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Abstract

Crohn’s disease (CD) is one of the two major
forms of inflammatory bowel disease (IBD).
Although the etiology of CD is unclear, many
experimental and clinical observations support
the potential role for intestinal microflora in the
pathogenesis of CD. Manipulation of the lumi-
nal content using antibiotics may therefore rep-
resent a potentially effective therapeutic option.
Some randomized controlled trials have dem-
onstrated the efficacy of these drugs in treating
the perianal disease, inducing and maintaining
of CD remission and decreasing CD recurrence
rates in operated patients. However, the use of
antibacterial therapy for CD is also controversial,
even this approach is frequently and success-
fully adopted in clinical practice. Fairly narrow
indications for antibiotics are suggested by cur-
rent management guidelines. Large studies are
required to better define the role of antibacterial
agents and combination regimens in CD. Broad-
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spectrum antibiotics, such as metronidazole, flu-
oroquinolones and rifaximin, are widely used to
treat CD, and their effects have been recognized.
Because of the lack of adequate theoretical sup-
port and adverse drug reactions, the reasonable
application of antibiotics to treat CD is still a
clinical problem.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Antibiotics; Crohn’s disease; Gut micro-
biota; Metronidazole; Ciprofloxacin; Rifaximin
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Abstract

AIM: To clone and express human des-y-carboxy
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prothrombin (DCP), a valuable serum marker
for hepatocellular carcinoma (HCC), and to pre-
pare the monoclonal antibody (mAb) against
DCP.

METHODS: The DCP gene was cloned into the
prokaryotic expression vector pCold II. The
recombinant construct was expressed in BL21
Escherichia coli strain, and the recombinant pro-
tein with an N-terminal 6-His tag was purified
by nickel chelate-nitrilotriacetic-acid (Ni-NTA)
affinity chromatography. The purified protein
was used to immunize the Balb/c mice for mAb
preparation. The sensitivity and specificity of the
mADb were assessed by indirect enzyme-linked
immunosorbent assay (ELISA), Western blot and
immunohistochemistry.

RESULTS: The recombinant DCP protein was
successfully expressed and purified, and its mo-
lecular weight was approximately 23 kDa. One
hybridoma cell line stably secreting anti-DCP
monoclonal antibody named 3B5 was obtained.
Western blot analysis and immunohistochemis-
try indicated that the DCP mAb showed specific
combination with DCP. ELISA detection indi-
cated that the titer of the mAb was 1:2.43 x 10°.
The immunoglobulin isotype of the mAb was
identified as IgG2a.

CONCLUSION: The successful preparation of DCP
mAb may lay a solid foundation for the research of
the use of DCP in early diagnosis of HCC.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Des-y-carboxy prothrombin; Mono-
clonal antibody; Hybridoma technique; Hepatocel-
lular carcinoma; Tumor markers
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0 515

JIF 4l o P T (hepatocellular carcinoma, HCC)
& FhE WL R IR, HAE TR L AR TR,
JH-Ji (R BT 28 o SR g PR S5 2467, oy A BRI
FET NEU53%Y, TP R AR R R e — N %
B, ZRRWE ISR, B 708 b
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A 8 LAAL, iR R L SR S A B AR R A
FE AP, AR, HCCE B LA 295
BRI FFREAGAH G, A7 LRI FRRE IR 1A 3k 2
R, FEAE Cm B, RS W 1R B
A A T 1) DR, 4T — R IR LY R 2R
I (a-fetoprotein, AFP)ll & F1B Y 7 k6 A 2
S AT (I AE Y, AT, AFPREIRIR g
HCCH ' H 1 M3 hRg 54, (R AFPYE— 48
RLPEFI0 . 3820 2Ll 2R G0 A0 5 3 (1 33 1 b og
Tt 2 TH i, W AT A — s (B E™ e, B
DA A B B2 W HC CllL i bR G — M
JE 5 8 TE HIRF T3 A

Liebman®57E 19844E 15 i T A\ L Fa st
11l % (Des-y-carboxy prothrombin, DCP)7K1-F
AR T 91 % 1) i S L7 . DCPR ST Bt
1 I, 55 O 5 o i D DX ) A R Ry
SEALE LA ERIRFEAR SR, AT
RAREARIE, A5 AN K D C PR 1 AT 5 Tk
FIBEIMLE IR, MM DCPE =Tt 5. DCPLEIRIR
P AN LA AR G Y I 0 R I A A A,
W BAE I AFPIZITHC CIRIAN R 36 45, K RE s
HCCIPH- 12 .

KT DCPHE A AEY) # I Re 7T L &4 1
TERE, BT TR BT, BUARD C P R LI [A]
B, EHANCAG YA, (BN ST, wHH
P T HIDCPHU A 4% 1) iE 5 /b R A DCP
BRI AR (1 A 7 2 82 B T I IR S g R
ARG 1 R D R 45 SR, i DAL K
PR, ARG HAE L. Sk, AR
F#EDCP 5% KB H ik, Fik, 4ifkDCPE4YI &
F, S/, AR BERR E 0 W5t ADCPH
U ZAT IR 41 . ZELISA M Western blot2% 2 Fif
T B AT 19 0 5 v B P UAR AT R 2 R v
il 2% B RS S RN (I HTDCP mAb,
Ay B 5D CPAE I & A J vh IRV F ML
LA A S R 30092 W AR 4 (0 O % 3458
T R AFIR S50 SR,

1 SRIASE

1.1 ## FkipCold 11+ B KMF 1# (Esch-
erichia coli, E. col)fs 2 DHS5af1BL21(DE3).
/N R B BE T A1 MU PR (S p2/0) i AS SIZ 5 %5 R A7 5 5K
¥ 5hBalb/c/ N EL(6-8 S, S, SPFIf VLRI H
A BERE R A SR ) oLy i A IS I B 56
FEInvitrogen’ ml; B I AL BRI 1K 1L =
i RIgGPUAM BAb s P2 S EMHEARH

WA &
ALHEERE LT
(Des-y-carboxy
prothrombin,
DCP) £ 15 & 52
— AN B AR R
F AT % 69 BT & o
HAREM. BR
DCP# & I 8 [g]
BA, BTAH
FAR, A2 M A
% 3%, @ HEDCP
AR EF 2%
B dm 3R 09 SR
JREAR. AR
Mo B SR B,
X ARAEAL H K
27, RELSE
oM. XT
DCPE &Gyt 4
FHRMLTE
@Ik, &E
SV A
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W8 £ BE
Gao%¥ % TDCP#
MetaZp#7 ¥, T vA
A $HDCPR—A
T VA5 AFPAR 4L
£ o BT 5 M B AR
4.
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BN bRUERR [IMarker. Taq DNAE A, T4
DNAEZEEE H 26 F Fermentas /A &) . BRAIME A
DIlNde 1 MHind 111 HTaKaRa/A w; ECLiK
F& . Protein ABRIRHESEAEMTA . Ni-NTAZ
JEBEREIE [1GE Healthcare/A ;B K584 7
FUATEAEF . G g2 BREE AR E 28 45 52 3 )
& MR SRR O SEIE Sigmay™ i, BCATE
€ A G B IVEE A F] ;5190 R B A
YT R DAL A Fl A K.

12 7%

1.2.1 pCold II-DCP4ix Hktg M. KIEDCP
FEKPA, A DCPHN G, 481.5%58 b &tk
PRSI, I BRIV N DTN de 1 MIHind
DX D) 1) S A% RIS B fkpCold TS, HAk
BRI BEE. coli. DHSa P18, FiENE. coli.
BL21(DE3)& 2 A& 40 i, Hfh T LB &5 770
o, SRR E 2 (Amp)100 mg/L, FEBUTRL, 3
1TNde 1 F1Hind TG % 7€ A0 3 GOy R e
Bfh A=A R DT 2 W) 58 R,

1.2.2 DCPak&% & o Rk B st PRI B4
JiikipCold II-DCP-BL21 ) &/ T10 mL
LB 7 5E(Amp, 100 mg/L)H, 220 t/min 37 ‘CH#E
WA, 421 2 100 LI E: 11000 mLI¥JLBE; 77
$E(Amp, 100 mg/L)™, AH[F 4 F F 55373 h, ff i
WL FIA g0 IIANTIPTGE LK E 40.5 mmol/L,
15°C. 25 °C. 37 CHulkiisiziie h, ' FHs
FREEHR, WEEHE R EI50 mLICH 20, 90
AREAN ]35I [R)FE 50 AT SDS-PAGEHLIK, A&
75 1 R R ABON B, 2 BT A [ 5 S R 4 A
N H R A RE, #REES TR 5000
r/min 4 ‘C #0310 min, 7 ¥E, F&T20 mL
lysis buffer(20 mmol/L Tris-HCI{L {51 mmol/L4&
BRIV 44, pH 8.0)h, 2040 ik A5 i e
I REGE A2 s« Y2214 s. THE100 W), 12000
r/min. 4 CE.0 15 min/5 2 HIWCEDTEM i,
SDS-PAGEZ T H 18 I I T I . Ui Ak
Flysis buffer (%8 mol/LJK &), }:4:0.22 umik
JEE I8, I NI-NTAZHTAEEAT 44k, 1065 10k 44
Flysis buffer(+58 mol/LJK %420 mmol/LIK M)k
% Hbuffer C(20 mmol/L Tris-HCI buffer, pH 8.0,
4150 mmol/L NaCl, 8 mol/LJK 2, 250 mmol/LBK
MeySEE H I AL RE I R, S ek
JERREEMI IR (64 5+ 4 2. 1 mol/L)#HT E 1,
4 HPBSIZENT. BT 58 UG R IR AR B,
SEWREE N 1.5 mg/mL, J5 31T SDS-PAGE 43 #T.
1.2.3 ¥ % HL6 M 6-8 JH 1A i 5 4 18-20 g

WCJD | www.wjgnet.com

ffiBalb/c/Ni, XS4tk DCPE A 5
SRR I e R R A A, @8 T
A, FEN100 pg/ K, LLUGRERE2 wkH R 55
TR AN SR RR ) 3F FOAN 58 A A0 o S e,
ILTH4R. SBAUIN SR S 1w IRAESR MM, [R]4%
ELISAVZAT I /N R AP M HTDCPHUA I RN . 2L
Wrim TRG T3 dFH 2tk 2R 1 R i ket %
P IR, TSN R L.

1.2.4 mAb# 41 &, G mm 2 ()48 H
0 M (2 R AR RKOIRES R AF (S p2/0°H i 8 4N
55 e /N SRR AL DAL ¢ 10f EL B A, TN
50%%K £, —lE(polyethylene glycol, PEG)iF47 il
A, BA R RO AT, D CPRIE
HAAE R, R kA 20 L b
BEATRIEZELISAKTI, —Hoh i a7 Bif, —
PO AR b A M ] 1 L SR TN Tg G
2 2000F77FF), TMB 2 (o RS I 7 126 FH 12 440 i e e
PR K 8 328 (%) BH 1 0 it o B2 K FH A PR R 2
17 e Bk, M EELTS AVER I, B A BH MR
1E100%, Jiiidk 52 0 W HTD C PP I 2428 I8
MR EAT Y KI5, A TWRET; Q)butk
2tk S AN I e kP Balb/c P~ BER, &1
I Jes A SR K AR AT 50,5 mL, 1wk, &
FER AT IR 40 0.5 mL(1 X 10°41 ff2/ ). 10-14 d
Je /s BB W P AR I 7K, 12000 1/min &0
10 min, Lk FEMARN . WA BRI, W)
Bk i K, B B8 7K 4 Protein AZE AR BE SEFI1 )2
MrkERAFalifb sk, 2 JGfEPBSH T4 CiEHT
A, B HBCAVENE ki 5, ELISAIEIE
PO, SRJG IIANS0% H i A, /N3G
-80 CIRA7-EH.

1.2.5 mAb#) £ FH RS A5 (1)mADK
[gWR%E e WAL i, RAIELISAJY
VAT WAL 52 (B I Sigma s 1) /N il T BT
A TR RS W) 6 1 B 5 36 47); (2)m AbE Sk
Yooe: i LR ERIAIDCPE 14 12%SDS-PAGE
LUK, FoF RHIREAT 4 22, 5% MR Wk
W12 h, BN FR I HTDCP mAbA—di, 1 :
100078, 4 CHFH I, TBSTHEERAIX, IIAH
HR I S A AR IR L 2Bt RIgG(1 © 8000F4
FE), 37 CWEE 1 h, Bk, fe)m B AR GHEAT Wt
th, MELEE AL (3)ym AN AT I : K A% A8 98 4
MU R IR BIE, faBhERRE, ZHEELIS AL
SEmMAbIRIRAN G BIRE A/ FTAZ2. 11 5
i JiE).

1.2.6 %92 4R 2240 5 b m) B 2k F 4 7 BN IE
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A kDa WA % & B
97.4 His#r 2 #9pCold
66.2 11 4% 3% % X DCP,
Ea g, -
43 TRH, SRA%K
G, 7T 4764
31 R WS RE
R HRERAR.
20.1
B kDa
1 pCold IFpCold II-DCPHVESLIETE. M: DNAFRE 97.4
i 1: pCold I1JFThE; 2: pCold 1T —DCPEZHJFTAL; 3: ZiNde 1 66.2
Erind NIWEEYIGHIpCold 11 J5Tkr; 4: ZNde | SHind 1 :
WIS IpCold 1l -DCPEELAFTHI. DCP: EFLAEUNE. 43
IR M A WAL, HIE4 pm B4R 31
YR HEAT H 2R, F0.03%H,0, % I Ak ocp
PIH20 min, 15 P PRI AR TS o, P 201
B, DCP—#Hi(1 : 400)8F 51 his, by 14.4

FRICHIEE ik, W45 min, INABCH G445
min, DABE (%, M%<, id k.

2 BR

2.1 E28 fi#ipCold 11-DCP##) Ao 7 Tt
FipCold II-DCPZ:S' Nde 1 F13' Hind TITHEA T XU
Y, I 44 S 4%ty 1 B SpCold TTATH )
B RN—30(E1). WP 45 R S Hbs ey 5
NCBI(Accession number. NC_000011.9)4 %41
AHAF, UE SR IE HiAkpCold 1I-DCPHA 1.

2.2 DCP%& & #)if 5k 38 B AL

22.1 BEhmAFFRELBFRADCPEGH T
T AT R ERT T H IR R AR & DA AR
BEAA AR EEM M. 0.5 mmol/L IPTGIK
FEv 35516 hMAHIEI 44, BHGENAE i
FERRREELS ‘CL 25 CHMI3T ‘CHipCold II-DCP-
BL21 Kh W4T S L1k, 52 /5SDS-
PAGE(FEI2) ¥k 2 7n: 7615 'C. 23 kDakbfiDCP
MERIE, HRIEEDLET.

222 DCPEG MR Z M KEiFSEHES
e, BUHLYTE, SN SR AUZ MRSl e Bk
(K13), IFBCAVLN & & K 5% 1.5 mg/mL, H
BID-RAD quantity one& {43 #7 i 7"DCP# 1 41
[E>80%.

2.3 #DCP mAb# 4] &5 24 PUILIE PR AT
5t 1 19 S /0N BRUPRT JIR 4 . 55 'S p2/0r 596 4t i i
&, KA ELISAER I A a3 57 b rh Pk 2
W DL, 25 AT ORK BH P v %, AT 30

(49
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2 SDS-PAGED#TDCPZE37 ‘C. 25 ‘CHI5 CHIRAR
TBMDHT. A: DCPAE37 C. 25 CHRIENOIIEMESHT. M:
EEbRESL; 10 B SRIER; 2: 37 CIESERER; 3: 37 C
FREAGIUE; 4: 37 CHESBEAE LE 5: 25 CERE
Bt 6: 25 CIBFHEAGINE; 7: 25 CIA MG HE; B:
DCPTEL5 ‘CHRIR N B[7EMEHT. M: EEARAE:; 1: 15 500
PG 2: 15 CIESEEE; 3: 15 CIBES/EH; 4: 15 CiES
JG.ETE. SRk BRER.

SURETRE, 154 AT AT ve B LI BH P15 100%. B
PR3 b IR R A AT SO AL R 7, TiIE 1
FRESE 40 WA S PEHUDCP mAbIH 248 I8 40 bk,
fir 4 h3B5, M idProtein ASERZHTHRAFALALE)
P, FIK 4SS TR S P A, 2R e
JE Bk (4 EHEZISS kDa, F4E£)25 kDa(E4), H
BCAVEN & 2iA I BT B 40,7 mg/mL; £85d
3 mold I AEARAE R AFA K, IFFase Pk

24 FAREE ., HFFHEZZHEMME (1) mAb
MgV %5 N Sigma B g B P 248
ARG AT PUAR 2 S, e R 0 7T 15 i I
T e i RE R W I A sk iEE 2K h1gG2a;
(2)mAbSF 5% e B v PR I R R 1 Tl
T s B 5 S 5 HEAT R AE. F 3R I HIDCP
mAbN—Hi, GRER, &S5 51
DCPZE 17623 kDalh 577 — 4545 5 (1 5 W 4k 7y
(K5), MARLF SRS E %A 40, IER I
PR AT R DCPEAE A, 3)mAbAN
il Ze[AHEELISAINE, /N EUIE/KDCP AL b
PUARIIZEAMIET © 2430008 _F(146).
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DCPEM &L A
K e 4E A AL
& VA B A e BT
VAR I
& A .
ELISA % i & 5%
SEE T RIAFH
IR k.
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A kDa

20.1

14.4

B kDa

97.4
66.2

43
31
20.1 Dcp

14.4

3 SDS-PAGEDHTDCPERENVAIL REEL. A: DCPEH
ROAift. M: EBEARESS; 1: BEGUTIE; 2 MBI 3: HE%k
i 4, 50 BERRG B: Al EE B M E BRI, 1
BITIGIDCPEH. DCP: EEALEHNE.

2.5 Sk LR BAL S kAR MIDCP AT 4L 28 09 &
5 DIHTDCP mAbK P, X IEH AL
AW D)  EAT e S 2 e 0 B (B
7), IE W HZH 23 S B, i e 2H 23 52 B e .

3 iTie

T g AL 8 i £ — ORI A A2 R K )y A 2
BAMINZ ST, BEHT 10N 2R (Glu)
BRIE A By- R IE A SR (Gla), 2 A A 15 1
(1 5% L i . G SR R AT A S — AN 2 A
GluR B AN, HOKs 1T BETE B 5 Rt 1L P
JZ(DCP). 4 VitKys /b i, JEv2 A5 40 i i oz ik
PR IR NG P 28 SRR R B R A iy - PR R R
(Gla), JE R ¥ 1 14D 48 I i Jir BT DA 2 9 S 8 1f.
Fitg J5 T 2R JBON I, 33 b 2 8 o e o il D %
PR R VItK s 2 75 5 88 B I .
I AR AR I, P AN BE K DCPIR AL A i
PR AL, A IS TP D CPE BT . i
H P ID CP/KF BB T B K A EHC CAHb, ik
AT LT BE ZE 1 B ECRA HE IR A 5 1 4 4
Y LE K B 4 B DU . Ber-
tino 5! e X TP AR 4 AR BKIAIT IS, R
DCP/KT- K, HIZRAFPACFIEASZ I, $oR
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HifE

Bt

4 SDS-PAGED 787K hiiDCPEY A5 B IRBY itk
M: 2 bR 10 4 bI3BsHA.

kDa

23

4

5 DCPZE4AEEHIWestern blotERE. 1: 4lifkIDCPE
H; 2, 3: pCold Il -DCP BL2141E1%E F/5; 4: pCold 11 -DCP
BL214HEH1% S0, DCP: EEALEHT 2.

Y FKERZ ] B2 F D CP/K I s — N A
2. WA TR Ry B 2 BR A BEE PE RS, Arefl
BRI y- R I IR (Gla), B 2 5t
I T D A A = A0 22, ALK 6 S (9 4 0 T
FEAS R R AR Y, T 3L R 5 [ DCPIK - 1 T
—‘,%—[12].

H T, IR F ik HHHC C iR br 4
{5LLAFP A 3, HZ X T AFPAGIHR B ol B P (1) i
FHAR T IE IR, WO AT 2T A O
B R T S SR I R bR R, BT AL
FEEERIRLIN 7%, kP SHCCIY IS . i
DCPX} THCCHIE W& —AN 11 1) I8 A i
). 1k, ST B LR L9 1 it 5 b
R IMAEAR T 240 mAU/mLIN, DCPiZIHCC
(PIRBUBE 7 S PR RT 2 T IRDRS 2 20 3 ) T
55.9%-87.0%- 85.0%-99.8%F159.0%-84.0%"".
TE 103 1451 A P 28 T 58 o JHHEAK v 7 i R i B
(hepatitis C antiviral long-term treatment against cir-
thosis, HALT-C)BAFIRFTH, 2435 LU T AFPH5
DCPYE Y S Wi e P, 78 S W2 W) P
AR TE], RILDCPA 5 & U E S e,
FERA R DU RT LA I 81 B e P e, kA 4
HErtleZ ST 45 RATE. B RSV R
i, DCPYE N2 IIHC CIRIMLTE b i), FER s
J67%(95%CL: 58%-74%), i 71 4 92%(95%Cl:
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TS, 5. BERIMIBOCPER®ERIN. M NBREFUAHIESEE 3937
3571 —a [N EERS

e 3B5 A KA A i
30¢ B 5B AR S
25k #%& TDCPak4
G, it g
520 N, HET H
P DCP mAb# % %
2 15¢ T om bk, T )
1.0 % T HADCP#%
' SRR, %R
0.5r P % e f, 0% 40 4R
00 1 F AP i i
. B R4
& & {\Q@ & [;39@ s, ABE
N N NG \,'-Q’ \,-,'\' %Jﬁ%)ﬁéfzﬂ@%
g SRR
sifkARe P

6 DCP mAbBUMIIZE.

88%-94%)"". DCP 55 I8 4 o . 542 221, T
IR LRI RN B VIR &R, T L AF PR
T SR, SuzukiZE ST AL, ZHHCC
M2 i i R AR AN, 257 ZEDCP. H2, 4
JH9e 440 J o) [ B ALB, ABAT TS R IR RE D 2%
%59, DCP/™ £ 23/ DCPHIfigfe Mo
TR H C CAH i R B AR IR MR bR 5 4. Yue
SRS R LD CP4S & 4l U 111 32 A Met, ‘3K
MetfiRfk, SEiMmMEISEGER. iff HDCPHI LI i
I Jfi 4 JE B A BE-2(matrix metalloproteinases-2,
MMP-2)NIMMP-91) 1k 5 73k, 30 3 P05 41 e
AN 0 1/2- 22 38 )50 A0 R 0 (ex tra-
cellular regulated protein kinases-mitogen-activated
protein kinase, ERK1/2-MAPK)f5 5l 1 >k il 3
JH P AR KT LA 7% DCPAETIIIHC CIfR
AT AR BICHAE . H2 H AT EEREL T A 2
AR, Fir LA S5 22 iAIE AT

DCPAMX A fE A HCCIHiZ iR br, M H AR
AL T I E T RO L TRUS BRI R BE U7 A
HRIEIT TR, HCC ¥ AFPAIDCPHSI 5
PTG HAAE L AR, TG T ANAF TG I )k
134, A1 AFPRID CPIME I B3 21 BT
TR A5 QAT RS SIHCCHE A T, 13
DCP/KTR it 8, e B HLAT 12 28 (R,
I FLIX G 83 [ P38 LR A7 I TR 46 0 2, /N
I, ARHTDCP/K Y- i 237 g 52 K (¥ ml k2,
Yamashita5 W57 & BLAEHCC>2 emitf, DCP/K
I (>100 mAU/mL) A 5 ke i 28,
I, FERXA G, U T ReEs7. 1 HDCP
AT LA D DPA R 0 28 AR JE S R TR0
R & R (55 2 BN 2 AR

T AFEA R S AR 2, — 2805

(49
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7 SRR EFNIDCPIE T EELA LR 0PAVRIA( x 200).
A: IEFFHZ B: FHRHR.

FE A KL DRSS R0 R A 2 0 N 4R
W TR Z LRI 1, A bR &P pE 0.
{HAR ZHIF ST M B = 2w R HEAS ZOR}HIK 36,
TGS R BRI B i H il T s2 5 i 77
s 3 A S RS A B ), S S
FEEFARAE L. H AT AR 2, 0L
L5 A 5 H 0 BT PR (1 e e S e R AR )
JIFf 8 o s A T ARSI T AT IR T R . R —
Foft bR b AR 0 2 W LA SLME R %A, B
A R BR . PRk, X RhR AR S S
O & 5 F AT LA I s T (6 AUskrE R
UWIAFP. AFP-L3FIDCP R 25 AFPH: 5
PEANE, FUZ2HE) 2 N 6 97 PEA 5 TS T
M. DCPZE—/ Ml — K [MhrEY, SAFPIEL
5%, AT LA M5 15 5%, AFP-L345 1R ks bk
1M H AR AR SR TS B0 23+, 3 PR & I7EHCC
I R FAN Jy b AN ] A, 1] HAFP. AFP-L3.
D CP I RS 7E /)N JFF 8 (1012 Wy T bk A 4%
GERIAL G A EAERAS. AR AT LA 4
[ BIE W, $e mis W ReR, X2 JL
AR IR L S0 AL 2L T R R T T B R
W H %, F2 Wrks et s, (52 AUk
IR, AR 48 BB AT Bk A
B S, DRIRF A BEIE B O 0 0 R s
VIR 12 WTHCC 2 K 2L

2013-12-18 | Volume 21 | Issue 35 |



3938

ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFRHELASSIVZYE 20135E128180 215 35851

(49

TEE
Jaishideng®

HiTDCPH AR = DhREmE o8 L& 4 1l
TFRE, i iR P, &S TDCPHI
Wit P A ol 4 TR TE B /D, 2 (R 0 D He LA ) 2% ]
RESE P ) BRI AW LLKIGF HE. coli
BL21(DE3) ik ik 245, HEAEFRERIMK.
BAEE. FWIR. EaRdaam. WA
FREEAR AL, & H AT — Pz 3 1 R 3R A AR
G0, ARSI RN RIEDCPr - B, A E Ik
e AW LR 6 X HiskrZ ipCold 11 4 5
BB IB BN, IR T DU R AR (R B 15 5
FIRE R HT HMEARE, G TEALSH
s, HE R A . Hishi S5 Al bR 2 A
LeA R 2 B RARH, 2 HurH T2l b i il & b
S O T IZ I — R, His 3L P25,
G35 Ik R H B RN R G R
WA K, 4ib 2 5 (R EULER (A bR bR
T F His AN H(pH 8.0), ALt E AR R IA
S, 1B MBRIEREE A B, LU
WHIGS AR, BT8RN, R4 )5
VIR G A BeEAT F — 22 IR 43 A5 1
HE5ZwEHRHADEAE-Sephacel4r #DCPIE
FIAHELEY, B0 25 5 19 20 R AR B AL =4,
S AR DR B D S 5 il e AR DA A R
G R, 1T ELRT KR ki, Xk
T DA B 38 JE PUAAR BN AIG, AR HE I 4 5 v B
AT ER SL ATEFCOE I TR M DCP I 4% 7 X
A%, HRped U a2 a5 BB, RHPUTAER:
ST, A RIE T S/ B AR ) 3 R A
XF AR HE AR e A A AL TR, BT AARSUAA
Al g S DCPIERESLALAT s b I Sk 45
AR — PN,

M, AW EZRE X (1)EpCold TR
RIS FRILAM6 X Hishr 2 FJ)DCPE
M, IE G P HEEREAT, (2)R 43R
FIRRFR SRS 2 20 WD CP mAbZRAS I8 41 o bk,
RIS TR R R L ) BT ADCP A
SOREPUA, ARSI T A TR D C PR
ik, LLJS DCPTE FF A A R e i D e
QS AR R 2 W R 4 T R B8 T R
A I T AL

4  BEXE

1 Poon D, Anderson BO, Chen LT, Tanaka K, Lau
WY, Van Cutsem E, Singh H, Chow WC, Ooi LL,
Chow P, Khin MW, Koo WH. Management of
hepatocellular carcinoma in Asia: consensus state-
ment from the Asian Oncology Summit 2009. Lancet
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11

12

13
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10.1016/51470-2045(09)70241-4]

Wu SD, Ma YS, Fang Y, Liu LL, Fu D, Shen XZ.
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10.1016/j.ctrv.2011.06.010]
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Hepatocellular carcinoma confirmation, treatment,
and survival in surveillance, epidemiology, and end
results registries, 1992-2008. Hepatology 2012; 55:
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Abstract

AIM: To explore the effects of simvastatin on
acute live failure in mice and the underlying
mechanism.

METHODS: D-galactosamine (D-GalN) and
lipopolysaccharide (LPS) were used to induce
acute liver failure in BALB/c mice. Male mice (6-8
wk) were randomly assigned to three groups
(n = 18), a normal group, an acute liver failure
group and a simvastatin treatment group. Ka-
plan-meier method was used for survival analy-
sis. Serum ALT levels at different time point
(6, 12, 24, 48 h) and hepatic superoxide level at
24 h were measured by biochemical methods.
Hepatic morphological changes at 24 h were as-
sessed by HE staining and hepatocyte HMGB1
cytoplasmic translocation was detected by im-
munohistochemistry. Serum levels of HMGBI,
IL-18, TNF-qa, IL-6 and IL-10 were detected by

WCJD | www.wjgnet.com

ELISA. Expression of eNOS, P-eNOS and LC3 11
in liver tissues was analyzed by Western blot.

RESULTS: The survival rate at one week was
significantly higher in the simvastatin treatment
group than in the acute liver failure group (83.3%
vs 33.3%, P < 0.01). Simvastatin treatment sig-
nificantly decreased ALT levels at 6, 12, 24, and
48 h compared with the acute liver failure group
(all P < 0.01). Serum levels of HMGBL1 at 6 and
12 h and IL-1B at 12 h were also decreased sig-
nificantly in the simvastatin group (all P < 0.01),
and the inflammation or necrosis and hepato-
cyte HMGBI cytoplasmic translocation in liver
tissues were decreased in the simvastatin group.
In simvastatin-treated mice, eNOS, P-eNOS and
LC31I expression in liver tissue was increased
compared to the acute liver failure group. How-
ever, hepatic superoxide level at 24 h was de-
creased in the simvastatin group.

CONCLUSION: Simvastatin protects against
acute live failure possibly by improving endo-
thelial dysfunction, oxide stress and hepatocyte
autophagy in mice.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Simvastatin; Endothelial dysfunction;
Autophagy; Acute liver failure

Lei YC, Luo P, Li W. Administration of simvastatin
protects against acute live failure in mice. Shijie Huaren
Xiaohua Zazhi 2013; 21(35): 3940-3946 URL: http://
www.wjgnet.com/1009-3079/21/3940.asp DOI: http://
dx.doi.org/10.11569/wcjd.v21.i35.3940

i 2
B T M RAL T 2 & BT B AT 445 Y
TR AE AR I

Fik: D-R A FFLHE(D galactosamine,
D-GaIN)#F=2a 4 fis % #&(Lipopolysaccharide,
LPS)M iz 43 5 R HIT ZBAEA. 8
6-8 Bl Balb/cEAALA A B 40, I 35 2T TR
LA Fo FARMLIT 40, A48 18 2. Kaplan-Meierik

2013-12-18 | Volume 21 | Issue 35 |



ERE, F. FHOIRP) SRMFRIBIR

3941

DA R AEGER, A6, 12, 244248 h
A i 7 B UBR 45 2 B (alanine aminotransferase,
ALT)#=24 hiFJEAR EAH K -F. HEZ €& 547
24 hWAFRET & 5 T AL, SR A LRAG S 5712
hAF ik & i 4% %% & & 1(high mobility group
box-1 protein, HMGB1)& k. ELIS A% f
#AHMGBI1. @/~%-1B(interleukin-1p, IL-
1B A& 3R 5E B T -o(tumor necrosis factor-a,
TNF-a). IL-6421L-107K-F, % J% 6P 3 o 47
M E A — A AL R4 B (endothelial nitric oxide
synthase, eNOS). #FEAL A B A — FAL R A
#(P-eNOS)A=LC3 IT & A,

SR FRMITH] whkAEBEARII%TEF
T % 55 5 PR 2049 33.3%(P<0.01); 6. 12. 24
#248 hfe A ALTK-F 2 F4K T & T 554
(P<0.01). FAMITLL64212 h9HMGBI1K-F
VAZ 24 heg1L-1B7K-F 254K T AT 5258 2 BB 41
(P<0.01), AFRE X 52 3R AHM GBI 3 4% 15
BT R BB ER. FARMLIT 3G A ST 5B H)
AT REeNOS. P-eNOSA=LC3 I & iAK-F, B
ARIF 20 L2 AR A M KT

it FRAIT A AT B AR AEA,
EB 58K EN K mah e Eri, 24 2%
FolR AT m e B P

© 2013 EBMERNBREATNS.

KPR FRATT, NEAMIEERER, B 24
i

BoD RN AR T BCE AT IR AR G e A T
B BAC R AL AT a0 R B R AR ST R
SBRT B4

BHEE, B, . FHMTRP) SREF=BH R, B
S N SEIVZYTEG 2013; 21(35): 3940-3946 URL: http://www.
wjgnet.com/1009-3079/21/3940.asp DOI: http://dx.doi.
org/10.11569/wcjd.v21.i35.3940

0 51

22 PG B 1 TR 22 i (lipopolysaccharide, LPS)!
TS24 B2 4 BN O™ A=, 550 JH Ik i 357 BHL 77
BAEALK. 2 PR ML 110 7 i 5 2008 2 B30 1 4 i 1 e
B ST IR IR, SE AR AT T HILP S T
(P Y B 4N B D e R i, R4 P B 25 LT 5
FEC 1D FFA 0, Atk JE o A0 P 2 3% 1T 5
M52 N 2 40 Mo D R B i, G LA A i
PR AL NS SR Ay T o5 AR AL T Rk

(49

TR

Baishideng® WCJD | www.wjgnet.com

i P 5 TS5 0 B A D T e R 2L B AT, A
VT 2 250 v WA A2 98 S N2 AN SR AT A
R BAERETOR IR, E AT R RS A S
S PR BT, AE SRR IV T R I
AT AT AR AT I35 A B AR K LF23% 3K K
FEAE ORI VER], FHRIIFH0T < JRE e AN 4
PO, DT S P 5 40 e Ky R B,
FURA A, N5 3% MUE AR A R 0 3 23U
A R I8 03 A6 P08 3 1R O A b o I e P A 4
FEEAE T . RS S
5 SO A0 R SEAN =) 88 JE S B, JRAE S
ST P B 175 32l e . s 4 3 — 20 Jom 5 AT 4 i
SET, et A B R IR IR A2, e 28 I AT 4 i
HE TR S 08 1) R HE Rt Je . 6 1 S AR A v T R
P79 B FR IURE AT S AL PV 5 R A IF A, 2
PO P B S AL T 32 1A Bz 2 Jf0 ) B Fie A,
SRR P AA T AT O DA P B B S A
o FA RAAE . g BRI AT AT

1 SRIASE

1.1 M4 8 6-8FiBalb/c/Ml, fEFEH20 g+
0.5 g, HIFg 5 RSB B sl ) s i L 34 (3)
YR SR UE S 52013091206), sh41HE 77 ALk
R o 9 [ [ S T AR T 9 e s 56 5 4
FEAE IR . E2AAH]: 4R I5 2 B (Sigma
AH], FH), D-Z I (Sigmad 7], EH);
S AABTT b S b 25 AR A
Jt. =T R ik 2 A 1(high mobility group box-1
protein, HMGB 1)1 [1 /% -1p(interleukin-1p, IL-
1B)~ MRAZEA F-a(tumor necrosis factor-a,
TNF-0). IL-6FIIL-10iX %] & (NEBA #, 3£
), AR AT S CE =R, P E). bt
FMHMGB1(ABGENTA A, £ [H); #ptilLC3
I1(Cell signalingA#], 3£ [H); #PifileNOS
P-eNOS(Abcam 7], 5 [H]).

1.2 7k

1.2.1 S AR & 428 Balb/c/]Mil & SZI6HT12 h2k
&, ANEK. SN 3 IEEA . SR
IR AR T 4, R85, St a4l
#5FD-GaIN(600 mg/kg)FILPS(10 pg/kg)iE i
95, AR TR YT AT I s 4 D-GaIN/LPS HI3 d
B} H 25 FEA%ABYT (25 me/ke)iE S, 1FH 4R 2k
JHT 3 0 6ok F A LEAH I ) 7 25 PBSHE 1

1.2.2 AFA0 S IRIEEE S D-GaIN/LPSJH 6.
12, 24, 48 WOIAF I 20 4 I FE R it 53 265 i i &
T--80 CLRAT. 435 T 128124 hAbFEER 53 sh#, BT

A7 B A 5

HERNFF R
For B AE BR TS B R,
2 I % 58 I 4m e
KRR, AR
B #cF A= B AT 69
R K B3 T
A2 ¥ & ik & e
R B R Fa dp BT
208 5 I %55
o R A R, K
RRENEFT R
37 o BB 3R e AF
B pD A

2013-12-18 | Volume 21 | Issue 35 |



3942 ISSN 1009-3079 (print) ISSN 2219-2859 (online) TBFALISHIVZATE 20135128188 521% 53543
W8 £ BE
FRALTRY A
A A g e b

B ETI ARG
Bith, BEMAEER
[ #5 A= JF AR AL T
E R mIB
B 5F, HALH 2
i it A ) K IE R
B B AR
N ¥EN A
Fo 4 3T 20 B0 B

s

(49

TEE
Jaishideng®

pax:] 6h 12h 24 h 48 h
=t 60.00 + 14.25 60.67+9.14 57.17 +9.47 58.07 + 10.57
R TA 761.31+£194.16° 2355.86+ 1118.28° 890.39 + 409.42° 474.06 + 323.56°

H=iBEa 736.62 + 421.54™

7612.86 + 1979.75"™

3741.43 +1937.35°  204.95 + 45.29™

°P<0.01 vs LA T3EIT4E; “P<0.01 vs IEEZE.

100.0L
80.01
¥ 60.0F
% |
H |
X 40.0r
i
20.0+ -~iContro
-mSMT
00 L L L L L L L
0 24 48 72 96 120144 16
t/h
B 1 FERMTASEND-GalN/LPSRIEFT =B XTBLA /N

21 WKEETSRBZE. Balb/ o/ NFESESTD —GalN/LPS(600 mg/
kg, 10 pg/ke)ifs FAMENTRE, IEFSEFAIS d, WK/AATE
HfyT (25 mg/kg)#EH . Kaplan—Meier EfER M7, P<0.01
(Log rank test, F = 8.661, P = 0.003). SMT: *E{&fthy]; Con—
trol: AMERTFEIEXT AL,

HEIHA0 g/Lrh Ve e, HEAT S e S
R ITHMGB 1 75 FH 95 243 #7 .
1.2.3 g Ao BT 4ml: 4 [ 8 A4
FHAKALT, MiEHMGBIFIIL-18. TNF-o.-
IL-6FHIL- 100 A A A I 42 B AR 77 T 545t )
FREAT, R A A Sl AR A bR e TH S 45 L.
1.2.4 S92 90 T B H 5 e B S A #r: X
0.5 gfF AW BE Jo NN mL55 8 A B 7 v
B FE KR A)-80 CLEAE, BX10 pLFES N
A90 uL RIPA MR CGE R, ) 7503
fift, 6000 g 250230 s, IS0 pL FAEZE MR, KN
975 T P 58 JU2 P UK I 6 s B SR 2T 4k 32 1, 10%
IBSATE4 CHMIER, —Hi37 CHEH2 h, 1!
10000 B AR Jeb 440 2 g A 1 1) 2 BT el g GPL A
37 CWEHEO0.5 h, (2 RIGIERIIZ R, Quntity
one /> MT AT 2K 23 B

Gt IR A s HISPSS18.08 (111 4t
200, B %R Dlmean + SDE 7R, ZEAE R L
BER FHLog-rank 56, H AL T BORM S HTR
F 75 2255 K, PRI LI N BROSE RE A A 56, P4

WCJD | www.wjgnet.com

AFEAR S LB RS, P<0.054 22 e 4 it

PRV
X

2 B8

2.1 FARMIT ST 4R ZHD-GalN/LPS & I %58
R A B FE AR FALTKF Kaplan-Meier
AAE T R, D-GalN/LPSHE TSN 1 wk
EAF R N33.3%, BEMTMSC-CMAIT 4L
83.3%(P<0.01, 1), AAbAG I/ B fLIE ALTK
SER]T AR A0 A R R, M A e ) B
MIEALTAE6 hIF a6 T, 12 hikI§{H, 24 h4idy
TER /K, 48 hiZHT IR . ARy T Va7 2H 6.
12F124 hifiliFALT/K BT S s 4l
(P<0.01, %1).

2.2 F AT AR AT 5 0 RIL-1B F=
HMGBI1KF, TNF-a. IL-6#=3t ¥ H-FIL-10
K BAHrm (AL, D-GalN/LPSif $ &
PERF 325 /N BRUMLYE 12 R ALT AV IE WA, /T3
W5 ow, AN RIMETNF-o. IL-1B IL-6F13T
R FIL- 10 IAE AP H AR 12 h. 4 T f#
AT T 0] T TH S 9 J0E PR -1 R 48 BT 17K
PN, ELISARTINEE R WoR, S iTiR T
HTNF-o. IL-6F1H0H I FIL-105%f B4 C
75, MIL-1B WK TX I 41(P<0.01, E2A).
14K R ILHM G B 1 2 JH 568 3 98 i Jse J3v v
KPR LR, WU AT IID-GalN/LPSH;
Sk RN BUMLEHMGBIE6 hE s T
i, 12 hik &, 24 hITaa T~ F%, 48 hialh iE % /K
P T EMS C-CMIRIT A HM GBI 52
M, Lh#c6. 12F124 hifliEFHMGB1/K Y, 4554 8
TR EARAMTT VR IT HAE6FI12 hFTHMGB1/KF
FART M X I 41(P<0.01, E2B).

2.3 FRMITEIT MBI EE D RITAR K
W ATHMGB AT 28 Je A5 4 2P T 30 o o) i 441
JH-40 LK IR IR B, IRFE XK B 28 0 40 i 2 1
(KI3C), HHIE HMGBIAMYAE MR RIE, KE A

2013-12-18 | Volume 21 | Issue 35 |



ELE, F. FHOIRP) SR RIBIHR 3943

A 4y O FFregl B SERibiTa B 1201 O] FFeoRal W SERIbTA CET ¥
FRATIRG &M
el =100+ W 358 2 7 5, e
W 3T E & FALT, IL-1B
= 2 8ot Fo 6 I KR A
ﬁ B HMGBI1 K- 8,42
v o2f T 6ol b b W 5 2R 5T o
K 5 HMGBI1 3 4,
g b > a0l ¥ 0 B JEP-eNOS
ﬁf 1k & FLC3 I Ak AF,
= £ ol WARAT 202748 FAC
K.
0 0 =
IL-1p TNF-oc IL-6 1L-10 6 12 24
t/h

2 FTHFRBNRIERERFRBR KT, =674 e = 18)FIT BN e = 18)MiE4mi
HFAE. A: MIEMIEETFKE, SERATTIET4H12 Wl TNEF-o. IL-6FL AR EFIL- 10/ SIFR0RMA T E S, AL
1BACEEREEFE, P<0.01 vs IFFEEE; B: MTEFHMGBUKCE, AT 1A T4112f124 hilliEFHMGBUKEEF R T =
VB, 'P<0.01 vs IFFIEE, MIMiE6 hUHMGB17KETE 225, IL: FI/M25; TNF: ISP 1-.

T RTTEC AV
wil, . ee
S8

A- ,-; "'”'-h‘i
.':' fid i "Qé&
'%, . .“‘.’.. i .;*v o
wep |
Jﬁ?’iﬂ:o:, &L:ﬁ‘;}
S
fke
%
Q
el
== L
E’;\ 20 b
o
QO
=
T

iigasia] AT

3 FRMTRBZRFRIB/NERIFALASTERIE x 200). A: 1/ NFIFASHEGE,; B: 14/ NFATFIFAIHMGBIR A AAE
i C: AT R AL N AT AR RIASE, AFEDX O & SR AR D: ST a4l N EAT4iaeE F5EHMGB!,
KHEHMGBIEIRFEAL; B E A TIET A B RIEIAYE, B se by a7 A0k A/ DEHMGB RIS G:
JFHIEAMGBEIZ R AR . =y T 6 T AT IEHMGB RIS (i BB IR T R84, "P<0.01 vs IFRIBA.

(49

a3

JBnishideng® WCJD | www.wjgnet.com 2013-12-18 | Volume 21 | Issue 35 |



3944 ISSN 1009-3079 (print) ISSN 2219-2859 (online) THFREIEKAE 2013F1253180 215 355
WL RAEE A PBS ol ST A PBS gzl (LA T
AR R R FA - i

R T AR P G P AT
FBAT G . LA
KR, FRERMIT
S5HF LA E
B R A IR
SRR, FAEM
TR AT
KT % B AEAF
—F AR,

(49

TEE
Jaishideng®

B 5r

RS R E

PBS SRt ELAI T

B 4 FRUTHARMBESLIESHREBRFTEL
YK IEBOSE00. A: G0 J2 EITKE AR A FEZE AT e N OS I
P—-eNOSFEI; B: &ML E M KSE. 'P<0.01, ¢ =
9.1 vs JFRYBA. eNOS: NFFI—SE/L R &l P-eNOS:
AN B —F L J A

21 i i 2 A7 W SR 3R IA (3D, AR T 8T 4L
AN GE R FEAR SE R Rk AN g B AR, TE R
FEAN LR, HMGBI13E R I8 AT 41 i /> (KI3E,
3F). EGH0 IR ZHHMGB 1T 4 o i 7 % B 2%
AR T VAT 41(P<0.01, KI3G).

2.4 FARAIT I A N X 48 8B A T R AR B Ae
MARAT R AL B AL A KT O T AT T 0 2k
JH 08 i U A 0 B o A A0 A Y SR 5 i, B
955 E[ZE RS AT IEe N O SHIP-eNOS/K - R, &
PR AT 38 /N BT iEe N O S FIP-eNO S# PB S X}
Y], AR AT ¥R 7 3G n Rk AT (K
4A). I 5E B AL FLL AT A1 2358 AL KT B,
FARABTT VA7 AL R S A 5 LA 2 3 IR
TP EE s 4L (P<0.01, [K14B).

2.5 FRM T ST %8 R IF e g &
AR SR, S BWORT 2 M T
VMRS AN MR AT R T AR AT IR A R
P55 40 M 19 WA O, 3 B 2R 4G W AN ) ¥
JYANATLC3 1 ik W, FA Ay T4 IELC3
11 TR 5 Sk AT T2 4 s (1 5). R W] AR AT
R 2 30 8 PP 400 L 1 e

3 e
D-GalN/LPSHE v 5 e H i b sl s i)/ il s
PRI i A0 A AR I 3 o A g L. 8

WCJD | www.wjgnet.com

LC31
LC31I

B-actin

®
(9]
1

LC35NEHE

PBS ligaazatl ERATTH

5 FRAULTR#HRMEFRIBFMRER. A: GCZEHIE
FMIFFIRLC3 1 F3%; B: DIPBSZH 9 1.0bbE A B A 4H AT
HELC3 T 3R, M TR THLCS 1 KRB T H =,
P<0.05, ¢ =3.11 vs FFEEiR2H.

Balb/c/)s U 7 S D-GaIN/LPS 1 wk AEAF RN
33.3%, SIBET R AEAESS 25)512-24 h, H1E#
Z AT B, S TR 4L/ R wk
HE A6 0 83.3% 1 % e T IFF A ubn) AL 11133.3%.
SVERT N RIS ALT/K FAE6 hIT8E T,
12 hik &, 24 IR N BEIFEHIKEIER, 5
ESRNS T S ne i (2 U (LT AT S Gl
FARATT VR YT 410 3 AR LS ALT /K AT
RAEIREE, o SLORY S 3 o 4 3 R 9
YEHI.

DAY 5 3% LR R O A0 AR 65 A T 40k A 1
P05 0 e o 1 R ARk e F b R SR
H AT A3 2038 TR0 3 i Py 7 2 100 R AR R
A EI590%-100%, A 7 3 MLAE ™ A IR L P SHI
0 20 e BSR4 R SO S 98 DL o T
7. SACEL TR0 PR T ERG 15 40 i, 6 3 PR
D-GaIN/LPSi% 5/ i M 4, B 2E A7 =,
AR, 5 I R AE FHM GBIE GV -3
U A R AP TR B A DA S R i R
U R AR RHM G B 1 2% #5472 HMGBI1 ]
T Ik L P S sfl J E A  R 0f AE PN B A M 5 = B
R, 80T IR PE T 4N b s R ™2, HMGBI
PEHETNF-an IL-1B. TL-6FIIL-8BE BRI 4H A H
K% 40 W A A DRI 7 R T8, 5 4 B 22 98 E 4 i o J
ORE SN AN B 5. AR, 52k

2013-12-18 | Volume 21 | Issue 35 |



ELE, F. FOAO IR SRS

3945

v B b, ARty T 4113 12 hTHM GBI
MIL-1B7KF B BEAK, MTNF-a. IL-1B. IL-6
DA R BT A BRI FIL-1000 K V-0 2 5. AR0M0, 4t
TTIRTT A IE SRE SR SE AR 4 lRHM G B 1 e K
R A 08, - FHMGB1 I a] 3 i = 4 g
LPSHI™ Ak, XT3 ik SR 28 T 40 i 4% s R i,
PR ARAR YT L P S g0 3 6 40 g B A 5 4 i
T R TR T 1) R A/, AN JL AR T 32 v
JHF 40 45345 114) 3= EEA L.

JHF 308 ity b e 453403 11 oy b — AN EE LR 3R
S I RS0 B B i, T 4 E Y. 5 SO 24
Wi, X8 T e I A R 4, Rl AR
A e, FFAN R AET, FFRE AR R e )
FRAK. JaiE e e DR Refis . S s, (et
P EE 2R IIAE (1) A 2E, PN B 2R ILE N g 1 JHF 40 e
frzETle,

U I 95 A0 R Ak P 25 2R IR S ST SR
A0 Ty RE RS, LP ST 52N 4N O~ 42,
B0 I B U, AR SR I R B, AR
Aty A i R PR A i e s R S
Bz 40 M Dh RE R, J e F B 40, S R,
AR YT ORI A A PR v R s, AR
S TH I OSSP B 41 B T RE R A, A 28 R e N
R N Sk D B 45, A5 e 0 AR Ay T
B S 2 R B IEeNOS FITP-eNOS, Bk
A ZUEA N KV HIEeNOSFIP-eNOS 3= %L
EH T A0 765 P 5 4 P = A, DRI, = ARty T 38
ML A B2 40 fleNOSFIP-eN O S ik, NO/K -4
e S T 2 vl SO R 1, ) B B AU
IS N, AR A A B i 40k i P T 40 45421

BT R, A0 W R LR B R B
B R 2 R AR, PR SR R 5345 155 3 1) 4l i A1
T R 40 A ) DR 6] £ Tk 2 1
D-GalN/LPS LA RS AT /N B 1) -4 B 2 2, 310
S T 40 B 3 W3S I TN F-a f1D-GalN 5 S 11 141
PRV T BT EARLP ST LA RE AT 41 A
W, {ED-GalNHIL PS5 1T 40 L F ™. A
BIF 5 5 B~ A3 A T 388 om0 3 o /0N R
LC3B I RIAK-, et 4 H 1, 2 O3 -4
iR 2 —.

AHIF T 7R AR AR T B o 2 I 3 /N R
A7, RIS ALT/K T, NG BT IF 4 RESR 48
FTHMGB -4 i fu e o i, 38 0 2k v 3))
YT IEeNOS. P-eNOSHILC3BII KiL/KF, B
AT AL A KT, AHLP SHIE B 41 o
SR 4 i 980T D1 REJBURT sE i s/, IR, =

(49

TR

Baishideng® WCJD | www.wjgnet.com

ARALYT X R I e vl BAT PR 7R 5 50 Y B
A D RERRAT AR A N O (i 2 AT 40 8 AT
R G R AR T PR I3 55 BT 40 P 5 4
AL TR A BB LA, HAT B e AN H
. MO, AT SRR PT LT 200 5
LI 484 o0 HC s R £ P DR 3
KB ot tett LR RGN, W H - kAt
TGI8 QR RIS A — 2B

4  BEXER

Bauer M, Bauer I, Sonin NV, Kresge N, Baveja R,
Yokoyama Y, Harding D, Zhang JX, Clemens MG.
Functional significance of endothelin B receptors in
mediating sinusoidal and extrasinusoidal effects of
endothelins in the intact rat liver. Hepatology 2000;
31: 937-947 [PMID: 10733551]

2 Yokoyama Y, Baveja R, Kresge N, Sonin N, Nakani-
shi K, Zhang JX, Gitzelmann CA, Clemens MG.
Endothelin receptor remodeling induces the portal
venous hyper-response to endothelin-1 follow-
ing endotoxin pretreatment. Shock 2002; 17: 36-40
[PMID: 11795667]

3 Kamoun WS, Karaa A, Kresge N, Merkel SM, Ko-
rneszczuk K, Clemens MG. LPS inhibits endothelin-
1-induced endothelial NOS activation in hepatic
sinusoidal cells through a negative feedback involv-
ing caveolin-1. Hepatology 2006; 43: 182-190 [PMID:
16374854]

4 La Mura V, Pasarin M, Meireles CZ, Miquel R,
Rodriguez-Vilarrupla A, Hide D, Gracia-Sancho
J, Garcia-Pagan JC, Bosch ], Abraldes ]JG. Effects
of simvastatin administration on rodents with
lipopolysaccharide-induced liver microvascular
dysfunction. Hepatology 2013; 57: 1172-1181 [PMID:
23184571 DOI: 10.1002/hep.26127]

5 Shah V, Toruner M, Haddad F, Cadelina G, Papa-
petropoulos A, Choo K, Sessa WC, Groszmann R].
Impaired endothelial nitric oxide synthase activ-
ity associated with enhanced caveolin binding in
experimental cirrhosis in the rat. Gastroenterology
1999; 117: 1222-1228 [PMID: 10535886]

6 Bosch J, Abraldes JG, Fernandez M, Garcia-Pagan
JC. Hepatic endothelial dysfunction and abnormal
angiogenesis: new targets in the treatment of portal
hypertension. | Hepatol 2010; 53: 558-567 [PMID:
20561700 DOI: 10.1016/j.jhep.2010.03.021]

7 La Mura V, Reverter JC, Flores-Arroyo A, Raffa S,
Reverter E, Seijo S, Abraldes JG, Bosch ], Garcia-
Pagan JC. Von Willebrand factor levels predict
clinical outcome in patients with cirrhosis and por-
tal hypertension. Gut 2011; 60: 1133-1138 [PMID:
21427197 DOI: 10.1136/ gut.2010.235689 ]

8 Iwakiri Y, Groszmann R]. Vascular endothelial
dysfunction in cirrhosis. ] Hepatol 2007; 46: 927-934
[PMID: 17391799]

9 Bellot P, Garcia-Pagan JC, Francés R, Abraldes JG,
Navasa M, Pérez-Mateo M, Such J, Bosch J. Bacterial
DNA translocation is associated with systemic circu-
latory abnormalities and intrahepatic endothelial dys-
function in patients with cirrhosis. Hepatology 2010; 52:
2044-2052 [PMID: 20979050 DOI: 10.1002/hep.23918]

10 Zafra C, Abraldes JG, Turnes ], Berzigotti A,

W R

K I Ky FARAT
P AP AT 3% 98 I fm
FOAR AR P4 T HF
Wbk, A
TR N
J AR

2013-12-18 | Volume 21 | Issue 35 |



3946

ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFRHELASSIVZYE 20135E128180 215 35851

(49

TEE
Jaishideng®

11

12

13

14

15

16

17

18

19

20

21

Ferndndez M, Garca-Pagén JC, Rodés J, Bosch J.
Simvastatin enhances hepatic nitric oxide produc-
tion and decreases the hepatic vascular tone in
patients with cirrhosis. Gastroenterology 2004; 126:
749-755 [PMID: 14988829]

Abraldes ]G, Rodriguez-Vilarrupla A, Graupera M,
Zafra C, Garcia-Calderé H, Garcia-Pagén JC, Bosch
J. Simvastatin treatment improves liver sinusoidal
endothelial dysfunction in CCl4 cirrhotic rats. |
Hepatol 2007; 46: 1040-1046 [PMID: 17335931]
Abraldes JG, Albillos A, Bafiares R, Turnes J,
Gonzalez R, Garcia-Pagéan JC, Bosch J. Simvastatin
lowers portal pressure in patients with cirrhosis
and portal hypertension: a randomized controlled
trial. Gastroenterology 2009; 136: 1651-1658 [PMID:
19208350 DOI: 10.1053/j.gastro.2009.01.043 ]
Terblanche M, Almog Y, Rosenson RS, Smith TS,
Hackam DG. Statins and sepsis: multiple modifica-
tions at multiple levels. Lancet Infect Dis 2007; 7:
358-368 [PMID: 17448939]

Janda S, Young A, Fitzgerald JM, Etminan M, Swis-
ton J. The effect of statins on mortality from severe
infections and sepsis: a systematic review and meta-
analysis. | Crit Care 2010; 25: 656.e7-656.e22 [PMID:
20413251 DOI: 10.1016/j.jcrc.2010.02.013]

Marrone G, Russo L, Rosado E, Hide D, Garcia-
Cardena G, Garcia-Pagan JC, Bosch J, Gracia-
Sancho J. The transcription factor KLF2 mediates
hepatic endothelial protection and paracrine endo-
thelial-stellate cell deactivation induced by statins.
] Hepatol 2013; 58: 98-103 [PMID: 22989565 DOI:
10.1016/j.jhep.2012.08.026]

M, mER. CRITF RIS AN =5
T, HAERFIER A 2009: 21: 638-640

TS, B, Py, MERE BRI ae i
- If ST s A HMGB 1R A A, i
FUE NI E 2013; 21: 2009-2015

5%, IVKIK, X, BEE. RSB R 75
TFomfxt S REHMGB 1R, HAAE AL
7% 2012; 20: 1396-1401

van Poll D, Parekkadan B, Cho CH, Berthiaume F,
Nahmias Y, Tilles AW, Yarmush ML. Mesenchy-
mal stem cell-derived molecules directly modulate
hepatocellular death and regeneration in vitro
and in vivo. Hepatology 2008; 47: 1634-1643 [PMID:
18395843 DOI: 10.1002/hep.22236]

Parekkadan B, van Poll D, Suganuma K, Carter EA,
Berthiaume F, Tilles AW, Yarmush ML. Mesenchymal
stem cell-derived molecules reverse fulminant hepatic
failure. PLoS One 2007; 2: €941 [PMID: 17895982]
Zhang M, Xu S, Han Y, Cao X. Apoptotic cells at-

WCJD | www.wjgnet.com

22

23

24

25

26

27

28

29

30

tenuate fulminant hepatitis by priming Kupffer
cells to produce interleukin-10 through membrane-
bound TGEF-B. Hepatology 2011; 53: 306-316 [PMID:
21140375 DOI: 10.1002/hep.24029]

Zhou RR, Zhao SS, Zou MX, Zhang P, Zhang BX,
Dai XH, Li N, Liu HB, Wang H, Fan XG. HMGB1
cytoplasmic translocation in patients with acute
liver failure. BMC Gastroenterol 2011; 11: 21 [PMID:
21406085 DOI: 10.1186/1471-230X-11-21]

Tsung A, Sahai R, Tanaka H, Nakao A, Fink MP,
Lotze MT, Yang H, Li ], Tracey K], Geller DA, Bil-
liar TR. The nuclear factor HMGB1 mediates he-
patic injury after murine liver ischemia-reperfusion.
J Exp Med 2005; 201: 1135-1143 [PMID: 15795240]
Wang H, Bloom O, Zhang M, Vishnubhakat JM,
Ombrellino M, Che J, Frazier A, Yang H, Ivanova
S, Borovikova L, Manogue KR, Faist E, Abraham E,
Andersson J, Andersson U, Molina PE, Abumrad
NN, Sama A, Tracey KJ. HMG-1 as a late media-
tor of endotoxin lethality in mice. Science 1999; 285:
248-251 [PMID: 10398600]

Scaffidi P, Misteli T, Bianchi ME. Release of chroma-
tin protein HMGB1 by necrotic cells triggers inflam-
mation. Nature 2002; 418: 191-195 [PMID: 12110890]
Bonaldi T, Talamo F, Scaffidi P, Ferrera D, Porto
A, Bachi A, Rubartelli A, Agresti A, Bianchi ME.
Monocytic cells hyperacetylate chromatin protein
HMGBI to redirect it towards secretion. EMBO |
2003; 22: 5551-5560 [PMID: 14532127]

Lin CW, Zhang H, Li M, Xiong X, Chen X, Chen X,
Dong XC, Yin XM. Pharmacological promotion of
autophagy alleviates steatosis and injury in alcohol-
ic and non-alcoholic fatty liver conditions in mice.
] Hepatol 2013; 58: 993-999 [PMID: 23339953 DOI:
10.1016/j.jhep.2013.01.011]

Ni HM, Bockus A, Boggess N, Jaeschke H, Ding
WX. Activation of autophagy protects against
acetaminophen-induced hepatotoxicity. Hepatology
2012; 55: 222-232 [PMID: 21932416 DOI: 10.1002/
hep.24690]

Amir M, Zhao E, Fontana L, Rosenberg H, Tanaka
K, Gao G, Czaja MJ. Inhibition of hepatocyte au-
tophagy increases tumor necrosis factor-dependent
liver injury by promoting caspase-8 activation. Cell
Death Differ 2013; 20: 878-887 [PMID: 23519075 DOI:
10.1038/cdd.2013.21]

Bader T, Korba B. Simvastatin potentiates the anti-
hepatitis B virus activity of FDA-approved nucleo-
side analogue inhibitors in vitro. Antiviral Res
2010; 86: 241-245 [PMID: 20211652 DOI: 10.1016/
j-antiviral.2010.02.325]

i WiE wh ST

2013-12-18 | Volume 21 | Issue 35 |



WREAFILELC

wcjd@wijgnet.com

HHRAE A\ L2V 20135E1291803; 21(35): 3947-3953
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

L #477F 52 BASIC RESEARCH

RERTTEERNERIR RGBT R BRI

MEE, RS, RS, BFEE, R, XNER, KR, 2k

BEE, REM, BRI, BFE R8T, IRR, %R,
RAGTHZARERELAFR ILHERGT 214041
kB, FRAARMAFES —FERFWEREERHLA
# LB 200433

BB, 8lIFEEIN, FZ2MSBIARFGHRREMSIDRIAR.
LA “333LAR” AHFAA T A A, No. CAE01101-06
IHAEPESATEAHHRALTBAA, No. LZ11127
AT AL R R I AR F B, No. CSZOON1110

& RS BB RIREOVIL S AT ESIBNYE,; RED
EBH. SR BIUA. NIRE. aim= NIRRT H
RIFEBRINE . BRIV [HFIERILIIRIETN, HRET
BRFISONT I EBESHSS/REBURM, i OTBHeESH
SRHFPETN; MENSIFHEEBR SR RETTN.

BIMEE: 2B, BIFEEEID, 214041, STAHBTBHRORL
85853, TR = AREFUEICARL. xueyz001@163.com
E3)F: 0510-81195152

RS EER: 2013-09-02 {BOIHER: 2013-11-01

#BZHE: 2013-11-19 AL HBMREE: 2013-12-18

Effect of Da-Huang on
intestinal motility failure
in rats with severe acute
pancreatitis

Yu-Zheng Xue, Yan-Min Wu, Ying-Yue Sheng,
Yu-Feng Lu, Tie-Long Wu, Zong-Liang Liu,
Xian-Ming Yu, Zhao-Shen Li

Yu-Zheng Xue, Yan-Min Wu, Ying-Yue Sheng, Yu-Feng
Lu, Tie-Long Wu, Zong-Liang Liu, Xian-Ming Yu, De-
partment of Gastroenterology, the Third People’s Hospital
of Wuxi, Wuxi 214041, Jiangsu Province, China
Zhao-Shen Li, Department of Gastroenterology, Changhai
Hospital of Second Military Medical University, Shanghai
200433, China

Supported by: the “333 Project” Research Project of
Jiangsu Province, No. CAE01101-06; the Jiangsu Chi-
nese Medicine Scientific Research Project, No. LZ11127;
and the Social Development Project of Wuxi City, No.
CNZOON1110

Correspondence to: Yu-Zheng Xue, Associate Chief Phy-
sician, Department of Gastroenterology, the Third People’s
Hospital of Wuxi, 585 Xingyuan North Road, Wuxi 214041,
Jiangsu Province, China. xueyz001@163.com

Received: 2013-09-02 Revised: 2013-11-01

Accepted: 2013-11-19  Published online: 2013-12-18

Abstract

AIM: To investigate the effect of Da-Huang on
intestinal motility failure in rats with severe
acute pancreatitis (SAP) and the potential mech-
anism involved.

METHODS: Fifty-four SD rats were randomly
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divided into s sham operation (SO) group, a
SAP group and a Da-Huang treatment group,
with 18 rats in each group. Gastrointestinal mo-
tility disturbance in rats with SAP was induced
by retrograde injection of sodium taurocholate
(0.1 mL/100 g) into the bitiopancreatic duct.
Before modeling, the rats in the treatment group
received 10% Da-Huang solution (2 mL/100 g),
and the rats in other two groups received 0.9%
NacCl solution. The rats were sacrificed at 3, 6
and 12 hours (6 rats at each time), and blood
samples were taken for detecting the levels of
amylase, lipase and the contents of 5-hydroxy-
tryptamine (5-HT) by enzyme-linked immu-
nosorbent assay. The jejunum, terminal ileum
and sigmoid colon tissues 10 cm apart from the
trans-ligament were collected at 6 h for examin-
ing the expressions of 5-HT; receptor (5-HT;R)
and 5-HT, receptor (5-HT,R).

RESULTS: The levels of serum amylase, lipase
and 5-HT at three time points in the SAP group
(amylase: 9807 IU/L £ 698 IU/L, 15442 IU/L
+952 TU/L, 18231 IU/L + 869 IU/L; lipase: 94
IU/L+231U/L,2571U/L+991U/L, 306 IU/L +
107 IU/L; 5-HT: 1192 ng/mL * 142 ng/mL, 1437
ng/mL + 114 ng/mlL, 1646 ng/mL + 163 ng/mL)
and treatment group (amylase: 2238 IU/L + 298
IU/L, 2313 IU/L £ 302 IU/L, 2289 IU/L + 323
IU/L; lipase: 62 IU/L # 16 IU/L, 71 IU/L + 17
IU/L, 69 IU/L + 15 IU/L; 5-HT: 794 ng/mL + 86
ng/mL, 814 ng/mL + 83 ng/mlL, 798 ng/mL *
81 ng/mL) were significantly higher than those
in the SO group (amylase: 1853 IU/L £ 272 IU/L,
1959 IU/L + 269 1U/L, 1897 IU/L + 293 IU/L; li-
pase: 46 IU/L +91U/L, 54 IU/L +11,52IU/L
14 1U/L; 5-HT: 699 ng/mL # 64 ng/mL, 721 ng/
mL * 76 ng/mL, 705 ng/mL + 72 ng/mL)(all
P < 0.01), but they were lower in the treatment
group than in the SAP group at each time point
(all P < 0.01). The expression of 5-HT;R and
5-HT,R proteins was significantly decreased in
the jejunum, terminal ileum and sigmoid colon
in the SAP group compared with the SO group
(all P < 0.05). The areas of 5-HT;R and 5-HT,R
positive cells in the jejunum, terminal ileum and
sigmoid colon in the SAP group (5-HT,R posi-
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tive cells: 4.58 x 10" um” + 0.56 x 10* um®, 4.64 x
10* um® + 0.63 x 10* um’. 4.79 x 10" um* + 0.56
x 10" um’, 5-HT,R positive cells: 4.89 x 10* um’*+
0.61 x 10* um?, 4.76 x 10* ym* + 0.51 x 10* um?, 5.03
x 10" um® £ 0.73 x 10* um®) were significantly
decreased compared with the SO group (5-HT,R
positive cells: 5.63 x 10* ym” + 0.82 x 10* ym?,
5.94 x 10* um® + 0.91 x 10* um?, 6.37 x 10* um” +
0.87 x 10* pmz, 5-HT,R positive cells: 6.02 x 10*
pum” # 0.78 x 10* pm? 5.98 x 10* um* + 0.66 x10*
pm’, 6.49x 10* pm” £ 0.85 x 10* um”). The expres-
sion of 5-HTR protein and the areas of 5-HT;
positive cells in the jejunum, terminal ileum and
sigmoid colon in the treatment group (5.57 x 10*
pum’ + 0.83 x 10* ym?, 5.82 x 10* um* + 0.74 x 10*
pm?, 6.02 x 10* um’ £ 0.81 x 10* um?), but not the
areas of 5-HT, positive cells (4.94 x 10* pm”* + 0.59
x 10" um?, 4.81 x 10* ym* + 0.63 x 10" um?, 5.16 x
10* pm® £ 0.79 x 10* um?), were increased in com-
parison with SAP group (all P < 0.05).

CONCLUSION: The level of 5-HT is significantly
increased in SAP, but its receptors (5-HT;R and
5-HT,R) are decreased, which may induce intes-
tinal motility failure. Da-Huang may improve
enteric dynamic failure by activating 5-HT,R or
increasing the expression of 5-HT;R, and may be a
choice for treatment of SAP with intestinal motility
failure.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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wijgnet.com/1009-3079/21/3947.asp DOI: http://dx.doi.
org/10.11569/wcjd.v21.i35.3947

i B

BE: KT XFBE T XA ETREHEKRBE X

(severe acute pancreatitis, SAP)#3h /1 %58 ¢
AR ALH].

Fik: #5472 & SDR AL A BF R4 (SO
), T iﬂ;%ﬂ:?i%%ﬁﬁ»%éﬂ(SAPéﬂ)
Fe K F BT, BFUHISR. ZRBEAME
EH3.5%F A28 450.1 mL/100 gtk i 2 %)
&SAPWE /) FABEAR 8 IT MR AT 4
F10%# X3 % 7(2 mL/100 gtk 2)# § 1
R, SAPLAA=SOLLN # 25 F0.9% A%

WCJD | www.wjgnet.com

. AT HAE3. 6. 12 K& 6 KR
F 2 Bp s PR B b, Al e E Ik B RS B B
KT, BEER Fo JR R PR I A e T S- 5 R
(5-hydroxytryptamine, 5-HT)4%&. F] 846
hﬂq‘lx—ﬂ EEAKRRIERERIMFTI0 cmE . K

SEE AR LR EHA L £5-HT,R. 5-HT,R#
iiﬁ%

LR B SSAPLA(E KBS H 49807 U/L
+698 U/L. 15442 U/L+952 U/L. 18231 U/L
+869 U/L, iy 84 %) %94 U/L+23 U/L.
257 U/L+99 U/L. 306 U/L£107 U/L, 5-HT
2% #1192 ng/mL+ 142 ng/mL. 1437 ng/mL
+ 114 ng/mL. 1646 ng/mL £ 163 ng/mL)f=7&
I7 4B B #) 2238 U/L+298 U/L, 2313
U/L+302 U/L. 2289 U/L+323 U/L, s B
4 # 462 U/L£16 U/L. 71 U/L+17 U/L,
69 U/L+15 U/L, 5-HT% %] %4794 ng/mL+ 86
ng/mL. 814 ng/mL %83 ng/mL. 798 ng/mL
+81 ng/mL)d i & H B Jig By B & S5-HT/K
T3 B & TSOLL(EH B4 ) A 1853 U/L
+272 U/L. 1959 U/L%269 U/L. 1897 U/L
+293 U/L, fighiBa45 %) 446 U/L£9 U/L. 54
U/L+11 U/L. 52 U/L+14 U/L, 5-HT4 |
699 ng/mL*64 ng/mL. 721 ng/mL476 ng/
mL. 705 ng/mL=+72 ng/mL)(P<0.01), EA&A
B ] %08 97 413 B SAPAE B F BAK(P<0.01).
55048k, SAPZL5-HT,. 5-HT,R%E & %
FA Pk 2 B & AR(SAPLLE B . RS @ I A T
KL S-HT R @ J @ AR 5 #) 4 4.587% um’ +
0. 567fum 4. 6477‘um +0.637 um’, 4.797%
pm’+0.567% um?, 5-HT,R" 40 i & AR o H] A
4.89% um’+0.61 7 um’. 4767 um°+0.51%
qu 5.03% um’+0.737% um’; SO F M. K

3% B LK% S-HT R 4a Je & #2571 A
5.6377‘um2i0.8277‘um . 5.94%um*+0917%
pm’. 6.37% um’+0.87% um’, 5-HT,R+4a i,
AR A A6.027 um’£0.78 T um’. 5.987%
pm’+0.667% um’. 6.497% um’+0.85 pm’)&
BARTFEEH Kb A TKRLE A AR

%(P<0.05); 5SAPILER, 477 A &34
5-HT RE @ A Makmie@mR(ZhHh. K#a
W A TR S-HT R 48 e @ AR 5 4 5.577%
pm’£0.83% um’, 5.827% um’+0.747% pm’,
6.027% um’+0.817% pm’) & ik 34 3% % (P<0.05),
% 5-HT,R% & & 81 28 Jo(5-H TR 2m it d 42
2R #4.947% um’+0.597% pm’. 4.817% um’+
0.637% pm’. 5.167% um’+0.797% pm?) % iz 0|
F ¥ I,

B o S-HTH A L8 o SR 1T
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AL RSAPR EWoh S B RAZ—, mRFx  AHBLEIMET. mia £
W TR A B E AL FS-HT R, R¥GM 12 5% EXE;‘KTTS;T%A

5-HT Ry £ ik 2 kAL 17 o Ak AL
© 2013FERNIEEBLIREDERATETE.

KA ERESMEBRIRAE; 5-REMK; )RR
R#E

BORR: TREWMRRE XKW H %t
A 7% 5- 7 &, Bi(5-hydroxytryptamine, 5-HT)7K-F A
R38dm, f2 2 RS5-HT,. 5-HT,# kLW B T,
M F 3 5-HT 5 3 2k 5 Fo /) AR, X T 42
SAPAR A Wsh /1 R BB Z—, T K& THEAZ
@i ES-HT R, 3G mS-HT R K ik Rk &
Miah F1 %38,

BB, RE, B, BFE 250, IFRR, %R, =
JKEB. KEns SERMRIRK D NI RIBEING. BRE
NOBEZYE  2013; 21(35): 3947-3953 URL: http://www.
wjgnet.com/1009-3079/21/3947.asp DOI: http://dx.doi.
org/10.11569/wcjd.v21.i35.3947

0315
5-F2 4% (5-hydroxytryptamine, 5-HT), X4 Il
W5 # (serotonin), J 2 AT T AR, 4190%4F
12T HWIE, Je kA 5 B2 E W3 71 7
Z—. R RN, NMETAEEZ F5-HT%
PA(5-HT,R-5-HT,R), XLE57 /& 55 [ 0] 4y ileA7
T, 5 R T A DA DG 1 A
5-HT,R. 5-HT,R. 5-HT,R. 5-HT,R }%5-HT,R™”.
FRE SUE IR 2% (severe acute pancreatitis,
SAP) W IR 2L H s )k, (A H
AIXTS-HT X HZARESAPE W sh )1 3 i)
A A B AR LI A7 T, A 50K H 2R A iR
R4 % SAP K U 5 ) 3 s B0 W 5% K 3
XS AP K B 5)) 77 3 by KA (1 1LV U K G
J Wi g B S-H T &, JF AW AR N fiz B b e v
5-HT,R. 5-HT,RIEEEI, AR KEIBIT
SAP'S 2l ) 3 v (1) w] BEALL.

1 MRRSE

1.1 ## SPFZK & SDKIRS4H, A E200 g+
20 g, HHEFIE K% B 2 B S sy b o g it 17
AMES: SYXK(F1)2002-0022, S5 116 T 47 5
PE TR — 2 N, 58 R E W R I R 5
YERFE, HHOK, 21 ‘C+4 °C, 12 h,
512 h. BENLA AR FRL(SO). SAPHL LK
PORYT AL, B 18, S B b i KR8 %

(49

TR
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1.2.1 SAP# 3h 71 B AL A oy ) & M4 SCiEk[10]
(R854 SAP ) J) 3 s Y s K BROR i 4%
12 h, 257K6 h, 10%7K % 5 (300 mg/kg)/E i
SRR, 1E DN, I+ 4R T 1 Ak
FTCH U 4 a8 I b, 3 2 3k - =48 1
FF 7 1 4E AR, LLO.1T mL/minddt 5 7] fH ik
EEN3S% i EEREN (0.1 mL/100 gk i,
Sigma’A 7)), 10 min/& <. SO K BT X
Bz 45 I Al B I R S G KA
ST GRS minfi4e B8 — IKIEAN10% 1) K8
Zi7)(2 mL/100 g5t e, BCHR R P R il 2547 FR A
w)), MSOZLRIS APALINES T 45 50.9% F AL
.

1.2.2 AAIEAF0GM 2 SOLL. SAPA J KFA
JrAL T3 64 12 hilf[a] 25 AbE6 HOK I,
AL RO IEEL, B ZRANE N, 4000 r/min &L
15 min, BRI, -80 ‘CH-7E. H4 B8k
A3 BT SO I35 e Ky i« MR 7K 7, ELISAYA
D52 M35 5-HT 3 &

1.2.3 ek Fagaml 2 - 41iER2.5 h)S(HI3 h
] [B] SR BE (K BR) 23 45 T & H R 412 mg/
mLAEFEER/K1.0 mL#EH, 30 minja PR iE
Sy N . BY R AR A R R b )
B, AL B, AT R ARG, W
A KRR LU R 2 W ) i (1 R . 2Ry 4
R WA BoRANTE 2, nIAESEAL BT TF /N, R
JE iR N0.1 mol/LIYNaOH¥E W iffi I (S 7~ 22 1)
B, HaAE i ME &1 emAb F k8T i
IINaOHA R, I CASGAE, LAARIEEs o wEaf .
AN AERE 2 (1) AR 2 2R PR L HERE 1K/ i K
FE /N A K X 100%.

1.2.4 S 9% 9P id kA 7 26 R P S-HT R, 5-HT,R
G FA L 4r BIEG 416 hik1a] SR B E
AT 10 emM S Rumlalig & R g5 AR,
2150 mg, HHMIFEHURE 1, BCAVENEFEA
Y LR HE AR, SR T T M 5 T WL vk 40 5 4R
1, WRVERE I, TR WA B0, 2 I PR
5-HTR. 5-HT,RZ sfEHiIAS0 uL(l : 400), 4°C
A, IIEHTRIg-HRP 50 uL(1 © 500), &%
%2 h, ECLYZ (f, [IASEE: LAB-actinffE Ay Py 2.
1.2.5 %95 M4 F E4MS5-HT,R'. 5-HT,R 4
R E AR 43 BIE3416 hi ) x5 K B i FCB) Ty 10
emZE W Kl & ARG AR, 255 mm
X5 mm, FAREE . B, P, B EK . Bt

BFRELTT
5-HT,A¥ & ) &
BT 3] A7 & B
B - B IESAS,
W FHT BB
A% By 2 Ak G Ak
R, FRMELTT
5-HT,A#p# 7], §
F 18 4% o fe ok
JLIER R T H
B 1 3 BB S
st - B EBAG R
R
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[ B 1A

B AT B 7 shts-
BEBAE TR
EEEEBER
KW sh ) B
0 AL B AE R AL
BB RIE, A
B3R 2 whe
BRAE & T L
NENT Y S W7
A EBAEA,
MRS -
FEJE P 5-HT,R.
5-HT,R#9 % ik
D, AR R ES
NN Y
KM B
T REALH B B A
HAl.

(49

TEE
Jaishideng®

TERER IS fhER
3h 6h 12h 3h 6h 12 h
SO/8 1853+£272 1959269 1897 +293 46 +9 54+ 11 52+ 14
SAPZH 9807 +698° 15442 +952° 18231 +869° 94423 257+99° 306+ 107"
R&EslsH 2238+298" 2313+302° 2289 4+323° 62+16° 71+£17°  69+15°

°P<0.01 vs SOZ; °P<0.01 vs SAPAH. SOE: (BFARE; SAPA: BIERMBRISSIZE NRIRA.

5-REeR
3h 6h 12h
SOZH 699 + 64 721+76 705 + 72
SAPZH 1192 + 142° 1437 £ 114° 1646 + 163°
ReweisH 794 + 86° 814 +83° 798 +81¢

°P<0.01 vs SOZE; °P<0.01 vs SAPH. SOZE: RFALE; SAPEH: SERMRIRN G NRIRA.

A B C D E F G
D = e — D e s 5-HT.R
TareP O G G e e ;-

B 1 BEKE6 hR RNEEAIAEEED5-HT REBHNIRIX.
A: SOZH; B: SAPAHZ%; C: SAPZHAIRIANZ; D: SAPH R
L5, B: RKEIRITAS N, B RGEIRITHARE: G K#
TEITH RSN, 5—HT R 5@ k.

JFEA, 20 n5-HT Ry 5-HT,R—#150 pL(1 :
300), 37°CHEHE 1 higd CRbi, sl &4k
BiEbRIC A —H150 pl, ‘E I A #5420 min, DABZ
o, Y. K. B SRR g et
et 2 40 Ay PR . AFsKk D) R ik B s mn s
BiLEF (400 %), W Leica RX250%4 &40 4 &
GEEAT i A, LR Qwin®R A4l idkAT
3T, IF BB S-HT R, 5-HT,R 40 g i AR,
1.2.6 MARLE LR 32 47 BRI SN EHER (4,
Jei, P b P08 B B 0T O 1 e, AR BE L
W35k ) R, 9K U1 A BEALIEH 104 = fis 00 BT
DA . 86 . o I R0 SR 8 ST JB it 20 23 453 405
[IFERE.

BiHF AR S5 Kk ASPSS18.048 1K
4, BT B Llmean &+ SD3R 7R, 2H [A] DAeAS 56
BTG 2R M B, P<0.05 4 2 A SET 27 X

2 B£8R
2.1 BAK R RDEERIE A EIE 5
SO th%:, SAPALAIKH IR 2 AEIE B 25 I

WCJD | www.wjgnet.com

(i) 5L IILYF A T B R T, JErh SAPAL 5 SO4
Pb A8 22 A FE 2 7 L(P<0.01); 5SAPAI L,
K HE IR 2H A% I 1) f5 0037 v 6 Bl W S BRI, 22
TG FE L(P<0.01); S APLH LI i il /K
S Bt AR 5 s 1) ) 2B K S A0 s 8 . % 4K R
L7 16 107 WA A5 Ve M I AR A — 3R 1).

22 B KR fiEFS-HTAIL-64% b4z 5S04l
HIEL, SAPZL. JBI7415-HT & RAE IR G 3. 6.
12 W] BT+, P SAPA 5 SO it 2 A 48
T2 L(P<0.01); HSAPAL LS, KHiAIT 4%
I [F) LT S-H TR S FRAR, 22 7 v 28 L
(P<0.01); HSAPLIMIES-HT 2B E ) [7] 1)
K AR 14 (% 2).

2.3 B KA A By bsr SAPAL/NIHE
HERAES hINIA] 55 425.72% +4.52%, 5S04
63.52%+10.5% LLEC ] 2 PR, ZRA SR
X (P<0.01); 1697 41/NHERE R AES hint[A] 5000
61.45%+9.11%, SSAPAHLK ERH L&
X (P<0.01), M5SOUI LR %= S5 L Fi it 2 X
(P>0.05).

2.4 BAKAKRF AL FERE P S-HT R,
5-HT,R%& @ 89 %% 5SSO LR, SAPA T
Ja6hfis-HT R, 5-HT,REE FHRIEKTAEZE
Aty 9] figg e £ ARG P Ak 3 W) S 9d /b S5 SAPALLL
B, KEEWRIT 4 LR SAS-HT R& (R IA
I, AHASSOA AL BEAIL, M5-HT,RE IR IAEI AR
WL B 1 N (D).
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*x 3 SEABAEEAIFHEEDS5-HTR K 5-HT,RAEERLLE (7 = 6, mean = 5D, x 10°pm?) | PR X
LEES 3 e
BEEE &M
5-HTR"/BIRETR 5-HT R AIEEIR Hg i% ﬁj z ;’ }j,’

=% 117 ZWREERR =5 Xiw@lE RSB . w3

SO 5.63+0.82 5.94+0.91 6.37+0.87  6.02+0.78  598x0.66  6.49+0.85 MAARE, AEBT
SAP4E 458+056°  464:063°  479+056° 489+061° 476+051° 503+073" i;gi;ﬁ%
PANC=v= kg E! 5.57 +0.83" 5.82+0.74° 6.02£0.81" 494+059  481+063  516+0.79 % 5B 8 A Ak

°P<0.01 vs SOZH; “P<0.01 vs SAPA.

2 BEAKEARDHAIIAIEEP5-HT, BIREIR. A: SOZs1; B: SAPAHZS; C: 1A 238, D: SOHAKImIEIES; E: SAP
AR B BT HASRE; G: SOHIREERS; H: SAPACIREE I 1 16I T IREE .

2.5 AWK ARRHRALHFERPS-HT R,

5-HT,R @i @A SAPA TiEHE6 hii s .

A 0] g e LR G5 W 5-H T R 41 11 B 43 501l 55
SO LA W] Bk b, 2 A ik 2 X (P¥
<0.05). WITHTIERE6 hal . ARmlEl g
K AR & W S-HT R 41 f i #2435l 5 S AP 4L AH
) FB A7 L3 S-H T, R 41 i AR B S, 22 e 7
Guih i L (P<0.05, K2, £3). 5S04k,
SAPY TI&EREE6 hatiAH [FHBA7S-HT,R 40 g I
T Rk, 72 A7 gevl 5 L (P34<0.05); 1
YEIT UL LR R 5-H T,R 41 i 1 AU S AP AL L

(49

TR
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B, SR W] W0 (P34>0.05, £3).

2.6 SO K SAPL K R L IR 5 K SO
2R K B A5 ] 1] 55 J B 2 225 4 2% X AR SE AR A TR
A DL JEE AR A0 TR] BT A, 2D 58 1Pk 40 s, A
AJ L ORI, B D R R A0 IR SE. SAPAL K
B JBRE i A 2R 3L 27 A i S I TR S K, K
R CUIRTRS R I AT RAN Y T N
TEROIR L, 8220 R R0 s, #84 it 4n i
AR PEIRAE; AR 6. 12 hil W 2 M40 iR
W, R, SR R RN, K
P A L IR BB (13). 4G AN 3 hif 7] SIS AP
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| ERagetin
PSS LN

#22, ik B,
T Fh, ARG
BT 4, AR 16 R

(49

TEE
Jaishideng®

B 3 PRAKERIFALRIES R (HERE x 400). A: SOZHEIRHL3 h; B: SOHABIIFLHL6 h; C: SOHFERHLA12 h; D
SAPZHIERIRZHZA3 h; E: SAPZHIRIRZHZA6 h; F: SAPZHBEIRZHZR12 h.

AN ek % 5 SO LEAT W] B A, S/ A
FUR B IR 50 61 4% S AP K Bl 3y ) 3 o A5
R T).

3171E

SAPHAWITEE . JFAIE 2 554 1L, THIEZ ik
30%-50%"""12 UEAEK, BiE AT AT 4
e, AR T UK SIS, SAPI A %
ERAER R E s i S AP
WL 9 R 2 —, RT3 B0 R ) R B ) R
gLk IE N EEE LN R AL,
111y 5 B e FE A 2 Y 25 Th e e, B
FESAPEFILTZIG . KE IR TTR Y,
SAPEH FIKSE B W3 71, v W B AR I
.

& 5 = 2N K S AP LI R 93 LA F) v 0o B
WIETANA, A, KA KA, S
LS5, WOE B BCR R A2 b RS
I7 M ) BTk, KRBT SE M, HA B
Wi TR VKL B, R, RESE TN,
BRI E L. ARV, K
R CUR P T TR SR R — R KR
SRR A A DG LR e A e L R
PR NG PR I UNORE I N
R i il LA T S PR A S, AR g gl R
IRKFARIT S SAPAUMLL, 1M v v b i % i iy
Bl K7 B SR B, b e SO g 4 S AR —

WCJD | www.wjgnet.com

2 AW L S-HT & kT 7, 453158
R HSOAIAHLL, SAPAL. KFAIT415-HT & &
TEIE AL 5 5 I (] R 3 B 8 T s i K 3R T 4
A5 I T I3 S-H T35 5450 S A PAL[R] i 7] 2347 81
WA TI46, AR T 5 2K U
P10 em 2 W AR [nl i e 20k 45 i 4 2R
15-HT,R. S-HT,RE HRIAKF AL K&
fEHS-HT, RS S-HT,R 41 AR AR 4k, 45 3%
W], SAPALEEANEBAL S 8] 2 5-HT,R. 5-HT,R
EA. 5-HT, R M5-HT,R A B SO41 )
NP, AR P S-HT & 50 30, eh ),
S-HTHHZ AR Rt &5 4 T e & 23S AP
Wash hy s tplgl e —1"" S5SAPLIAHEL, K
YT LA A 45 I TH) 5 5-H T, R J25-HT R 41
i T R k2 4 o, L S-H TR [ ) Ta) s e
F NI, 5-HT,R A 5-HT,R 48 i i AR R WL
Han, Mg AR K K SAP K U3 )
LTI e K3 H SHAE N 5-HT RIS 7L
CHFEEINS-HT RIEIL, WA HKES-HT
5 5-HT,\RISEA), IHFEIMTES-HT, HEMISAP
W I3 Ak ..

B2, AW RS AP U 5l ) 3 8 i ifit
TES-HT/KEIE 23, (B2 445-HT,. 5-HT,
(2L W T B, IS 305-HT 5 A2 A4S
FIBEAR, X AT REAES AP R LM 3 )1 338 ML
Z—, K A] fe 2 il 0% S-H TR, 50
5-HT,RI\RIE &k GG 30 ) vy, 2y Ko
KRz 29T ks A e, @ik 2L
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YE9 SAPIAEN 11 %58 1A GG TT T3k,

B S e A L RS -H T3S AR FE. e
PRI (F AR FIEERR) 2006; 26: 563-566

P . 8 Liu M, Geddis MS, Wen Y, Setlik W, Gershon MD.

4 ZEXG Expression and function of 5-HT4 receptors in the

1 Hannon J, Hoyer D. Molecular biology of 5-HT re- mouse enteric nervous system. Am | Physiol Gastro-
ceptors. Behav Brain Res 2008; 195: 198-213 [PMID: intest Liver Physiol 2005; 289: G1148-G1163 [PMID:
18571247 DOI: 10.1016/j.bbr.2008.03.020] 16037544 DOL: 10.1152/ ajpgi.00245.2005]

2 Delesalle C, van Acker N, Claes P, Deprez P, de 9 Gershon MD, Liu MT. Serotonin and neuroprotec-
Smet I, Dewulf ], Lefebvre RA. Contractile effects of tion in functional bowel disorders. Neurogastroen-
5-hydroxytryptamine (5-HT) in the equine jejunum terol Motil 2007; 19 Suppl 2: 19-24 [PMID: 17620084
circular muscle: functional and immunohistochemi- DOI: 10.1111/j.1365-2982.2007.00962.x]
cal identification of a 5-HT1A-like receptor. Equine ~ 10  Lankisch PG, Ihse I. Bile-induced acute experi-
Vet ] 2008; 40: 313-320 [PMID: 18267888 DOIL: 10.274 mental pancreatitis. Scand | Gastroenterol 1987; 22:
6/042516408X278193] 257-260 [PMID: 3589495 DOI: 10.3109/00365528709

3 Moro E, Crema F, De Ponti F, Frigo G. Triptans and 078588] )
gastric accommodation: pharmacological and thera- 11 Frossard JL, Steer ML, Pastor CM. Acute pancreati-
peutic aspects. Dig Liver Dis 2004; 36: 85-92 [PMID: tis. Lancet 2008; 371: 143-152 [PMIDZ 18191686 DOL:
14971822 DOI: 10.1016/j.d1d.2003.09.012] 10.1016/50140-6736(08)60107-5] o

4 Bertoni S, Ghizzardi P, Cattaruzza F, Ballabeni V, 12 Cappell MS. ACL.lte pan.aeatltls: etiology, chmcfal
Impicciatore M, Tognolini M, Lagrasta CA, Barocel- presentation, diagnosis, an.d therapy. Med Clin
li E. Evidence for the involvement of 5-HT2A recep- North Am 200.8; 92: 889-923, ix-x [PMID: 18570947
tors in mild mesenteric ischemia/reperfusion dys- DO 10.1016/ ]Amcna.'2008.04.01'3]
functions in mice. Pharmacol Res 2007; 56: 550-555 13 SwarooR YS’ Chari ST, .Clal.n JE. Severe acute.
[PMID: 18024056 DOI: 10.1016/j.phrs.2007.10.004] pancreatitis. JAMA 2004; 291: 2865-2868 [PMID:

5 Wouters MM, Gibbons SJ, Roeder JL, Distad M, Ou 14 1313%03%29 I'ﬁl(})j@g )injfaﬁggr—lészgaﬁﬁg a5 i

J3HE =y SR e S ERE A R4S
Y, Strege PR, Szurszewski JH, Farrugia G. Exog- %E’E}\( ;{{;hi? 276 ([5;6‘ 1214@4143; 3]13 ;Eu %
. . . . . = FRITA ; N -
e.nous seroton.m .regulates.}c?rohferatlon of intersti 15 BRUSHE. PHESFE. i PAph R A b R
tial cells of Cajal in mouse jejunum through 5-HT2B gL
LEPRERIR SR 1996; 27: 418-421
receptors. Gastroenterology 2007; 133: 897-906 [PMID: 4z S e A E = .
; 16 UG, #7255, BREE, VToKIE, SRER. KEMEEZ
17854596 DOI: 10.1053/j.gastro.2007.06.017] ) 8 e TR 25 1 S AT o -
. o PERRRR 2 HR AR BB SAERGITER. B
6 Chetty N, Irving HR, Coupar IM. Activation of 5-HT3 5% 2001 6: 94-96
. . . N 7 Y. =
recepfcors in the rat and mouse intestinal tract: a com- 17 EESFL RAER R, ARME G ARER 16
parative study. Br | Pharmacol 2006; 148: 1012-1021 ALAE s st i T, B e A
. Tt ZRJRHR. 5-FR i N SRR R B A
7 RBEE, AL, IREERE, BRREIL, AV IVE, BREE. 1E

538-543

i Wi wh L
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MSI). #F % &,
AMLHI ¥ 34
MSI15 F &89 &
AR RED.
B, AL EE
& P 84 4F A AL
BEARE E A
- AR R
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Abstract

Gastric cancer is one of the most common ma-
lignant tumors, and its development is a very
complicated process. Although great progress
has been made in the understanding of gastric
cancer, its exact mechanism is still unclear. The
human mutL homolog 1 (hkMLH1), a main mem-
ber of the mismatch repair system, participates
in mismatch repair during DNA replication,
and plays an important role in maintaining ge-
nome stability. The reduction or loss of hMLH1

WCJD | www.wjgnet.com

expression, which often shows as microsatellite
instability (MSI), is closely related to the de-
velopment, treatment and prognosis of gastric
cancer, and the main reason is AMLH1 promoter
methylation. In this paper, we will review the re-
cent progress in understanding the relationship
between hMLH1 methylation, MSI and develop-
ment, treatment and prognosis of gastric cancer.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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AAEARE LG BHMNBZ—, LA A, A&
R—MF eahid A2 B AAAE IR S
G TARK 63t F, 42 L s boey K A AUE i R
7 # . Human mutL homolog 1(hMLH1),2 45 %2
BEARFHEZRAZ—, EDNAZH BT
Bl g Beds A o he, S AR a iR AR
FTE2AER. hOMLHI £ X090 Y sk 5 § 5%
HRERZE., BRATEEWMML, A%
JRERAMLHIE A F A, FEAABLE
A4 5% (microsatellite instability, MSI). A& sCzk
AMLHIF A, MS1E BRey R AL K. %
T3 R FG K Z W IR — 2534

© 2013 I EE BIRERBRA TS
REER: hMLHIBEAL; M EEARE, BB

B $R5R: hMLH & i 6908, % K 4k & T F- 2 DNA
BBAS LA RS, 5 BB L ALK, &5
B G B R, k2R RERIMLHIZ £ T &
1, FEIAHEBRAER.
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B i B LIRS IR 2 —, AR BRI RE SR T
FHSCIR b, B HEAE 5240, K Tt 1
MR RESFREE AR, 0% T e KRN B
WARMEE R eEEEEE R W B
BRI A S B A R e, i £ st
& 22 ML 2 I A AT ok, WAE KR /%2
P A AR - 40 s B Y R ATDN A
FEHCAE B (mismatch repair, MMR)FE R4 2 Ff
RISHD. MMRIERE — RSN, G5
SIDNAGHC . AERFHE R 1R 0E FFRAR B A5
A RS, DNASS LS E R 4010 2 g PR AR Bk
ek, FERICHMSI®. AMLHIFEREMMR R
GErp R 2 —, SRR AR T T 2 3
HRIL PR BRI, W LBAMSL. AMLHT
b MSTE BRI ERE. I &G RR
). UK, FEA T A TS5 AR,
WA T — L ) &, IZRIR A F.

1 hMLH1, DNABBE{LFIMSIEST
AMLHIFERE 1994 E AL T AL R AR B A 1 &5
H W R i BronnerZE TSGR B, 47
T Yt fk3p21.3-23, BLRIA K258 kb, 19
ANHNET, 772268 bp T AE (open reading
frame, ORF), gafd—Ff f1 7562 SE 1 ik 41k
(R T, SRR MLHLER 143 41 %) [A) 35
e, PR DX AR S 196,

DN A P EEAY 2 5 L 1) 3 00 3 A 2 o e Jy
Xz —, W HarE— S A DN AR SRAE i 7
3, HER AR 32 B DAS- IR B R N LAt
&, 7EDNAH S4B (DNA methyltransferase,
DNMT) AN, B RS IE (C) AR Sy 5- FF  ff
WE(5-mC), 1M J5& A8 FFATE, 68 H R M2
TE SO R I, AT 52 e 2 DAL 1) TE A 0. DNA
F AL B R AR AL N 8 R — A B P AL,
AR Cp G A% T R 1) PR i e v P 2R A, AR h
CpG&y. 1EH A A N4/ CpG B Ak Tk
AR S, 78 98 41 2 rp U Ak T 2o R 3L
WA, FEEEE YU KNG, 2B— NDNAMALE
2R KNAMLHI FMAMSH2 FF AL T 19994E 71 1 Jir
A5 2R

i B (microsatellite, MS)J&) 32 20 #ii T+ )5
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%R EC R A W L DR 20 T LA e B 22 25 T ) T o
BB TR EL FH, EEFATHHES
HAT AR A, JLE R AT 4E1-10 bp, —fH2-6 bp
. L EDNAFAEN TRE RN & T
WX, B AE TSN TSR
X, 3 SR DN AR &4 sl ik 5 0 7 B 1 45
G RERE R EES, 22 8E B ER
(173 T AR, MSTE Jefrit e vE AR B Ak K g
R I, R AT 2 A R R R
FEFIRIMAS, % i TDNAR IS 5 R 400%, 16
B EDNALE R T B R A R T . 77
AEMSTH] FEIHLEEDN A il e b sh ol ig
SIS BAMER LT, T8N EUL
AN AL RN B, TR IR
A KPR 738 A, i A R 1 B B ) R ) R TR A AR )
A, L R B ) RS N R A e R
(WAMLHI . hAMSH2. hMSH6E=5)"™>" HHERHL
AT R E . H AR 4 M ST 2 K
W TCGE—FRE, 219974 2 [H [E ST i 9T
BT A, HERE B IE IS ANMSAHT A, BIBAT25.
BAT26. D5S346. D2S123F1D17S250. 1324 %,
24N BL B BAVEAL S S FEMSI(MST-H), iy 14
BHAEAT SR EEM SI(MSI-L), G BHPEAT 5k
MSHEE (MSS).

2 hMLHIZEBEPIIRIA

AMLHIME N F LB BB 2 —, fEDNA
(10 52 0 v oy Y T N AR s L h g, 3L
FIK Yk D B AR 23 1 99 DN AR LS 5211 g
1. FEVEZ BRI R, #H LML H LR IA (19 >
SR, Baek St B MIF T h R IR, 7E8%1T)
M S TPH 4 J598 5 8 8% I Hh mT ILh ML H 1 I Gt
Rk, FAEE R, AMLHTFEN e
ML R IA B D T 55 MO E RALEE, T
UGN K M hMLH R % 22 5 8 41 %
B GIERMLH R KD 5 K 3 A 24
FER AR TS, 725 T, DNAFAE L L
FLPR g A g L hMLH R AR F R4 2 530
hMLH 1A KGR RV 27Tk
BH e ML H 120 gl /b Bl 2%, R ) — Le it

AL 13301 55 AL R R 424 e 2
f T 1 AL 2, R BLIEhMLH1 2342 5 A
80.1%(153/191). 60.2%(80/133)F131.0%(13/42),
M ENBF G R, mAZhMLH]
FIA I T o SV AR B e R e

A7 B A 5

AMLHI ¥ A0
MSILE B & F
MRBWERE
TELL FEY
KRB TG
Wk R AR
MoH BB P
AMLHI % %P &
H AR % B EF
Fa, MR
Wt 25 7 & 0 AR
& R L AE K ARGE.
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AlvesF T 7 & I,
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15 %, Ak
FI1E P LA %R
B5;, et 5 g
9 B AR fe
MR,
BN A AR
R A Ao R T
MR R P
EE X Rk
BARR G LA
Mk, BT A CD-
KN2A ¥ & 16 4%
E Rk R ERAE,
J& % ARMLHI ¥
KA A Ak &

P e
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TN 2. AE L A — S v R e B 4
RN SO A et el R I
ThMLH18hMSH2EK A G I, HIUIXFRIL 4]
RETINL S AE 15 A RSN, AMLHT . hPMS2
BEDRI A TR SRR, e Jed 40 MRt 88 14 i P 2
A DNABFEE IO 2, Wi 5 R R EE EE
REEVERIE 25 57— M al Be i) IR ML H]T
hPMS2BL K W] REAFAE RAR P HEA R H, 3L
BRI A BE B AE B, AT BOB IR IR, 330
hMLH1. hPMS2%E IR R, & &5 .

3 BEMMIHIZEREIWEXRERR

AMLHIREFIRACS R, . BREHZ
D2 0. B EE e A R R A AR 2 1) )
5, B R AR R, AT X o A
T AT, KIL31-60% F161-90% X Fi 4
B R E SAMLHI . E-cadherinFlp16-57%; F %
PRHR A A DG, DR AZ A 50 R IX 3N R
IG5 R I AR OC, XA R
RS SR e F A, DAL A7 e g 410 ) B
TR, FHE AR AR, WaniZE2 %%
X g N BE XA T 1 — P, 45 R R
AT H S G10/wk) . BB ZE(>640/d, 250
mL/FR )R D ER N 7K SR (<4 wk)BMLHT
Ak R AR B S T R A, 23 N 81.82% vs
18.18 %, 86.48% vs 13.51%F1100% vs 0%, iX X
B DAESE T M S AMLHT W RAATAE 5
VIR R, UHAMLHI W IEALT] GE4E— e FEfE b
TR T B G . VR 2 MR IR R A AR R A
K, BEHFR PG, FUARVFZ Difeth iz K&
AR Kim SRR AR RS o AR o A,
RINEE B A WAMLHIL « hMSH2 T34k &
A2 (26%F124%) Bty T4 42 1 e A (14%
MI15%), PoRTFR K RAEAMLHT R P34
Frhie 5 FE /], Nakajima2E™ 1B i 1 i 7
ST, KIAMLHI 55 R IERAMLHT T 5
A %) A 2 B A A TR RS T G I, 812 BL B
B e A AMLH 58 35 MAMLHT WP EEAL 40
KA K27.3%H118.2%, 602 LR 1 i &
R AR R 4. 2%H10%, X % B 9
G AML HI T HEAGAEAE W] B AR A G, 28
LI GAE JABE T P AT HOE . | T
W (Helicobacter pylori, H. pylori) &% [E R AEHL
RN ) B0 5, 75 1 08 SO R b R 3R
FEAE R, R ILEOEHLE R B . A7 RS
FRH. pylorin] LA I S48 A0 - 2- T 51 i 32 204
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#2585 R AEPY, K-rasKe R 5828 1 n] G A
pyloriSBUERLHZ . H pylorif &4 115 GEMEIE
DNA AR AE A4 L. A TSR I, DNA L
W5H. pylori&4AT P, i b —Lerjf 5 4
FRAROM S8 ik, Alves™ PO 73k 1t
W, AT H. pyloril& G FHE N B A A 20T
H. pylori3& R B 5 RIH. pylori vacA s11F7Y
ShMLHT TP RALW] SARSR, iy FHAb 2 D 234 e
BEARSCHE. R, A pylori& 4 e 5 5hMLHIT H
FAAT KA BEE R TH. pyloriTFFERIRY, 1XAE—
ERRFE bR DU REIX — 1] JUAE A 1 4 13, 3R
AMLHI PRI T BEEH. pylorii& G T 8UE i
RAMMUEIZ —. BeAh, EBVIEHE WAL
WA IDNAK A4 H 34k

4 MMLHIEBEM L, MSIEBEMIRRRERXR
DR A S i DR S AR A (A4 e S e
A5 i 6 AH DG I BRI AR R E B o R R R
A JE A B L. ARSI, A DG
RMLFI. MGMT. pl6. RASSF2. hMLHI,
HANDI, HRASLS. TMRHIFLNc %A% % H
Feth, RAE J8%-51%""*". Wani2EP oy 4 1],
B A MAML HI 3L R 2(72.9%) 1 &
T AE B A ZU20%), X ULHAMLHI T340 5
B R AR RSB R, BRI, AMLH]
FHEAE 5 T i 1 20 Ak 2 A . Ak, Alves
2BV IAML HT AL B 2RI S
K, TR AEDET 1 B g v R AR R B v, (H
55 1 g B (R PR S R bR A3 TG 0% S0
SHAE DL BB ORI BRI AR BE 130 b 2 e b v] g
LA A PR ESR AN TR 16 AE LR, JiT 38 A CD-
KN2A WEAAT R IE 3T A%, Jo& NAMLH]
AR AL SO R R iR 4.

hMLH1 ik /b 8 2 & AEMSIL X 5
W 3 5 22 Tl R (1) B G R V). AT 2 E ST
RIIMSTAE B Ji (1 R A 56 0 15%-20%, HonTfg
ML IAMLET F AR>S, 2D i 5T %
B, AMLHI T 3ALSMST3 147 ¢, /EMSI-HAY
T AT R A L IR, A,
75 3 R BR824 rh AT JEM S T-H n] BE 2 A ) Jof e
FLAT A [R) A 4 2 R AR R AR 1 D IR 22—,
EFXMST-HZEL B i, SeoE1 Ml T4 S A B
FRAEIRIEST, 45 EMSI-H B AR . R 1)
L& RANFEIATK, fE2EHEET0%),
e FE . K EAR R B B e AR
(R A5, TSR EE RS . pTNMZ BRI A A7
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RILK. SR, AE MR G RS2 A E4a
— 2, AATEIRMSI-HAM 5 B AR iR
MIpr B RANFIZERA G, 65k S5
pTNMZ RIS 8 R % V), HiAAMSI-HAY
B R R A A0, R BlE
TP PR A AT N T FRAR 5 4 SR B AT AT A
I, MST-HAT 2 53 5 g (0 — P A= 9 2 b 3
R g 3T 2 3 AR 5 0 R 1 e e v R IR
MSI-H7E H T-DNA AL ZE B A R 1 MM ST-L
BUMSS K MR, X5 e UK ILKMSI-L
JMS S 2 H B R E B i v 1 45 RN — 3 A
I, R BIMSTAE B9 b 0 D)/ E AL =5 2k
— B HIBEAR.

5 WMLHTEREALRYETS

P AL 2 HAE M AT AT 30, AT 7 i 8 s
e H s AL R 2 A B SR 1) T T
SEAR DA e HE R ¥ 0, AT A B30 7 5l o7
Jiggg 1) ). 25 R AR H I 25 04T DN -
M7, 40 5- 5028 M % e A% 1 (5-Azacytidine,
5-Aza-CR) S H Mt A SRR 5- 20 Mot AU s e A%
F(5-aza-2'-deoxycytidine, 5-Aza-CdR), fb i 1#S &
AR DNM TsH 7], wE I DNA K il Fi v
HOAR s g 5% 5 DNM TsJE s LA B DNM Ts
TPE, T ZIFIHIDN A F AL AR R, ()2
X PR 25K P AN e BT TEE, R
TEIG IR N A2 R PRk, Zebularine[1-(beta-
D-ribofuranosy1)-1,2-dihydropyrimidin-2-one] &
T —FHIDNA B LA 258, L RAA AR
SE PR AT A0 0 #0040 P B A v
TEREME A AR L, TR IE 4R P e /N B
Zebularine 1] 4> B7HFRDNMT1, {H LG5 B
DNMT3afIDNMT3b, Pt 5 H 4 P mb g i 4 i)
FUIBA 18 A A8 1 2 S 4 (7 PO, Cheng
ARG R A, E A% I 5-Aza-CdR 5 AH SR A I Ze-
bularine, ¥ 37 T IR Ep 16 £ K IR IE,
PRI P ol 2440 ) A5 A58 PR EL A ) o FR B 1T

TN
A 5%

6 MILHIEBEAL, MSISBREHIG

BT £ T I A 1 PR 15 2 0 B 3 0 43 S 1 )
L, A5 2 IR A Ok, R 2 syt
N #Z —. Shi%§ k5t R L, AMLHTH IEAL AT H
TN e A AR T RS (OR = 3.16, 95%CIL:
1.04-9.64, P<0.05), BRI AEAF R (P = 0.03), Z5d
e W RN, 55 W] 8 i S A L, aMLH T
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AL b5 L300 1 e S 2 IR TS S0 R S & ).
MGreddertZ™ W57 & M, hMLH1. hMSH2
HAThM SH6 7 IA Bkt 2% (¥ i g £ 2 1 o LA R
(RTI, E R B8 AR LS -FUALYT 5, MMR
Bk LU AR B R A A7 % AL, Falchetti®s ™t
1596 M ST g & 1EAT 50 DN 32 4 v 40 i B
MSI-HA 5 95 1 74F A A7 %(48.2% 1 9.6%) B 1
5 T'MSS/MSI-L(28.0% +3.4%), %34 48t
B X(P = 0.03); I TLAMSIHpNIR 215515
FE AL, X Kaplan-Meier/3 8T KL E
JEMSI-HA 5K WA 47 B W AH OGP = 0.0001),
MSI-H/pNOE A7 8 51(70.0%). SR, RibicZs
WEFUR I LLS-FUA ST M S SBY 45 1 e 1
HIUEMSGER R I, HiTaMLHT T3,
MSI-HX] 5 fiz e 25 100 0 5 0 i A7 i, 22
WG HAH S, A7 75 42 50 22 IO E SR al .

7 518
AMLHIFIAL . MSIS B A . KRR KT
JE B PIAROE, AR BARAE AT A2 4. AT
A N B i R A R R TR AR 24 b A5 DA e FR
I PR A 7 A0 T S R FR bR, A A dE— 20 A
GO, BEAE I T RN, AATDRE 5 2 1) 1
hMLH1. MSIFE 5 % (Rl U1 30 L A& AR
KR, XK B2 W . 67 MBS 8 H
W L 11 R R g
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Abstract

Hepatocellular carcinoma is one of the most com-
mon cancers, and the main treatments include inter-
vention, radiofrequency ablation, surgical resection
and liver transplantation. Metastasis and recurrence
contribute greatly to the high mortality rate of hepa-
tocellular carcinoma. Currently, many efforts have
been taken to find the ways to promote liver regen-
eration after liver resection. This article will discuss
the relationship between liver regeneration and
insulin/insulin-like growth factor.
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Abstract

Interstitial cells of Cajal are the pacemaker of
gastrointestinal tract, which can generate elec-
trical signals, conduct slow waves and regulate
neurotransmitters. Irritable bowel syndrome
(IBS) is a common gastrointestinal disease whose
pathogenesis is very complicated, involving gas-
trointestinal motility disorders, visceral hyper-
sensitivity, infection and abnormal secretion of
gastrointestinal hormones. In recent years, it has
been found that there are associations between
interstitial cells of Cajal and gastrointestinal
motility disorders, visceral hypersensitivity and
abnormal secretion of gastrointestinal hormones.
In this paper, we will review the recent progress
in understanding the relationship between inter-
stitial cells of Cajal and IBS.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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ik 2

Cajal 9] i 2m fieu(interstitial cells of Cajal, ICC)-&
Bk e e, BA A QR BT
A STk B AL, AT AYZE RS R, AR
B Msh h 0 E2IRY . B B4R A 4E(irritable
bowel syndrome, IBS),Z & Jk L% W4 —F K
R G IR, LA RALE T8 %, A £%
NALE BMEFHFE . NIESHE, &%,
A ESFFFLEHBAERX. LFR
kA % AT E A, IBSHEICCH T A Fe
KEWFF, ICCEBHma AR, NIESHK
By BFIGIBSIAR B st & ot w50
EAR—ZBHA, ICCTRASIBSH L mit
2, A= F 0 £ R E—4%R.

© 2013 IS HBBWETERATNE.

KU CajalldlRAM; B 5 M4 A 1E; B3 ;
PR B iR

O HROR: Cajal @) By 4@ fe(interstitial cells of Cajal,
ICC)2 B Mg ik ey 4G mpe, BA =4 gL 842
5. TR S, AT ZRERF A, AR
TR M A e ERIR . LR RIAA N Sk
4% 54X (irritable bowel syndrome, IBS)#£ICC#)
T 5AKBHFF, ICCE M ARF. NI
BB BEBIBSAR B Mgk & o ik F 589
RAR—RB R, AL R FHX 4.
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¥ 5 i 47 A A (irritable bowel syndrome, IBS)/ &

¥4 k4

B B okt A A
(irritable bowel
syndrome, 1BS)-%
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FrIE A R RR IR,
5% B Ao KR AL
B AR+
. A RBTER
A A Cajal i /% m
g (interstitial cells
of Cajal, ICC)%5
IBS# Ay — &
¥ %, ICCEIBS
K Ik ¥ 69 AE R &
B EAL.
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— PP LU . AN IE - HEAE S B o SRR
(D RerE v, R A, Hw DR
BURI AT 2005 2. HATUCRIBSH AW 2
Blmzah s WIEmEmBUR. B4 BlEcR
OYUA SR 2 PN A 9K, Cajallv] 4 i (inter-
stitial cells of Cajal, ICC) A F5 138 (1 e 4. 41 g,
HAMEARBES BB, i
o S ThRe, WY E ) A i
SRR BRI 2 I RFFUR IR, IBSAEEICCINIE A
AR St HICCS B igsh i W
U YL R IB S I R AR Wi g
FEHAEAT —E R, ICCH] AES HIBSH A&k it
. IRAHFFICC HIBS IR 1] 5 A IBSH i B
WFFE LB TT S B AT,

11CC

18934F, VHHLIF #£fifil 7 ZX Cajal FI H FH AL
N ARG O R BT AL B A A — MURe Bk R) 5 4
M, EESMAENMRSE A LA RN S Tg
WA Bz 18], FRATCC. M5 22 b A7 R ot
UESEICCAE | i it #i g iy, RA=A4 |k
g AR FIB B AL . W A U T e
ICCAEYERF IR ) )y J5 1 R 35 AR,
% Bl E W 8)) 0 BE G PR B AFAEIC C A5 1 5 4k
RIEE . ICCHINRIL P Pe-kith) K IXTCC
IR A EIER L. c-kityE 5 E, dmtidkit
TR ARG S AK), JLTF- P H1C CHEZR &
c-kitZ M. 5 H piE A TC CRIE K 4i 2
i e-kit, ICCH] P ARG B e (0 ) AN S LS e, T
NER A0 Bl e 2 5 SR 4055 6, A b T IX 3 — 4.
c-kit3Z PR IIAR B K c-kit mRNA C & A HFFTICC
AT R, Rl 2 c-kitf e b 2 e HoR
ffy3a FINGR 7 AAIXRTCCi IR, Sl k70 R I
Anol(anoctaminl )t 7] H{ TICCIHIFRid, AnolfE
HWRGICCHTA WA E3A L, H IR 5k
B TR AR KR F (stem cell factor, SCF) /&
c-kit3Z PR 1) B ARECAR, A58 & Me-kit/SCF
BAEMICCIIRE . RE MR YERF A E
BUER. SCFH H 2 Mk e-kitd & n 4 41 i sME 5
B BN ML N ES, TR SRR )R e R R IA,
TR if R PR 1ICC IR 24k 5 14 .

1.1 ICCH ok 5 oA IRIEAMIEA . /Al &
KGN LR 2 B R i ICCor A
I N RS (DWLAIICC (myenteric ICC, IC-MY),
SN EAE. B DNMa. I TILS
HATHLZ TR ] B (2)F I R ICC(submucosal
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ICC, IC-SM), W45 &5 W AT USRI &
20405 G)RNIZICC(deep muscular ICC, IC-
DMP), Z 54 T/, A TIN5 AE
JZ2Z ]; (9)WLHNICC(intramuscular ICC, IC-IM),
ST HIE. BHIA. SIILUEN.
WWEFES 5B EE, FREFES 5
WEAE 5 1A 20

ICC) ZafmTHmESIZE, maET
AN, BIK. B LEEN At g
. Rt REEN. A, ICCHE B AN
oA, iR, RENS FE R T
KUY RSB LGN R, A
BRI,
1.2 2 8% ICCHA =480, W15 5 - i s,
1 S ITE T B HAE T, TR TR I A D RE.
1.2.1 B AH: IR UE Y, 1ICCr=A:1g
B, 2 W AN . Y2 e A LN
T P Y e, DA S B R A TR I T
s SEFTTIA. ICCHIRE M I Re 4+ 75
Fe-kitfFiA. AR Mc-kitRRAEW/Wv/h/ME
ICCIIR B =, H/NaARE ™ A8, 4756
ICC= R 18 BN H /T MG E 18, 58N,
T 38 1) 77 A 2 fH T ST I 1) TR UL C CREE FEL AT
oAb, R G = R S 1 B R, AN REARRT
SEPEBRT AR T, B9 R A nol 5K 11 (45
WoE SUBE R D) S 518007 A, 00 E
AP B R AL T SR AT S A ek
(7= A FICCT A4 7 Ca” P 1 F R AR
(1) Al JE 5 1A 25 UL, AR AT R IR
BB FIHRIF S, RATCCH HLIE 3 A W 5
Wi, 21 ZNCa® I (KA ] AR TC C I FRLYS
Z\j][zﬂ,
1.2.2 #5120k w45 ICCREME I WAL (AL % %,
HHICC-IM. ICC-DMP/Z 1% 1% T R4
FESH5¥H. ICCHK IR S L4 TAT AT,
T AL e R 4 /N 5 ) 5 LA 4 % S At
(TC CAHE 28, 4 M ] ()3 482 by B BRI, Sl
5 SRR T2, BIFETFICC-MY 23 #T
FHICC-IM. ICC-DMPERLIIMH M 446 3,
o 2800 1 5% B R 1S W AR 5 AR 3 2 i T
HILRZ.
1.2.3 N34 E4E 545 ICCREME RG T
AP T R A, TCCL -1 LK A 4 )
K20 nmZeA, Te/N TR RSEE L2 (8] PR
25, 1CCH M o He fuh Al B %, T8 S A iy
Je W R R 12, TE UM 2 6 S 1CCI 3 D) %
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R ICCHML LA 2 Rl i iU Ak, AL
PYIR. —SEALENNO). ML (vasoac-
tine intestinal peptide, VIP)%%, /& B WG sl 5
ARG F UL A . S i 2 R e
i, SICCRIMZ AL &, ICCI I GEBUERAN 3
AT AL 38 2 W a0, A 2%
B AR AL, AT 7 A2 2% oy B I BUR.

2 ICC5IBS
WL R I, IBSAELEICCIITE A FEL R K 75 . Jee
ST T K e S 1B SRR K B/ i 4 1 o 2 K
H1CC-DMPF A 6. i) 45 o P 1 Jk e
JEIBSHERIZATCC HH I I 25 AL 45140, 5 J) 1 4
a4 B ek /b, wh FLAF PGB TB SR K U/
W AL e-kitdis B9, IR HICC
AT REAENEYE TUIBS K i Hh A B S
2.1 ICCHIBS B Wish /) 4% Whi&is ) 54 i IBS
[ DL IR RN, 1hi i 18 5)) 7 S1CCE5 R T
RERIFIT B UM 5. 1CCHE B Itk i 4 40
Ha, Y sl ) E AP I CRii ek
BRI T RE T BB W I BERT, sl ) R 2
1B SHEIR =2 (1995 30 A B O it —. 9 )5 7 20
TRIATB S B 5 55 18 W 5)) s s vl e H1CC
(251 5 D RERR A DG, 2P R IHIBS B
17AE 4 E Wi sh Jy 3L, A R e g i
7 AR BRI T T C CHlB A 45 W e A ey L 4l
WD, 5T BT LR 4o 28 K Y 2 1) ) 4% B 0%
P 2980, BETTA N ICCIE A A 2 vl g
IS 0T By R T s sh s L 1 i is B Sk
(1) F LIRS
2.1.1 ICCHZ 0 ICCr= M, &5 miE i
a0 M. Ho BN 183 FHICC-MP. 1CC-
IM7P7 A2, T 45 i K i it 32 22 fH1C C-SMPF= AR,
T e s A I LA PR e se s o e, TR S
EE RN, s R . A WFITIA
NIBSHEH B B A7 A5 57 189, Shafic®5 7 HiE
1B S A8 H I AL PRI O A 2K TR 11 S35 18
W Wang25P9 i B i FIBSEh A, KL
ICCHILHLES) 0, JFRZHiEaN Lk,
T2 A S RS, R R AR AR I 1) K AR R R
TS U AR 2K L. IB SRR B I 1 S w18 T
e SICCIH R H A K.
2.1.2 ICCL 5 AL A B 4% A7 b B 63 3 W4k A 3Y)
#ATPEE 512 (migrating motor complex, MMC)
TTUT 335 o 10 e T 9 A 7 4 P e B AT L
X, HREBT b/ IR, NI 1 A ek
144
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AR AR AR IHROE I TS ALIB S A IR
/NG TR IMMC & 45 5 TR M T

IR, A P IR AT G, MR AN IBS B
FIMMCII 5 2 A 5. NORMMCH — & 5401, A
JEPENO R ATMM AR R, A HINOI A i
AMEMMC A IRE KO ICC_ A AENOSE AR, fEf
JENO, i R A 28 330 J 14 1 FH R JBOR 3k 7, 4
MICCH] I L MNOKI A S S MMC 5.

2.1.3 ICCh @M 4 ok 1F 5 NAKGE Bl i i
Wi He 5>50 mmHg HAL#EEE 258010 em b Fx
3 IS 4 3 (high amplitude propagating con-
tractions, HAPCs)"™, R4 nl 51k 2 2 1k HE
i, IR 50N W HAPCs HIBS e IR &
P E KA. Chey & B IBS i #
HAPCs¥ik /b, 1MIETEHIBS 3 W5 2 A . 1CC
% GHAPCsH AR T, Plujasb o 1 40 A 7
LA Z A IICC-MPZ HHAPCsIf P~ 4.
K, ICCH AEild 7= A HAPCs S S1B S A I
2.2 ICCHIBS M i Z 4L I BUBEIB S I
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Abstract

Colorectal cancer screening is useful not only
in detecting colorectal cancer at an early stage,
but also in finding people with precancerous
conditions. Proper interference in precancerous
patients is good for reducing the occurrence
of cancer. The precancerous conditions vary
from patient to patient, so is the risk of malig-
nant transformation. However, the lack of clear
definition and classification for precancerous
colorectal conditions in China makes standard
treatment and follow-up management of these
people difficult. This review summarizes basic
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definition and classification for precancerous
colorectal conditions, clarifies different risks
among people, and introduces the latest prog-
ress in follow-up intervals worldwide.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To investigate the effects of diosgenin on
the proliferation, apoptosis, migration and inva-
sion of human esophageal Ecal09 cells and to
explore the underlying mechanisms.

METHODS: MTT and transwell experiments
were executed to detect the effects of diosgenin
on the proliferation, migration and invasion of
Ecal09 cells. Western blot was applied to detect
the expression of c-Jun N-terminal of stress-acti-
vated protein kinase (JNK), extracellular signal-
regulated kinase (Erk1/2) and the p38 kinase of
the mitogen-activated protein kinase (MAPK)
pathway.

RESULTS: Compared with the control group,
Ecal09 cells treated with 50 pg/mL of diosgenin
for 48 h showed significantly decreased prolif-
eration, migration (16.54 vs 34.12, P < 0.05) and
invasion (9.42 vs 26.99, P < 0.05) but increased
apoptosis (0.24 vs 0.64, P < 0.05). Moreover, di-
osgenin treatment significantly decreased the
expression of p-p38 protein (1.66 vs 0.23, P < 0.05)
but had no significant effect on the expression of
JNK, Erk1/2, p38, p-JNK, or p-Erk1/2.

CONCLUSION: Diosgenin regulates the pro-
liferation, apoptosis, migration and invasion of
Ecal09 cells possibly via the p-p38 pathway.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Diosgenin; Human esophageal cells;
Ecal09; Mitogen-activated protein kinase
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sistant human leukemia K562/adriamycin cells by
down-regulating MDR1 via a mechanism involv-
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Abstract

AIM: To observe the effect of the change in baro-
metric pressure on biliary motility by using a
hypobaric chamber to simulate a civil aircraft in
flight.

METHODS: Forty-two rabbits were randomly
divided into a control group (n = 14), a Ta group
(n = 14, hypobaric exposure in a hypobaric
chamber 3 times in 3 d) and a Tb group (n = 14,
hypobaric exposure in a hypobaric chamber
7 times in 7 d). The level of cholecystokinin 8
(CCKS8) was measured in the duodenal tissue
and plasma. The expression of CCK-A receptor
(CCK-AR) mRNA in gallbladder tissues was
detected by RT-PCR. Quantitative analysis of
“mTc-EHIDA hepatobiliary dynamic imaging
was made in each group.

RESULTS: Compared to the control group,
the Ta group had lower levels of CCK8 both
in duodenal tissue and plasma (Ta group vs C
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group, 5.24 pg/mL + 0.56 pg/mL vs 6.25 pg/mL
+ 0.53 pg/mL in duodenal tissue, P < 0.05; 3.59
pg/mL + 0.20 pg/mL vs 4.61 pg/mL % 0.10 pg/
mL in plasma, P < 0.05) and a significant delay
in duodenal appearance time (Ta group vs C
group, 114.73 s £ 13.34 s vs 79.52 s £ 10.83 5, P <
0.05). Besides a delay in DAT and lower level of
CCKS8, decreased expression of CCK-A receptor
mRNA was found in gallbladder tissues in the
Tb group compared to the control group and Ta
group (CCK-AR/B-actin: Tb group vs C group:
0.56 + 0.21 vs 0.82 £ 0.16, P < 0.05; Tb group vs
Ta group: 0.56 +0.21 vs 0.75 £ 0.29, P < 0.05).

CONCLUSION: Barometric pressure change in a
civil aircraft in flight shows some inhibitory ef-
fects on biliary motility.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Biliary motility; Hypobaric circum-
stance; Radionuclide imaging
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(duodenal appearance time, DAT)#E K (Ta 48
vs C41: 114.73 s£13.34 s vs 79.52 s£+10.83 s,
P<0.05), + =3, fFPCCKAKFT
B(TaZl vs C4: + =38 M4 L 5.24 pg/mL
+0.56 pg/mL vs 6.25 pg/mL+0.53 pg/mL,
P<0.05; f27F: 3.59 pg/mL+0.20 pg/mL vs 4.61
pg/mL£0.10 pg/mL, P<0.05); TbZAI% Lik 7
R EAIL, K I E 2847 F CCK-AR#) KA TF
%(CCK-AR/B-actin: Tb4a vs C42: 0.56+£0.21
vs 0.82+0.16, P<0.05; Tb4H vs Tazd: 0.56
0.21 vs 0.75£0.29, P<0.05).
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Al RESE NG B S ANE, B KA. B
PR H R REENENE. A X AR
o4y T8 RS0 Rg 2 T H AT v s = AH ¢
PRI TR ™2, A Sz 56 D SR e by 5 50 W 4 3
SR B IR AR AR e B 0 IR IE )
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3-4 Hi, MEMEAH, AL K2 B 2 S 5 5
Wb AR, PmiS- LI T I
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fit: B2 (®mTe-dimethyliminodiacetic acid, *mTe-
EHIDA): gl 2535 A vl 5ot 1 &b vt
FLHLKTZ 4% (single photon emission computed
tomography, SPECT): £ [EGEZ "/ Millennium
MPRZAY; CBK248M AT fifi; e I 0 47 35 8
(cholecystokinin 8, CCK8) ELISAIAF & sl f#
SR AT IR 2 .

1.2 77k

1.2.1 Shap A 5 o528 A shBanL 0 A34,
K141, BT E04)20:00)5 AN F BRI, LA
PRIESRE H 2R Sei, BOREIN 256012 he 4 R A1(C
A): 2512 W HIEATHEEh A AR . BUFE; Ta
A AU R EE BRIk, BES:3 dJF U, ToA:
R R F R — IR, 8T d)a R

122 AR KL K R ENCIEA T, 22
18 EFH20 m/s)432000 m, 15 %1 h, SR )5 LAAHIA
THUJE [ 2 b 1

1.2.3 AFResh 54 % 2445 SPECTUA KL LA
fIRRE w7 R ME AT, AEVE140 keV, B T820%,
FFE128 X 128, TN FR%2.0. ZK Mk [ & T
REHE, Z2HZEKEAN"mTc-EHIDA 37
MBq(1 mCi)Ja, R HE T HIAE LT 7, R
SERMBAE3 s 1, JELERAE40 min. N H O R
[X (region of interest, ROI)F AR i /5 1 1&]
BOEAT AL B, i H B DR Rl XA Y
HRXROT, FRAFAH N (TR 1 T, V5 H
Y& 1% .52 0 18] (duodenal appearance time, DAT)-.
JIH 2 S 0GR 8] (the peak time, T M 2F-HEI
[#](1/2 excretory time, T,,).

1.2.4 AFARLE: FRL3%EEHZ41(30 mg/
k) BRI IR, (102 IR 1ML, 6-8 mL/ M ; (2)
IR, 3)UIH+ & (292 cm), 0 'C PBS
Yeig, TMAPBS 5 mL, #FES 513, #5.0:5000
r/minX 10 min, BL_F7E2 mL. FTfArA4)-80 °C
A URERAF AR

125 +=3mu, hiFFCCKS, Az
W i 45 & A% Ak (cholecystokinin A receptor,
CCK-AR)& ik #9#m: CCKSKMFZELIS AR
VLT, CCK-ARE LK) 5E BRT-PCR:
(OFESERNA A 42 B G R R 2T,
TRIZoEARHUERNA; Q)5 I1MF%: L5 14:
5'“CCATCATGACTCCGTACCCCA-3', 5l
): 5-TGGCGCTGAAGATGGGCA-3'; (3)ilfi 4%
SEAE A CDNAS G F OGRS E R b AT,
732 cDNAWW, TRA7T-80 CHEH; (4)PCRIX
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C1 Tal C2 Ta2 C3 Ta3 M

Tbl Cc2 Tb2 Cc3 Tb3

1 CCK-ARZRIXHVHESRT-PCR. C: CHFEA; Ta: TaZHFEAS; Th: ToZHFEAS; B —actin: [NZ:HE; CCK-AR: JHFE i ZA

ZIK.
SR DAT(s) TnaxlMin) T,5(min)
CH 79.52+10.83 4.18+0.77 10.18+0.75
TaZH 114.73+13.34° 4.21+0.87 10.71+0.87
TobZA 99.44+11.12° 4.04+1.06 10.57+1.07

°P<0.05 vs C#H; P<0.05 vs C4H. DAT: +_1ERT&iVE);
Trox: IBESIFREEVE; T, BEHHIVE.

s RNVARZR K25 uL, VZcAFR: 95 °C 5 min,
SRJ595 °C 30's, 58 C 30's, 72 °C 30 s, L40MF
¥R, 72 °C 10 min, 4 “C Forever; (5)i& H Tanon Gis
AT BE R4, K5 B-actin M bRUE(E B2 N
1, T &AE TP CCK-AR £ AR R .

it F A Hi ) Hmean+ SDER IR, H40
THRAESPSS10.0, - 20 () £ s 04T 5 A 28 5 7% 4y
T, P<0.050 Z R B vk 24 XL

2 BR

2.1 Bawgfeit g A4k AL T iR BNt
[H](DAT): TaZl. Tb4l % mTXR4L(C4l), Ta
BEF T4l (Tadl vs C4l: 114.73 s+ 13.34
s vs 79.52 s+10.83 s, 2 = 0.000; T4 vs C4l:
99.44 s+11.12 s vs 79.52 s=10.83 s, P = 0.000;
Ta#l vs Tb4l: 114.73 s£13.34 s vs 99.44 s+
11.12 s, P = 0.041); JHAER ARV [F)(T,,,0):
)R WL 22 (P = 0.773); NHEEFHER R
(T,): A5 2HLIR] A DL J 22 572 (P = 0.260) (3K 1).

2.2 Rt =¥, fik Re 4% F (CCKSB)
ELISA#% M 4 R A CCK-AR%k A #9 ¥ % FRT-
PCR% R ML IHFEW A 25 (CCKS): Tafl. T4
BELTAE4L(CH), Talk T T4 (TaZl vs C
21 5.24 pg/mL=+0.56 pg/mL vs 5.24 pg/mL+0.56
pg/mL, P = 0.000; Tb4 vs C41: 5.81 pg/mL+0.45
pg/mL vs 6.25 pg/mL+0.53 pg/mL, P = 0.000;
Tall vs TbZ: 5.24 pg/mL=+0.56 pg/mL vs 5.81
pg/mL+0.45 pg/mL, P = 0.001); |- 5 lIH4l4L
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HHCCKS: Tal L T-CHL, Taflk T'Tb, T4l
HCHUMH L 2 AN (Tadl vs C41: 3.5940.20
pg/mL vs 3.59+0.20 pg/mL, 2 = 0.000; TaZ] vs
Tb#: 3.59 pg/mL+0.20 pg/mL vs 3.82 pg/mL =+
0.16 pg/mL, P = 0.019; Tb4] vs C41: 3.82 pg/mL
+0.16 pg/mL vs 4.61 pg/mL+0.10 pg/mL, P =
0.080); CCK-ARY: & K1k Tb4CCK-ARKIE
WEETTadl. XHEAL(CAL)(To4 vs C4l: 0.56
+0.21 vs 0.82£0.16, 2 = 0.000; TbZH vs TaZfl:
0.56+0.21 vs 0.75£0.29, P = 0.000; CZH vs TaZ:
0.8240.16 vs 0.75+0.29, P = 0.203)(#2). CCK-
ARKIE LKA R 1.

3 171E
FL 2R A — R R A, % Bl 6 AT R R ik
Je IRES RSN AT R TR N G 5 4
e 5 52 0 52 2 % D) IR e, AATTEEN v R B g
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FEIR BT 2 15 2500 IR 5 40 V) fe dd g i, H A
e NVIE SN
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HILT 3R B DA EK.
a2 28 B L7 HH CCK /K B, 5 W 2t v 1)
IR R IR IE By A 400 4 T JIH 2 e 06 5%
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paxi:| +_3#5854A4RCCK8(pg/mL)  MFECCK8(pg/ml)  CCK-AR/B-actin
CH 6.25+0.53 4.61+0.10 0.82+0.16
TazB 5.24 + 0.56° 3.59 +0.20° 0.75+0.29
To?H 5.81 +0.45° 3.82+0.16™ 0.56+0.21%°

°P<0.05 vs C4; °P<0.05 vs TaZH. CCK8: fBFEINYEZE; CCK-AR/B-actin: IBFRINBEERAT

IEDNAZKHIRIEE SB-actin DNAFRBIRNERL(E.

RX R AR AL B, IR T8 2 2 55
e Z R FEILEIE -, 5 3 HLRE % D) AR
B HH B 45 2 (cholecystokinin, CCK)A&—
B Z A AEHLR G PR A RS R 5%
() i i Bk, L REAR E I U 4 . Oddidh LWL
i, Xt IRIEE s HA EER M. KR
CCKAZ M1, LLRHmBELIICCKS
MICCK58 4 EEA. CCKAl el 4Rl AN ]34
R (DA N IAEH, g CcCK
O3V ZE A R A T LR M (2) A0 JE 55 ik
YEH, Wi h CCKAEH T R4 23/ 3 B k454
H; () ARRRZE P 23 W1 H, i P CCKRAE T i
W2 RIEAERT; (@)FM & N i VE ], CCK
TEFTA s R G RAFAE . 8 5 e e g
U %8 I T B e T e I CCKOK . ARSI 56 W
SR PR A K RAMCUE RS, =
i W 40 4 R 375 Hh C CK 8K )25 R g, et
DAY 25 [ C CK8 A e /b, 3 B0k N ML
CCKS8 N[, M1 T E12000 mA A7, <Ak
KA E20%, B miE N & KERAUE, X
FE B R M 25 00 1 i A e = A — g 5k 0, AT
PR R AN O, 53U E C CRBE k>,
JIHTE 2 S i vk 59, IRy HEH A2 12, DATE K.

B A5 1K 2 R N [ 1) 2 G, TH4L H IR
P CCK-ARFIL I T, XA A CCK
AR R, HBERTC CRAEURANE PRI, 2R
AEIRTS. VP2 WEI R, NSRRI B ) RE ) 5 T
SEARPEL AT RN WA, AL S R
PR H AL LS B D0 HFE 45 47 T8 B KRS 2
B 0 ) e A SE B 3 R BB 3 557 AR IR
G(To4l) SRR HR3 dE MR R(Tad)H L
T A8 W W R TR RE(P = 0.041), 1L 22
+ IR L CCKS/K -4 AT i in(Tal vs Tb
4, MiEP = 0.000, + —F5IHA 4P = 0.019), 1]
REPE R Bt A )R] A A, JIH 38 28 G000 X Pl J
IS 14 52 W0 TR AR08 8, AR 3 ) Th e A i Pk
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B, BRI INR, A B 58, ferk
IS5 DN (Wi <8 10PN ) 2
B KT A A B AR IR B0 JHE
ARG ARAT 5.
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Abstract

AIM: To explore the alterations in intestinal flora
and analyze the association of intestinal flora
with intestinal mucosa Toll-like receptor 4 (TLR4)

in rabbits with nonalcoholic fatty liver disease
(NAFLD).

METHODS: Fourteen male New Zealand rab-
bits were randomly divided into two groups:
a control group and a NAFLD group. The
control group was given a normal diet while
the NAFLD group was given a high fat diet.
The rabbits were sacrificed 12 weeks later. Im-
munohistochemical staining was performed to
observe the location and expression of TLR4 in
ileal tissue. Real-time fluorescence quantitative
polymerase chain reaction was used to detect the
number of Escherichia coli (E. coli), bifidobacteria,
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and lactobacilli in the ileum. Stepwise multiple
linear regression was performed to analyze the
relationship between intestinal flora and TLR4.

RESULTS: Compared with the control group,
the number of E. coli in the NAFLD group in-
creased significantly (f = -3.492, P = 0.008), but
the number of bifidobacteria (t = -1.059, P = 0.311)
and lactobacilli (+ = -1.848, P = 0.089) had no sig-
nificant differences between the two groups. The
expression of TLR4 was significantly increased (¢
=-4.089, P < 0.01) in the NAFLD group. Regres-
sion analysis revealed that E. coli and bifidobac-
teria were closely related to TLR4 expression
(R* = 0.598, F = 8.167, P = 0.007). Although the
number of E. coli had a positive correlation with
TLR4 expression (standardized beta = 0.554)
and that of bifidobacteria had a negative correla-
tion with TLR4 expression (standardized beta =
-0.475), the number of lactobacilli had no signifi-
cant correlation with TLR4 expression.

CONCLUSION: Intestinal flora imbalance was
observed in rabbits with NAFLD, and it had an
obvious influence on the expression of TLR4.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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B AR TLRAM T AR ik, BUH M S 47
% B R E F- R A EEAE R (RT-PCR)A& M B
RNEM P RHATHE . SLERATH . WEBATE#
N T A, A % LN A 54 W8 @ B
P T FE IR TLRA & A 09 % vfr.

R Harmat, EAA R T K9
FHEFFIE S (t=-3.492, P=0.008), 7 SLERAT
B (r=-1.848, P =0.089). M HEAFH (¢ =-1.059,
P=031)&ZLAIHE, MERTLRAK A
&t =-4.089, P =0.002), & )2 547 B 7 KW
A REATFA X FETLRAE A A A %
"(R> = 0.598, F = 8.167, P = 0.007); SHAFH
5TLR4Z R A8 X (ARAEAR = -0.475), KIAAT
4 5 TLR4 2 E48 % (47 /EALB = 0.554). 7 SLER
A HE 5 TLRALA B A8 K1k

4510 NAFLD % %4 2 W i i 3 % 98, Bt
i TLR4#) F A K R F .
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disease, NAFLD) & 45 B SMBRS FICAth B T
JUE 334 D51 25 P 350y, DAk g P 4 R v v i
0 AR P Ay s BRARRAE PRI PR 2R 5 AiE . L0 15 £
Fh AU AR DT AR WRS MG D PR 26 (non-
alcoholic steatohepatitis, NASH) & 55 2 #H2< f{ fiT
il FFam st %0 H e ve 5 B BB
HREI20%-30%, WRHL X EHT AR PEAT12%-24%",
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2, iE A = R AR W e 2 B TS K
Jr s P9 B 2R RE, BE I3 SO Z P i(insu-
lin resistance, IR). 2 W4 S CLESE, I 2 b
-Toll#¥: 52 14 (Toll-like receptor 4, TLR4)-CD14f
2 5 TIRMIE G Y, MIRTENAFLD AR
T A IE S, ASCEE 2 HINAFLD X
W7 T VR AR LR 5 TLRA 2 1] 1) 5% 28 LARR I W 1 1
TR Jin il S 22 (1) 5% W, BE T A A SEN AFLDIRI B3
ARt —E K.

1 SRIASE

1.1 M4 R E1.7-2.0 kgf4ifh & Brih =14
USRI 7Y SN oM e L7/l ARV M- S TR Ak 8
CHram 4t 5 /K FVR X SEIe sy E iR ek
Tic s 7 32 kg LA R 8 5% (G B 4 /K VB X S
B Pyrhcy), 8% (i B A H ), JIH [ i
2%(Amrescoidt I1733%), &K 5%(Amrescoidt [
43%%), QIAamp DNA Stool Mini Kit(QIAamp Ger-
many) iR £, 411# 3 K2 DN AP ORI &
(TIANGENZ 1)), BEAEREREIZDN A [HI 7 &
(B LAY TIANGEN/A 7)), 2 X Taq PCR Master
Mix(Biomed A /), B TLRAZ el b ik
BA1717( - 48), PV6001 4 25 s 4l
UL R S AT P A G, PR IR
4 W (Escherichia coli, E. coli), 1.356]« "&MRFLAT
W (Lactobacillus acidophilus, 1.1878) BB AT B
(Bifidobacteria longum, 1.2186) 7 [E 24 B
AL IR T A0 A ) A DR B v Dl K
VR T8, HAE6 "C-10 “CUKARRAE 5.

1.2 7%

1.2.1 shp AR & 55 B At #1400 8 BV ==
TG PR FR2 wk, LS TG 5 Ja BEATL 2 924, #5E
TR R 11 o B2 457 S, Sk B 24 3 3 e
Fr, WAL R Ta B HE SR, AN 506 3R] 35 1]
Fe TR R B RS ) S o S R, A
JERbRC, FIETIR, B EROGR, TOKA R,
TFE12 wkg b AE. T AT R O N 2R,
PA10% % 58 eI i, YHERATHE G o, BRI 36
310 emZE AT AR IR RGZAZR, 10%2% 56 FH i [ 52,
A 03I V) R HE AT e A R A, SR
Abf7 N 26003 g B T2 mLICH BN, TR
D% PR 2

1.2.2 MERFSHF A 75 % (D)FIE4I2THES: (0 L
40g/LHEEE e FFIE 2 )5, &AW aE, 1)
Jr, HEGL 4, 7E08E N LS H o 227 08, A
SPRREAN FE/IN it o T 7 A% 1 1 40 BT o L)

A7 B A 5
Ba#F %R
iE R EEE
NAFLD# % % .
SRS R E
T R ZALe
A, Wi R
ZLPS® £ &%
&R, TLR4AE A
W EE W ZhRE
X —i A2 R
TEHA, AR
HEABERESL
TLR4#) % % ¥ 2
% NAFLD & 9%
Bk R — &
T k.
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i) BHER PCRY 1B ER<E (bp) SIME3(5—3)
ABRFE 16SrDNA 340 F: 5'-GTTAATACCTTTGCTCATTG-3'

R: 5'-ACCAGGGTATCTTAATCCTGTT-3'
SLERME 16SrDNA 341 F: 5'-AGCAGTAGGGAATCTTCCA-3'

R: 5'-CACCGCTACACATGGA-3'
WU 16SrDNA 243 F: 5'-TCGCGTCCGGTGTGAAAG-3'

R: 5'-CCACATCCAGCATCCAC-3'

RN E NG DT A TERRRE s (2) S B L 23k 270
FBETLRA: [0l 41 230405 0) 1 BB et 7Kk Ak,
3%H,0,% & 10 min, PBSIHE, 0.01 mol/LIMIIR
PURE R, ks (92 1C-98 C)10 min, PBS
Mk, SRPTRZ TEETLRAT AL Cil s, PBSH
¥k, —$i37 °C 30 min, PBSHt. DABYEL(A, 45
T A E] (3-5 min). PBSAUE— il B
PR REE FALEE, REER D) IS AN LET R AR
K%, HImage-Pro Plus 6.04K 13 #7 5% K555 5+
P35 0 X 35k BT 6 % i (integral optical density,
LA)H; (3)SE 5% )6 5 P C RAS I 284 v 1
B 240 bR A2 QIAamp DNA Stool Mini
Kitial ) & 3 S SR I A B AL R 4IDN A, &
T--20 CUKFELRAT. S IGFRUER PR (LB SE 37 5L,
37 °C, 3-5 d)JFHEHUbREH LN ZIDNA, AR
16SrDNA V3R AR [X 5 R 3 71 e vl 3l o B
PSR T A TREARGRAR A
1, I AN ), 3B R AR v B R S R
IDNA L IEH 0 A 20 40 i 2L N4 DN A TE
AT P C RSN LUAS I 5 | s S 1k (s B 4% A
94 CTiAZPE3 min, 94 CAEPE30 s, 49.3 ‘CiEk
30 s, 72 ‘CHEH1 min, JE35MEIR, 72 ‘CRMES
min. 2.0%5EEHE 5 FELIK, 110 V 35 min; KMV
fA%: 20 uL: 2 X Tag PCR Master Mix 10 pL, F.

IS I#10 pmol/L4%-0.5 pL, DNARR2.0 pL,
ddH,0 7 pL), PA3F B #EARVE B AR EE I 4IDN A
AT P C RS (S S AA 28 B 45 AT ) By 5 e
TE BRI DA A DN A B2 S A AT DA 52 N 5% 1 5
HPCRKVIIFRUE S, 1065 RAFRE AL,
fTSYBR Green [ SEIN % 5E #PCR XNV LASRAT
b th 2 (s R 46 1F95 C 1A PE3 min, 95 T4
P£10 s, 49.3 ‘CIE-k30 s, 65 ‘CHEMH1 min, F£40
AMIEFR; [ NiAKZ: 20 pL: 2X SYBR® Premix Ex
Taq™ 10 pL, EFWE514)#0.5 pL, DNAKH2.0
uL, ddH,0 7 uL). 58 R JE BL0.S °C R Ta] B, A
60 CHNF#AZ95 C, FF—[RIBBLRFF10 s, SRHLFfF
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Mk, B SAERE S PR3 T R DN AL T SE I
PG E mPCRR V(R INAK R 54 4FF 1), frfy
FE M PAT Z AL, BRI bR TR
IEFAdH, O DNAFEA B PE 0] B, 565 AR
I Rl it th 26 7 TPCRy™=E e, RGSRAT 4 H
gh L, &5 5L CURE SO (58 1R 4 TR 5 DU X H (A
104 R E)E R,

SR R AU K EGCR
Image-Pro Plus 6.04K 14T /347, FSPSS19.04%
A HT TS EdhE, V&= 7R - mean+ SD#
N, K2 Je e M 4 B R I 1 . FLIR A
B B S TLRAZ M X R, P<0.050 7%
SR8

2 B8

2.1 AT NESR 2R 3R AE AR rh A B 2 o T IO 4
343 NG I R85 28 JH 95 2% 20 A TR 2 A I
JHR 127 17 B (20 LOAE BT ) I 4R 2% 12
st BT A5 B e A, %o AP A e
AIEH (E1A). TINAFLD R 40 i w] W)
MR B AR R R (K1 B).

2.2 Mpi ARG SO IE 6 I S NASHAL K e
JTE R IAT R FLRRAT B SO B A i B
TLR4 145 2.

2.3 M FEIETLRA X AR A ik 64 AL BRI 2 BH 1t Y
I R, R S, R b R g e
Tty B M S 34 IS, SR MR Sl 1t o A1 (K
2A). T A TLRAK L ARG, F 221 R0
R A B D T [ T AT, 9K B A S (]
2B), MPBSAUE —Hu i B 1 2 7R ARy
PEYL 0 32 B A T A 9R B 1 1M 5 Hh (B2C).

24 #F % AL w A UITLRANNA R, K
FRET (X1 FUERFT 18 (X2) M BUB AT 18 (X3) 0 H
A, BEAMEE A a<0.10, ¥ HHEE a=0.15
HEAT 2 0 MR 0 [BIA 3 B, S 2 K 8 K
RO RE AR 7R, P gt i e = 5 R Y
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(x 400). A: XfHE4; B: #RTUZH.

R 2 MARRKFHTE. JLBTE. SUITFERILRAEIZEIY (mean + SD)

[EEXNEA NASHZE HE PE
WA R (DT ) 5933.030 +4400.412  8982.414+6222.880 -1.059 0.311
BT R (BT 2.240 + 1.601 5.643 +4.601 1.848 0.089
AT EEIETE) 14.299 + 11.400 54.767 + 28.467 3.492 0.008
TLR4 0.015+0.010 0.042+0.014 -4.089  0.002

TLR4: TollFE2{A4.

® 3 NS, ABRTE. REHESTRMNZTAIEOIBDITER

8% E]SE%41 MR HE PE 95.0%Cl

(i) 0.029 3.761 0.03 0.12-0.45
K& 3.443x107% 0554 2.871 0.015  8.034x107°-6.082x 107
MUSATE -1613x10° -0475 -2.462 0.032 -3.055x10°-=1.709% 107’

TLR4ANZEE. a<0.103H A\, a=0.15%H. TLR4: TolllF={A4.

=0.029+3.443 X 10" X X1-1.613 X 10° X X3, J7 ¢
G I 45 R F = 8.167, P = 0.007; [0 15 Fi
HRX. R =0.598, #L/RTLRA AL H1759.8%
5K Wb B B XSO A G, i i 2y A % 3 AL
A R R RIBH R S TLRA S IEAHK
(FREALB = 0.554), XUEAT B 5 TLRA 5 A G
(bRUELLB = -0.475)(3).

3 iMie

N A I 38 PP A7 A A R D K TR R, R 2k
500-10004% B!, K it 41 1 5 2L 8 T 45
e ity /N, AT v DA DR 4R G AT 1
BB . BT B AR RS s 1
A7, S EIEF X 10%/g; 1M 75 20 E A 3T R4
W ALRE AT 1 . LR AT B A X R D, A
1X10%1 X 10%/g. 445 i Py 1 B DR 45l i DAL RS
LA /N Y 3 /N W P DR BT ok 3 7 4 i
NG YA AE, ShanabZE BT R IINASH

(49
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N5 e 255 R IR R 2.(77.78%) i 35 5 T
XA (31.25%), ZNASHK B L SR B sl pe
KEE 2, M i 2 il T 4 23 JORE TR D0 R B2
RIS, MM SRR INAFLD (%
TELE W TE B RE R L AT o B AR K
B 5100 3ok e 35 i 7 g T I S 4 R
B HNAFLDARAT # VIR, BATIIRTTT AL
NAFLDZ R 73 N R A B A E K ] B 4
%2, MRS 18 M LA R HCR T B, 5
REAEAE T 5 SRR, U HINAFLD X Rl iE N A
TE TR E S SO 2 B AT i o B AR
TLR4JE N #F R AIZ AR, FERIETIHE
[ TR PR VN D TR S O
B b, A A R, S N EERSS SR, Wi
G (1 FR S AR AH S B (interleukin 1 receptor
associated kinase, IRAK). %X F-kB(nuclear
factor kappa B, NF-«B)&5ii % _F i i s I8 4L 1A
“F-(tumor necrosis factor-a, TNF-a). FH A2 (in-

1 2ARGKAFIEHEREER

| BN

KB R TR
NAFLD % % ik
ES Y &8
i F5IETLRA8 %
o, BAE % AR R
Y HRiE.
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terleukin, IL)-1. IL-6. IL-8. IL-12Z:418X+
(2 1t 5 L 90 1 & 2B, 55 I s
RAEING S ARG TS H VMG, AR
TETLR4A/My D881 5 i 18 7 i R R £ AH < Mg iy
PEIF9E 2 905 LA S B F Y, Tadanobufr
W0 RN AF LD I 23 96 40 R TLR4 5
Fik, BRI EAE 20 Rivera® R
TLRAYUER /I G HT AR 7 /) 5RO 453 3 R P a2,
& TR R/D, I TLRA SNAFLDI R IG G 4
FEUIMR R, IEH ANEGIERETLRAFR LK
AR, T S L LIRS 11 P o A A
13 RS AA AT — 8 N TR R A T R
993, RIDAAAOGS N #5389 e i 37, NomuraZE'Vk
ILTLRAZRIA ) N S B PS5z =4, H
LPSIi 52 2 8 5 TLRAZRIE T i &2 7] 2 IEAEK,
E B TL R4 AR IA J2& 7= A L P STiif 52 [ B A 15
AT R BINAFLDAL XK /M B T LR4
FIEH BT E, UINAFLD S SRkt N2 Z 14
TN SZ AL A IR

AT BINAFLD S A [ A A0 5 T VR
R R TLR4AZ L B, ik —8 ik i 2
I C AR, FATRILKIAF B 5 TLRAKIA 2 1F
M, KIGFFE 2 N TLRAE A R, i SUSEAT
P 5 TLRAKIL WO R NAH S, FAT TN X — I
SENEERA L. N TEFE S S I B g R
AN (17— i 22 B (lipopolysaccharide, LPS)5j
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MR EURINESY, U2 0F90IE S N4
o B M 0 TR R A A A R, S R R
VERG W78 AR k=3 K0S DI NN TN 7 B3 7 -
A2 B P AR B R, AR 2 AR T
G Ji 38 TP IR P R BN, T RUEAT A R FL IR A
BRI 340 4 J 3 o A BRI AR, AT A7 E AT LA
IR A R S B A K (R E N H
TR, AT b P 5 2 44 0. TLR4 2N
BER 24K, TR NLPSHERA B i Py Jz 4
MITLRAMFIE, F HILAEH 52— 52 ik ] A 5]
A, W IE KT R 2 5 R iE
BEF N A IS AR AE S TLRAM R IE K IX L,
FH, T R FT B 45 2 A= 1 384 0 U6 A3 TL R4
R IERIE T, XA B R T AT
WA R

ARFRATT AT A B, FLIRAT B 5 XU AT B ) Ay
JiE a6 AR T, A RALIIVE R, RIRE R 5 TLRAR 6
FHOG, TBRATTHIT 7 FLRRAT 1 5 TLRAJE A
P ILXFER R R, BATA N IX— IS ] e 2
H SRR AR TR D I A R S 4 RO A AT 2
A7 LE I DG 2R, T 6 LAJG I 50 b 38 0 A AR
LB

T, BATRIINAFLD K R iiE i
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Abstract

AIM: To compare different methods for prepara-
tion of samples for electron microscopic obser-
vation of Shigella flexneri surface structures.

METHODS: Three Shigella flexneri strains were
cultured and used to prepare samples for elec-
tron microscopy. Samples were prepared in
different osmotic environments. The obtained
electron micrographs were compared to obtain
the optimal sample preparation conditions.

WCJD | www.wjgnet.com

RESULTS: Hyperosmotic environment in sam-
ple preparation often makes cytoplasmic shrink-
age occur, which is beneficial for cell surface
ultrastructure observation. By comparing the
electron microscopic pictures of the three strains
of Shigella flexneri, we found that the abundance
of bacterial lipopolysaccharides (LPS) was less at
37 °C than that at 30 'C.

CONCLUSION: High osmotic pressure sample
preparation is better than common methods in
observing bacterial cell surface ultrastructures.
Using this sample preparation method, electron
microscopy analysis revealed that the relative
density of LPS of Shigella flexneri varied among
different culture temperatures.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Biological electron microscopy; Shigelia
flexneri; Lipopolysaccharides
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Abstract

AIM: To explore the correlation of serum indexes
with the degree of hepatic inflammation and
fibrosis in patients with autoimmune hepatitis
(AIH).

METHODS: Routine pathological examination
of liver biopsies was performed in 146 patients
with AIH) from 2003 to 2013, and serum liver
function and coagulation function indexes were
also recorded in these patients. The correlations
between serum indexes and hepatic biopsy his-
topathology were assessed.

RESULTS: Serum alanine aminotransferase,
aspartate aminotransferase, gamma-glutamyl
transpeptidase, alkaline phosphatase, direct bili-
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rubin and activated partial thromboplastin time
were positively correlated with inflammatory
grade [correlation coefficient (r) = 0.232, 0.245,
0.204, 0.255, 0.241 and 0.236, all P < 0.05], and
serum albumin and albumin-globulin ratio were
negatively correlated with inflammatory grade
(r = -0.245 and -0.187, both P < 0.05). Serum
alkaline phosphatase, total bilirubin, globulin,
direct bilirubin, prothrombin time and activated
partial thromboplastin time were positively cor-
related with fibrosis stage (r = 0.224, 0.184, 0.419,
0.197, 0.290 and 0.382, all P < 0.05), and serum
albumin and albumin-globulin ratio were nega-
tively correlated with fibrosis stage (r = -0.387
and -0.526, both P < 0.05). The receiver operating
characteristic (ROC) curve was drawn between
the above indicators and inflammation grade
and fibrosis stage in patients with AIH. The area
under the curve (AUC) of serum albumin and
albumin-globulin ratio in SO stage disease were
0.75 and 0.809, and the remaining indications
had an AUC value <0.7.

CONCLUSION: Serum indexes have limited but
appreciated value in estimating inflammatory
grade and fibrosis stage in patients with AIH.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Autoimmune hepatitis; Serum indexes;
Liver biopsy
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Abstract

AIM: To investigate the abnormal changes in
peripheral blood lymphocyte subsets in patients
with autoimmune hepatitis and to analyze their
correlations with liver dysfunction, immuno-
globulin (Ig) and hepatitis activity index (HAI)
to explore the significance of abnormal Iympho-
cyte subsets in the diagnosis and treatment of
autoimmune hepatitis (AIH).

METHODS: Thirty-six patients who were diag-
nosed with AIH and did not accept prior immu-
nosuppressive therapy were included. Thirty-six
healthy subjects were used as controls. Patients
in both groups received tests of liver function
and immune function. Liver biopsy and histo-
pathological examination were carried out to

WCJD | www.wjgnet.com

evaluate HAI score for AIH patients. The subsets
of T lymphocytes, B lymphocytes and regulatory
T cells (Tregs) were detected by flow cytometry
(FCM). Correlations between the percentages
of lymphocyte subgroups and liver function, Ig
and HAI score were evaluated.

RESULTS: The percentages of CD3'CD4"
T, CD3'CD8" T, CD19" B,CD5°CD19" B and
the ratios of CD3"'CD4" T/CD3*CD8" T and
CD5'CD19" B/CD19" B cells were all significant-
ly higher in AIH patients than in controls (all P
< 0.05). However, there was no statistical signifi-
cance in the percentage of CD4'CD25"CD127dim
Tregs between the two groups. The percentages
of CD3'CD4" T, CD3'CD8" T, and CD5'CD19" B
cells had a positive correlation with serum levels
of alanine aminotransferase, aspartate amino-
transferase and HAI score. The percentage of
CD5'CD19" B cells was positively related to IgG
(r=0.482, P <0.01).

CONCLUSION: In AIH patients, abnormal pe-
ripheral blood T and B lymphocyte subsets may
lead to the aggravation of liver injury. Cellular
immunity mediated by T lymphocyte subsets
may be more closely related to liver injury and
hepatic inflammatory activity. Immuno-regula-
tory effect of regulatory T cells may not be obvi-
ous in AIH patients.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Autoimmune hepatitis; Lymphocyte
subgroup; Indicator of liver function; Immunoglob-
ulin; Hepatitis activity index
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Abstract

AIM: To investigate the significance of ultrasonic
measurement of pyloric tube diameter in the di-
agnosis of duodenogastric reflux (DGR).

METHODS: Sixty-eight patients diagnosed with
duodenogastric reflux by contrast-enhanced
ultrasound at our hospital were selected and di-
vided into a high reflux group and a low reflux
group on the basis of reflux time and frequency.
Thirty subjects without DGR were used controls.
All patients were subjected to measurement of
pyloric tube diameter to analyze the relationship
between pyloric tube diameter and reflux time
and frequency. The ROC curve analysis was also
performed.

RESULTS: The pyloric tube diameter in both the
high reflux and low reflux groups was signifi-

WCJD | www.wjgnet.com

cantly higher than that in the control group. The
pyloric tube diameter was positively correlated
with reflux time and frequency (r = 0.822, 0.718).
ROC curve analysis revealed that the area under
the curve (AUC) of duodenogastric reflux and
high reflux was 0.920 and 0.789, respectively.

CONCLUSION: Ultrasonic measurement of
pyloric canal diameter is useful for the clinical
diagnosis of DGR.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Ultrasonic; Pyloric tube diameter; Duo-
denogastric reflux
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Abstract

AIM: To study the molecular mechanism be-
hind the effects of astilbin in protecting the liver
against warm ischemia-reperfusion injury.

METHODS: C57BL/6 mice were randomly di-
vided into four groups (n = 8 for each): a sham-
operated group (Sham), a model control group
(I/R), a low dose astilbin treatment group (10
mg/kg) and a high dose astilbin (40 mg/kg)
treatment group. At 24 h and 1 h before isch-
emia, mice in the two treatment groups were
intraperitoneally injected with 10 and 40 mg/kg
astilbin, respectively. Then 70% hepatic isch-
emia-reperfusion, including the left and middle
hepatic lobes, were induced. The I/R model con-
trol group and the sham-operated group were
administered with equal volume of normal sa-
line. After 90 min ischemia and 6 h reperfusion
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of the partial hepatic lobe, blood and liver tissue
samples were collected. Serum ALT activity was
detected, and the levels of NF-xB and HO-1 in
liver tissues were detected by Western blot. The
mRNA expression of these molecules was de-
tected by semiquantitative RT-PCR.

RESULTS: Compared with the I/R model con-
trol group, serum ALT in both low and high
dose treatment groups significantly decreased
(sham: 142 U/L + 25 U/L; I/R: 3521 U/L + 270
U/L; low dose group: 1766 + 179U/L; high dose
group: 1067 U/L + 101 U/L, P < 0.01), and the
decline was more significant in the high dose
group than in the low dose group (P < 0.01). The
protein content of NF-kB in liver tissues gradual-
ly decreased in both treatment groups compared
with the I/R model control group, and was low-
er in the high dose group than in the low dose
group. HO-1 levels gradually increased in treat-
ment groups, and the increase was more signifi-
cant in the high dose group than in the low dose
group. The results of mRNA expression showed
a similar trend (sham: 0.53 £ 0.07; I/R: 1.00 £ 0.11;
low dose group: 1.17 + 0.16; high dose group: 1.57
+0.07, P <0.05 or <0.01).

CONCLUSION: Intervention with astilbin can
reduce the high levels of serum ALT caused
by ischemia-reperfusion injury, down-regulate
the high expression of NF-kB protein and up-
regulate the expression of HO-1 protein and
mRNA in IRI liver tissues. The protective effect
of astilbin against liver IRI is possibly related to
the promotion of the expression of HO-1.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Lk, g TR URXTHA 5 Sham4 LEAL, NF-
K BRIA R, VEHEm N KFE TS,
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FHAE(A)/DFIETTEE EIHO-1 mRNAKIL

KA A P gk R
EALHIL-10.
SOCS14S0CS3
ok, AR K
B A2 B o
HIEBG P, R
B I EHda Fad
it A7 E o4 2e e
49 AL A Fo ALK
BRFAER.

2013-12-18 | Volume 21 | Issue 35 |



4022 ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFEA ML ZYRG 20135123188 52145 3565
iR EE 4000 1 []sham bp
A IR % da T OLRrR 100
X AHO-1F 4 3500 1 B I/R+A (10 mg/kg)  HO-1
F-xB(nuclear 3000 - B [/R+A (40 mg/kg)  mRNA 250
factor-kB, NF-
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f-actin
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N
w
N

Band intensity ration (HO-1/B-actin)
[
o

B 2 BHARNFELANF-BEBHIFI. 1: Sham; 2:
I/R; 3: I/R+A (10 mg/kg); 4: I/R+A (40 mg/kg). NF—kB: #%
[K-F—«B.

HO-1
32 kDa
1 2 3 4

B 3 EHERNFALRHO-1ZBIEIN. 1: Sham; 2: I/R;
3: I/R+A (10 mg/kg); 4: I/R+A (40 mg/kg). HO-1: M4 %
PJIE=TN

(1.17 £0.16, P<0.05), K7 N W] &1 5=HO-1
mRNA XA (1.57£0.07, P<0.01)(K4, 5).

3 111E
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5. W0 R LIS 16 IO A 52 5T 40 i (G 36
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DM A: SOZH; B: AEPAH; C: ANPZH. 'P<0.05 vs I/Rfﬁ,
"P<0.01 vs I/RZH. HO—1: M4 ZShn5aENsE1.

/AN Bt P AR I 98 v 50 A R,
R TNF-a ) 4 B F 3 R /1 £ 10(interleu-
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HIBEEE . BT I e TR TR 7 46 FH AL

T BE 2 T o TR TLR 443 53 % S L.
HO-15& HUR 70 2 (328 b, 1 VR 78 25 1

IEZTLR-AK NI TERCAAZ —. BRI R A BRI
Pt PUARAEZh RE M AE IR T 50 o 449 21 G
Tsuchihashi ") 144 5 i k(cobalt protopor-
phyrin, CoPP)i/5 FHO-1id Fik, i FKiAFHO-1
TG 5 5T S 505 T (signal transducer
and activator of transcription-1, STAT-1)f{]FRiA
&E%ﬁEEE@CXCL-loE}@Fi MCXCL-10&
TLR4WGA R T BRIFNIE& 210 3 27 4). HO-1
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Abstract

AIM: To investigate the expression of zicfami-
lymember1 (ZIC1) and P130 in cholangiocarci-
noma and their correlation with the biological
behavior of cholangiocarcinoma.

METHODS: The protein expression of ZIC1 and
P130 was detected by immunohistochemistry in
43 cases of cholangiocarcinoma and 20 cases of
normal bile duct tissue.

RESULTS: The positive rate of ZIC1 expres-
sion was significantly higher in cholangiocarci-
noma than in normal bile duct tissue (53.49% vs
25.00%, P < 0.05). The positive rate of P130 ex-
pression in cholangiocarcinoma was significant-
ly lower than that in normal bile duct tissue (55.81

WCJD | www.wjgnet.com

vs 85.00%, P < 0.05). The expression of ZIC1 and
P130 protein was related to pathological grade
and neoplasm metastasis (both P < 0.05), but not
to sex or Nevin stage (both P > 0.05). There was
a negative correlation between ZIC1 and P130
expression (r = -0.360, P < 0.05) in cholangiocar-
cinoma. The expression of ZIC1 and P130 pro-
teins was related to the 3-year survival rate (both
P <0.05).

CONCLUSION: The abnormal expression of
ZIC1 and P130 proteins may be involved in the
development and progression of cholangiocarci-
noma.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Cholangiocarcinoma; Zicfamilymem-
ber1; P130; Immunohistochemistry
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B 5 e i m g A FAT A K R

Fik: B R 40 240 SP ik A 434 e B
4 L% A= 206) EF leE LR P ZICL A
P130%& & 4 £ ik 4 L.

LER- o m R P ZICIM R X B 55 T
B R 2R 43(53.49% vs 25.00%, P<0.05), P130
KA B EAKT B AR 4(55.81% vs 85.00%,
P<0.05); ZIC1#4=P130% & JE 2% 4m I I 7 08 &
ik 5 R 5 BRI R T A AR K (P<0.05), 5 &
P H], Nevinay#1 R A48 £ (P>0.05); ZIC1£2P130
FaRAZWAEAMEQE = -0.360, P<0.05);
ZIC1#4=P130% & JEP2 % 4m MG P 0 R ik 55 34F
A BB B £ (P<0.05).
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Abstract

AIM: To explore the therapeutic effect and sig-
nificance of zinc preparation in infants with ro-
tavirus enteritis.

METHODS: One hundred and three patients
with rotavirus enteritis were randomly and
equally divided into either a treatment group or
a control group. Both groups were given con-
ventional treatment, and the treatment group
was additionally given zinc gluconate. The ther-
apeutic effect and hospital stay were observed.

RESULTS: The total effective rate was signifi-
cantly higher in the treatment group than in the
control group (80% vs 63.08%, P < 0.05). Length
of hospital stay was significantly shortened in
the treatment group compared to the control
group (P < 0.05).
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tive in the treatment of infantile rotavirus diar-
rhea and can obviously shorten the length of
hospital stay.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To investigate the diagnosis and surgical
treatment of primary gastrointestinal non-Hodg-
kin’s lymphoma (PGINHL).

METHODS: The clinical data for 33 patients
with PGINHL were retrospectively reviewed.

RESULTS: The tumor was mainly located in
the stomach (n = 16), small intestine (n = 9), ap-
pendix (n = 1) or the colon (n = 7). All cases were
pathologically confirmed to have non-Hodgkin’
s lymphoma. All the patients were treated surgi-
cally, containing radical excision in 26 cases, pal-
liative resection in 4 cases, and intestinal short
circuit anastomosis and biopsy in 3 cases. There
were 2 deaths during the perioperative period.
Twenty-two patients were followed and the
1-year survival rate was 85%.

WCJD | www.wjgnet.com

CONCLUSION: The lack of specific clinical
manifestations in PGINHL easily leads to mis-
diagnosis. When the diagnosis is not clear or the
patient have surgical indications, surgery should
be performed as soon as possible.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Primary gastrointestinal non-Hodgkin's
lymphoma; Diagnosis; Surgical treatment

Zhang YD, Xu T, Song ], Xu W. Primary gastrointestinal
non-Hodgkin’s lymphoma: Analysis of 33 cases. Shijie
Huaren Xiaohua Zazhi 2013; 21(35): 4034-4036 URL:
http:/ /www.wjgnet.com/1009-3079/21/4034.asp DOI:
http:/ /dx.doi.org/10.11569/ wcjd.v21.i35.4034

i 2

BH: RATRAMAMEFETEHL
J%(primary gastrointestinal non-Hodgkin's
lymphoma, PGINHL)## ¥ Fn S FF0& 77 5 nk-

Fik: SR AR R 2T s A S 9T 6933 4)
PGINHL #9 s J& F4F.

LR 336 EH P EBALT B 166, B9
1), BB, LERnTH). ARG IR TR 264,
BIGF RAw), fTHE . EEEF R34, mE
ER[AEEFLHKCE. BF Kns2
18], 2645 3K AF 35, KJG M5 1 F BAR A5 h
85%.

ZEip: PGINHL# W R A B 2 45 Fobk, B 5
FHRY, AT R AL bR F RIEAE
oy B H R FRET.

© 2013FMNDBEESBREDERATHE.

R FANEmEEES &M DR, LI S
B8y7

D3RR PGINHLIG R L5822 o R e, 2 5 3t
RET, Mt RS A YR EEZTENELRAE,
B VA R 4B 405 W Ao 008 57, Fuib REATAE

2013-12-18 | Volume 21 | Issue 35 |



KR, . RRMBIEIFESTMEREI3M 4035
BRFR, FASTEEGARY Wi fois 75 AR EHNERERN, RITEEW NG, Tk wm A4 5

R M.

SKWZR, VFEE, RE, RN, RREBHEIFESTMNEE33
Bll. tHRENBICRE 2013; 21(35): 4034-4036 URL:
http://www.wjgnet.com/1009-3079/21/4034.asp DOI:
http://dx.doi.org/10.11569/wcjd.v21.i35.4034

0 31

W LR 45 AN A B LT i, UM
TER IR 20 05 AT S5 AN LR K130%-40%, 1
JIT A TS o T R R 1141 %-8 %", 2R R
BN AR A7 49k 8 (non-Hodgkin's lymphoma,
NHL). [P H i A o w5 <5 itk LR (pri-
mary gastrointestinal non-Hodgkin's lymphoma,
PGINHL) A #AK, i B b, i AR DA 23,
BIZRB D, I H B Tk Z A R0 s R %
W IR 2RI 4e Pk, AfELAXTPGINHLIK
I NG — e T %, HATIR R AR
SERHATT N EZR AT . UHEE2008-20124F
KREATAMEHAIT FE 0 B2 1331 PGINHL,
BT,

1 #RIRGEA

1.1 A AR 335, Y5224, Zo11fdl, 4
i£29-81%, “FIYERR63.3% . KIF EHEI A) A
7 d-24 mo, “FEIRIZ I [A] 4 3.8 mo. IfFREINA:
JE AN TE B BE9R20191(61%), IEERALELSH(15%),
FEAT3451(9%), BEATTEAR BT T BE24(6%), S
JE341(9%).

1.2 7%

1.2.1 Wi de - BAAT A ANAI3300 B 4000 B2,
Y WNHL, #85F &DawsoniZ Wibrifk: (1)J550% FE
PRV R ELEE IR (2) M Fr TC AN B itk 2 45 i K
(3) A i v TG 2 HE 2 Bl 4H I (4) s fr
/N B Uk BRI AR R BRI (bR R G5 (SIS
AR SZAZ AL, T 90k 80 10 PR 4 31 g vk 3
J&Ann Arbor/r i, K PGINHL ) 4 T H#: i
Jo i SR PR, AR U A T bR BRI R,
AR, TITHY: AT s B2 8 VI &F
AR

1.2.2 %8 AR4iH 166 ENHLARRT1T B Bk
2, SHIHE KT, 1145175 18 0 B Gk R, (Hok
EPE. 9B/ NHNHL A AT T 4 AT H B
AR, SPTRE. Wik RGUERACTI &
R I/ IN R o s T e R, 1404 R

(49

TR

Baishideng® WCJD | www.wjgnet.com

SETE, AN 1B IR B AN LB i 2 £L, 473 IR AR
R, KRJF90EUESL/NHNHL. 14 ENHLA
Wi NS TER 2 48, 7145 NHLA 147 45
BEAICTH A A 1 I HRi2 K NHL, 5%1% 8K
g, 100 BHAT HI IR A, A S5 98 BEAIE 5K
45 ANHL.

2 B8

2.1 BB E A Fa ) LB AR S, A
33413 WNHL, Horbikig KB4 ENHL 2241
(64%), 47NN ZIX B4 L PENHL 741(21%), E41
HMUPENHL 2181(6%), Ml #HCTAH e HENHL 2451
(6%), MALTH#KELR 1451(3%). IR 5 19 1A,
1139912451, 119 10451, IV 313451,

2.2 Pty ERA AL 3340 b ibRg T o 164,
SR, TR A6, 224
farofil b+ 4811, =16, Bk T7H; AT
b2 1491 &5 B 748 v B 3 4, T4 Al

2.3 F Rk RA3BBIATFARIGYT, LTI
BFAR2601, 179 FAR401, 1TRE . TS
FAR3%1.

24 @R Ay FBITFARWSET 261, 16158 T AR5
itk €, 1R g 4= ) iz A0 L AR 2, TR
Ja 2 NEds DyRe v, Yo BNHL. AR5 3264
FOARTFREUI1AE L b, BV F84%, HH2141F
ARJGAT B2y, 3T AT IS R o, 16
JT 7 ZHCOPTT E ARG . KR, ke
A CHOP; (I WlENZ . 2R A . K&
B IRIBAD), 20 Bt J5 R AR BT, TAE A
1% N 85%(22/26).

3 11E

PGINHLIWImK RIS 57, ShZ R ek, 25
LA A R R AR E . R Ll R
NG M. MERK. Tl E; M EE LR
i MK WRERE . AL IO I 4
MEE . PEE A, BEAE . RAE RN 2 oh &,
0 5B S e, PGINHLIFS W 3 AR 58 0 85
R HE L CT. WA RIG RS, (XL A
A % B ERBRYE, SiE s 2ARE. fENE
N E SN AR ME A0 AR AR R T AR
P 3 AR BB, O PR T T W T Ak £ R A iR
RFMERZ, & S 0D Xk, Fn L
B R AR kS5 5, 3 B0 BT AR B P R A AR
T A6 R G0 A A n] AT A R AL, (HAS

7S B AT R
Mg s AT
¥ $PGINHL#
W Fe i 97, HE
#—F 6B R
5 K& R R
b7,

2013-12-18 | Volume 21 | Issue 35 |



4036

ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFRHELASSIVZYE 20135E128180 215 35851

WA 5
A XRA — R A
FEL

(49

TEE
Jaishideng®

AE TG K M. B A RIC T 234 AT S8R vl R L
IR ek I T Uk 2L 5 TR AR O, AR AN R 0 e
PEBRS. AR R, RS B A 1
WA S A e i, BOATE A E BT
i P SR R T L AR e, i
IR ELIRE G ) S 1) 7K 5 1) A2 K PET/CT S
(S 7B Ry R AR TR R SRS (S BEW (5. 5
ks e i, R T AR PR b LR Y,

PGINHL&T FRFEAFAR. 7. JK
7 SRPEIRIT  FERNAYT KPR 0
H vl R B AR VA M DT BR 4 3=, SR )5 T kAT
AT FILAR IR YT, A ST KR & F RiRYT
(1) B g 3 Ik LR S AT (Bl B A3 b, SR Ak
FHATT FEARESGE g 1 B AU, AR TFA
1BIT IAE X PGINHLI/E AT AR AT 403, 1
X TANGE 2 W SO TFARFRAE 1R 585 N L
TTHINEIR AR, DA ZE R 6T IR B B R
S W R o R TS Ty L2, Na-
kamuraZ: 0 5 Pk i T K CLR 45 S (1 I
PR B GERLBEAT 23 A W, I DR 23 S R
P S TV Ik R0 P A7 3% 2 (1 ST T TR 3%
ATV A JUFPE OV %% BAT FRBIT,
Sl BN 227 ST Sl IR 3 2 1 e PGINHL
I T R I R, BAR BT I
AT LLZWPGINHL, {HA /N 2 2R AT 2]
YA IR 93 B AL 2R 2% 28 0 i I I T R T DLAdE B
AR SRAT AR IR I8 20 SR A B AT 905 B 4 A, T
PAAPGINHLG 82367 S A nf S, JLUOGH
73 /INBNHLATSR 75 ZAKSE SRR AR SR 86 41
SURAA REWIIZ Y, B 4PGINHL S | %
L. . mESE, TR ERERYT
Ji %, WARPGINHL o] Lhid i F ARG, FARIKE
& NAZAE R B, JLAREN e B i ol i s Ak
J7 0T LA BT e T Y, de s BV A BT
AR T LA 24 D) B IR, IR TR TT BA, d
EIT R, JE HLAn SRR ALK, kT w5 5]
i I 2 LB BHL A S RRE, kR R T
DA S0/ 3 8 9 R ) A2

WCJD | www.wjgnet.com

2, EARPGINHLII AT I PR 2 W5 R A,
RS I 4 UL AT L3R 77, %A
e W12 W7 2B 46 T ARFEAE M P GINHLE# 1
SR T AT

4 ZENE
1 Nakamura S, Matsumoto T. Gastrointestinal lym-

phoma: recent advances in diagnosis and treatment.
Digestion 2013; 87: 182-188 [PMID: 23635497 DOIL:
10.1159/000350051]

2 R, Chsy, skigas, SRR, TR BTEI. BRAE
B Emk ER IS 5 IR HER M IR
2011; 14: 913-914

3 IR, ME, R, B, BERE, SR, SR,
mEom, WEESS, X, B AR AT
EMERIImARR AL HIEEIESMRZE 2008; 28:
472-475

4 ISR, SRIN, SR BEURIES ImEMEEis. R
SFRFFEAE 2006; 35: 42-44.

TRIICTRAGRIN. P25 77K 2012; 22: 578-580

6 A VP AVIVE, SRR HAENGE E TR
ORI, HEN B 2002; 8: 28-30

7 Makis W, Ciarallo A, Abikhzer G, Stern ], Laufer ]J.
Desmoid tumour (aggressive fibromatosis) of the
colon mimics malignancy on dual time-point 18F-
FDG PET/CT imaging. Br | Radiol 2012; 85: e37-e40
[PMID: 22308225 DOI: 10.1259/bjr/43870228]

FIIM% « RELIE 2011; 20: 766-768

9 CORENAE, BEEUE, BUE, BE, sk, @8 BREE
T FRE AT Stk R RAFIE K TR, JERIE 2004;
23: 685-688

10 REEHE, SR, XBIREE. JEUR M B sk R
AT, ENEF (R 3 HT) 2004; 3: 214-216

11  Cheung MC, Housri N, Ogilvie MP, Sola JE, Koniaris
LG. Surgery does not adversely affect survival in pri-
mary gastrointestinal lymphoma. | Surg Oncol 2009;
100: 59-64 [PMID: 19399785 DOI: 10.1002/js0.21298]

12 Nakamura S, Matsumoto T, Ilida M, Yao T, Tsuney-
oshi M. Primary gastrointestinal lymphoma in
Japan: a clinicopathologic analysis of 455 patients
with special reference to its time trends. Cancer
2003; 97: 2462-2473 [PMID: 12733145]

13 wER, FER, SET, Skask, JAtE, DB,
#, TV BRI NI R ASFIRIB 4T, HhAEsh
Rl 2013; 5: 92-93

14 Radman I, Kovacevi¢-Metelko J, Aurer I, Nemet D,
Zupancié-Salek S, Bogdani¢ V, Serti¢ D, Mrsi¢ M,
Pulani¢ R, Gasparovic¢ V, Labar B. Surgical resection
in the treatment of primary gastrointestinal non-
Hodgkin's lymphoma: retrospective study. Croat
Med ] 2002; 43: 555-560 [PMID: 12402395]

i Wi wh L

2013-12-18 | Volume 21 | Issue 35 |



WREAFILELC

wcjd@wijgnet.com

HHRAE A\ 2V 2013551251803; 21(35): 4037-4042
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

s /& 2 3 CLINICAL PRACTICE

ETV13 R EF7#E S Iz e g rviEH

Z |, R, X%k

B XEkR, HEEFRE—WEER LR LB EFHMN
W 341000

Ty, KK F P& EREAA 3B R 430071
=R, TEMNEEGENZHHAR.

L T AT ARG R A AR BR B, No. 20081028
LEEREF TAZHASRELLT R B, No. GTT09114
& RS NREDFLST ARIEHZRSITRER
1ESEAR; BB DITAANE X SIEBZ2 7.

BIRMEE: 71, BIZUS, 430071, IR EONHE EXFNE
1695, BN AZPEERTHELAIRL. dixulong@yahoo.com.cn
INFBEHA: 2013-06-05 {BEBHA: 2013-07-25

BZHE: 2013-11-19 AZ&EBREE: 2013-12-18

Role of ETV1 transcription fac-
tor in gastrointestinal stromal
tumor cells

Qiang Li, Long Xu, Xian-Fa Liu

Qiang Li, Xian-Fa Liu, the First Affiliated Hospital of
Gannan Medical College, Ganzhou Municipality, Ganzhou
341000, Jiangxi Province, China

Long Xu, Department of Gastroenterology, Wuhan Univer-
sity Zhongnan Hospital, Wuhan 330006, Hubei Province,
China

Supported by: the Scientific and Technological Project of
Jiangxi Health Department, No. 20081028; the Scientific
and Technological Research Project of Jiangxi Education
Department, No. GTT09114

Correspondence to: Long Xu, Associate Professor, De-
partment of Gastroenterology, Wuhan University Zhongnan
Hospital, 169 Donghu Road, Wuchang District, Wuhan
330006, Hubei Province, China. dlxulong@yahoo.com.cn
Received: 2013-06-05 Revised: 2013-07-25

Accepted: 2013-11-19 Published online: 2013-12-18

Abstract

AIM: To investigate the role of ETV1 in the pro-
liferation and apoptosis of gastrointestinal stro-
mal tumor (GIST) cells.

METHODS: A recombinant lentiviral vector car-
rying the small interfering RNA targeting ETV1
was constructed and used to infect GIST-T1
cell. GIST cells were divided into three groups:
a blank control group, a negative control group
(PLVX-shRNA group), and an experimental
group (PLVX-shRNA-ETV1 group). After infec-
tion, ETV1 expression was detected by Western
blot. GIST cell proliferation and apoptosis were
detected by MTT assay and flow cytometry, re-
spectively.
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RESULTS: In the early stages after lentiviral
infection, cell proliferation in the experimental
group showed no significant differences com-
pared to the blank control group (P = 0.539, 0.188)
and negative control group (P = 0.877, 0.992).
However, in the late stages, cell proliferation in
the experimental group showed significant de-
creases compared to the blank control group (P
= 0.014, 0.000, 0.020) and negative control group
(P =0.011, 0.000, 0.003). The rate of apoptosis in
the experimental group was significantly higher
compared to the blank control group (P = 0.000)
and negative control group (P = 0.000).

CONCLUSION: ETV1 transcription factor may
play an important role in the proliferation and
apoptosis of GIST cells.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To develop a prediction rule to stratify
risk for colorectal neoplasms in asymptomatic
individuals in southern Jiangsu province, and to
evaluate its screening efficiency.

METHODS: Asymptomatic persons in southern
Jiangsu province who had complete colonos-
copy data were included in this study. All par-
ticipants were asked to complete a questionnaire
which covered information on potential risk
factors, including demographic characteristics,
medical history, smoking, alcohol consumption,
dietary intake, and other factors that may be
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associated with colorectal neoplasms. A mul-
tivariable logistic regression method was used
to identify independent predictors of colorectal
neoplasms. A prediction rule was developed
from the logistic regression model by using a
regression coefficient-based scoring method,
and then internally validated. The screening effi-
ciency of the prediction rule was assessed by its
calibration, discrimination, and accuracy.

RESULTS: A total of 905 asymptomatic persons
were included in this study. The prediction rule
comprised three variables (age, smoking, and
alcohol consumption), with scores ranging from
0 to 6. The prediction rule had good calibration
(P = 0.093) and good discrimination (area under
the receiver operating characteristic curve = 0.65,
95%CI: 0.61-0.69). When a score of 1.5 was used
as the screening cutoff value, the sensitivity, spec-
ificity, accuracy, positive predictive value, nega-
tive predictive value, positive likelihood ratio,
and negative likelihood ratio were 65.1%, 57.2%,
59.9%, 44.4%,75.7%,1.52, and 0.61, respectively.

CONCLUSION: The developed prediction rule
had good screening efficiency and, thus, can be
used as a preliminary method to screen colorec-
tal neoplasms in asymptomatic individuals in
southern Jiangsu province.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To investigate the clinical significance of
kallikreins10 (KLK10) and human epidermal
growth factor receptor 2 (HER-2/neu) in colon
cancer and analyze the correlation of KLK10 and
HER-2 expression with clinical and pathological
parameters of colon cancer.

METHODS: Sixty-seven colon cancer speci-
mens, 10 colorectal adenoma specimens and
10 normal colon tissue specimens were used
in the study. Immunohistochemistry was used
to detect KLK10 and HER-2/neu expression in
these specimens. The correlation of KLK10 and
HER-2/neu expression with clinical and patho-
logical parameters of colon cancer was analyzed.

RESULTS: KLK10 and HER-2/neu expression
levels were significantly higher in colon cancer
than in colorectal adenoma specimens and normal
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colon tissue specimens (all P < 0.05). KLK10 ex-
pression in colon cancer was correlated positively
with TNM stage, degree of differentiation, lymph
node metastasis (all P < 0.05), but not with age, sex,
tumor size, pathological type, or distant metastasis
(all P > 0.05). HER-2/neu expression in colon can-
cer was correlated positively with TNM stage and
lymph node metastasis (P < 0.05), but not with age,
sex, tumor size, pathological type, distant metas-
tasis or differentiation degree (all P > 0.05). KLK10
expression was correlated positively with HER-2/
neu expression in colon cancer (r = 0.260, P < 0.05).

CONCLUSION: KLK10 and HER-2/neu may
play a critical role in the development, progres-
sion, metastasis and angiogenesis of colon cancer.
KLK10 and HER-2/neu expression can be used
as important prognostic factors for colon cancer.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To investigate the clinical effect of endo-
scopic stenting combined with neoadjuvant
chemotherapy in the treatment of malignant
colorectal obstruction.

METHODS: A retrospective analysis of 75 ma-
lignant colorectal obstruction patients who were
treated at Liaoning Provincial People's Hospital
between 2003 and 2008 was performed. The pa-
tients were divided into three groups, a control
group (n = 30) treated using traditional methods,
a stent placement group (n = 30) treated using
self-expanding metal stents, and a stent place-
ment plus chemotherapy group (n = 15) treated
using self-expanding metal stents in combina-
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tion with neoadjuvant chemotherapy.

RESULTS: The percentage of surgical patients
undergoing colostomy was significantly higher
in the control group than in the stent place-
ment group and the stent placement plus che-
motherapy group (62.5% vs 30.0%, 25.0%, y* =
4.619, 4.500, both P < 0.05). The tumor resection
rate was significantly lower in the control group
than in the stent placement group and the stent
placement plus chemotherapy group (37.5% vs
70.0%, 75.0%, * = 4.619, 4.500, both P < 0.05).
The radical surgery rate was significantly higher
in the stent placement plus chemotherapy than
in the control group (41.7% vs 12.5%, y* = 3.938,
P < 0.05), but showed no significant difference
between the control group and stent placement
group (x° = 0.059, P > 0.05). The five-year sur-
vival rate was significantly higher in the stent
placement plus chemotherapy group than in the
control group (26.7% vs 3.3%, x> = 5.513, P < 0.05),
but showed no significant difference between
the control group and stent placement group (x’
=1.071, P > 0.05).

CONCLUSION: Endoscopic stenting combined
with neoadjuvant chemotherapy can effectively
improve tumor resection rate and radical sur-
gery rate and prolong survival time in patients
with advanced colorectal cancer.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Endoscopic Stenting; Neoadjuvant
chemotherapy; Malignant colorectal obstruction
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Abstract

AIM: To compare the diagnostic value of double
balloon enteroscopy versus capsule endoscopy
in obscure gastrointestinal bleeding to help
choose the optimal diagnostic strategy for this
clinical condition.

METHODS: A comprehensive literature search
was performed in PubMed, Medline, Vip data-
base, Wanfang database, China National Knowl-
edge Infrastructure database (CNKI) and Chi-
nese Biomedical Literature database (CBM) of
randomized controlled clinical trial using double
balloon enteroscopy and capsule endoscopy for
the diagnosis of obscure gastrointestinal bleed-
ing dating from January 2003 to January 2013.
Data of included studies were extracted and
their quality evaluated independently by two re-
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viewers. RevManb software was used for Meta-
analysis.

RESULTS: Based on inclusion criteria, 13 pro-
spective randomized controlled clinical stud-
ies were included in this study. Meta-analysis
showed no significant difference in the diagnos-
tic rate between double balloon enteroscopy and
capsule endoscopy for obscure gastrointestinal
bleeding. Subgroup analysis showed that the
diagnostic rate had no significant difference
between enteroscopy in patients with positive
results in previous capsule endoscopy and en-
teroscopy in unselected patients.

CONCLUSION: Double balloon enteroscopy
and capsule endoscopy have similar diagnostic
results in patients with obscure gastrointestinal
bleeding, and enteroscopy after capsule endos-
copy can not improve the diagnostic rate.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

Intrahepatic bile duct adenoma is a rare clinical
entity which was frequently found in routine
physical examinations. It is easy to be misdi-
agnosed due to its unspecific ultrasonographic
characteristics. The major contrast-enhanced
ultrasonographic characteristic of the present
case was “fast in and fast out” pattern, which is
difficult to be differentiated from those hyper-
vascular hepatic tumors. The contrast-enhanced
ultrasonographic characteristics need to be fur-
ther studied.

© 2013 Baishideng Publishing Group Co., Limited. All
rights reserved.
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