatic cancer
patients after extended pancreatectomy.

METHODS: The clinical data of pancreatic cancer patients
were reviewed after extended pancreatectomy, without
adjuvant therapy (control group, n =27) or with 5-fluorou-
racil (5-FU) regional perfusion via arterial chemotherapy
pump (5-FU group, n =30), and the prognosis of the two
groups were compared.

RESULTS: The survival rate in 5-FU group (median survival
time=16 months) was significantly better than that in con-
trol group (median survival time=12 months) (P <0.05,
Kaplan-Meier survival analysis, Log rank test); The 2-, 3-
year cumulative survival rates in 5-FU group were 37%
and 26% respectively, significantly better than those in
the control group (15% and 5% respectively) (P <0.05, c?
test); The cumulative rate of death by hepatic metastasis
alone in 5-FU group was significantly lower than that in
control group (P <0.05, Log rank test); The WHO grade
toxicities of 5-FU group generally were WHO [ and 1II,
and no WHO IV toxic events were observed.

CONCLUSION: 5-FU regional perfusion chemotherapy via
arterial chemotherapy pump after extended resection for
pancreatic cancer can reduce the hepatic metastasis with

relatively mild toxicities and increase the survival rate of
the patients.

Lu P, Liu F, Wang CY, Xiong JX, Chen LB, Wan CD, Gao JB, Run XQ.
Regional perfusion chemotherapy via arterial chemotherapy pump af-
ter extended resection for pancreatic cancer. Shijie Huaren Xiaohua
Zazhi 2004;12(3):734-737
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Abstract

AIM: To determine the sonographic features of xantho-
granulomatous cholecystitis (XGC), which could improve
imaging diagnosis.

METHODS: The sonographic features of 32 patients with
surgically resected XGC were retrospectively evaluated on
the basis of the surgical and pathological findings. The
patients were 15 women and 17 men, aged from 21 to 88
(mean 55.3) years.

RESULTS: The gallbladder wall was thickened in all patients.
Among the 32 cases, 15 (46.9%) were between 4 mm to
6 mm; 14(43.8%) were between 7 mm to 10 mm; 3(9.3%)
were between 11 mm to 22 mm. On the membranous
surface of the gallbladder wall, 20 (62.5%) were smooth,
while 12 (37.5%) were uneven. Other manifestations
included intramural hypoechoic nodule in 5 (15.6%),
intramural cholelithiasis in 1 (3.1%), and cholelithiasis 30
(93.8%), respectively. Two patients (6.3%) had liver
hypoechoic or iso-echoic mass resulted from the infiltration
of XGC.

CONCLUSION: Sonographic manifestations present thick-
ened gallbladder wall, with intramural hypoechoic nodules
and/or cholelithiasis. Sonographic examination can reveal
the surgical and pathological findings of the XGC.

Zhang M, Peng YL, Luo Y, Zhuang H, Yang ZG. Xanthogranulomatous
cholecystitis: Sonographic, surgical and pathologic correlation. Shijie
Huaren Xiaohua Zazhi 2004;12(3):738-740
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Abstract

AIM: To investigate the variation and their relationship
between erythrocytic immunity and T-cell subsets in patients
with benign and malignant gastric ulcer (BGU and MGU) and
to provide a basis for prevention and immune therapy.

METHODS: In 30 cases of BGU, 25 cases of MGU and 32
cases of normal control, RBC-C3,RR, RBC-ICR and RBC-
TRR were tested by immune adherence rosette method.
T-cell subsets were tested by SAP assay.

RESULTS: RBC-C5,RR and RBC-TRR remarkably declined in
MGU group than those in BGU group and the control group
(P <0.01). The number fractions of CD3*, CD4*and CD4*/
CD8* ratio were significantly lower in MGU group as compared
with BGU group and control subjects (P <0.05). The value
of RBC-ICR and the percentage of CD8* were the highest
in MGU group. They were second in BGU group and the
lowest in the control group (P <0.05). The CD4*/CD8" ratio
was significantly correlated with the value of RBC-C3,RR
and RBC-TRR in the BGU and MGU groups (P <0.01).

CONCLUSION: Both erythrocytic immunity and T-cell subsets
may play an important role in the occurrence and devel-
opment of the BGU and MGU. Erythrocytic immunity may
regulate the activity of immune cells including T-cell subsets
via some mechanisms. Erythrocytic immunity and T-cell
subsets may have the immune prevention functions in pa-
tients with BGU and MGU.

Fang H, Tan SY, Luo HS, Shen ZX, Yu JP. Relationship between
erythrocytic immunity and T-cell subsets in patients with benign and
malignant gastric ulcers. Shijie Huaren Xiaohua Zazhi 2004;12(3):741-743
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Abstract

AIM: To investigate the sleep quality in patients with irri-
table bowel syndrome (IBS) and its relationship with the
patients” psychiatric symptoms.

METHODS: The quality of sleep and psychiatric symptoms
in consecutive 41 patients with IBS according to Rome 11
criteria were measured by Pittsburgh sleep quality index
(PSQI) and symptom checklist-90 (SCL-90), respectively.
In the meantime, 37 matched heath controls and 35 pa-
tients matched patients with peptic ulcer diseases as con-
trols were also evaluated. The relationship between PSQI
and psychiatric symptoms was investigated by regression
analysis.

RESULTS: Compared with health controls, IBS patients had
more psychiatric symptoms (40.2+4.5, t =2.63, P =0.047),
and higher scores of depression (0.64+0.24, t =2.53, P =
0.020) and anxiety (0.67+0.30, t =2.16, P =0.016). Among
IBS patients, the quality of sleep and daily functions sig-
nificantly decreased. PSQI and sleep disturbances as well
as soporific using was markedly increased . The scores of
obsessive-compulsive (t =2.60, P =0.037), and mental
factor (t =2.71, P =0.028) were higher in IBS patients
than that in patients with peptic ulcer diseases. Multiple
regression analysis showed negative relarionship between
the quality of sleep and many psychiatric symptoms (R >
0.195, P <0.05, respectively).

CONCLUSION: IBS patients have sleep disturbances asso-
ciated psychiatric symptoms.

He JQ, Wang WA, Hu PJ, Chen W. Sleep quality in patients with irri-
table bowel syndrome.Shijie Huaren Xiaohua Zazhi 2004;12(3):744-747
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