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Abstract

The treatment of hepatic metastasis is a
very difficult problem in tumor treatment.
Although there are more therapeutic methods
now available, the cure rate is still not very
satisfactory. Metastatic liver cancer prognosis
depends on the site of the original tumor,
the degree of malignancy, the involvement
of the liver, and extrahepatic metastases in
patients with systemic conditions. Patients with
Advanced liver metastasis of the tumor, can
only be treated with a comprehensive treatment
consisting mainly of surgical methods that can
improve the quality of life and prolong survival.
This paper reviews the progress in the treatment
of hepatic metastasis.
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Abstract

The new Rome III criteria reflect upon a more
than 15-yr process to legitimize, classify and
bring scientific credibility to the functional
gastrointestinal disorders. This article will
reviews the Rome committee process that led
to the production of these documents, the
Rome III Classification System, a description
of the changes from the Rome II criteria
(published in 2000), and the future of the Rome
Foundation activities. These new criteria are of
value in clinical practice, for epidemiological,
pathophysiological and clinical research, and for
the development of new therapeutic strategies.
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Abstract

AIM: To investigate the effect of astrogalosides
on periovular granuloma and liver fibrosis in
mice with schistosomiasis japonica.

METHODS: One hundred and twenty ICR mice
were infected with cercarie of Schistosoma japoni-
cum. The infected mice were divided randomly
into four groups at the end of the 5th week after
infection: model group, high dose astrogaloside
group (20 mg/kg per day), low dose astrogalo-
side group (10 mg/kg per day) and liver protec-
tion tablet (Hugan pian) group (540 mg/kg per
day) as positive drug control group. Forty days
after infection, the four groups were treated with

www. wjgnet.com

praziquantel (500 mg/kg per day) for 2 days.
Thirty healthy ICR mice were used in this ex-
periment as normal control group. Ten mice in
each group were sacrificed at the end of the 6th,
10th and 14th weeks, respectively. Meanwhile,
the liver index, hematoxylin and eosin stain and
Sirius red stain were used to evaluate the mean
area of periovular nodules and the degree of
liver fibrosis. Types I and Il collagen on tissue
microarray sections were detected by immuno-
histochemistry.

RESULTS: At the end of either the 10th or the
14th week in groups receiving two different dos-
es of astrogalosides, the mean area of periovular
nodules was decreased significantly, the degree
of liver fibrosis and the expression of types I
and Il collagen (P < 0. 01 or P < 0. 05) was also
reduced in comparison with those in the model
group. The mean optical density values at the
end of the 10th week in the high and low dose
astrogaloside groups and the model group were
0.093 £ 0.002, 0.084 + 0.003 and 0.134 + 0.004 for
type I collagen, and 0.074 + 0.002, 0.104 + 0.005
and 0.146 + 0.008 for type Il collagen, and those
at the end of the 14th week in the three groups
were 0.099 + 0.004, 0.095 + 0.004 and 0.141 + 0.007
for type I collagen, and 0.070 + 0.003, 0.077
+0.003 and 0.101 + 0.004 for type Il collagen.
Meanwhile, there was a significant difference
in the protein expression of type Il collagen
between the high and low dose astrogaloside
groups at the end of the 10th week (P < 0.01).
However, at the end of the 6th week, there were
not any differences in all the above parameters
among the different groups.

CONCLUSION: Astrogaloside exerts its effects
on hepatic fibrosis in ICR mice with schistosomia-
sis japonica by inhibiting periovular granuloma
and reducing the synthesis of types I and IIl
collagen.

Key Words: Astrogaloside; Schistosomiasis japani-
aa; Liver fibrosis; Immunohistochemistry

Ding XD, Wang HQ, Wu Q, Wang XL, Huang Y, Zhang Q,
Yang F. Effect of astrogalosides on liver fibrosis in mice
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2E A ELSL
2280 T A 4
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I JF 4 e A For S 91 A 2 B 6 %5 v

Fik: A B KRR kMR ICR A KA
FF LT A sh AR 5 whk RS 4 ASTH
#H&4120 mg/(kg-d). ASTILA E2010 mg/
(kg-d). FaMEZE 37 IF 28540 mg/(kg-d)FeBE R
SR, AR T R 40 dJ5, s R A k2 d
500 mg/(kg-d). Bl A& E EF 3T RAI0R. B
F )56+ 104714 WkAF LA REALAL 7610 R, ILEEAF
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0.002. 0.084=0.003 vs 0.134+0.004, P<0.01;
0.074+0.002. 0.104+0.005 vs 0.146+0.008,
P<0.05; 14 wk: 0.09940.004. 0.095+0.004
vs 0.14140.007, P<0.01; 0.070%0.003. 0.077
+0.003 vs 0.101 £0.004, P<0.05). B %10 wk,
ASTE . KA TAMAKRE G4 EH %
F £ F(P<0.01).
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YA AE .

XA HELHE, HARMKERAR, FFE%EL; R%E
HL M

TO%R, E208 28 EFR. &8 KiE BN EEREN
B BARMIRRRAF A4, BFRENEHZE  2008;
16(2): 125-131
http://www.wjgnet.com/1009-3079/16/125.asp

033

H A 9 5 T 27 440 2 5 80 T i ik s . 1
KA F A H i ) 3 B SRR, A AR I W
SRR SR AE T R DAL AT o R B £
AU IR R A R R R, P W 2 4 = L X
e LN | I RN R o R S o oo T 1
YEAb R R = AN SCHERRTY, (H R G E BUR R

BT Piit. DU LTI e 5 1R H,
iy LA @A NG AR AR S5 = AR A
ASTHULE B3I ETEALARIESN, WA WAST
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1.2.1 D FIFLF 4 AR oy 3 50 BATIZIEE o
T L ) R K ok R H AR I R, DA G B
TR/ U R R B R, SRS 120 7
ICR/NER, A H/N BUBZE30 £ 145 H AR I H 2
e,
1.2.2 440 R 252 SR /NSRS d)F, B
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1 BRNSERRIBBIRELER(x100). A: IEFHRIEL; B: 6 wk; C: 10 wk; D: 14 wk.

JHE SR = JH R 0T/ BT X 100%.
1.2.3 REF S UL AR A, 4 umiE
SR, VEHERUR AR ALY, HEG (A D) ot
B S JFEIIE UG 25795 (1) K, RARFELL G D)
SR T LT UEACRR L. T 4T A0 B 0 b o™
0202° =1, 1E%; 1 442" = 2SR 2T it 58 A 2
FAFGERR AT 12027 = 410 X AT KR AT 4,
NN A D B 4 112420 = SR 40N
JEAH 22 /N [].
1.2.4 ARG K e#E: HERAY) A, b R
P78 58 S bR AR Rk, A 9482 mmBCRE S
MHEAAR I RIRRE, AN PUORE3AS, JF IR
S A (17 X 6 m M I R AL i Py, 2 — g 3
Ja A2, 4 pmEIESD) R, 53 EHER
T A G,
1.2.5 T+ M2 R Zpagesian: 4
e 20 A0 G 0 B AR Fe AR SOk ) & vl W AT
B8 35 F1 4508 AR 2 S A i A AL R A, SR
Image-pro plusBUR M Al THEF 305 R
(mean optical density, MOD).

Gt = PR H mean+ SDE IR, K
HISPSS13. 0%k {1 HEAT BLPK 3275 2243 #T.

2 B8

2.1 FFREF54 6. 10R114 wkif, ASTH 4
) EE A R A T 21 1) T i 088 T OE A
(P<0.01), ASTim A& & 241 FIBL A 4 2 8] TG
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= 1 /\EAFAEESN =10)

4548 FFAEIEEN

6 wk 10 wk 14 wk
FENRA 4.64+014 394+0.16 4.23+035
ERNBYE  7.33+0.31° 6.10+£0.13° 534+0.34°
ASTSFI&  7.52+0.22° 6.21+0.19° 5.38+0.21°
ASTIRIE  7.93+0.30° 6.66+0.29° 530+0.13°
PRTR4E 7.14+025 6.42+0.32 5.08+0.15

°P<0.01 vs [EENIBZE.

W2 S (R,

22 FALHEARRIBL L E R R IEH
A1/ BRUE AL 2R TR /N i 2 40 S 8 n] DL e i ik
U IR T i i 28, A DXL 2D o IR DR A 4
(KI1A). 6 wkIFAST R G ALRIB AL 4] 2
I — AL E L W& % 5, AR R
BOLE IR b SR 41 Y05 X R bk e 4
T G TR RN M 23, mT LI 2L 2 R AR, 3
A3 DXL HUE SR AR R, H O 4 R T A
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HOOp gy, SR R [ AT AR T R R AT 4 4 i A
W JREF Y f 8, JRn] WL/ 2k IR 45T, AST
PR A0 e 2 ) O 5 T AR A B SR A TR 4
(P<0.01, P<0.05); HL G &5 17 R/ ik ] R 1 e it
LRUERE A, ER 4 1) S /N TR ZEf (B 1C). 14wk
T TR A YA g5, T W S AT AR XA

9T i 3 4 R
LN L AR
J b K AR H
ok S F Y AR
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H4E RIVS AN x 10° pm’) FagiiEs f; “ﬂg ; g’g f iy
6 wk 10 wk 14 wk 6 wk 10 wk 14 wk %
EANYERZE  851+1.13 13.84+0.77 10.45+0.90 3.80+0.20 6.80+0.61 5.20+0.61
ASTIERIS 8.68+1.30 11.16+0.88"° 7.97+0.50° 3.90+0.38 4.80+0.53° 4.20+0.69°
ASTSFIE&  9.38+0.87 10.32+057° 6.76+059° 3.60+030 4.40+0.65° 3.60+0.58°
ZICPIFE 937+£037  975+064  6.72+043 3.80+055 520+£0.61 4.60+0.60
P<0.05, °P<0.01 vs ERINIBL.
458 R | PR I
6 wk 10 wk 14 wk 6 wk 10 wk 14 wk
IERAE 0.025+0.002 0.028+0.003 0.024+0.002  0.030+0.003 0.037 +0.004 0.032 +0.003
BRI 0.086+0.003" 0.134+0.004" 0.141+0.007° 0.102+0.006" 0.146+0.008"  0.101 +0.004'
ASTIEEAIE  0.081+0.003 0.084+0.003° 0.095+0.004° 0.098+0.005 0.104+0.005™ 0.077 +0.003"
ASTSHIZ  0.089+0.004 0.093+0.002° 0.099+0.004°> 0.092+0.005 0.074+0.002°  0.070+0.003"
PR 0.086+0.004 0.101+0.005 0.102+0.007  0.101+0.004  0.120+0.002 0.078 +0.003

°P<0.01 vs EHIA; %P<0.01 vs ASTEFISA; 'P<0.01 vs IFRA.

HASTE AR LBRADNHALRN T .
AR I & s AN R R S 1, B LTV
DX J UG 575, AR A /) BB A J G I ) () 42
K, T AR JR A e N, 10-14 wkZEFFEAH
5 e B KT TR i JRAE 10 wk i 25 2 4
14 Wkt & R P56 wkiK -, 25 a] s 2 4] 55
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JR Ay 7 B 40 M 41356 5 (extracellular matrix, ECM).
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Abstract

AIM: To investigate the correlation between
expression of Caspase-12 protein and apoptosis
of hepatocytes during rat liver cirrhosis induced
by carbon tetrachloride (CCL,).

METHODS: Liver cirrhosis in male Wistar rats

was induced by subcutaneous injection of undi-
luted CCl, (3 mL/kg body wt) followed by 500
mL/L CCl,-olive solution (2 mL/kg body wt)
twice a week for 12 weeks. Hepatocyte apoptosis
indices (TUNEL staining), immunohistochemis-
try and expression of Caspase-12 protein were
observed dynamically at wk 4, 8, 12 during the
modeling course.

RESULTS: Typical acute liver injury was ob-
served at wk 4, typical chronic liver injury and
fibrosis at wk 8 and typical cirrhosis at wk 12,
respectively. When the liver injury and cirrho-
sis became aggravated, hepatocyte apoptotic
index increased significantly in the 4-week
model group, compared with normal group
and 8-week model group (70.4 + 11.59 vs 9.6
1.14, 95.8 + 10.94, P < 0.01). There were signifi-
cant differences in hepatocyte apoptotic index
between 12- and 8- week model groups (122.8 +
17.51 vs 95.8 £ 10.94, P < 0.05). Caspase protein
expression increased significantly in the 4-week
model group, compared with the normal group
and 8-week model group (0.071 + 0.014 vs 0.014
+ 0.007 and 1.172 = 0.028, P < 0.01). There were
significant differences in Caspase-12 protein ex-
pression between 12- and 8- week model groups
(1.84 £ 0.083 vs 1.172 £ 0.028, P < 0.01). Further-
more, hepatocyte apoptotic index was positively
correlated to Caspase-12 protein expression (r =
0.89, t =9.125, P < 0.01).

CONCLUSION: Endoplastic reticulum apopto-
sis pathway is involved in hepatocyte apoptosis
during rat liver cirrhosis induced by CCl,. Ex-
pression of Caspase-12 protein, the key molecule
in this pathway, represents the degree of hepa-
tocyte apoptosis.

Key Words: Liver cirrhosis; Apoptosis; Caspase-12
protein
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Caspase-12% & & ik 5 FTF 4 feL 8 T 69 A8 4.

J7ik: % KCCl, 3 mL/kg sc, »AJ5500 mL/L
CCLMAL i Ei&R2 mL/kg sc, 2:R/wk, 23112
wk) & K FATARRAAEEAR . %4 wk. 8 wk. 12
wk 3/ B A &, Bh AT i A e A, AT
20 4% Caspase-12 . 9% 21 2340 52 B & & Kk

R A K R4 wkit 2R o) ST
R, 8 wkif K R 2 A o 1% MEAT IR 45 BT 41 4
PG R B2 7 % 12 wkBt B4 s T AR AL, K& AT
PG A Fa BT RRACTS i, BT @0 IR =48 3 2
F¥m, BRI AT RE4 wkig B 4L, BEA SRS
wkILE A B % 2 (70411159 vs 9.6 1.14,
95.8410.94, P<0.01), KA 5+ BE12 wki5 AE A
*FRE8 wkibd A ot 5 & L (122.8+£17.51 vs
95.84+10.94, P<0.05). Caspase-12%& & & ik 7r
BE ¥, A TRA wkl EFA. AR At
P8 wkIbE A B % £ 5(0.071£0.014 vs 0.014
+0.007, 1.172£0.028, P<0.01), A7 24 1812
wk5 BRI 3 PR 8 wkILA IR % £ 57 (1.84 £
0.083 vs 1.17240.028, P<0.01); HAT 2 i 8 =
8 H A=Caspase-127%& & &£ L FZ ] 2 EAH £
(r=0.89,¢=19.125, P<0.01).
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Abstract

AIM: To investigate the inhibitory effect of
siRNA on heparanase expression in HepG2 cells
in vitro and in vivo.

METHODS: Human hepatocellular carcinoma
(HCC) cell line HepG2, which has naturally high
levels of endogenous heparanase, was transfect-
ed with a plasmid expressing siRNA directed
against human heparanase mRNA (experiment-
al groups). An empty vector was designed
as a control. The stability of transfection was
analyzed by flow cytometry. RT-PCR and West-
ern blotting were used to confirm the efficient

silencing of heparanase gene expression. Cells
transfected with siRNA vectors were inoculated
subcutaneously into nude mice to test the prolif-
eration of tumor cells. Heparanase expression in
tumor was tested by immunohistochemistry.

RESULTS: Compared with cells transfected
with empty vector, HepG2 cells transfected with
the anti-heparanase siRNA vectors had a sig-
nificant decrease in heparanase expression. In
vivo, tumors produced by cells transfected with
the anti-heparanase siRNA vectors grew much
slower than those arising from cells transfected
with the empty vector. There were significant
differences in the inhibitory effect on tumor
growth between the experimental and control
groups (P < 0.05), but there were no significant
differences between the experimental groups.

CONCLUSION: Down-regulating the expression
of heparanase by RNA interference can signifi-
cantly reduce the expression of heparanase in
HepG2 human HCC cells, which leads to inhibi-
tion of proliferation of HCC cells in vivo.

Key Words: RNA interference; Heparanase; Hepa-
tocellular carcionoma; Western blotting; Immuno-
histochemistry
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HAEY: RARNAFH(RNALD S A7 5 I 5 48
#t A Hep G2 & B (Hpa)# £k, R QUL
i £ K 84 AR VA

Tk AR RARIF oy gk a2
Hpa#z & F XA RNA(Hpa-shRNA) F A7 & ik H AR
A8 e e A5 40 J Mk HepG2(% & ik Hpa), F
EE BRI, AN WA RS BT
%, Western blot & RT-PCRA& N AT & B & & A=
mRNAF L BT 20 Fo 3t B8 20 64 i 9 4m L %
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0N, T LB A I BT 2 Bl A b S8 4L 4R 0 K

SR 5o Rk, THE O HepG2aa b
¥ Hpa mRNAA=Z & & ik 9 2 EAK, FHA4R
RO IFJE A Kk AR T2, ot &R AW T
wamErFIBERT B ZR AL, 9
xR B £ F(P<0.05), BTHRALR
* £ %(P>0.05).

it B ARNAIF KT B Hpak B 7T VLA 2k
T AR & AT 7% 4 it P Hpa mRNAR & & 6 &
ik, pE AR AT K.

FEE: RNATHE; IR, S, fEal; f
L

BHE, NEX, FHK, B, T, S&. RNATHF
R RBIRPRRNEINBEEKIHENER. BFRENH
L7 2008; 16(2): 138-143
http://www.wjgnet.com/1009-3079/16/138.asp

03I
Ji 2 M (heparanase, Hpa) e —F B-D-F % i 11 12
WD, B RN 24034 AN E T(ECM)
RIS JEG (B M) 114 2 2 i 70 i PR I 35 B 11 2
(HSPG) BRI 25 (HS) M, 3t i A5 2R Hh 41 i
4715 TR S T L S ) o 5 ), iR 4 i
I R MR I T O A vl I AR
FHE

EF KEMRAIEHHpaXf MR d 8 &
B A7 e B AE . WF 903 56 Ja K 5 2 i e (S
OO R st gt LR
FalL En s U M R MR Y s R
FEUL BB R ke O
i ik 4 w41 L W Hpa mRNARIEKF,
R IR e TG R FE R REOR, AR
AR ERER ) PR 40 P, JEHpa mRNAZ LK
s, 10 R AE MR mRNANNK K £IL, 5% 1F
WHLANIARIL. R, 2= EE A 6T &
TS5 e 98 e A 1R T L i I S V.

AR RN AT (RN AL Al i
A0 Hpalf) 223, A& P 5 2008 g A= K i
HIER. BATEH I-E P X Hpa-siRNA, #J%E
sIRNA ) ELAZ LB BAA, T e G i 41 ok
HepG2, BT RT-PCR. Western blot. # s
RO A A ST R M siRN A ) T4
SR ok T 9 A0 P 2B K T R e, A S DA 3R
Ttk B8 SRR Va7 B LB I S 4 R
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1 RIS

1.1 A PIBiRNAY AL P 21, T B 5 28 4R
WA A T], pGCsi RNAI#AA R G H i
IEVHARABRA A, Lipofectamine2000% H
Gibco BRLA Al; sl &8 A Invitrogen 24
A RPUITE L P H Santa Cruz/a &) ; w24l
J#1{X(BD, FACSCalibur); T A 2= BFmAb Hi 4
F A AL ALY (HR PYARIC ) 4T BLUER
&, DAB ARG A P A2 AEWEAR AT
R 4-5 AR AR B A B S 56 B Hh O AL

12 F ik

1.2.1 ## Hpa-siRNAA M Rk &k KM
AmbionA #] f]Cenix Bioscience T & K% 14k
PRV IA BT BT E X HpalfsiRNACH R dh
FA), B AT U6 5 1. S5t E M
(GFP)A:H FINeo & M [fIpGCsi RNAIR S, 14k
24N X Hpaff 4 & K ARNA(Hpa-shRNA) EL#%
FIEHAE. ¥5 45 Hpa-siRNAF A [FIDNA oligos
B K(90°CHLE4 min, 70°C 10 min, 18144
F10°C), AL pGCsigdifkBamH 1 Fl
Hind 1IAGY)), K95 1B 44 pGCsi-Hpal #1
pGCsi-Hpa2(F1).

1.2.2 #87 4 FHep G2 4 ftu: HUM B K 1
S I FEHepG2(AS ZARAF), H10.25% [l (0.25 ¢
JEERE N\ 21100 mL PBSH ) AL 40 d, #:FhT-64L
B(5 X 10° /4L), Fl 45100 mL/LG 2 1f3% [ DMEM
BRI B 92 2290% i 75, Lipofectamine20004©
FUETE Y, SRR B T, S
Iy A3 GFPAEA], R g #iikpGCsi(ily
GFPHR 5 L), BHPEXT B, 5% Yep GCsiflny
# GFP-siRNAfIp G CsiZi A& (U iE 2044 (14 %50 T
Perkae); T4, 7% GpGCsi-Hpal HlpGCsi-
Hpa2 Bk, 70l % hHpa-sil4l. Hpa-si2. %
#e48 hJm, MAG418(100 mg/L), 1 55w K %,
J, BN PRI T R AN T o6 LIRS IR, O
T T PRI M v %, B 24400, 6L, I
Ja TRFHM PR FR, Wi iU (FACSCalibur)
Ky 4LGFPHE A, L B 9 0 FE v PR 40 ik
5 45t

1.2.3 RT-PCR: WAEGFPZ 4. Hpa-sil T3
41, Hpa-si2 T4 55X 10° L TRIzolit
A PRI RN A, HSuperScriptTM First-
Strand Synthesis System for RT-PCRiX &5 #4 Ui
BB TRT-PCR. PCRE|#(Hpa®x K5 (4): L
W51 5'-ccgaattccaggacgtegtggace-3', Rl 514
5'-cgcctaggtcagatgeaageagea-3', J= ) H 10 g/Lig i

AR A 7
i8R %44 %
MY B 8 A
12 & Ao TR )G A8 %,
T2 R A MG
# & I 6 — A F
(e N E: A
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B A7 AT & B
e A% 09 B 9 B
FHrkEiE2H3
A (1)Hpady 4]
F: e ERER B %
¥ (LS). B8:H
BN X AR 2
(PI-88), PI-88 €. 4
N 16 R
By (2)R R8T
Hpak B 144 69
# R Ak 4m fie(DC)
W, 3RS
B A% B (AS-
ODN). 4B ]s
FHRNA(siRNA)
BRI T oA
P 5K

A 607 B 120

Counts
Counts

10° 10 10° 10*° 10° 10° 10" 10?

C 707

Counts
Il

10° 10 10° 100 100 10° 10*

1 SRIVBEARKNGFPRIEKERIRTEME. A: GFPZS#R AU, B: Hpa—sil THUZA4NH; C: Hpa—si2 THI2H410.

Hpa—siRNA sIRNAZ SRS

Hpa-siRNA1 GGAAUCAACCUUUGAAGAGTT
CUCUUCAAAGGUUGAUUCCTT

Hpa-siRNA2 GGAGAUUCUGUAAACUUAATT
UUAAGUUUACAGAAUCUCCTC

PRI K %58, Bractinch N2, PCRINY 41
95°C FiAS 1S min, 94°CA%4:2 min, 58°CiE k30 s,
72°CHEA90 s, 30 MIEIF, 72°CLE{H 10 min.
1.2.4 Western blotting4#7: Hpatk IR 4R
GFP 44l Hpa-sil T94 . Hpa-si2 T4l
RS X 10°, JANAN AR, PEECAN A 2R
F1, FABC AR GALI & 1 ook B, S b
B, #4710 g/L SDS-PAGEHLIK, ¥ PVDFJE, 50
/LB G 9k 141, TBS-TEIVLER, Kk 5 Rt
JHZ M2 (1 100)K4 —Ht, B ALY i
(HRPYFRIC I EHTRIgG(1 & 500) [ v, k2 kot
R(ECLEIE 5%, MY fr, B-actindy N2, #
YEJ7 VA L.
1.2.5 AL T mBgRE: IWEGFPEH 4.
Hpa-sil T304 Hpa-si2 P04 9 AN K4 Ge )
HepG241 i, PBSYE23, 0.25% 1) i A4 40 ffa,
PB SUEW A THE, P45 8 i il 2k 4R
BLQOK, FEA5H, KRB shyrb), 5K
TRERR, AT X 104N G, 5 R R A K
AR R AT

RN 19K, F R B AT, fif], SeHEIEL
SEARR, PR JTRL S CRT SR TR 40 /L Y ],
WA, V) (AR E R AR B
I B =5 7 %),
1.2.6 S 9% LAACA I R B 4ok 923 JFF - Bl R A K-
FGFP#H4l. Hpa-sil TH04l. Hpa-si2 T4l
IR 23D TON65 C B AL 40 min, AL TT
WS, N30 mL/L H,O,32810 min, J# /KPP

W, FPE IR A IR B R, Wl 3=
IR, PBS-TYEE, 100 mL/L/M 1% PBTS-T 37°C.
BT Z=BERA37°CHd A 1 h, PBS-TUEYS, HRP
FRICH) —HURAM37°C 30 min, DABR{, FhAK
RS, B FIE R, T40065 LBt R,
BritZAL TR KHISPSS v13.040 T 3t 4 7
K%, HdE Llmean+SDER R, P<0.05 54 4itl2#

2 #R

2.1 Hpa-siRNA HepG2%m itk 7t B F
MEE, BRIV A, RILE Jep GCsiflipGCsi-
GFP-siRNAB AR BAT 91, HoAR 54 e AT
K. VW GFP-siRNAKIE T THAEH, iEW T
W LA F A R R .t s G418
7512 T 3K 453 O H pa-siR N A 2232 19 BH 4 40 1 v )
ENEE i

A B AR S B 45 IR W], GFP 84l .

Hpa-sil MHpa-si2 T #4401 e ) GF P2 iL 3 4 FH
P, T Hpa-siRN AR A e by, T
Je BEWT (D).
2.2 siRNAxtHepG24a i Hpask BmRNA % F K
F BB G TR e %ol Ok I fsiRN ARE et #
FLR ) se ), A 134T RT-PCR A1 Western blot#:
. RT-PCREZ: LW = 2041 fiuHpa mRNAFI4S
SRR B 1.6 kb AT, SHIS BT
K20k, K2), Hpa-siRNARE 4 4
HepG24i /it J5, Hpal I mRNARE SRIK- T3 8,
Y]

Western blotk 44 2 Blgh 8, — 4140
¥ E Hpatk FH3RIA(K3), Hpa-siRNAF & 4 G
HepG24i Ml &, Hpatk [ 3RIE K A5 02 1 i
R S8 45 R W Hpa-siRN A JE DR 54 Geqiivhl 7
HepG24 [ 2 g 1 40K
2.3 RNAIER W 2T IF 8 £ Ko a B
HepG24i (5 AN 4L). GFPZF 2841, Hpa-sil
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2 RT-PCREMMHepG2 MIEATFREBMRNARIA. 1-3%
HFZE G DNAKCEREIN, 4—6: B—actin cDNAKFEAIM. 1, 4:
GFPZSEZHYTN; 2, 5: Hpa—sil THEZHLMNT; 3, 6: Hpa—si2 T
PrZH2mfE; 7: Marker 2 kDa.

1 2 3

3 Western blotEEMHepG2 MBI REERDRIX. A:
JHF BTG, B: B—actinZKSPAGN: 1: GFPZSERZ14MME; 2:
Hpa—sil THU2HAME; 3: Hpa—si2 THAH 405,

HMHpa-si2 TR 4119 diN, IRSTALSE, fif
TR PR i, BRSPS AE ], W4T,
KA SPSS v13.08 11— 4ET7 223 #7: Hep G241
MGFPZ E A W) . 3% 7 5+ (P>0.05); Hpa-sil il
Hpa-si2 FPL4LIA] UG W 2 22 57 (P>0.05), 7% IR
2. GFPTH A H5RNATHLA 2 7+ 23 (P<0.05).
SI0H5HE 18 W GF Pk R AN 52 i 4 5E X Hpa mRNA
Hik, FEAN A . GFPA#i4 HHpa-sil AlHpa-
si2FHL 2 e ot 2 2 ) AT G2 i L
e o 4 B S BN IR GFP AR 8
Y g AR TE S 3 22 3 (P>0.05), 2 IR AL
GFPZ A SRNA T4 2 57 153 (P<0.05). M
i A KR A AT DU Y, 00 A e AR
WA E, mES A4, GFPA
iR 2B K B, Hpa-sil flHpa-si2 T3 418
BN, UHARSENNUR 5 2205 s, 1 B T
Bl A K R AR e T TR A Y ) RO
(EI5). Jibed o R K/ I e vk £ s i W), Hpa-
siRINA BB 61l e 7044 3 1R 2R
2.4 S x5 R SO, AEP M8 E s I
WL, =LA b ) I BORIR G £, 2
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HepG2 GFP HepG HepG
SiRNA-1  siRNA-2

4 $ERPHepG2RPEELRIRN9 dbY, HESIREIZRE.

HepG2 GFPZIEA

Hap—si2 21

—+— HepG2 —=—GFP ——HepG siRNA-1 —<—HepG siRNA-2

FAAR (em?)

1
1
1.
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2
0
8
6
4
2
o

5K OHTR HoR BNK B3R 15K FI7RK FI9R
R RIA I AL

B 5 EfPHepG2itEMIRG, FERBBRREEIPX
HEVELiEE.

TN AN I AT T FR Bl Ik (181 6), GFP AR 30418
ML N BT R BHPE, M Hpa-sil flHpa-si2 T3
AR g9 TE. SRS 25 33, RNATHE
A N B ARG T e 40 i T 25 i SR A 7K, &5 G Ik
JERIS, PR 2R I R A7k 5 R AR K
JEE R e Jo B2 J A E B

3 1Tie
I 96 i 8 v AN % 2 e T AR AR R AR A7
() =B DR b Rg 2 RV B AN S AR 200
BRIy 0k A, L iR 4 e 1 20 P 38 B R 4
JLAPSE T At L b () TR D IR, Hpadl il B A
BMFIECMH [{THSPG, A A BRI i 88 5 2 11 bt
Bee, REGE TR T, AR EE R SN, R i A AR
J5, TN R A PR IRTE Bl e T, (e iR AR A
s, QRO RIS S AR bRz 1220
UeAk, RS S A4 RIS R X
A%, P T 2 G T AR T B N YR IT SOE
PRI ) — AT SR, W X Hpalf i 78 i
j([24-26].

W& A KHpaZy TAEM Rk, 4557
RE 0] IR 4 4% I AR B R FD S PSR 5E ( A
Wi N, BF 25 Ok B 259 i 22 5, H

I H pad il 51 R0 £ 0T Hp a A% BR V6 97 & B 7T #4
2730

WA #H g 5

F) AIRNAiH AR 47
B I AT A B A
B Ak e Ht R e
AR, 12 K IUIF
Z BiF-siRNA 4 )
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nERES A = g b Rl L - L . B 6 HepG2UlilaftREELZAL
éﬁ%%%ﬁ% e e 8 Iﬁ i .\ ii | R, DABZREE( x 400). A: GFPZEEH;
o RN/;(i;}i x = = . L{‘ W RZHYHNE(GEPHTE); B: Hpa—sil THEAH
RRHpa BT > ’ e .- G, C: Hpa-s2 T bt
AKX TRANE . ) S Sl L o v & % (ggﬁ@égfﬁf@, pa—si2 LAl
At 7% 4 #e F Hpa . sl \ ol e 5 ,
mRNAZ % & ) X: J ":. 5 » R j -

R, Trdlin AR @ Y - ) LY > ° 3 . -
" B = s - a - s

AR, FRER
A B R
e M AT A Y
EACY &Y
A P oy 1E A AL
HRAET £IK
3.

Hp a7 Bk 2 48 T 1R 2 Ml 254
FUE SR T 2 0 0 S 1 2 ). N hHpa
MEYHSPGHAT LA LA S5 FIFRr o, BRI AR
R P FIOBE B8 5 7 A ey . O L & BRI
W EA ) T T BE S HSPGe 4+ 45 frHpa
g rt, PHIEHpafE H T IRY, ) S0 k.
MRIGTT, ¥Rt Hpafx S i S8 0% H R (A S-
ODN). A% FIRNATEE AL JH 25 B 3 R T ER.

EFXfHpake B i siRN AT A B 878 T %)
JoE I AR KRN 6 7% 1 B 4R . AT
T A 45 BB W], Hmal ik Hep G2 iR 1A
Hpa, ABFFEMH RSB0 N A Hpads RO
AL AT R, BT siRN AR FREE e X
FEAL TR W T S i AR e v 5 DRI ER AR,
P FRATTR RN ATEOR, g P 1 18 I 48 i
Hpalfj#&ik, KHRT-PCRAIWestern blot/7 %5
HriE 5L A Hpa mRNA K 2 UK P A8 1k, 45 5
KW Hpa siRNAX]HepG241l ig 7 1A Hpafd 4 5t 1]
FHIVE, RS T Fe e A Hpa-siRN A
JHF-9e5 440 PR

H T MEEHpa siRN AN -9 4i B /e 4 o A
KRR, FAT 1k B PR B sRs e, X
AL AT T . AL di o, &
SRl 24 53 B AR T e AL A 0 g AR K i
TR A AR A W 2 5 (P<0.05), M
T T B E 2 5(P>0.05); RNAT-HL G I
1 o A A SRR P AR B B R R, TR AL
Hpafik 7KV B 2 BRAR, AU UE T 28 B %
PR e ) R ARk R R R R, 18 B R HiHpa
siRNATE MR I R 16 7 7 T H A WA E A &
T

M2, ARSI I A B 6 HpalfJsiRNA, £
AN T A0 S Hpad& IR 208, $01 T
AN AERR BRI IR K, A A e E— DU
BT AN B 2B AT A s e J MR R T ER A T
— MR TTE.
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Abstract

AIM: To investigate the proliferating features
of hepatic progenitor cells (HPCs) and the
expression of p-STAT3 in liver failure.

METHODS: Liver tissues taken from 76 patients
with liver failure and acute or chronic light
hepatitis were tested for the expression of HPCs
with OV6 by immunohistochemistry. Mean-

while, expression of cytokeratin 19 (CK19) and
p-STAT3 was also detected in liver tissues by
immunohistochemistry.

RESULTS: There were a lot of proliferating duc-
tars in subacute and acute-on-chronic liver failure
by immunohistochemical staining with CK19.
The percentage of patients with liver failure posi-
tive for CK19 (62.5%) was significantly higher
than that in common hepatitis (30%) (P < 0.05).
The percentage of cases of liver failure positive
for OV6 (85.7%) was significantly higher than
that in common hepatitis (35.0%) (P < 0.05). The
percentage of patients with liver failure positive
for p-STAT3 (67.9%) was significantly higher than
that in common hepatitis (25%) (P < 0.05), the
expression of OV6 had a positive correlation with
that of CK19 (r, = 0.689)and p-STAT3 (r, = 0.239).

CONCLUSION: HPCs are frequently detected
in patients with liver failure. Expression of
p-STAT3 is significantly higher than that in com-
mon hepatitis and is associated with the prolifer-
ation of HPCs. Thus, p-STAT3 might participate
in the proliferation of HPCs.

Key Words: Liver failure; p-STAT3; Immunohisto-
chemistry

Lv XH, Liu XL, Wang BY, Song M. Expression of STAT3
in liver failure and the relationship between expression of
STAT3 and the proliferating features of hepatic progenitor
cells. Shijie Huaren Xiaohua Zazhi 2008; 16(2): 144-149
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(ACLF)AAL P TR A IEE, GLisk
G A o Fe AR S AV G A B BT 3R 5B 1 4R
#CKI19Ma £ (62.5%)A L& T &1% iR
BT X649 PP F(30%)(P<0.05). FF %38 202789
OVo6latt & (85.7%) & T & 1% MR A I £
84 FEVPE 5(35.0%)(P<0.05). p-STAT3 8 Fabk k&
R ERAE TILE RIG AL E mie. Tk
mie., XtEamie. 5 RN K e B AT 4 e dd e
A%, I 5B LA LR 4 p-STAT3 Fa b £(67.9%) 8 2
& T &A% i AT X 69 [k £(25%)(P<0.05).
A8 E AR, OV6#) £ A 5 CK19 % p-STAT3
KA R AIEA X (r, = 0.689, r, = 0.239, P<0.05).

5L AT RSB P B AHPCH 3G I, T %38
2028 P p-STAT3 89 F ik 3 A, HHPCA A & IE
K, R Tp-STATIA L AT B AL FHPCHY
¥ hifE.

XEEE: B, EHA L, R ILSTATS

BiRE, XH, T, REL STATIERRBARPOIRIA
NESHBAMRIZIERRAR. HRENEZRE 2008; 16(2):
144-149
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BRI E S 3 FANZ I JE— B0 L. 2006-09
WEGITHE W (e iEm) 'Y,
K I3 8 43 b S PE I 520 (acute liver failure,
ALF). AT % (subacute liver failure,
SALF). & natkQr ) w(acute-on-
chronic liver failure, ACLF) A 1% 1 T %% ¥ (chronic
liver failure, CLF).

JHWE B A B b T AR D, IR AR
INF, 30 EH B A 1R P40 i 1A DA I D g (H
> 71 B P A At i DR R e T O T 1)
SIS e )N, LA A R s A
TEAN Ik ARSI A Dk JH B 5 A i, A N3
Hh A DR A0 B B0 P A A A s, Bz
B #R4H ffi(hepatic progenitor cell, HPC). H gijfiff
FE R I3 v 21 A R A AEHPC IR b A 355, A
AT LA A A0 i SRS A . G SR g5  HPC
(NG AL, H9TE 5 2344 00 4 - 4i B2 HE o oK A2
(128 Bk (HHPCIWEAG . G5 S o AL
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transducer and activator of transcription, STATs)/&
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B ) 48 Bl T ZE A P R 2. R 40 A A
Al 7R B A A R IR A . At AR RS,
YRR 4, RARRREOK, 40 i s b, 7 T
21 off (M) B BRARE KL J [, DA P& 1) SE D 4 R B
A0 A 0B AFAE . 53— Bl T DXCH IR /N
JH- 4 40 B (1512).

S BRI R ALK B O V6P

www. wjgnet.com



= S

. STAT3AE RIBAELRPHTRE R ASHEHAIRISIENR 7

147

B 2
%-E'
- 5 oy w )
i TR PR VTR e
A o gt Y LR .l
" B 'y T Ty o el
'-‘. r'-' L I f—%-." Ly
s - BN R Yoln
S T Tl O t__ g
R 1 el - { i R |
. s 1.0 ""h._ 3 e
[ "' B ": r"q, ‘: .p‘_' g
fa ‘:‘* P J“ fad T i
L 3 !\I: 2 A, '_.‘ '.-‘ - = ] i
» et P TR - ™ L]
’ = £ ;'Y ’.- L e ; '
& e e
b AT £
¢ ' T R
' LE t.";. o ] 7
k o
“mk ;
L i ..-." hr' »

r & . i
i '__, ‘ ,. ¥ ki, Fx
Pl bk TR T
¥y * '

OV6ERFRIB AR DEVRIA (R IELBISPIE x 400). A: SALF, JEHIAIIM L JHES R BHM:

o4 '-.*\-
B a's L (
A L "-..-— Y% T
',' 1# - : e iy

L,r .}-‘ -

ﬂaz

AT (ST 4
h :'.L : oty ;'. .I':
' T 3 -

; B: ACLF, /INHFEZmIZR15PH

3 p-STATITERFRISLALAPIIRIK(GEZAILSPE x 400). A: ALF; B: SALF.

éﬁﬂﬂ’@ ALFAZAPAE S a4 2>, 7ESLF &L ACLF

glh R IAH N, P UACLFA AR IARZ.
CLFWEéREPOWBH PEIV 40 M £ A P b. 4
THE2 3 T R W JH 3 s ZH 2RO V6 FH M 42.(85.7%)
B T2 1B BT A B
(35.0%)(P<0.05). #H MR W], OVe6IFRIES
CKI19) 21K i IEH 5@, = 0.689, P<0.05, #1).
2.4 p-STAT3 kAL &R 2. 1Bk
BT R AW D 5 (p-STAT3HK Ik, FHYERIAM
p-STAT3 = B4 TV 45 X 58 1 40 i 1) Jifa A% 5t
FEta k. ALF, SLF, ACLF X CLFHTF414:
p-STAT3MMZ A I, BT K2R H
BN HATAE . KPR, 32 R4
KT M ) B AZ (13). T 2 5 4 2 () p-S TAT3 FH
PEZ(67.9%) B s T2, 18R AT R 4121
FH M %(25%)(P<0.05). AW, p-STAT3
MRIESOVeR KL EIEFM K, = 0.239,
P<0.05, #1).

3 11
19924EDe Vos et al'"Efg VeI 28 i I 41

20T R W 2] — b ALK U B [ 40 A FY A
TR T B EE . i R ILHO C B A Ml i

www.wjgnet.com

MRS, A RAARTRE N, 2920 155 41 M 1) 1/4
/2R, B G0 RS 53 S BRI A P o
P, FIA LA S HE R 234 20 1 1R R 1 45+ o
R Ath [R5 £ T A0 B R RS B R A0 B R AR A
BWFFCUE S AE N R R R H R b AE e
Kbt ">, Fr I HPC.

A SR EIT T A B A vl R 2R
HPCHIMG LG, 45 R WIALFAH b AR D
EE@O%BH'EE@HPCE@X?? /£, iMiSALFXCALF

0 b n] L3 K B (O V6K IA B T HP C 4Nl .
CLFEHE_//\EPO%BEI P P 40 5 s>

Lowes et al""WF9¢ THPCH H 5 igt4% M if
LSRN L2 e Tih X A YIS Lo o R AR L e
P VEHR I OC R, KILHPCEL H 5 s i)™ A2
B2 DA O, a1 R, HPCAY H il 2, 3828
BT ER.

HPCiE A 1955 Ao A 1 LT H i v
R4, STAT3I R LE19944E1E N (1 40 i A~
#-6(interleukin, TL-6)f5 5% 1 [ St 1 5
Rl #ai b ). STAT3) 2 RIEFAFZEAL
R R T, WIREIL-6 K% . KR AEKRE T
(epithelial growth factor, EGF). A4 kLK F+F
(hepatic growth factor, HGF)FHfiff i WE M, A AR

| BN
AL Sk
R 0 T kA
T REAF B
28 22 BT A Ak dm
004 5 AL B3 gk
R, RPARF %5
RV AN
BT AR 4 e 649 3G 74,
It K BLAT % 3B 48
P STAT3 R ik
¥4, 4E 2 STAT3
N3 7"‘ 5 T AT
1K fm B0 E AL
g



148 ISSN 1009-3079 CN 14-1260/R HRENHBLZYE  2008F1818H £165 528
| B RE XA Rk, BRI ISTAT3 AT LLUIE i iR #% K 1--kb development. Lab Invest 1993; 68: 253-254
@i ARG, . 9  Singh SR, Chen X, Hou SX. JAK/STAT signalin
2 " S b = N P £ it I\ A [32-41] g s ’ & &
5, T T AT AT SRR b2 S Al B S O3 ) regulates tissue outgrowth and male germline stem
a8 iﬁ‘%ﬂ Li:IN /ﬂ\—;t Sakuda et a/" 5T R ILS TAT3LE 1E 3 BT cell fate in Drosophila. Cell Res 2005; 15: 1-5
(SRS N N 10  Akhurst B, Matthews V, Husk K, Smyth MJ
. - L 3 B ] Ed oS ’ ’ ’ y ’
WS K # f % W AR GRAL B A A7 AE. AN BTV RR2/3 Abraham L], Yeoh GC. Differential lymphotoxin-
;f‘ﬁﬂf j}'c f}; éz H; AN BN A LT , I LIS TAT31E beta and interferon gamma signaling during mouse
7 . . Lo .
em, wRik 30 minpd B, 763 hik #5504, HERSTAT3 LA %nfer regeneration induced by chronic and acute
In B 8 I B R T . Py . injury. Hepatology 2005; 41: 327-335
Fo il I;R; A AR {Eﬁ)ﬁﬂﬁ ﬁ 4 E(] 'ﬁf}fﬁ e 5 }ﬂ:éﬂi E@E il‘-ff E/‘] 11  NiwaY, Kanda H, Shikauchi Y, Saiura A, Matsubara
FAK IR B, STAT3IMiE AL EE HIL-6F, TL-63E A [g /s E ﬁtaﬁa;"a T, Y?mam"tof]égg:‘; T YOShikaWﬁ
. Methylation silencing o -3 promotes ce
3 STZ [ = s A
FISTAT3WG AL AT BEA, FHF41 B 7 AE N DNA A growth and migration by enhancing JAK/STAT
BN IR RS TAT3I S 5 445 and FAK signalings in human hepatocellular
; (i 1852 et R carcinoma. Oncogene 2005; 24: 6406-6417
Fmﬂ%%ﬂﬂﬁ%m L)ﬁ} 1ESTAT3ﬁ‘“‘“ rx 12  Libbrecht L, Desmet V, Van Damme B, Roskams
T 32 v 2 21 P () 3R 08 B S H P C 388 B 11 1 348 T. Deep intralobular extension of human hepatic
WA ‘progenitor cells' correlates with parenchymal infla-
i ANFAE. mmation in chronic viral hepatitis: can 'progenitor
ARSZE T R W ALF 41 200] WL /b & ) cells' migrate? ] Pathol 2000; 192: 373-378
L 13 Bromberg JF, Wrzeszczynska MH, Devgan G, Zhao
_ ] I AL T (] 4 g Jr, y ’ & 4
p STAT3%$ Eg{ij“:/]: X E/J K H:‘QIH E@ ] Y, Pestell RG, Albanese C, Darnell JE Jr. Stat3 as an
SLF J2 ACLFJH-4H 2 rhp-STAT3 Rk 19, B T oncogene. Cell 1999; 98: 295-303
A IS 2 PR B AN, B A AN . FFRT 14 Clevenger. CV. Roles.and regulation of stat family
transcription factors in human breast cancer. Am |
PRARNE L S P9 B A A 5 A T 4 D A 44 Pathol 2004; 165: 1449-1460
T BA P ik 15 Masamune A, Satoh M, Kikuta K, Suzuki N,
FTERIS 351 . . A Shimosegawa T. Activation of JAK-STAT pathway
Sanchez et al™™>' |V ] — LBt L5 45503 is required for platelet-derived growth factor-
JFEI 2 (A AF/PH)EE 7. HP CH45H 1) Zh i 28 SiF induced proliferation of pancreatic stellate cells.
. - R . K ’ . World | Gastroenterol 2005; 11: 3385-3391
ST STAT3HIZIAHIN L EHPCHINISH, JF HIN 16 Singh SR, Chen X, Hou SX. JAK/STAT signaling
SHVEALBISTAT3 A HEEHPCAML BIVE . Kt regulates tissue outgrowth and male germline stem
' cell fate in Drosophila. Cell Res 2005; 15: 1-5
NPT RT e =l =] N
?jdl Hﬁ{]ﬂ USTAT?’E% > r H:}H?FI 1j7 Li%f EF' CIEPA 17 Campbell CL, Jiang Z, Savarese DM, Savarese TM.
{2335 -4 it A HPC FR 38 58 LG B 52 400 IE . Increased expression of the interleukin-11 receptor
e i and evidence of STAT3 activation in prostate
/D‘Z Z'KE}UL%QEH fSALF ACLF K. CLFJi carcinoma. Am | Pathol 2001; 158: 25-32
NI B HPCHITEAL 2 385, STAT3 /115 18  De Vos R, Desmet V. Ultrastructural characteristics
f novel epithelial cell types identified in human
b it o P yP
fEBEHPCIP 34 5E. pathologic liver specimens with chronic ductular
reaction. Am | Pathol 1992; 140: 1441-1450
4 SEHE 19 Lowes KN, Croager EJ, Olynyk JK, Abraham L],
. ) Yeoh GC. Oval cell-mediated liver regeneration:
1 Polson J, Lee WM. A.ASLD.posmon paper: the Role of cytokines and growth factors. | Gastroenterol
management of acute liver failure. Hepatology 2005; Hepatol 2003; 18: 4-12
41:4&179‘711977\ s S AT e sy e 20  Mitaka T. Hepatic stem cells: from bone marrow
2 PR R 5 T\H"T’EUE*J}\;HT%’H;*T cells to hepatocytes. Biochem Biophys Res Commun
R HFF?%QEWHF 5 NTF548. T2 2001; 281: 1-5
TrAERe. FAEHHERZE 2006; 14: 643-646 21  Grisham JW, Coleman WB, Smith GJ. Isolation,
3 Gordor} GJ, Coleman WB'_GHShaIT‘ ]W- Temporal culture, and transplantation of rat hepatocytic
analysis of hepatocyte differentiation by small precursor (stem-like) cells. Proc Soc Exp Biol Med
hepatocyte-like progenitor cells during liver 1993; 204: 270-279
regeneration in retrorsine-exposed rats. Am | Pathol 22 Chramostova K, Vondracek J, Sindlerova L,
2000; 157: 771-786 Vojtesek B, Kozubik A, Machala M. Polycyclic
4 Gordon GJ, Coleman WB, Hixson DC, Grisham JW. aromatic hydrocarbons modulate cell proliferation
Liver regeneration in rats with retrorsine-induced in rat hepatic epithelial stem-like WB-F344 cells.
hepatocellular injury proceeds through a novel Toxicol Appl Pharmacol 2004; 196: 136-148
cellular response. Am ] Pathol 2000; 156: 607-619 23 Coleman WB, McCullough KD, Esch GL, Faris RA,
5 Mitaka T. Hepatic stem cells: from bone marrow Hixson DC, Smith GJ, Grisham JW. Evaluation of
cells to hepatocytes. Biochem Biophys Res Commun the differentiation potential of WB-F344 rat liver
2001; 281: 1-5 epithelial stem-like cells in vivo. Differentiation
6  Desmet V, Roskams T, Van Eyken P. Ductular to hepatocytes after transplantation into dipepti-
reaction in the liver. Pathol Res Pract 1995; 191: dylpeptidase-IV-deficient rat liver. Am | Pathol 1997;
513-524 151: 353-359
7 Sell S. Is there a liver stem cell? Cancer Res 1990; 50: 24 Vessey CJ, de la Hall PM. Hepatic stem cells: a
3811-3815 review. Pathology 2001; 33: 130-141
8 Gerber MA, Thung SN. Liver stem cells and 25  Strain AJ, Crosby HA. Hepatic stem cells. Gut 2000;

www. wjgnet.com



26

27

28

29

30

31

32

33

34

35

36

37

38

39

Theise ND, Badve S, Saxena R, Henegariu O,
Sell S, Crawford JM, Krause DS. Derivation of
hepatocytes from bone marrow cells in mice after
radiation-induced myeloablation. Hepatology 2000;
31: 235-240

Braun KM, Thompson AW, Sandgren EP. Hepatic
microenvironment affects oval cell localization in
albumin-urokinase-type plasminogen activator
transgenic mice. Am | Pathol 2003; 162: 195-202
Theise ND, Saxena R, Portmann BC, Thung SN,
Yee H, Chiriboga L, Kumar A, Crawford JM. The
canals of Hering and hepatic stem cells in humans.
Hepatology 1999; 30: 1425-1433

Yao P, Zhan YQ, Xu WX, Li CY, Yang XM, Hu DR.
Mitogenic effects of growth and differentiation
factors on rat liver stem cell WB-F344 in vitro.
Zhonghua Ganzangbing Zazhi 2003; 11: 33-36
Muller-Borer BJ, Cascio WE, Anderson PA,
Snowwaert JN, Frye JR, Desai N, Esch GL, Brackham
JA, Bagnell CR, Coleman WB, Grisham JW, Malouf
NN. Adult-derived liver stem cells acquire a
cardiomyocyte structural and functional phenotype
ex vivo. Am | Pathol 2004; 165: 135-145

Lowes KN, Brennan BA, Yeoh GC, Olynyk JK. Oval
cell numbers in human chronic liver diseases are
directly related to disease severity. Am ] Pathol 1999;
154: 537-541

Gao B. Cytokines, STATs and liver disease. Cell Mol
Immunol 2005; 2: 92-100

Suzuki M, Shiraha H, Fujikawa T, Takaoka N, Ueda
N, Nakanishi Y, Koike K, Takaki A, Shiratori Y.
Des-gamma-carboxy prothrombin is a potential
autologous growth factor for hepatocellular
carcinoma. | Biol Chem 2005; 280: 6409-6415

Hirano T, Ishihara K, Hibi M. Roles of STAT3 in
mediating the cell growth, differentiation and
survival signals relayed through the IL-6 family of
cytokine receptors. Oncogene 2000; 19: 2548-2556
Sanchez A, Factor VM, Schroeder IS, Nagy P,
Thorgeirsson SS. Activation of NF-kappaB and
STATS3 in rat oval cells during 2-acetylamino-
fluorene/partial hepatectomy-induced liver
regeneration. Hepatology 2004; 39: 376-385
Salazar-Montes A, Ruiz-Corro L, Sandoval-
Rodriguez A, Lopez-Reyes A, Armendariz-Borunda
J. Increased DNA binding activity of NF-kappaB,
STAT-3, SMAD3 and AP-1 in acutely damaged
liver. World | Gastroenterol 2006; 12: 5995-6001
Laurent S, Horsmans Y, Starkel P, Leclercq I,
Sempoux C, Lambotte L. Disrupted NF- kappa B
activation after partial hepatectomy does not impair
hepatocyte proliferation in rats. World | Gastroenterol
2005; 11: 7345-7350

Akhurst B, Matthews V, Husk K, Smyth M]J,
Abraham L], Yeoh GC. Differential lymphotoxin-
beta and interferon gamma signaling during mouse
liver regeneration induced by chronic and acute
injury. Hepatology 2005; 41: 327-335

Kile BT, Alexander WS. The suppressors of

www. wjgnet.com

40

41

42

43

44

45

46

47

48

49

50

51

52

58:1627-1635

Ni Z, Lou W, Leman ES, Gao AC. Inhibition of
constitutively activated Stat3 signaling pathway
suppresses growth of prostate cancer cells. Cancer
Res 2000; 60: 1225-1228

Williams JG. STAT signalling in cell proliferation
and in development. Curr Opin Genet Dev 2000; 10:
503-507

Sakuda S, Tamura S, Yamada A, Miyagawa J,
Yamamoto K, Kiso S, Ito N, Imanaka K, Wada
A, Naka T, Kishimoto T, Kawata S, Matsuzawa
Y. Activation of signal transducer and activator
transcription 3 and expression of suppressor of
cytokine signal 1 during liver regeneration in rats. |
Hepatol 2002; 36: 378-384

Li W, Liang X, Kellendonk C, Poli V, Taub R.
STAT3 contributes to the mitogenic response of
hepatocytes during liver regeneration. | Biol Chem
2002; 277: 28411-28417

Yeoh GC, Ernst M, Rose-John S, Akhurst B, Payne C,
Long S, Alexander W, Croker B, Grail D, Matthews
VB. Opposing roles of gp130-mediated STAT-3 and
ERK-1/ 2 signaling in liver progenitor cell migration
and proliferation. Hepatology 2007; 45: 486-494

Isobe A, Takeda T, Sakata M, Yamamoto T,
Minekawa R, Hayashi M, Auernhammer CJ,
Tasaka K, Murata Y. STAT3-mediated constitutive
expression of SOCS3 in an undifferentiated rat
trophoblast-like cell line. Placenta 2006; 27: 912-918
Niwa H, Burdon T, Chambers I, Smith A. Self-
renewal of pluripotent embryonic stem cells is
mediated via activation of STAT3. Genes Dev 1998;
12: 2048-2060

Matsuda T, Nakamura T, Nakao K, Arai T, Katsuki
M, Heike T, Yokota T. STAT3 activation is sufficient
to maintain an undifferentiated state of mouse
embryonic stem cells. EMBO ] 1999; 18: 4261-4269
Demetris AJ, Lunz JG 3rd, Specht S, Nozaki I.
Biliary wound healing, ductular reactions, and
IL-6/gp130 signaling in the development of liver
disease. World | Gastroenterol 2006; 12: 3512-3522
Feng DY, Zheng H, Tan Y, Cheng RX. Effect of
phosphorylation of MAPK and Stat3 and expression
of c-fos and c-jun proteins on hepatocarcinogenesis
and their clinical significance. World | Gastroenterol
2001; 7: 33-36

Suzuki A, Iwama A, Miyashita H, Nakauchi
H, Taniguchi H. Role for growth factors and
extracellular matrix in controlling differentiation
of prospectively isolated hepatic stem cells.
Development 2003; 130: 2513-2524

Brawley C, Matunis E. Regeneration of male germline
stem cells by spermatogonial dedifferentiation in
vivo. Science 2004; 304: 1331-1334

Forrai A, Boyle K, Hart AH, Hartley L, Rakar S,
Willson TA, Simpson KM, Roberts AW, Alexander
WS, Voss AK, Robb L. Absence of suppressor of
cytokine signalling 3 reduces self-renewal and
promotes differentiation in murine embryonic stem
cells. Stem Cells 2006; 24: 604-614

A ALl W BIA

BE, 5. STATSERRIBALPRA A BIADBIRIBENA R 149
46: 743-745 cytokine signalling (SOCS). Cell Mol Life Sci 2001; W& 45 4

A IH R A S
H, BA— R 4]
Frbk, S5 KA
— R BE



WHEATILEL®

wcjd@wijgnet.com

49

WAL BLAYE 2008F1518H; 16(2): 150-155
ISSN 1009-3079 CN 14-1260/R

X w7 52 BASIC RESEARCH

BiEE S

17 B

FRE FHY WA, 2EE

E,Jﬂtﬁ I‘QEIJ\LL\,H:FQH-—/\H:FEEE#E; .E/‘JT%%

miZxa
A R A
EES SRS
I, AT
AT 4 ab E
B R MA
AP AR 45 8
B A AARR AR
15 5 i % 0 E AL
MAE.

W@ 5 E A
oL B FALE
I, RARE R LR
KB R T
#

EEE XN KFEFR2003B N RESF b #4b &L
T 430072

FHE, B9 2T L, AP EFRKE ERT R LA
H A E FILT 430061

TEE, 2003FENAFEFRESST, 2004FHNAFE
RIS S T, TBEMBEHRISZIHR.

T B KA FERAEFT KA RIT A, No. 90709041
RARAFALTHAE, No. 30672590, 30271562,
30371787

B R & XEMBFLI73F A B, No. 2002CCC00300
A E A RAF A ALFRE, No. 2001ABB171

BRAEE: TS, 430061, MHILBAENHEEXEEW
43, EEHJEEIH@?B%WEEWEHWEH%@T RRRMRAER).
lihanmin69@126.com

E835: 027-88929180

IWF5EHE: 2007-07-12 {BOHEA: 2007-12-28

Liver regeneration-related
gene signaling pathways in
female mice transplanted bone
marrow from male mice

Jing-Jin Li, Han-Min Li, Xiang Gao, Xue-Sheng Yan

Jing-Jin Li, Medical College of Wuhan University, Wuhan
430072, Hubei Province, China

Han-Min Li, Xiang Gao, Xue-Sheng Yan, Institute of
Liver Diseases, Affiliated Hospital of Hubei Traditional
Chinese Medicine College, Wuhan 430061, Hubei Province,
China

Supported by: the National Key Technologies Research
and Development Program of China, No. 90709041; Na-
tional Natural Science Foundation of China, No. 30672590,
30271562, 30371787; the Major State Basic Research
Development Program of China (973 Program), No.
2002CCC00300 and the Natural Science Foundation of
Huibei Province, China, No. 2001ABB171
Correspondence to: Han-Min Li, Department of Infec-
tious Disease, Institute of Liver Diseases, Affiliated Hospi-
tal of Hubei Traditional Chinese Medicine College, Wuhan
430061, Hubei Province, China. lihanmin69@126.com
Received: 2007-07-12 Revised: 2007-12-28

Abstract
AIM: To probe into the mechanism underlying the
transformation of bone marrow into hepatic cells.

METHODS: Inter-sexual bone marrow trans-
plantation models were induced by transplant-
ing bone marrow from male mice into the liver
cells from female mice. Female Balb/C mice
were randomly divided model group and nor-

mal control group. The oligo-necleotide acid
chip with mouse gene expression spectrum
was selected, and reverse transcription enzyme
was used to synthesize the fluorescence-labeled
cDNA probe. The probe and gene expression
microchip were hybridized to observe changes
of gene expression in the liver issues, and genes
with a different hybrid signal ratio were selected
and the changes of liver regeneration-related
gene pathways in female mice transplanted bone
marrow from male mice were analyzed.

RESULTS: A significance difference in the ex-
pression of genes was found in liver tissue from
the female mice transplanted bone marrow from
male mice after 6 mo between the model and nor-
mal control groups. Eight hundred and sixty-five
genes had different expressions, including 447
recognized functional genes, of which 92 were
up-regulated genes and 355 down-regulated
genes. The up-regulated genes involving the
signal pathways of HGF, TGF-B, focal adhesion,
JAK-Stat and VEGF could promote the prolif-
eration and differentiation of hepatic cells. The
down-regulated genes could inhibit the activation
of TGF-B signaling pathways and the negative ef-
fect of liver regeneration, thus contributing to the
proliferation and differentiation of liver cells.

CONCLUSION: The gene expression spectrum
is remarkably changed in liver tissue from fe-
male mice transplanted bone marrow from male
mice by activating gene signal pathways and
inhibiting liver regeneration.

Key Words: Bone marrow transplantation; Liver re-
generation; Gene chip; Gene expression spectrum;
Signaling pathway
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2.951 MAP3K14 Mitogen—activated protein kinase kinase kinase 14
2.733 PIK3RL Phosphatidylinositol 3—kinase, regulatory subunit,

Cytokine—cytokine receptor  0.481

interaction 0.25
2.136
2.001
0.231
2.001
2.026
0.493
2.05

Jak-Stat signaling pathway  2.733

2.001
0.231
2.026
0.493
MAPK signaling pathway 0.475

0.298
0.367

2.951
0.463
0.442
0.25
0.376
0.238
0.338
0.35
0.263
TGF-beta signaling pathway 0.25
0.429
0.481
0.429
Toll-like receptor signaling  0.367
pathway
0.263
0.395

2.733

WNT signaling pathway 0.463
0.479
0.332
2.357
0.436
0.334
0.263
0.262

BMP2
TGFB2
HGF
VEGFC
IL12Rp2
CSF3R
IL6Ro.
IL13
NGFR
PIK3RL

CSF3R
IL12RB2
IL6Ro:
IL13
PPM1B

PLA2GIB
NFKB2

MAP3K14
PRKCB
MAP3K6
TGFB2
MAPK8IP2
HSPA5
HSPAS
HSPA1I
FOS
TGFB2
DCN
BMP2
BMP4
NFKB2

FOS
TIRAP

PIK3RL

PRKCB

WNT4

FOSL1
CSNK1a1
2410091NO8RIK
FRATL

CSNKLE

LRP5

polypeptide 1(p85 alpha)

Bone morphogenetic protein 2

Transforming growth factor, beta 2

Hepatocyte growth factor

Vascular endothelial growth factor C

nterleukin 12 receptor, beta 2

Colony stimulating factor 3 receptor (granulocyte)
Interleukin 6 receptor, alpha

Interleukin 13

Nerve growth factor receptor

Phosphatidylinositol 3—kinase, regulatory subunit,
polypeptide 1(p85 alpha)

Colony stimulating factor 3 receptor(granulocyte)
Interleukin 12 receptor, beta 2

Interleukin 6 receptor, alpha

Interleukin 13

Protein phosphatase 1B, Magnesium dependent,

beta isoform

Phospholipase A2, group 1B, pancreas

Nuclear factor of kappa light polypeptide gene enhancer in
B—cells 2, p49/p100

Mitogen—activated protein kinase kinasekinase 14
Protein kinase C, beta

Mitogen—activated protein kinase kinase kinase 6
Transforming growth factor, beta 2

Mitogen—activated protein kinase 8 interacting protein 2
Heat shock 70 kDa protein 5(glucose—regulated protein, 78 kDa)
Heat shock 70 kDa protein 8

Heat shock 70 kDa protein 1-like

FBJ osteosarcoma oncogene
Transforming growth factor, beta 2

Decorin

Bone morphogenetic protein 2

Bone morphogenetic protein 4

Nuclear factor of kappa light polypeptidegene enhancer in
B-cells 2, p49/p100

FBJ osteosarcoma oncogene
Toll-interleukin 1 receptor(TIR)domain—containing adaptor
protein

Phosphatidylinositol 3—kinase, regulatory subunit,
polypeptide 1(p85 alpha)

Protein kinase C, beta

Wingless-related MMTV integration site 4

Fos-like antigen 1

Casein kinase 1, alpha 1

RIKEN cDNA 2410091N08 gene

Frequently rearranged in advanced T—cell lymphomas
Casein kinase 1, epsilon

Low density lipoprotein receptor-related protein 5
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Abstract

AIM: To study the expression of phosphatase
and tensin homology deleted on chromosome
ten (PTEN), ERK2 and p27"*" protein in
colorectal cancer, and its correlation with the
progression of colorectal cancer.

METHODS: Expressions of PTEN, p27""' and
ERK2 proteins were detected by immunohisto-
chemistry in 40 samples of colorectal cancer tis-
sue, 18 samples of colorectal adenoma tissue and
13 samples of normal colorectal tissue. PTEN
protein expression was compared with the clin-
ico-pathologic parameters related to p27**" and
ERK2.

RESULTS: The positive expression rate of
PTEN was significantly lower in colorectal

cancer tissue (57.5%) than in colorectal ad-
enoma tissue (72.2%) and normal tissue (100%)
(P < 0.05). The expression of PTEN was related
with the loss of tumor differentiation, lymph
node metastasis and Duke’s stage (P < 0.05).
The positive expression rate of ERK2 was
higher in colorectal cancer tissue (70.0%) than
in colorectal adenoma tissue (61.1%) and nor-
mal tissues (23.1%) (P < 0.05). The expression
of ERK2 increased with lymph node metasta-
sis and Duke’s stage. The positive expression
rate of p27""' was lower in colorectal cancer
tissue (62.5%) than in colorectal adenoma tis-
sue (77.8%) and normal tissue (100%)(P < 0.05),
and the expression level of p27**" was related
to lymph node metastasis and Duke’s stage (P
< 0.05). PTEN was negatively correlated with
ERK2 (r = -0.452, P < 0.05). The expression of
PTEN was positively related with the expres-
sion of p27“"" in colorectal cancer(r = 0.379, P
<0.05).

CONCLUSION: The expression level of PTEN
protein is closely related to the biological behav-
ior of colorectal cancer. Decreased or deleted
PTEN protein expression may be able to inhibit
the over-activation of p27*" and Ras/Raf/
MEK/ERK signaling pathways, resulting in car-
cinogenesis, invasion and metastasis.

Key Words: PTEN; ERK2; p27“"*; Colorectal cancer;
Protein expression; Immunohistochemistry
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Abstract

AIM: To investigate the inhibitory effect of
extracellular 1-4 segments of VEGFR2 on tumor
growth.
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METHODS: Oral DNA vaccine SL3261-
pcDNA3.1+/flk-1,4 was developed and BALB/
¢ mice were immunized with vaccine encoding
flk-1,,.4 via gastrogavage. BALB/c mice
receiving SL3261-pcDNA3.1+ or 10% NaHCO,
via gastrogavage were used as vector control
and NaHCO, group. Serum levels of VEGF and
specific anti-flk-1,,4-IgG antibody were measured
by ELISA. The subset of lympholeukocytes
was analyzed by flow cytometry. Mouse
models of CT-26 adencarcinoma of colon were
treated with SL3261-pcDNA3.1+/flk-1,;.4
through gastrogavage. Tumor diameter and
weight were measured, microvessel density
(MVD) in the tumor tissue was detected by
immunohistochemistry, and the survival time of
mice was also investigated.

RESULTS: The serum level of VEGEF in the vac-
cine group was significantly lower than that in the
control group. All mice immunized with the DNA
vaccine had a high level of anti-flk-1,,4-IgG, and
showed strong activities against flk-1(,,.,. After in-
oculation of CT-26 cells, the number of CD4" T and
CD8’ T cells was obviously greater in the vaccine
group than in the control group. Tumor weight
and diameter as well as MVD were significantly
lower in the vaccine group than in the vector and
NaHCO,; control groups (3.64 +1.34 g vs 8.40 £ 0.66
g, 826+ 044 g; 2.62 + 0.54 mm’ vs 6.01 + 0.14 mm’,
5.92+0.25 mm’; 2.06 +1.02v56.93 +2.34, 7.34 + 4.12;
P < 0.05). The survival time of mice was longer in
the vaccine group than in the control group.

CONCLUSION: The extracellular 1-4 segments
of VEGFR2 can inhibit the growth of tumor by
suppressing the growth of its endothelial cells.

Key Words: Vascular endothelial growth factor re-
ceptor 2; Extracellular region; Anti-angiogenesis;
Colorectal cancer

Dong J, Chen MQ, Yang ], Wang XC, Wu ZP, ChenY,
Wang ZQ, Li M. Recombinant attenuated Salmonella
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JIR&D 23w 77 ity 38 I 4 K 41 DN A PR 42 B
R A EEERTEY) A .

12 7

1.2.1 A&k A peDNAS3 I+/fIK-1 89 H 2
INBALB/c14 d%# [, 23 )5 - TRIzoE HUR
RNA, BRNAZRT-PCRZEY B H B 1.2 kb
VEGFR2JIu4h Fr B, #4HE [ 4fi ApcDNA3.1(+)
AR BRABIVERE VI 25X ba T FKpn 1 210, ¥
% T AL TR peDNA3. 1+/1K-1 .

1.2.2 A# kK k4 4 COS-74m ML B KA
My e Heml s FERNS X 10V E KR A& R IFICOS-7
40 24 LB &AL, 7E5 47100 mL/L FBSIH
DMEM3;#:5Ett T-37°C, 50 mL/L CO% 5746
FERLRL, oI Yepc DN A3 1+/f1K-1 g B
Fr6 B AN L, RSB 3AN S AL, K G
PUIRAYI(100 uL OPTI-DMEM A IS pLJlg i
A, 2 wg i JORE, YEAT; ST 1S min)iZ i
NP, B 4A). T37°C, 50 mL/L CO,
Bi e RS Wa B4LIIA0.2 mL75 100 mL/LIfL
HDMEMR; JR 3L, K 9548 hJaIidECOS-741 i,
ZL17 40 i 5 HX i FH T Western blotAll.

1.2.3 44 B 69 A B 69 & 20K A&7 17K H 69 %)
& R AL A R Fipc DN A3 1+/
f1k-1 . FAEZ STV TIKESL3261
W, 3 BB A p e DN A3 T+/f1k-1 4
peDNA3.T(+)FH & 6 B3N AL o T 2 % v R
SL3261- pcDNA3.1+/flk-1, #%F T3 mL&H
RN R R NLBBAARR TR R I o 1, I H
B mLENR IS0 mL&H 2 5% £ LB
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WAAREFREE T, 3 ha SR B, HH AR B R K
PeJa, H10% NaHCO- % i T, i B0 1R <
J1X10" cfu/L.

1.2.4 J& 04 S92 B 98 2m e 0 424 30 K
BALB/c/NRBENL A341, RE4L100. FE 4l
T IR A H p DN A3 1+/f1k-1 L IR VDT
FCR0.1 mLBE 1K, FE3U; #ohxt lal: ¥
Tl At Bk pc DN A3 1(H) IR RV T ] G 0.1
mL, BEE-—IR, =1k NaHCO, % 4 : 1 4]
x10% NaHCO, 0.1 mL, & 817k, L3k, 8
FRCT-26/ L &5 W e 4L, fEpo 952 wkLLJE,
FAIBALB/c/N AT AR S 1 N Bl 1 X 10°4
CT-26/N R 45 W M 40 . 53 M 24 LBALB/c/)>
BBEALA A3, R8s 4 Mg dfE A I, 2
Tl b Je 40 L LA S5 W 5% 45 L0 BRI AR A7 I ), B
DN BRAAS o B g AR AR AR Ak

1.2.5 D EARNRF D TREA>H . KN VEGF
K Fe B 28 P A AR BAR AR B e
RGP 52 whAETC B A AT T 2071 BB Lk
12 HUH AT, TN, /N DL SR Y, DIk
I mmX1 mmX1 mmA/», [#5EGHENHET
PRI T T, IR A SRR % . DU
BIRA I R BE AN RO E . A /Mg, 4
11, 43 ISR EUE K A DN ABEITPCR I N . &2 W 4%
10 94°CAEME30 s, 55°CHRME30 s, 72°C 4E K45
s, —SJLHEHT30MIEIR, 72°CHEK 10 min!”. 1
FBUTS o/LE IR BE e vk 25 20/ Bl dse fm —
Rpoth a2 wk. M2 wkin KALSETT &
Kl —x, B0k FiEw, Pt RVEGFH
P T B, I Z BTN VEGFHT
PRFIBRAR 1L AL D bl o 5 2R, I
5 T AR A R D' JEE (A y50) 1L 32 735 7D BRI 3
VEGF/KF-.

1.2.6 I8 o P Hpc DN A3 1+/f1K-1 .y FAK
84 A 0 For bk € 2 L B BE 4 AT A5 /D BB — IR
Hod% JG2 wk BERPIIRI2 wk LR DL AEARFE A
4Rl — X, RJHELISA H #:2%, LimVEGFR2
Z U REPUA LR R, AHRPHR 1) EH0/ iR
TgGHUIAAE R 55 —Hiask, BEAR SO E (A 4s0)
B SRR AT, AN )G —Rpo a2
wk R IIE2 wkiE A ALFERT K 1100 nLIf
PUlEAL T, a4l B AOn - 41N BLIfC D4 TAN
CD8" Til %4

1.2.7 v BR & o 4 ) 0> BT g w9 V8 A B Rh
JHR i 532K, 10% NaHCO % B2 55— H /N
HIIAET, SIHUESEIT A /N, B2/ BT

| BN
AL ¥ VEGFR2
Je sh 1 - 4 K
BoE N R OB
pcDNA3.1(+), %
B AT TTREA
SL3261/5 M #
) Rpok B T
295 ¥ SL3261-
pcDNA3. 1+/flk-
oy 2R A%
T AT RO
TMBYERA
LA SRR R (N
iR A IS
g R0 A A
B RAF AR
Hpo DNAJE % #
N R B R
HFRRET BA
AR
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(YAE X A 1 2 3 4 B B SEEHRNBUDEBRERE
A A DK E L KEWestern blot#MlCcOS-74@ 8

o N 50.7 kDa -
Fe & A5 4 6KDa DNAST+/Ik-, FAFEHD. A: 1.
A /] K ] 6223 bp 46.0 kDa Kpn 1 FixXba 1 DY) 5 20 5 ki
DNAJ %4 T ' DNA3.1+/flk—14,_y; 2. Kpn 1 XD
Ao, Faty  5482bp 4254 bp B e ’
VXEJ&J{;%&& 35.0 kDa [ MEEY) R 28 Fikipc DNA3.1(+); 3:
Kok 5 R T 1248 bp 1489 bp DNA Marker 2 kDa; 4: A—EcoT 14 |
&5 2 AR 925 bp digest DNA Marker; B: 1. EERS TR

T 5 491k 3B,

sEhRE; 2. B pcDNA31+/flk—
1 -y FECOS—74M - 2 TS, 3.
G =PoycH

B 2 SRRENDIIKEZRESLI261-pcDNA3. 1+/flk=1,_y. A: EHIEEEESL3261—pcDNA31+/flk—1,,_,; B: kL

PcDNA3. 1 (H AR EE/D TICEISL3261; C: FAVETHA.

JMRg Ll 2R, FRT R, DS R AR, Ao A0
S TR LR RE A A R S b AR )
T AEARASBE (X 100) T A 2 JIRF P S I 4% 4
X, FAEREBL(X200) F i HEA 24X Hh—
AP BBt 5 5, DASAS XSS I A 25 13
B A B0 3 25 i (microvessels density, MVD),
FE TG BE( X 400) R 71,

it THE A Llmean = SDER R, £
PR 0I5 22008, AT Ge vt 24 i1SPSS10.04¢ 14K
AL FRSE R

2 BR

2.1 R M EF B ApcDNA3IH/AK-1 4 fr &
28 2 JRDNAJE % SL3261-pcDNA3. 1+/flk-1 ) i
Ty Fey ek FE TR pe DN A3 1+/f1k-1 1y, L H 1
B PRIE1K-1 ) 75 EAZ 40 ICOS- 740 i Hh 45 31 %35
(EI1A-B); EARipc DNA3.1+/f1k-1 4 LA KT
Fipc DNA3.1(+) 73l F A sk 0 1] IR TRS L3261
PUG, FE& 2N 5 2R LB AR IR 5 By 2
BRI AEAC, T FIE A S =N R LB
W] A 5% TR L TG v AR A (1812)

22 TRV TTREA £ D RAAS A EH G
7RER10% NaHCO % AL A, 5 1 41 R 3ot Jit
UM B N, g3 n] WEALPT]
B (E13).

2.3 A BEA P Ak E ke g5 R BRI
10% NaHCO X JREAb, 92 i 4 A8 A0 R/
B B N gl mr iy —
AN141 bp KN B, 55140 vE i Br i il 4
B BERMHAF. KR ML O A F) /R
FAL I E P (E4).

2.4 M LA ST A0 R AT R A
P BT LR WS, S A/ ELCD4A T Y
xoF HE 2T B 22 591 (P>0.05), v 4 e hh2. wk
J5 P Wi 2 CDA THERHR Bk, WS A0 i
YU BT BE(P<0.05, #1); FEHERI T, B
Y1CD8 T WX IR AL TG W S8 220, e i el s
DL R AR R 3 372 wk i CD8” THE R TH 41 {2
LE 6T A 15 (P<0.05, 3R 1).

2.5 /N RAR W VEGF K -Faem] 42205 i LA S el
FEWTLLRT, B 41/ BUILE VEGEF /K- L5 1 5%t
HITCHA W25 e, Al o — IR o2 wk, P IR
YR IMVE VEGEZK P IF 4 H BT i, 2 B 4 10
HVEGF/ACE LR B, 7Edemi g2 wkis, 9%
HI4LVEGF/K PR 6 AL B, 1T P 0 AL
VEGF/KF-H 2T m (3 1, #]5)

2.6 FLIE WG A F AL R = A SL3261-
PCDNA3. 1+/1K-1 iy T L AL/ B 2E K1
PipcDNA31+/flk-1 - 1gGHUE, HITAAK T
St T AR TR 4L DA 10% NaHCO4 %) 41
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# 1 CD4'T, CD8* T4BIBAYIEILL R/ N\FIEVEGF K = 8, mean + SD) L LRy
KX BA— R

4R SRRl s EfPiPEEE2 wk
CD4* T4BiR Bmha 62.34 +6.63 65.82 +7.25 62.12 +6.44
HANIRA 64.15 +7.65 67.86 +8.24 44.79 +5.16°
10% NaHCO,W#B4H 62.78+6.54 65.89 + 7.94 43.76 +6.12°
CD8' 488 =g 10.16 £ 0.84 15.64 + 1.46 11.92 +2.60
HIANIRA 9.78+0.59 9.58+1.24° 7.54 +2.97°
10% NaHCO,WIRE 10.72 + 1.54 9.49 + 1.39° 5.53 + 2.40°
FEVEGF x 1070,  BEBA 58.24 + 6.42 18.88 +8.07 2.66+1.91
HANIRA 60.45 + 6.20 62.44 +6.43 85.65 + 10.36°
10% NaHCO,W#B4H 59.86 +5.77 61.18+6.72 92.86 + 7.28°

°P<0.05 vs 4.

3 ENBEETEENIREE
RBLANREILBEDHIDM. A /N
Wa(x 20000); B: KfZ(x 15000); C: I
R 3000); D: JRHH( % 25 000).

107 o mewtias
R
0.8 I 10% NaHCO, %841
& 0.6
ik :
P < 0.4
0.2
0.0 ‘ T ‘ -
B 4 PR BN, 1 DNA Narker 2 GEERT SR BRI
kDa; 2: 10% NaHCO X HAZ; 3—653 BRI . BRAE, /)N
AR IIHPCR. ; RRCRCE
F= A Hipe DNA3 1+/1k-1 1 TgGHLA(E6). BRI/ B P 2B A 136,75 £3.69 d,

2.7 B MAER G A B RIS 10% NaHCO, X 41/ B A A7 A7 30 47.95 +
o, AN R A AL ANT70.50+:5.58 d, 16.77 d, P AL/ AR A AU P ) R ZH 0
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1.0 —— T
09 —m— A
0.8 —a— 10% NaHCO, *J#iZH
0.7
0.6
g 051
< 04r
0.3
02F w—— 5 —
0.1F
0
2 4 6
t/wk

6 SB/NRIIEFPCDNAS T+/fk-1_y—lgGHR IRV

90 1
80 | *
70 °® o .

60 -
50 |
40 - 2 a
30 | "
20 |
10 |

A BRffxSHEE
° ® JETHA
= 10% NaHCO; XAz

HEAFRTIR]
[ 2 ]
]

o
-
N 4
w 4
N
(6, !
o
- -
o]
O J

7 BENREEE.

a‘r * &y 'f"ﬁ}?
'-'.: HJJ’,.- ;I

f,'A'F

-'.'-aj -
b
..n:'.l._* _

® 2 BEMERE. FRURMIEBETE

(7 = 8, mean x SD)

o fERE  AEER MmeE
(9) (mm?®) BEITH

=g 3.64+1.34° 2.62+0.54° 2.06+1.02°

HANIBE  840+066 6.01+0.14 693+2.34

10% NaHCO,

WiRAE 8.26+0.44 592+025 7.34%4.12

*P<0.05 vs ZIAIIRZEF]10% NaHCO IR,

8 BRI TANER4 whkiSEIARERARAS. A: BEEI4; B:
{RIEZH; C: 10% NaHCO 0 R 4H.

9  RGLRIVANERE BEINERRE(CD31 x 400). A: E 14 B: HIAKIRL; C: 10% NaHCO, G IE4ZE.

WEK(P<0.05); Hefe Ja /N SUE A B R IR, %
/AN B AR A I TR0 G A% 9 0 FRE A /D Bl ) A A I
i) B S S, o v LA BREE R iR o 64 dA
THIR AT, Jrb i I /D Bl 2B A7 I 1] ¢ 134 82
d; EPX IR rh, FEEAPIRI32 a5 AT/ B
WIET, B K AEAF IR 442 d(E7).

2.8 JE A RO T I E A KL HRDNA
FETSL3261-pcDN A3 1+/f1k-1 1) BE fi 35 A1/
Bl 2 g s IO A7 A2 1, BT 0 ko 1) A A,
[EEEZ AN 0 < s QN AT S o 1 =S rp )
WA 2 2 e (3R2, 1418-9).

3 1iE
i A5 A B A S ARG ) 2 KRG A% vh e T AR

FH, - BEL T g 1 ot it fAE 1 TT LA 200 400 ) e 8
(AL TR I A 1) R R o LA R e T,
BEIER DN, TER RS 205, B, P
96 0065 TV GR350 1 A 988 A ) 2 v T 7 T AR B
AU CH R, COF R H i AR R R 3z
PRI PR, M4 AR pe A I PR 7 A i i AR
B AR 2 a7 FB . INVEGF S 13z
PAVEGFR2 AR FLAE ), A2 42 Iihgg 1. T8 i 1)
KA. Rk, VEGF S IL5Z A4 mh ik Bt i 84 1fi
EIRIT B LR AR RO AR H AT O e e
HILMVEGFRZ A+, VEGFR25VEGFHT
BRI RN ), AAEAE T I P9 7 400 it 0 —
AR, fEIEF S DL N Rk AT EAR. Yr2 i
AN 73 s IVEGF S 52 R ) e dh B 4 5 ), il
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R BT AL T, TS P R AN s g, i
R BN IRE A M ) oy B BT wT Az
A& VEGFRIMIAMN RN v B, AR A 5l
e G rIRe D), AR 513068, In] 5e 4
VEGF A Zhfie =2 A, BH iR i (0 7 ik, 3k
i g 2 AP

L5 Py B 4 A K R (VEGF) 5 32 4k
k- 1R AR ELAE FH, g Jol TRl 0 pic i 7 ke
B OCHEAE . MR 40 f o W KL VEGF, @i
1B FH T 14 B2 20 A Y. 1R 5 RS2 A4, 5 1S N
S P HG TR LA T . DR, PHWTVEGF 5 AH
V2 AR S5, A2 H AT B 8 i A5 T8 B A 5
TS 2 R

AW FTIEFEVEGFR2 M AN BL1-48F A HF 5T
%, B EIK-1 008 AR TTRIpc DN A3.1(+) F4 4
T TR pc DN A3 1+H/1K-1 oy, 465 T2 TR B G
COS-741 i, Western blotky Il 5] 5 20 JFok fig
FECOS-740 M v F ik AH N B T, 1B 1% H 15
DAL B e % 1 Wi 7L 20 0 4 i v 308 5 F EE 4R
b AR VD T G R SL3261, 45 % T IRDN A
PETSL3261-pcDNA3. 1+/flk-1,,.; [1IEDNAJE
T RS SRR L AR e g LS, HOUDN B
Ik TBIE S /N DA R K Wb AR 732 5 i s
8, g5 R ] WAV R P/ RS 2 AL
ENIAE AL, WY TTICE O DNAJ |
USRI, SRBCNRUFIE . . /LA
K RIGFRADNA, ZLPCREF TS HDNAJE 1
WA A% A B T CMVAE S ShJEPE B 1) 3 R 48
AN REER AL UEYS, 45 HAEs H 12 I flk-
11y S BN AL AL ShWRREE R, &
4 T G 58 g A 98 /0N SR HP AT A A7 ) L2 T A
TEK S ZE A /N 545 i e 0 1007 A i, i
bR R ARG i 2 AR e M IR ke 1 i
DN A 1 (1 /E FH AL AT B 2 18 i 30 40 i e
925 DA R AR R e 2 T 1) 4 i 8 1L 5 A e 2 A )
PR 42 28 4 FH . A b g 3 I AR S 50 a5 4% 1)
F1IRDN A i A7 4051 45 i g A2 K R4
VEGFR2AM -4 0] BEL5 56 B2 AR T8 4 45 &
VEGF, MIfij FFAE T M55 VEGF KT, Ji8g F& [ i
BN AN SZVEGE /- b f sz B, o Hog 4 pH
Wr T 5 FEVEGFR2 M N {5 5 % S D fg, S84
DA Z 440 R 1 54 R B B i T BRI, L 2R ek
b B M IR ) AR KB, AT GTE ok /N B
T B A Bk BE R 2 A DN A 1 3 A1t
TR SRR, TR Sk 5 i e 0 0 A A
TRTT SRR AE T 9 ) I SR
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Abstract

AIM: To study the prevalence, density and
pattern of H pylori infection and the activity
of reflux esophagitis (RE) and to compare the
severity of esophagitis in H pylori-infected and
non-infected RE patients.

METHODS: We conducted a prospective, ran-
dom and case-control study. The condition of
H pylori infection and the activity of gastritis in
89 RE patients and 89 non reflux esophagitis pa-
tients were compared. The RE patients were di-
vided into H pylori-positive group and H pylori-
negative group. The severity of esophagitis was
compared between the two groups.

RESULTS: There was no statistic difference in the
prevalence of H pylori infection between the RE and
control groups (P = 0.137). However, the density of
H pylori (P = 0.024 in the gastric body and P = 0.000
in the gastric sinus) and the activity of corpus gas-
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tritis (P = 0.001) in the RE group were significantly
lower than those in the control group. There was
no statistic difference in the severity of esophagitis
between H pylori-positive and H pylori-negative
groups (P = 0.353), while the grade LA-C was 8.3%
and 18.5% respectively and the grade LA-D was
4.2% and 12.3% respectively. No significant differ-
ence was found in the severity of esophagitis.

CONCLUSION: The degree of H pylori infection
and the activity of corpus gastritis are inversely
correlated with the formation of RE.
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Abstract

AIM: To study the inhibitory effect of Weining
granules combined with chemotherapy on
recurrent and metastatic gastric cancer and its
possible mechanism.

METHODS: One hundred and sixty cases of
postoperative gastric cancer were randomly
divided into treatment group (n = 80) receiving
Weining granules combined with chemotherapy
and control group (n = 80) receiving chemother-
apy. The following parameters were observed,
including recurrence and metastasis rate of gas-
tric cancer within 1 year, and changes in plasma
viscosity, blood viscosity, value K of blood sedi-
mentation equation, erythrocyte aggregation
index, fibrinogen, level of metalloproteinase -9
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(MMP-9) and vascular endothelial growth factor
(VEGEF), size of recurrent tumors, life quality of
recurrent and metastastic cases.

RESULTS: The recurrent and metastatic rate
was 22.22% in the treatment group and 32.22%
in the control group with a significant difference
between the two groups (P < 0.05). Plasma viscos-
ity, blood viscosity, fibrinogen, MMP-9, VEGF
were significantly higher in the treatment group
than in the control group (1.26 + 0.13 mPa®s vs
1.75+0.11 mPaes, 8.73 £ 1.98 mPa*s vs 20.56 + 2.31
mPaes, 2.15 + 0.16 vs 3.85 + 0.41, 135.46 + 22.16
ug/L vs 186.23 + 31.56 pg/L, 102.46 + 18.43 vs
176.43 + 21.56, P < 0.05 or P < 0.01). The inhibi-
tory rate for the recurrent and metastatic foci
was 33.33% in the treatment group and 17.85%
in the control group with a significant difference
between the two groups (P < 0.05). Improve-
ment in the quality of life was much better in the
treatment group than in the control group (P <
0.01).

CONCLUSION: Weining granules combined
with chemotherapy inhibit recurrence and me-
tastasis of gastric cancer and improve curative
effect by decreasing MMP-9 and VEGF level and
promoting microcirculation.

Key Words: Weining granule; Gastric cancer; Re-
currence; Metastasis
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1.1 #H 16041 1 A5 41 32 Rk U5 1-2003-04/
2007-05)" P4 = 2= B bt e B SR Bt )P SR A
N I B= Bt 2712 T B A 1) B s B, TNMLy
W1k TL-TIL. 23 IR e 2 J ] B s 106 B 65 9
TNMA IRRUED, 38 CAT FARIGTT (B 1 TR
AR I RHIER, DEEEEATE BETAR), H
252 BT R RINAT SRR Ab #4575, Karnofsky

AL R R SRS BERENL S BUA YT
(B T WORL AL )R B2 (PR alifb ). IR9T
0%, 555141, L39M; Fks42-67°F14(55.26 £
10.15)%7; i 9 1143451, TITSHA 741, 95 BRZH 235
I35 USRI 181 BR324, R4k
g 12000 . R BRI 1 B AN g 5191
2. 6 RRAL90M1, J34841, Lra2fp); AEuk
44-63°1-14(53 £9.23)%; Ji i 111H46H1, 1113144
IR RS R A e S D TN T NIRER TN
FE2000 . AR AL BRIEE2 14 R oA g 1945
EIVHCAN Mg 7491 R R A48 T AR T A
T [N 5 1 N B i A o S R o T
A 25 5 0B R L(P>0.05), BT L.
1.2 7%
1.2.1 397 7 i SR NMHFAMALIT 7%, B
PR 5-FIREIES00 mg, BRKE, $1-5K; £
BT 57250 mg, Bk, SR, 225 54 mg,
FRIKHERE, 251K, 3-4 wkiby7 1IK, AT RS, 4t
6T . VRIT 4 po B TRIKL, 4 g/IR, 2 IR/, [F]
IS G o6 AR T 5 8, 97 #2206 mo.
1.2.2 ML I AR R 77 i ARG ACIEIR . ARTE
SRR S M 2 A B 2 IR, WL 2 i
2 5 VAR R AR JR i 52 B b e (il B
i B BRGS0 R4 B34t
YR ACRE YA ST HT i A U M AR 2 Fab: 1
FEE. MR, MPTyFAKAE) 2040 o SR 5
Fadl. ARYER . BRI S B (ELTS A)vZ:l
SE YRYT AT I3 4 8 B AT -9(MMP-9) . IfiL
BN AR T VEGFIH & &
1.2.3 A #HmE R s IFEFNHILE
KRR, UESEASRE T IR T A BE 48 F R 3 4k
SRR T RIAIT2 mo, WAL /NI AR, $%
WHOJT B HESEAT VR 3E, 40 R 56 2R (CR).
WG MH(PR). LAHL(NC). HEJE(PD), H
CRAPRYL A A 2K
1.2.4 AR HEHH AT REOE: )i
J5 FARIT2 mo, 2R AR SR BUA] L E L
JZ IR BNEAR IR DUVE o bR dE, AT IRIT AT )G
Karnofsky /5. (1)4235 B¢ m: Karnofsky ¥
it =103 (2)4E3E i T P Kamnofsky P43
TFE=104r; Q)G EFS € : Kamofsky PE2r 72
B EAR<104). Horh ARTE e s RN TR
Beit bR ol R SPSS11.588 tH- i -
BEAT S AL B, V5 ORLR A S0 THECPRER
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R 1 FAEBSRIGIMAERESEIRMILEEN = 90, mean + SD) LR 32
ALRAPHE

haiE RHT

8 MFHEmPa - s) SMBEmPa-s) MTEKE  TEEREEY F4E0R oy A AT
BIsE  esEl 1.43+0.21 18.35+1.73 68.31+6.5 2.55+0.12 3.42+0.36 = R
asB 1.26+0.13" 8.73+1.98™ 50.23 +4.4° 1.31+0.23° 2.15+0.16"™
WiRE  BITAEI 1.47£0.25 17.18 +2.02 67.42+6.5 2.23+0.78 3.14+0.24
arsie 1.75+0.11 20.56 + 2.31 65.12+7.5 2.18£0.45 3.85+0.41

°P<0.05, "P<0.01 vs SBITEEITHN; ‘P<0.01 vs WIREEITE.

R 2

BB EIEMMP-9, VEGFESHILLHIN = 90,
mean + SD)

D4R MMP-9(ug/L) VEGF(ng/L)

AT BSTEl 215.62+32.75  196.35+21.56
SBFE 135.46+22.16™ 102.46 + 18.43™

WEBE BITHE]  224.18+27.56  206.45+19.28
BTE  186.23+31.56  176.43+21.56

P<0.05 vs WIBLESAITIS; P<0.01 vs AT EBITHI

P RL

2 R

2.1 B3R A A BGR A AL IITHIENER
o, ¥et% 144, SRS %22.22%; SR 14F
WR K106, HF 1901, R 432.22%; W
H IR A W 1R L(P<0.05).

2.2 SRR E FIARN AR WBIT AR R B4
ST ELARE, AR . LY KA S 2 PR
(P<0.05), MIKFNIE. TAMRESRL. T4EE
R 2 FRAR (P<0.01); V897 43677 o I 2K &6
B AULEGRE . 214 Hr RO AL LR B 3
FA%(P<0.01, £ 1).

2.3 MMP-9. VEGF& =& W(irdlinira
597 R, MMP-9. VEGF & & I 2% R
(P<0.01); XFRALVATT Ja BIG Y7 7 AH EEMMP-9,
VEGF& &1 B EZLP>0.05); 67467 )5
B R ZHIBYT G A EEMMP-9, VEGF S & 3
F#{%(P<0.05, %2).

2.4 AR HIER N L E A F O AEER
= BREBELUGIRIT2 mofa, HITHIN
SRR RN 2 530.00%, AL R
17.85%; WAL LR 2 A3 35 P X (P<0.05, &
3). YRIT U120, ARSI s AN, FRE 14
W, N B2, X HRZH394, A4S R m 0
W, FasEg 2, FREE37H; ALt 25 B
W X (P<0.01); B T RURLAE e i R
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S48 n CR PR NC PD THER%
AIsYE 20 2 4 8 6 30.00
WIRZA 39 0 7 18 14 17.85

B A R A TR IR

3 1TiE
FURT, RTT s800P A D7 i DUJRE A4 (0 8
TR ARUE, ¥R 1) 32 B H IR R 1 5 4 T
R, BIVAYDJEC TR B A4 PN BT e R e O 1 <O
RAEAE” MR BT FRBEFE TR K
J7v AT IR RO IR A
BT, HAEIA 2 ARG RO, AN REIE 2
HRBIEH, & AT R s b .
T 8 2 T A AR g IR SR R 2 —,
FARUIGAT = H JT0 :239097 5k, mFARG
(1 52 R R R S S A 7 ) O, HL AT, JE— b
TR DI s 2R I R e IR iz
RO G AR, R 25 (ER iR B R R R
DI RFE T 2 AR Ik, B
HIEAZ . N E TR, ITFARDIBRZ A,
BOREE, SRIEAUIR, AT WS 245 1 6
A, W ESCIE AN, e I 3Fe i R S R 4
BT NERE, A0m AR, TE RS R =R, §
TR TS, R R MiRc R, A
R 25 <, I L AR L, R B R KR YT AN
BB INBIE. IR 2R W], 2 n] 48 5 A
SOIRAH LT R A L A 2 (2 A e i
1 e N 2, HLAT B3 PR e B R -
AR T BRI A A6 7, 38 160451 I A9 1
WEE, £0k6 molfiayr, T A1(H T MR+ik
IO VENE R RS %22.22%, XTI 2432.22%, iA
I A R S R R WA TR B
(P<0.05); B REBHZHELIBIT2 mo)F, 1GIT
Y02 R T Sk R /NI 26 2430.00%, X 4T
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;\@f&ﬁffr*& N 17.85%:; 167 AR SR RS JE /NI ZR G SR PPN ) S ARAR R S D gL O BLR
XA —F

eET BB
16 RAF I, ¥ A
5, wEASTE
#, AEHFER
A8 e 6 R R
.

FALT X R 4L(P<0.05). R E T EkL ALY 7
LKW, Wi BA M RIVER, v AR R 52 %
R R AR, PRI IRYT AL, B RV B e A
AN B 2 A 2R, S IR R ¥R T % AR, s
SR SR, BHIE SRR A S A, AR ORY
MURRIBUR RE ), $e2 08097« AIT VR TT IR,
LA 2y, TSR RRHLAR R SR D RE, PRSI
U, BRI SR . O MBUEER, b
AR 0T . AT I 2 68 ). Bk, 7E
07 N T o S A O V2 T ) U2 [ S
TBIT 7L, FEETT L

g 2R N2 IRNER. 2R,
Z W B AR, R T RE R AL 2 T B0
0 R B 1 TR LA, i A PR NI R, R A
NBEK S RN TR L R E, AT
FEC I Y0 0 A 2 T A, I 98 9 A% 2 XU B A
7 80 00 FE TR 384 0, CSCRE VR A 7 e e
PR3 — 25 (TR, TR It vy DL g g 4 40t
TRIT 2P BB, Fe T U SR AR
E (MM P ) A2 T8 % A o v e At 40 ok & 355 I 1
EEFS, MMP-9/ZEMMPH E B[ — 51, B
i A & HA P-4 WMMP-9 1 g 11, MMP-9
SERR S ZRY . Ca¥ R AR B T IR UK
2, REAIRIRIRER (1 #RPER . S I R b
LR MIANIE T, 25 iR 1R 28 SRR
VEGFEN T Z IR 55 TE R 1, 25 B
BRI WREE TR, S, 2
HE L P78 SR 0, b R 0 R 1 )
kLA, VEGFMRIA S BB i %%
e S TS A VA OG, MEIVEGF RIS, nlp
IR 0 B R 27 MMP-9. VEGF/E B i
ARk, [RIREAE A s s Rk, BEA
Kyl S M iEMMP-9. VEGFI & #AH R T H
SR O TS 2. AT A T AT R I
MBRAR 2% . MMP-9 & VEGF & ARk, ¥
ST G ST TR, R AR . AR
B MPTREKAE) Lo e fe E . £T4ER
1. MMP-9., VEGF® & I 3% P (P<0.055%
P<0.01); 97 AIGIT G KRS . MR AE .
YR AR . MMP-9. VEGF & & 55 B
LE W 2 BRI (P<0.05); T BURLIE & A0y T P
SRR T B O R A R I, PR IEMMP-9
M VEGFH) & &4 K.

TTAER, VA R4 5 2% 1 i 8 28 3 19 A= A7
JFhL ) LA B T B ) Se kR Ay

A AR S A FR ST BT SRR AN
PRAE ¥ 75 T BT AE (9 256 VPAN (RO 46 g L
TN BV, AR A VT IR T
RO ) AR AR a7 35007 8 A dEAS [n), A B F 4
S I K AZ, T A AR I PR 1) 25 LA b
VEN VP AR, RS bR AN S A2 6 R 3 A
e FE 4T o, (R AR E T TR I AR AR R
. SRR ES, WIT 200, AiEER
TG, RE T 1410, N 2405 X239, A=
TR RO, AR 2, N 3TH M
gl L 22 i B B PE R X (P<0.01), RH 5
SO LE 3 v R L B ARG TR o6t A
$eos h G TT AL BE B 18 E R R,
JF T DA (B ek . s pA g, B R
XY IR 52 1

o9 i B (R 5 — AN K AR, T
8 R ARBEAT2ME . 34F. SHER R RN
L, MR RE NS SR L B 3 A 98 A A N TR) 2R AT 2k
— M. MBS R A2 R
. 2R EAED LT, ¥ R E R 4
M. MU AL 2R A (A AR R R sg i, dn o]
FIFH 255207 Loy 2 REPE R L, JT R T B
EZ WNSWNE AN (e R R SR i
TGRS G, AR BT e (0 R RS, K
B 255 v T 9 R R R ST ).
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Abstract

Transplantation of bone marrow stem cells
(BMSCs) is a potential method to treat liver
fibrosis, but its mechanism of action is not
clear. Many researches showed that BMSCs
can play a role in the treatment of liver fibrosis
mainly through two routes: (1) BMSCs promote
liver regeneration by differentiating functional
hepatocytes, secreting growth factors and
deriving endogenous hepatocyte proliferation,
and (2)BMSCs inhibit formation of hepatic
fibrosis by secreting anti-fibrotic cytokines,
influencing hepatic stellate cells and expressing
matrix metalloproteinase-9. Here, we review the
current researches on the mechanism of BMSCs
in liver fibrosis to provide reference and guidance
for researchers engaged in the treatment of liver
fibrosis.

Key Words: Bone marrow stem cell; Liver fibrosis;
Therapy
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WF R, B H T 498 (bone marrow stem cell,
BMSC)EAT 4 ete b ey 5 AR B 538 %,
Bl — R A AR R, {2 BARALR
MR, RS ERET, BMSCT A £
BN T R BT RAAE R, — 2@t
A T RRERT e ok A K B T e i 5%
P ORENT 2m iR 3G FE R AR EAT AR, —2adad
o sk B et B B . R AT 2K m e e
FR IR J B 6 B-9 R A R T LR A AL
89 . A ST E BT AT A LA s T
T RE G VE R LB A — R G R, HFR
BT 2m JLAS HL G I BT 41 LA 09 B R 3R AR
%A dE T

KA. BRET4M; AT EAL; 69T

=R, R, TEE, SETARAT4EET PaIERN
. HFREAEAYE 2008; 16(2): 180-184
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03I

JH- 4T 2 AX At 5 Tl A% s 15 7% Dk JHE A A 1) 4
Z B, LA B /ML i (extracellular matrix,
ECM) i JE T RR IR (] W) 2 % 2y R 1 JHF 40 M 1 AH
N A 7 | e R R WA D S BURE e S
WEC R AR, AR R B AT SRRz At
/INFAR] H AT TR AT S O U A 82 O B e
41 il (bone marrow stem cell, BMSC)E 4 %K
EAEN VI SN i NI NS B A e A
FERYN oy A AR AU AN I HE NI SE R
DX\ ARSI G S g HE R SRR U R A FE IE
ol i) VAR A, WA R R B E R T I T 4t
441 .

H a7, PEUrBMSCX - 4E4k v 7 7 H it
FHmMZ. BIRBMSCR AN G e CR 4R 4L
R G JE A R, AHAR A7 DGR T D5 T )
WA RIS T o R, HPi e 4t E I 4%
FUFE s B AE LR WA 8, B A
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IWABMSCH R EF AL 32 2 w5 T A, Bl
TE BT 20 B P A AN AT AL R LT YR AR B, Rt
FFEFYEAL S5 B S AT RS 2 DA 1. LU 3k
T AT REMIVE FIHLIAE — R SE .

1 BMSCle AT £BiR B AEay I REALH!

1.1 BMSCo 1L A Zh fe AT fm fies, RAN R IR AT
e s, BMSCHEMETYEAL AL 2L N AT 734k
JH-40 10, AFAE TE 5 52 A S IR AR R 434 L 461
R, 33X U58 W JFF 2T L0 850 4 8 P48 3 T i
TE SRR A5, R T-BM S C AR [ Rl 5
A

1.1.1 SN B VB R BER B0 # ok WFST BoR,
FH JHF 3 v 5835 1f 37 A4 40 55 92 B MLS C e ) i
4B oAk, FF N R LI o A A AR I T %
PR 7, BRI B M S C i 5 IR 41
Hong e a/" W50 K I 45 005 0K Bl ML 355 4k 4b
B5 F% 10 B 18 AR 5T Al M R] 0k Al R 2 4 i
M2 1Y D IR R U R R R U T A i e 2
Integrin-B1, {HIFANZE L Bl 20 H 41 o = LY
AT T TR TS0l R 1T 1, AT R S AT P e AR R
(1) FT B8 & JHE 48 A5 10 v ) ) 385 i 82 0 I ] AN
%5 (2) 7] g e A7 A8 T 3405 i b 1S 5 4
TAONBMS CHF 0 A e ALEAEH], T fx
2 ) JH 4 0 53 A0 AT e R AR AR S R RO
iR

1.1.2 B ABERIL 6 oh: S s0 R W1, N
BTG T A L B R SCBE, 2
i RAEAT 5 0 1 R DRI B Jm KT AR
RAARVERGRACO. R, A SRR RE AT
PN B I IR 28 AH S R R KR4 T i 1E AN
BEGR T BMS CIA o, A7 23 3 1 B 2 B 4
ke B IRAZE, X440 K HATBMSC
5 1R 5k DRSO 23 i s, fEBMSCAr 4k
A, 5T RH LR B, R U5 %
A MR E - A - W T e 3 DT 1 R R AT A A i A
KA F(fibroblast growth factors, FGF); Ifij ££ M
39, VAR oA R R TR, G4 A A
“F--4(hepatocyte nuclear factor-4, HNF-4)F17%%]
W-6-WEIR Y. Jh4h, B 42T R, A
/N AEBMSCHHE48 hJm, NESSARUN I, 1
%R 2 Ma(apolipoprotein Al, apoAl). #fii
# Fc3(apolipoprotein C3, apoC3). 4iE 2D
42 [ (vitamin D-binding protein, DBP). o-$
K A B (alpha-1-antitrypsin, AT)F1 [ 455 H g
R0V (proteasome subunit alpha type 1)5F
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FACET &L Horfrapo ATE I KA 3Rk
221 wk, H5 AN PR (proliferating cell
nuclear antigen, PCNA)ZERF 2 230K, X i3t 1
BMSCH 1 J&apoA 1 )31k 55 B I i) - 491 115
AR, apo ATHIAE A PEHTBM S C il ST 48 i 734k
(K3 R AR 1 3R BT IRUATE 5 43 Joil Ik DR 2
HAKEHI 7R T A A A B E BMSC
Ie] A0 A 1 23 7 L. BB AR )45 5
HEAIANTE A, AR LABTRA IR S, 2T Ak B S0T)
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Abstract

Hepatic stellate cells (HSCs) play a central role
in the development of liver fibrosis. In liver
fibrosis, intrahepatic resistance and splanchnic
blood flow are increased. Inflammation, hepatic
sinusoid capillarization, portal hypertension are
very important factors in the hemodynamics
of liver. In order to study the influence of
hemodynamic factors on HSCs during hepatic
fibrosis, this paper describes the activation and
expression of extracellular matrix in HSCs as
well as hepatic vascular reconstruction when
changes occur in the hemodynamics of liver
fibrosis, in terms of the biomechanics of liver
fibrosis mechanism to further understand the
role of stress in the process of hepatic fibrosis.
Based on the large number of literatures, we can
draw a conclusion that an appropriate level of
mechanical stress can activate HSCs, produce
extracellular matrix (ECM), and accelerate liver
regeneration.

Key Words: Inflammation; Hepatic stellate cells;
Hemodynamics; Mechanical stress; Extracellular
matrix; Liver fibrosis
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IS AL AL, s N AR SRR 43 B 28 JHE R 1 i
W F1751500-2000 mL, 27 it 1125%-30%.
T JHE T T30 L 2 1 60%-70%, JHF a1
30%-40% .

[T 22 IR 93 ST N ik, N 1
FRIK AT BEDC P WL, {55 IS AH I Ak P B 40 P A
K, ez, 40 MEFATE U ISR DRI
(inlet sphincter), ¥5FIRVE A T TR ISR, 20
JiK55 T TR Ik 53 SCAEAT R v o] B &, AT T
BN LRI ML B ik, TRk 2%
AU L Ty LA IN I, A5 Bl 5 T TR Ik
LR SCHE N LS T () 100 s 5 A LA, i b
LRI EN K B N 15 K B P Bz 44 i %) 30 75 1
FWE =5 /N L S R 8 A, A N
NP I 52 ) IR s oA Aol 3 ik
M ANA —/ N B N SE, K 4id &
Fhid B2 1 ER K S PR e AN IS RSNk 53 X
Wb BARBEN K M SEERAL . JHBNIIK-T T K
W6 S ST R LML IX 285y 3L 1B B I %)
ISR (YIS R gkl = B A VR . i 2 ] I
1T Sk, I 1Ak P 2 40 B ) 7 4 T s
F5Z)(outlet sphincter)s il L 5% Py M 4 . +h
IR 5 /N R R /N bR R, AR
VI A, A A b e S T K S A
W, WISZ o120 . JH 1 52 (hepatic sinusoid)fy T
JHAR 2 TE) PR B B P, o P IO AR R T 25 1) B 48 o
B, A AR AL B, o AN . A ifi
SEEFOR, FAR20-30 wm. BRI T A i 52 2 H A
HIEERZ WK, SR ih, mmgg, i
TW AL e, TS I S o, Ik, Shadk A
rhU bk, SO LR R AN ], ELSREPR, TERE
gt

JHF VR A LBt 2 52 ke BT VR I ) i 9
A i N 4% K (the terminal portal venule, TPVn)

JHF AL S A B 22 THA ORI 3% 18] 2 (6 1 786 13
I T THA o A (1B 40 1L 45 RIS LI LI &7 4 K
YERFIC, R 52 20 FF 52 N B o I RF 4 5, 4
MARETTE X (zone 1). FFahike AT FE MR, H
B TTEKORNT 4 X A R BB IT AL ZR 1, AE AT
SR, BB R G T 52 L i~
FaAE R AES 7, BT 1K R G0 A2 T 10 S i
RS RVE T

1.2 JF 23K 2m o s AT R o 7 64 9 0 4B ) HSC oy
NP 4 50 40 B ) 5%-8%, 1L 5% 41 i () 13%.
SR M AT T 1T I 5 Diss el 9 B2 Rk R, Atb
AT K40 T 58k 5 1 52 1A B REAHPAT, S
fiil b A= H SR SRR, I L2 4 i ) 2 ik
L HIAR A SRR, HSCHA I IR &, H
AWtk HSCHE AR S f s s b 5 HoAth
A8 U TR At g ) R AN AR A, ORI
PR A B A2 JHF AU AR 5K 1) R A0 . S5 5 e i 5 9%
TS A AN ET 7K e 0 AR 0 B I e 4 i T REAE
JHF 0 5% 7S S 40 715 JHF P 167 BFL ) A i g A A
FHU P ¢ E(endothelin, ET). #Hf%. 15
K A LA VR VR T A A B 57 1 AR 40 i
A4, —4EAL R (nitricoxid, NO). —SALBAE
gk, WA R AR, A BIET SR
S, HUE ISR R A AR £ 1)
TG e — BN, Ty J - 1(ET-1) 6 )Y
Soe i AU JF LR 0 M P AR ) 2 R FER T e
A AN ) TR NS T AT I I 0
o T EEAE.

2 AT IZPRFAR RS DS
2.1 A4t tym B A4l 2 s I 28
WORE PRI . ARORE PR AR o 20 e
H & e M B TR L. (. W)
B SE R E S — eSS, Kot
LT R B R Th RE R AT . FLRIHS CI
W FA LB ET SR 4N i, A ORS00 i b
K F(ECM), MNIMAFECMFA#R>, LAECHAE T
WK TDTAR, BT 440 128387 1 .

LI HS CRFE & A — R A1 As, A dst:
(1) SRS IG 0, (2) I IHS CHe x4 h
MFB; ) ffA7 i 424 28 Ak /b 83 2%
(4)RIEbREVEE (1-a- IS0 (IR0 B ER 2R 1
(Cygb); FRIEP L H (vimentin) & 45 5 H(des-
min); (S)WCARPERG o R340 B P B2 40 i A v

www.wjgnet.com



PR, 5. FHT4HEN IR P IR NZREWHF 2R BIEZ0

187

HHS CH BETHY N, 7EH THS CRR 14y
Pk N ¢ % 5% 4K (endothelin receptor, ETR), 5/jiz
0 L SC A, - SSURE P BT B A0 4 R 3 i A BHL
DT e, AR A A D R TR PR R R (6) 731k
ECMin: 3L HS CHEECMZE B 32 Bk YA,
s 1 I VBRI JERGER . 474E
EEN . EWHRS ZFECMES). TGF-B1
SEHIMEC M2 WA (1) S 3 R 1 (7) 43 Wi Ak IR -1
KA, Az 4 A S - 1(MCP-1)
HGF. FI4E/10(IL-10)%%; (8)TIMP A1)
WAHEIN: HSCHLT )G /W TIMP-1. TIMP-24 Jii,
FIHIMMPXFECM1 B fif, A Ge k27 4E10
TE 1. Horp i e i 5 4144k 2E Rt it 2 TR AE.

JBE ST o I U o R 1 5%-10%, 4 HFJIE
RAAHEART, IR A BN E50% A 4. 1
W EE— LA T, TR B 4% d740%, T /1AL LG
B A1, AR T /IR LA 384 n, - e 303 T
A0 T /TITES L Agi) vy 388 33 3 76 A7 JF 08 2 463 495 1
[ A J e 2 22, A DR TP T /A i S b
ol {5, HOCARAK EC TR BRIFT IV R B, S BUTF 32 40
I b S5 T ET e, 04 KR FB1(TGF-B1)
P A A AP NS e L i N
TGF-B1 LA H 73 WA 55 4 Wb w R R A2 HEHS Ci&
1k, fHTHS CHH A 7] VL £T 4 41 g (my o fibroblast,
MEB)#AL I A2 K EECM, S EUFLT 4L,
2.2 FF4F et ym B ST RE S i 30 h 2 %of JLT-
FT 18 M 2 83 A I IE OGP 1S, LR
DD I I, R BRI S e . &
JEE IS B UL F 40 b K, AERBEAR PE, R SR,
1 T SE e g e, AR DT 32 s AN I 42
ok IF . H RIS I LB 4 (chronic viral hepa-
titis B, CHB) & JF 2T A I £ 4 75, ™
FE TSRS ZE . . BEE R N, iR
T RS, it 4 J TR 40 P v I AR
I AN ) 5 3 D0 P e bk P AT A AR R s K
JH I 5% B A0 M A A, 5 DR T SEBE T 3G, ax e
DR 25 35 ] S 00 D KO 0 b v 1)K o s 2
YHFA TR MRS . FEIE R EOR, 40K
P23 0 1D IO I 28 T K [ o A P A ik
Tt v 28 T Tk T 978 P L 9 £ M AR AR 25 1T i ik
I3 2 1R 13%, AR AN S A PR 1] bk
s 3 (38 s 2 TR BH ) 3 e 55 100 38 14 22 11
S [ A (1 4

JFIE 1 40505 T T3 ik R e /N 43 S R T S23
JCAN TRV R e 3, 5 88U Py B 388 n, 1)
K L g S I, 5 DR TR K s, SRR 1]
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R R 0 F 34 R 4 ),

0 () JFE JUE L3 80 g 27 A8 A 4 T il e N A
JHE H g L, BRE K Hs (wedged hepatic ve-
nous pressure) M Tk s BEAE Hs Jg T s W #8 T
e, R S HEE RO e DU SR R R, B
AN MR s 7 (078 A w3 st i 552 5 v JH B i 37
Bl 3 2E P ST I P S RS 5 | T 1 S i e
7t

PRGNS LW, il B LSS 2 AT
LS W b, P LS 4 a1 ) 5 B 0
15, X725 - W 4 AT ERAMEIE . 725
AMRIAIE T b R I LA T 5 IDE T v LA i
(e (B INc  =9 170 SR 1317 7 Y A LR
1RG50 ddifE 2 LIz 5, FHoddifh 2y UL
ARIEY. CWESE 5 RS A 1 5 WL DN, i
AERIT ST AT HE BT A 2 SO T U VAR A IR .
2.3 HUBK A % AR S dm B e T LRGN L ST
U A T T LA ) A T, 0 IS R IR R 1 AT 4 4
JHL L JULSET e an o e 28, AT P9 LA i A0 e
ST AR M TRk BT, HO ARG B AE N R Tz 4
A PRI, BT 262 T X SEAH A i 1 — 4
WIE [V CH

BUBE I 4 2 45 T 20 23 b 40 i 2 A Dy RE TR
B TR R, RE PRI i MR AR AR KA
F(platelet derived growth factor, PDGF)%Z /4
fth . A FEZRE . B EOE B
E. G-HA. AT LIEN D 2R &, — B
&Sz BN g, A O C AT 22 ) 2R R 05 1
HEAHEEMAPKs)##0E, F8c-fosMc-jundk
DR 3k JF $ i e % K T AP-1 DNA-Z5 535 1.
BUBR IS g 66 4% T 42 P Aol 40 Jfa o5 0 5048 52 AR 5 G
W R, TS A2 K D 5545 5 AR ik
’/T:XE‘[ZS].

BB 580 ML A 2R 8 1) I 0 AR B D e
B, A Be AL I -4 JL40 BE(vascular smooth
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oo miL s OIS FRAER KA. KE. &
JE A A s Y nT g R A, B R
(10 1 A o I R R, L RS R
AR, AL BE — 2 T v g R A A
R, AR PR LA B —Rh e (52 i
PRASAL A A U 5 1 LN L 0 B, i e
JE BE AR T g B L, e B 5 R
AT PR JE D R B o, (R DN A4 Jfa b
BT A BT 5 0 AL BE (A A T V2R
B, s DIy 5 R a sk g s, wl g i A

Wi £ E

S+ R R PR R 64 AL
WAH A—F A
HmEF X H
04 H 2% B 1E) 4w B
#ve B R R A T
M S A R v 1
& (A Hh s
. RF RA
Fak k) PR H
TATHRFE
TA KA N £
R a9 B, IR
FTIXRSEHN
T . MR E R
wmhe . BN RO
Aamph. FHE M
wm ey h F AR
N A B A e
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WA #H AL

KR T A &
Y fb it A2 BT I
fik B HFREE
AT 2 K 4n e 6
Heo; TR A
W F e F B R
BT K e
BT AR M. VART Y
MREZEFT
AU AL AR 2 BT 2
Kom I ¥ e b
B AR A I
pia S YA
B o A e JE A
T R 8G3E m, AT
P A B 42 H R
F T ¢ e tewy &
BAR—EIK, A8
BAE A — 3R 4y e
Y BN
ERDRAEE K,
RETEHATHR
ER A R
RR SR T A
H—ANEEZRE.

ST LA 22 o 5 DR B S R 3Rk b, LR If
INRATAEAE KN T (PDGF). TGF-B. LA
p53%%, IS 51V SMCsRIsE. — 2 s
(05 i % i M B89 0 . ULt 2 1 R DR 11 1
RIB DA FEL R,

HUBE 7 0 10 s g R vk B 1) 0 0 e o
FIZ KA A IE 1 EE 25 . 140-180 mmH g s
TIER T NIRRT L4 e (human aortic
smooth muscle cells, HASMC), DNA & 5
Hs Sy Mgk 1) 75 =, i/ T EiAE 120 mmHg
WA BE AR, 160 mmHg, WLAME S
T B Al c-jun N-3m S 162", O'Callaghan
et al™VR I, HUAR R AR5 5 108 1 i L0 i
TGF-BLIIHE N, AR N, S RE T,
TGF-BLHE i a] LUK s HoAth A= 4 PR - -(IPD G F
bFGF. EGFZ5)%fVSMCsHbl (e 41 5", 5
b e I s ) P AL T W 45 380 1) 4 AL,
R 7 TH v 5 R s L B bk 3 v SMLC
B i ) F L R Roelofsen er a/ "% H 55 K
13 kPa, 0.3 Hz /1) IR W7 Hs J)/E F] 1 Bes i, oL
SR AR R (R IE B, # R R 41
i 52 FI|Flexercell Strain Unit 100BF7 /25148 h,
A ekric iy 1, TNV 28 i J5 o 4t % e £y
R oL 48 h)E 1o 1. IVREG R, 213
R ZORG I B i . I R A R i
/A2 5t S SN T A5 M IE T S T AR A o fR o
P o RS B S e M A Bl 2 11 M VA i VA
12 h TGF-B1 mRNAZK VA & 141k, 1124
hU) 55 2 1 =2

WEESHTHSHIME S ERAX, O
WS % GEIMINa /H & AR 1) 1%
SRS, T A P R AN A gk L
155545, MAPKFITAK/STATR 1A
BN ) 15 S5 5 5 R E I S 538, LR
JIAEAN M rp ) 5 B A VR SR b
JEN SIFERK, c-fos mRNAFIc-fost H /R 5
U R ZU R B . XA R IR, AR )38
B R IR SE 0 45 BT e e T Lk, gk, R4n i
Ton 2 [v) — 10 52 1) . gk 7 45— S AN [ /) &5
B, AT LHENARATT I BB e S HL R TT e AN 56 4
FATE]. AN T4 AP A8 T BESOE AN [ (0 15 5 %
TR AN R R B MR AL R iR AR AETR Y
FS R, RTKARIEMAEA LA i B 4 E 2 £
RARAE N %S R, 40 e s 2, e
(I 2H M 2 e A5 5 T 5 i s 23 7 B,
2.4 B ZARm AR X 0GRS S B R R Es;

i AR BN A S MUBRNY. ) I 3 5, ht
RTINS SN i) R DRI E S
S MUY N2k, %5330 r/minftf, 6
hjd, AR A=A E 52, LDH @ /FE
J AN AR — A AR e A, (EERAS B IR RN )
TR A% At JFE S T 40 R A S T N i 52 R
Yy BT B AR Ak THIL-676 N ) a4
A (R I ) R34 2 3 T, HGFAEN ) ik
BRI A=, 3-6 Wl LUK 2, Bl 5 BEAR 24
MR PR A BAR, i FR L P HGF— B b
TR FRACY-LLUR . Ny in#kki 7236 hiG i r
DEIER, BRI A R R ORY S5, 4
M T AT TR, FA R IR 40 3 T A SR
(1) 4 2 A B,

FFlexer(VY s%5 Hh)4H B 3¢ 5 0.5 Hz.
10% A4 MR OB 8 Hr A LR 40 i R L 190, v fif
(FILI90ZH i, MM P 1 [T J5& AH X A 7 A 41 Jfa 385
bn, MIMMP2, TIMPURITIMP2IK 5 W7 B, {5
& 1T B SR CAI IR ( T CTP), T Ji J5t iy Jok (P
TTIP) 3% W J0 I 1) A A B A 0 2 ),

fii FFlexercel LN &4 EF X-2000%f A\ .5
TR AR 40 i 2L190 0.5 Hz. 10%3R i &
WItERI M, 2 hE24 h, BT R g i ok
PR AL IR0 AT B, TGF-BROIHRJE 5 ) 4K
RSN, etk B KRB mRNARIE AT it
. A Rho R F B PE SRR 5, WIHMH] T
P S TGF-pA HL. RholK & —Fh5 40 i
0 B 2 0 A M BB OO AR G R o T, RIS
rh e S, U B AR T AR g
Rho 5 $i1i1i% S I TGF-p & A7 % 1 6 R0

ol i 2 T 4N 0 A TR U 2T 4 Ak ok B o ke
OAEH. 7R YRR 2 b, BRI R D) L IE
i TR A s, RS N s 46 2R 4 s
A E RN ). ARG B R 1K 430k
40 mmHg. 80 mmHg. 120 mmHg% ', %f
J IR 40 LA FH 60 min, JK ) i K HEBrdUB
AN, R JE80 mmHglhf; 80 mmHg s 173k g # #
Fo-SMAZKF; 80 mmHg 60 minj, [ BYJKJR
mRNANJRIE 2, 5857748 hifl )i A
TE 40 M 3 90 280 85 37 56 v 0 Jie J 5 o0 R AL AH LB A
I E I I

HEAT PRI B s S 805 N ERK AL T
M EIAEE, XS T B /NERIE R0 iR iG5. X
Tl G At DA A 5 B B340 1 R AR DG TR R )
IEMAPK(Tyr-204) )5, WA KFAE1 miny
PRIHE B — AN AL R I g ot — OB i
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MAPKBEUE I #, 755 8% 2 R 135 P, 24
P /INER IR 2R 40 I () 386 5, 0T 6 A2 3 ek 41 g A
DR IA R s e,

XSRS R I, S0 AR AN 2t
SR AN R HE 5, 34 2% B e FU I s A5 R AR I
(FZRIE KT
2.5 F o AR AT AT 2k am R %em i AR 3L
(extracellular matrix, ECM) &40 0Bk A=K
SMEIIEY), I H o SRS R 3
(14 £ 2 41 2 40 Ji A AL R om 28 v il G B 4/ 356 T
AR AL X SRAFAE— TP OB, R i
0 it 1 A i 1 AR R R ALY, g, B
g A T P AR X 25 3 R AL ) AR A 1 7
SRUO ARG A A R A AR
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I TE I FLAR 45 0 LIS, fERA IR R IR
CIFAA T B B 2 i) 35 77 L b 40 H 43 ¥ R
I AR g e sie. A KERE 1 HIRRGRE
G A AR AR SRR L0 A L () 2 B G R,
LA 11 e D i) e Al B 2 Y. #E SR 20 R T
R AR ER 2 I B |, HSC iR —FfF
1y RAF4RRTER, N4k G RiF, Ba g
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JE MEEFET 18, VAR R 2 A A HSC
KA MR T, ANVRE, JZREE A
BN S A B TR EHS CIRFE
Rl . AN [R) FR 355 7% 35 ot FF AR 40 P 1) 40 P
A AT .

TERGFRT T YRS s e 1 1 4 v 285 B 35
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Abstract

Oddi sphincter dyskinesia is a digestive disease
which is difficult to diagnose in time and treat
properly. Although some methods can be used
to diagnose Oddi sphincter dyskinesia, no
convenient method with a high sensitivity is
available at present. Oddi sphincter manometry
is considered a golden diagnostic standard for
Oddi sphincter dyskinesia. However, it has not
been widely used in clinical practice, because it
is inaccurate and unfaithful and often leads to
severe complications. Only few patients with
Oddi sphincter dyskinesia could be treated
with chemical drugs. At present, endoscopic
sphincterotomy (EST) is the best choice of
treatment for Oddi sphincter dyskinesia. This
paper discusses the role of Oddi sphincter
manometry and EST in treatment of Oddi
sphincter dyskinesia. Some patients need to

undergo transduodenal sphicteroplasty or
anastomosis of bile duct with intestine.

Key Words: Oddi sphincter dyskinesia; Oddi sphinc-
ter manometry; Endoscopic sphincterotomy

Si L], Ren JL, Dong J, Ren X, Chi BR. Diagnosis and
treatment of Oddi sphincter dyskinesia. Shijie Huaren
Xiaohua Zazhi 2008; 16(2): 192-198
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Abstract

Cancer stem cells have become one of the hot
spots in cancer research. The major difficulty in
research of cancer stem cells is their isolation
and purification because of lack of universally
accepted markers of these cells. Side population
(SP) analysis has been used as a useful tool
in stem cell research as SP, a cell population
enriched in stem cells, has more phenotypic
markers and can be isolated with specific
methods.

Key Words: Side population; Tumor; Tumor stem
cells
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Abstract

AIM: To explore the protective effects of ginseng
and prepared aconite (Shen Fu) injection on the
TXA,/PGI, and nucleus factorkB (NF-kB) in a
rat model of hepatic ischemia-reperfusion (IR).

METHODS: Twenty-four male Wistar rats
weighing 200-250 g were randomly divided into
Shen Fu (SF) group treated with intraperitoneal
SF injection (10 mL/kg) and IR group treated
with 0.9% sodium chloride solution (10 mL/kg)
as control group. Hepatic ischemia was induced
by Pringle’s maneuver for 15 minutes, and then

www. wjgnet.com

reperfusion was performed for one or three
hours. Venous blood samples were collected
three hours after reperfusion for measurement
of TXB, and 6-keto-PGF,,. Liver tissue samples
were collected one or three hours after reperfu-
sion, for measurement of deoxidized glutathione
(GSH) and morphological and immunochemical
studies.

RESULTS: Plasma TXB, was lower in the SF
group than in the IR group after three-hour re-
perfusion (118.7 £ 19.1 vs 386.3 + 282.7, P > 0.05),
while 6-keto-PGF,, was higher in the SF group
than in the IR group (1081.7 + 282.7 vs 960.0 +
209.9, P > 0.05). The ratio of TXB, and 6-keto-
PGF,, (0.11 £ 0.03 vs 0.39 + 0.24, P < 0.05) was
significantly lower in the SF group. Fifteen min-
utes after ischemia and one hour after reperfu-
sion, NF-kB p65 was expressed in hepatocytes
and Kuffer cells. The percentage of NF-kB p65
positive cells in the SF group was significantly
lower (59.33% + 11.06% vs 75.83% + 11.46%,
P < 0.05) and GSH was slightly higher (47.59
+ 19.07 vs 37.32 +4.71, P > 0.05) than those in
the IR group. Three-hour reperfusion fifteen
minutes after ischemia caused important histo-
logic alterations in the liver. Marked structural
abnormalities were observed in the IR group,
such as massive hepatocyte swelling, necrosis,
mitochondria edema and vacuolar changes. In
the SF group, hepatic tissue injury was signifi-
cantly improved.

CONCLUSION: Shen Fu injection protects he-
patic tissue from ischemia-reperfusion injury
by decreasing the ratio of thromboxane A, and
prostacyclin and inhibiting the activation of NF-
kB.

Key Words: Ischemia reperfusion; Prostacyclin;
Thromboxane A,; Nuclear factor-kappa B

Peng SL, Huang Y, Gu X, Zhao Y, Dai CL. Effect of
ginseng and prepared aconite injection on TXA,/PGI,
and nuclear factor-kB in rat model of hepatic ischemia-
reperfusion. Shijie Huaren Xiaohua Zazhi 2008; 16(2):
203-207
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1 FFERINESEE1 h NF-«B p652RiKkIKTFE(SP x 400). A: SFZH; B: IRZH.

&R 1 FEEES hIN3RTXB,. 6—keto—PGF, RE(ng/L)RLL

#R(mean + SD, 17 = 6)

R 2 BET hFFIEALNF-B p65RIAMAIHMBIEED
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°P<0.05 vs IRZH.
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St e 45 R Dimean+ SD&
TN, KT FEAR A5 N FHSPSS11.048 14k £
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par:) NF—«B p65(%) GSH(mg/gprot)
IR 75.83+11.46 37.32+4.71
SF 59.33 + 11.06° 47.59 +19.07

°P<0.05 vs IRZH.
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Abstract

AIM: To study the effects of melatonin on
gastrointestinal transit function in rats, and its
possible mechanism.

METHODS: Forty Sprague-Dawley rats were
randomly divided into a blank group, control
groups 1 and 2, and experimental groups 1 and
2. Experimental and control groups were treated
with 15 mg/kg melatonin by intraperitoneal
injection, or the same volume of physiological
saline, at 30 min before noise stress. Both groups
were stimulated separately by 120 dB(A) im-
pulse noise of type 56 submachine guns to set

up noise stress models. Rats in control group
1 and experimental group 1 were subjected to
1 d stress; rats in control group 2 and experi-
mental group 2 were subjected to 3 d stress. We
observed the effects of melatonin on stomach
residual rate, small intestine transit time and the
plasma levels of cortisol, motilin and calcitonin-
gene related peptide (CGRP).

RESULTS: Stomach residual rate and small in-
testine transit time were significantly increased
in control groups 1 and 2 compared with those in
the blank group (54.52% + 4.53%, 63.56% * 5.51%
vs 41.41% +7.74%, 58.42% + 8.77%, 67.98% + 6.63%
vs 41.26% = 6.08%, P < 0.05). Stomach residual
rate and small intestine transit time in experimen-
tal group 1 (44.53% +8.93%, 44.18% + 4.36%) and
experimental group 2 (47.52% * 4.98%, 46.4% *
4.96%) were significantly delayed compared with
those in the control group (P < 0.01). However,
there was no difference between the experimen-
tal group and the blank group. Levels of cortisol
and motilin in blood plasma of control 1 and 2
groups were significantly enhanced compared to
the blank group (1.99 + 0.08, 2.59 + 0.09 vs 0.95 *
0.10, 158.09 £ 10.44, 180.09 + 14.85 vs 124.95 + 7.83,
P < 0.01); the experimental groups (group 1: 1.27
+ 0.14, 128.67 £ 10.25; group 2: 1.63 + 0.09, 134.29
+18.33) were degraded significantly compared to
the control group (P < 0.01), but did not change
much in comparison with the blank group (P >
0.05). Level of calcitonin-gene related peptide
in blood plasma of control groups 1 and 2 was
lower than that of the blank group (125.24 £ 8.5,
134.29 +18.33 vs 195.03 £ 7.70, P < 0.01), and was
higher in the experimental group (191.67 + 10.13,
190.04 + 11.43) than in the control group (P < 0.01),
but did not significantly differ from blank group
(P >0.05).

CONCLUSION: Melatonin is effective in pre-
venting gastrointestinal transit in rats induced
by noise stress. Cortisol, CGRP and motilin play
an important role in the pathogenesis.

Key Words: Melatonin; Noise; Gastrointestinal tran-
sit; Cortisol; Calcitonin gene-related peptide; Motilin
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Abstract

AIM: To investigate the critical regions and
spreading of the Runx3 CpG island methylation
in human gastric cancer.

METHODS: MSP and Western blot were used
for 26 human primary gastric cancer samples
and corresponding non-neoplastic gastric mu-
cosa to detect the methylation status in succes-
sive six regions ranging from the most 5’ region
to the transcription start site within the Runx3
CpG island and the expression levels of Runx3
protein, respectively.

RESULTS: The methylation frequencies in the

successive six regions calculated by the results
of MSP decreased gradually with the regions
spreading to the transcription start site. The dif-
ferences between cancer group and non-neoplas-
tic group arose in the 3rd region, and became
significant in the 5th and 6th regions (P < 0.05).
When the grouping was related to the differen-
tiation extent, the differences were significant in
the 3rd-6th regions between poorly differentiat-
ed group and well differentiated group (P < 0.05).
As far as the expression levels of Runx3 protein
were concerned, the differences were significant
between gastric cancer group and non-neoplastic
group (0.499 + 0.106 vs 0.721 + 0.080, P < 0.01), as
well as between poorly differentiated group and
well differentiated group(0.437 + 0.053 vs 0.617 £
0.073, P < 0.01).

CONCLUSION: Methylation of the Runx3 CpG
island spreads from the most 5 region to the
transcription start site in human gastric cancer,
and the spreading is related to the differentia-
tion extent of tumor. The transcription start site
may be a critical region for the methylation of
Runx3.

Key Words: Runx3; Gastric cancer; Methylation;
Methylation specific PCR; Western blotting

Song JM, Liu XM, Li Y, Han CB. Critical regions and
spreading of the Runx3 CpG island methylation in human
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212-216
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Fik: mJAMSPXAWestern blotikx 4 314
M 2646 A B S A A8 B 64 E AR AR A
Runx3A FCpG B IRS' K &) 45 AL 44 & 75 @)%
264N 09 P ALK S FeRunx3 % & 49 KA.
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%5/ 5 6455 £ F R 5 (P<0.05); B F HEH
AR 4, AL Y & L JE3-645 5
7 2% (P<0.05). B E4L R FHRunx3%
& & A KF(0.499£0.106 vs 0.721+0.080) 2
BARS A 3540 £8.(0.437£0.053 vs0.617
+0.073)Runx3%& G ik K-F 4 AL F %57
(P<0.01).

it AH BERunx3AECpG 5y 89 7 HALMS'
X o) 35 A s B o ey, WAL ey i 5 A
TG0 AR R K B AR S B AL T A A
Runx3 2k B F H AL 69 K 44 5.

XE213: Runx3; BiE;, BEMA, PEMFRERE
Bl UL, SR B IR

RER, XEFE, T8, HIK. ABBRunx3ERCpGHHFE KL
BIRBRNIRADE. EBFENBHARTE 2008; 16(2): 212-216
http://www.wjgnet.com/1009-3079/16/212.asp
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Runx3(PEBP2aC/CBFA3/AML2) &8 & B
— PR IE DY, JE T runedh My S R K R
B, 250 A KRR T s ARk, K
LR AR unx3 5 2 Bl g It g 5
B ISR R AR #U)1, Runx3E R Ky ER 5
T 90 1) R HE RN R F AT A e S TR A DGk, T LA
S B AT O Rpis™), IR Runx3
BEDRAT Bk W 2 IR (0 R S MR R AR ik [

JiRunx3E ] FAELBHE R 22 iR K, HELS
Runx3 ik I A 5844707, A, Runx34E A
31 CpG &y &7 1l AL T 5L I DTER R 1
FHRTBEAN R, AR SC I8 ik A5 N S e S AH B 1) 9
FE W A bR AR unx3 % N 3 81 FCp G £ 47
R REMRE S Runx3E FIRIA KR, X H
S B ST AR A —HE DRI

1 MRRTSE

1.1 A 2006-02/2006- 1247 [ 22 R} K 27 B J 2%
S e T AR 4 20905 B AIE S5 10 NS o R A
()95 55 15 5 2 2R A 5269 (BT A b A T F
ARYIBRJE0.5 hWEAE, ST EVE TR E T, R T
-80°CIRAF 2 H, I 5% IE i A SL M UM B 8 I
ReAE10 emBA F), Forh B 164, Lotk 1061, RS
24-80(°F-14J58.7) % . AL/ AR 8 73 40) 17
i, oAb A B R ) 9. AR R s
BCH A I(UICC, 1997), FAH( T HAA T H) 11451,
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HE R IAATTH ATV ) 1561, R FHH B YL (o oz Ji
JELNER, bk IR 40 R s g 5% 1 R 4 2R
FHRE A iR A R

12 Fik

1.2.1 ¥ A A4+ HPCR(methylation specific
PCR, MSP)™: I Ji Rl 55 1E &5 4 SUbR A %
100 mgH A3 ER K PP 5 BT OmbiR, R A R
- AR EUDNA. BUS pg(10 pL)DNA, i
A3 mol/LIEEALAN5.5 pLA 4 37 /K24.5
ul, 37°CHFE 15 min, 2R J5 AT EERCHIFI10
mmo /LI /By 15 pLAI3 mol/L i) IAR IR
N (pHS5.0)280 pL, XHEHUHDNAREAT &M,
50°C R4 16-20 h. &5 IDNAS) ] {E4°CH)
500 mmol/LIFEEFRENF10.5 mmol/LIKINf 2 1y
W &#ET4 h, RJ5E4CHJ0.5 mmol/LIY
T R B A W OB AT I A, IR S 424 C X ZEIK I
Mrdk . BN 52 BRI I3 mol/LIM A AL il
5.5 uL, = E 10-20 min, #R)5 A6 mol/L
FIB R 2040 pLAI2 X /K& O, RA G E
F-20°Cid#i; 4°C. 12000 r/minL>10 minFF
i ADNAYIEE, IIA700 mL/L¥ ZEE1 mL,
EYE LK, 3N, NN B K50 LR T
20 CHRASEH. RHRunx3 A K il & 47 55
(P 1) e 10 R A 5 L) 0 HE R AR 5 TP (e
Bz 7 A ) 6 b B S (DN AREAT B,
151 e 52 BOCHR[9]. RO &R G825 pL):
10X Z2rhif2.5 pL, FEFh5[#1750.1 uL, dNTP 2
uL, TaqR O EECRE R AEY A T))0.2 ul, FHR
DNA 5 uL, 28 7/K15.1 pl; KN 4AF: R4
IAE95°C, FF4E1S mins, 8P H94°C. 30 s,
1B K KS55°C(E4-607 5 h58°C). 60 s, IEAHY
72°C. 60 s, Ffia FFREAT72°CLEMH 10 min, HLiE
1T35MIEFR. PCRPZ 1420 o/ LI HEHH LI HL Ik
OYES, JEE BT RS R

1.2.2 Western blot: H ¥ FlE 55 1F L 2hr A
%150 mgH A B AR K 5 BY BRIk, I 6f
AR R ZH 23 A it 2R g v AT R 75 A 9K, S IR
W, LowryyZ 8 (e & BUA TS 8 (R
540 pLnS X FE A ZE A 10 pLiEY), & #53 min
AHIE BAE. 60 VAR FL K 42 R 05 7 kN 73
BB R FE100 VELIK3 h, 100 V540 min, {§5E
Ji8 L B A B A R 4T 4 (N C D). S50
/LA IME (18R 1 =M F B2 h, 1 X TTBSHEE
PRI, IIAB I 1 TR S ft A\ Runx3 22 3 B Bt 4
FsBEW(1 ¢ 400)(sc-30197, Santa Cruz/A ), 4°C
B E . BNCIE T X TBSPE—X, 1XTTBS

WA # 5

A S B 3 3t A
AR B AR R
S LR AR
ARunx34i A &
HFCpGH %4z
R LRSS
5Runx3%& & &
KWk R, BFR
Runx3 % B & %)
FCpG & WA
9 7% 3k 7y 6 e K
BEAT S
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L P AR XA CPG 114 1N N O RN NOMMAONN I MMSMMMCMRN (00000 A 10000 [ — Hrmd
i it A X # R CpG isand(3478 bp) 1 900 - SR
T ¥h A E Runx3 | S 8000 -
A B B3 FCpG S— — 8 7000 |
By P KA Ey Rk 12 3 4 6 100 bp g2 60.00 -
7 6 fe R AL K, 2 o0
M 7 R 69 1 RUNGERCPCRESHARMIRTES. 1-6: &5 <~ [ T
B B e 38 97 42 S TS: S S o 40.00
BRI B 3000 |-
20.00 |
Ni|.=c==cccse ooss
100 10.00 |
3 20 1 2 3 4 5 6
Gis® & 86 ® eees CpGEYE LS
1 s, s
0 B 100.00 [ — RO
5 150 I wOF e N e
100 £ 70,00
TNTNTNTNTNTNTN /;‘{;'*
12 13 14 15 16 17 18 4 6000 L
O 5000 |
2 PERBMUPCREREBERAL). 1-6: HHRIG E 00|
12-18: ZRTFUFRAS T: BiWEZAZ; N: 55 IEH AN 243000 | 0 e
= 2000 |
DEPTUC, TN T 6 P 7 P B s il s 3 1L = 470 4 woo |
0.00 |

IgG(1 : 1000)( AL X T AZ St A F]), EilE
h. 1 X TTBSYEEP X, 1 X TBSYERE—, WA
L ZE At BB, 400, B-Tubulin(fE4E
RTINS, 4 F i AM, 51000, EE
R BRI E BT R G AT 4 R,
PARunx3 2 K FE AH/B-Tubulin ) 2K AR
Runx3 85 [ AR RIE KV AT S vk 22 50 #r .

Brit# TR KHISPSS14.04:H#kiF, %k
PORI 2L LR o A 56, ANFE Ay R 41
(IR HIFisherffi DIy, V1R R} 45 3R
mean+SDE IR, R LK e L, P<0.05
R HAGER X

2 BR

2.1 WAAHFEPCRER WEL, HAE
AINER IO A TF AR B2 S, B EESRIEE 64 i 22
5535 (P<0.05, K2, K3A), (G4 H S5m0k
U AE3-647 15, 2 5 1 2 (P<0.05, KI3B), 1=t 4l
(Z60) 5K 41(<605 ) TPk Lotk 4l LA
K A AL, IR A AT AR BH
PRI 2 72 57 (P>0.05).

2.2 Western blot% & Runx3 K [ KIAHN A 7K
-, B REEA150.4994+0.106(n = 26), AN
0.721£0.080( = 26), P41 A RIEKTAAAE
525 72 (P<0.01). (K764 40.437+0.053@ =
17), Hr A4l k0.617+0.073( = 9), 4L E
R ACPAAE 3 22 (P<0.01)(Kl4, K1), 55
PEA 5 thdl . ARt dl(=60%) 5K E 4 (<60
DYCL R A i A, R A RIBKT R

CpGRYENIA

3 Runx3ZRCpCEBNIRPEAERIIHLE. A:
B RZARESS AL BRSO AR LA

T N T N

16 16 17 17

4 Runx3ZBBEIRIA. 16: = LH s 17: KoL H%E;
T: FERZAZY; N: 55 F A2,

FZEF(P>0.05, £1).

3 e
B e A S E g L AR R 2 —, ik
A 5 g T O R TR v R o R TR
WA DR A O, o e KRR 2R R G O
gl ARG P JE N, WE-cadherin,
p53. pl6. Rb. DCCHIAPCZEE, fibfi15 B
AHOCHER S, BT R IR unx3 1 fE 1244
185 B O RN DI — R 5 . DNA
AR — B 5 KR A HME M, 51 g g ' F
FAL, R IR MR S AR, JES AR A O,
g 3L 3 2 1 Cp G By i R A T L Rk 2
0, 55 PR 1 A DI AR SR

W, Runx35EPKJH 3111 CpG & =i AL
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W@ R
A FE kit A,

Runx3E R CpCER B RHVEPE(LFEIEBIE

Western blot

IBARRIES S 1 2 3 4 5 6 (mean + SD)
A S = 26) 24 23 17 16 12° 11° 0.499 +0.106"
Te7=48(n = 26) 25 22 13 12 5 3 0.721 +0.080
el St = 16) 14 14 10 9 6 7 0.507 £0.101
TMH (N = 10) 10 9 7 7 6 4 0.486+0.117
e SEHrn = 13) 13 11 10 10 7 6 0.494+0.114
R = 13) 11 12 7 6 5 5 0.504 +0.101
DEE BB Rn =17) 16 16 14°  13° 11°  10° 0.437 +0.053"
SMAHEN = 9) 8 7 3 3 1 1 0.617+0.073
UICCOHEE SRR =11) 10 1 7 6 4 6 0.531+0.126
HERA®N = 15) 14 12 10 10 8 5 0.476 +0.085

°P<0.05, °P<0.01 vs JB=4H; °P<0.05, °P<0.01 vs SKLE.

JEAZIERFIE PR E 25 Xz —. Kim et a/”
FAM S PYE AT T 5 s 05 ol 7005 722 0 8 1
CpG &y [ FFIEAARAS, ST % 8.1%(@
= 99), itk 428.1%@ = 32), B MR H27.3%@ =
77), BN 64%(@ = 75), %WFFTHE R Runx3 )
A F A 23 [ e 0 7 (1 3 A T 4 . PR A
T et al®' N FIM S PYERE 17451 € SR 40 A -
1A BE 198 S 18451 1 gt B AH Y PR 55 1F 8 4 21
HEATASIN, A 2 1) R AR B 1 26 4 8/18(44%),
IR g O 4 A AR BT AL 1
PEBATE 23 5 0 1/181 0/17813/14, iZWF 5K
Runx3 3 K A EA0TT 1 i B A A (R e
Nakase et al'"™' N FHMSPYEWIST T 12450 4k 1 5kt
P A e ik (RBAL) A1 1041 B e A 5 5% 1 o
(RM4)Runx3 /5 3+ 1) FIEAIRES, B2
HRunx3 (¥ FFEAL BHPE 2 4 63.6%(14/22), ¥ 5%
LR 127.2%(6/22), HE— W5 R W Runx3(¥)
HBALRES R unx3 15604 B BAH O, 10504
ARSI B Runx 3 16 FHJEEA0OTR 285 AT LA T 5 B
AR RS A SCIE R M S PYEAT I T 2641 '
FUAH N 9 55 1E H AL 2R AR unx3 & R i3 ) 7
CpG By L6 s 1 AR, B T P4l
S VRIS 207 AT 00 FR AR BH M % T8 2 57, 55 3-6411
PAFAE 2 S GRS RO A 22 5 2 ), IRk H Ak
2 SIS AR AT REAL T X [A], 5 AT
Y L F IR AL BH R 442.31%-65.38%, 5 ik
HRIEAHTT.

FRFEY, Runx3EARIE M2 R AL
(R EEHLHZ —. Osaki er al'"' % F{ Western blot
AT T 68k B A1 L & I Runx3 8 (R IA, 3T
3R R FE B 38 T Runx3 8 A, 1M 538K K
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FIERunx3 8 . Wil er al'' [ ] Western blotiZ:
R 25451 B i An AR unx3 85 H [ RIA, 45 R
9 4120 I R unx3 £ 1R TA B AR T AH Y. 1E
BRI L, JCHRAR S e,
e A B e 2 S IR AN B, EHLEAH A BT o
B 2 Runx3 8 A FImRNA R IE A H
FE@r = 0.820, P<0.05). Wei et al™ N JT] Fu 5 4141
LT T 8641 B i 4L 2 Runx3 85 [ 3R14,
PR HIEE B REAZUH L, 8w 2Uhs AT
IR unx3 £ AR IE W] W2 AR, JF H 5 A A7 IRRAIG
W B AP = 0.0005), Cox HA51] XS 0] YRR 7R
71N, Runx3 8 B 2IA v 7 (1 70000 R 4 1) A2 A7
(P = 0.036), KITMIANRunx3 8 (A /2 50
TS A7 R 3. ASCNY H Western blotVZ Al
T 26451 8 g AH R 1) 55 1E A2 Runx3
HRI, 41 RUE R4 Runx3 & HFRIA P K
T 554, 1 HRunx3 8 H KA 5 Mg 1) 04k
FREEA R, 5 EIRREARTT.

HH w1 A A A 2 SCHRHRGTE N A
ARunx3EER K HIEAHAMERERK K, BS
Runx3FRIEHAREETAT. MK et alFIRT-
PCRFIEMFSE T 86 Runx3 T34k (1) B bR A,
25 B3] I mR N AR 235 T i; Waki e a/t”
HRT-PCRIF VLRI T 50k B 4 il RRunx3
mRNAMRIA, LR TR H AL I Runx3 41 il &
(KATO-IIN L FIEmRNA, iR EM, H 3
WHIRunx3 HmRNAR X KA —E T,
IR unx3 LK Cp G By AR 5 ZEAR IR 45 JRj AN
A, AT REAE AR L AL AL e 5 | 12 Bk DN R TA I 8K
) “ORBEAL R . ARSI 45 R B, 4t
ARSI R 2 3 23 A, 457 s H Y R A B 1 22

B 5B — 2 #
B AR ASH
BUIR ), AR
815 R 3% F &L
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T 22, R Z A OL N Runx3 8 W&k
IG5 2 5, 10 R A S 0 5 AL LA AR a1k
e ZEL RN v A T s 2L ) HE R A BH 1 R A7 A
2, [FIRHZEE LR Runx3 8 [ 1R I8 IR A7
TEIE 2 72 R(P<0.01), XFHILG 7R, F gl ah
PTERAL(RISCHEES . 647 1) 1 R AR AR T g 5
AR unx3 8 [ K T, PR ] A
Runx33& K )i 8 7 CpG iy AL I SCHERT 25, 7]
I AT T 45 R B, DS DX ) A S ke 4 257 1]
L6 AT AU AL BH P SRR B A, o
KAk B 1] A & A AE Runx33E K Cp G 1y 155,
T8 W 1) e sk A e I E, 5 SRR TE A
FEOL M Gt Ay AT R W, AT A A B
PERGPER . ARG IR 23 WTE K, 11 55 3-647
AT BE P 26 5 R ) o AR B A O, RO R 3
A B8 3 T R R (0 o AR R AR G, T 5 Pk
Sl AERS R R 2 W E %,

Jh 2, Runx3 A A BT R IR — bl 2k (A,
5 R AR 1 IS T ST, AN B
W7 P S o S R R TR Y T T s, A
SCIAAIE ST nT LU 2 1% 5 R ) 1 Cp G & Y 4k
(V35 338 T 1) AN DG BEAT A, NI A SR K12 W AA
IT S AR A
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Abstract

AIM: To discuss the change in liver function
after hepatic trauma in the early stage and its
clinical significance.

METHODS: Of the 719 patients with trauma ad-
mitted to our hospital from 2006-05 to 2006-08,
105 with hepatic trauma were included in this
study. All patients were admitted within 24
hours after trauma. Those who had primary he-
patic injuries or acute and chronic dysfunctions
of the hepatic-biliary system were excluded. We
collected vein blood samples to measure the se-
rum levels of ALT, AST, ALP, GGT, LDH, TBIL,
DBIL, ALB, PT, 24 and 48 hours after trauma.

RESULTS: The percentage of hepatic trauma
was 14.6%. The abnormality rate of ALT, AST,
ALP, GGT, LDH, ALB, TBIL and PT was 91.4%,
64.8%, 42.9%, 61.9%, 27.6%, 20.9%, 30.5% and
5.7%, respectively, in the 105 patients. Of these
105 patients, ALT level increased 1-3 folds in 78,
AST level increased 1-3 folds in 49, GGT level
increased 1~3 folds in 42. The patients with de-
creased ALB and increased TBIL and PT had
more severe traumas than those without such
changes (P<0.001). No significant difference was

www. wjgnet. com

found in the levels of TBIL, DBIL/TBI, ALP and
GGT. Thirty patients had significantly higher lev-
els of ALT, AST, ALP and GGT within 48 hours
than those within 24 hours after trauma (P<0.01).

CONCLUSION: Hepatic trauma is common and
often occurs in early stage of trauma. The moderate
increase in liver functions is commonly observed.
Patients with decreased ALB and increased jaun-
dice and PT usually have more severe traumas or
more complications. Jaundice induced by trauma
belongs to hepatocellular jaundice and may not be
correlated with cholestasis.

Key Words: Liver function; Hepatic injury; Trauma

Yin Y, Lan Y, Sun CD. Alteration in liver function after
trauma and its clinical significance. Shijie Huaren Xiaohua
Zazhi 2008; 16(2): 217-220
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St AR HIIRES 22 Dimean £ SDHTR,
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3041124 hpy 5548 h H DI BEFRARTHr IERCX A 5.
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Abstract
AIM: To explore the diagnosis and treatment of
Mirizzi syndrome.

METHODS: A retrospective analysis of 53 pa-
tients (15 males and 38 females) with Mirizzi
syndrome between 1997-10 and 2006-9 was
performed. The age of these patients ranged
from 28 to 82 years, the mean age was 62 years.
Ultrasound, computerized tomography (CT), en-
doscopic retrograde cholangiopancreatography
(ERCP) and magnetic resonance cholangiopan-
creatography (MRCP) were performed before
operation. The final diagnosis was made based
upon the findings in operation. Different opera-
tion procedures were used in the treatment of
different individuals.

RESULTS: The 53 patients with Mirizzi syn-
drome were diagnosed following the classifica-
tion of Csendes et al as type I in 31, type II in
12, type Il in 7 and type IV in 3 cases, respec-

www. wjgnet.com

tively. All patients underwent operation and
different operation procedures were used for
different individuals. The length of hospital stay
ranged from 5 days to 2 months, with a mean
time of 15 days. The findings in the follow-up
from 6 months to 10 years were as follows: loss
of follow-up in 5 cases, death of other diseases
in 1 case, healing after surgical intervention in 2
cases. No death occurred during the operation.
Recurrence of biliary fistula in 1 case was cured
after surgical intervention.

CONCLUSION: A preoperative diagnosis of Mi-
rizzi syndrome may be difficult to make before
operation. Its diagnosis can be made by various
imaging techniques. A definite diagnosis of Mi-
rizzi syndrome can reduce the iatrogenic injury
to the bile duct, and different diagnostic meth-
ods and treatment modalities should be used for
different cases of Mirizzi syndrome.

Key Words: Mirizzi syndrome; Diagnosis; Surgery;
Operative treatment

Wang XM, Sun K, Wu CX, Liu ZJ, Ding X, Li SW, Gong
JP. Diagnosis and treatment of 53 patients with Mirizzi
syndrome. Shijie Huaren Xiaohua Zazhi 2008; 16(2):
221-224
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Abstract

AIM: To compare the adverse effects of
lobaplatin with that of oxaliplatin in combination
chemotherapy.

METHODS: From 2006 to 2007, 52 colorectal
cancer patients after surgery were randomly
separated into two groups. A total of 85 courses
were completed for 26 patients in the lobaplatin
combination chemotherapy group. A total of 73
courses were completed for 26 patients in the ox-
aliplatin combination chemotherapy group. The
drug regimens were: lobaplatin 50 mg/m?” (or
oxaliplatin, 80 mg/ mz), iv in 500 mL D5W over 2
h on day 1; calcium leucovorin 200 mg/ m> iv in
D5W over 2 h on day 1 and day 2; fluorouracil
400 mg/ m?, iv bolus, after calcium leucovorin,
then 600 mg/m’, iv over 22 h on day 1 and day 2.

RESULTS: The adverse reactions that occurred

www. wjgnet.com

frequently were myelosuppression and gastro-
intestinal tract reaction. In the lobaplatin group,
white cell count was decreased to grade [ or I in
60.0% of courses, and grade Il in 6.7% of courses
(P < 0.01). Platelet count was decreased to grade |
or Il in 66.7% of courses, and grade Il in 10.0% of
courses (P < 0.01). Nausea was seen in 16.7% and
vomiting in 3.3% of courses (P < 0.01). Peripheral
neuropathy was seen in 5.9% of courses (P < 0.01).
In the oxaliplatin group, white cell count was
decreased to grade I or II in 50.7% of courses,
grade Il or IV in 41.3% of courses. Platelet count
was decreased to grade [ or Il in 21.3% of cours-
es. Nausea was 37.3% and vomiting was seen in
6.7% of courses (P < 0.01). Peripheral neuropathy
of grade I or II was seen in 42.7% of courses, and
grade Il or IV in 9.3% of courses. Hemoglobin,
GPT, diarrhea, urea nitrogen and alopecia did not
differ significantly between the two groups.

CONCLUSION: Chemotherapy in combination
with lobaplatin and oxaliplatin or in combination
with fluorouracil or calcium leucovorin is safe.
Platelet count is significantly decreased during
myelosuppression in patients treated with loba-
platin combination therapy. Leukocyte count is
significantly decreased with oxaliplatin chemo-
therapy. Gastrointestinal tract reactions and neu-
rotoxicity are less frequent in patients treated with
lobaplatin rather than oxaliplatin chemotherapy.

Key Words: Adverse reaction; Combination chemo-
therapy; Lobaplatin; Oxaliplatin; Fluorouracil; Cal-
cium leucovorin
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