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Abstract

Gastrointestinal smooth muscle has spontaneous
contractile activity, which is very important to
digestion and absorption function. However,
the pacemaking mechanism in gastrointestinal
smooth muscle is still not clear. In this article,
we review the recent advances in research on
the mechanisms underlying gastrointestinal
pacemaker activity. We summarize the
classification, function and pacemaking
mechanisms of pacemaker cells, and the
relationship between pacemaker cells and
gastrointestinal motility dysfunction. As
abnormal pacemaking activity is often associated
with gastrointestinal motility dysfunction, it
is of great clinical significance to clarify the
pacemaking mechanisms in the gastrointestinal
tract.
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Abstract

The prevalence of obesity and type 2 diabetes
has increased over recent decades. Bariatric
surgery has been widely used in clinical practice.
There are three categories of bariatric surgery:
restrictive surgery, malabsorptive surgery, and
combined restrictive and malabsorptive surgery.
Bariatric surgery causes not only weight loss but
also a remarkable and durable remission of type
2 diabetes mellitus. However, the mechanism of
diabetes resolution remains unclear. In addition
to weight loss and food intake restriction,
incretins also seem to contribute to the resolution
of type 2 diabetes following bariatric surgery.

In this article, we will review the efficacy and
safety of various bariatric procedures and the
mechanism of diabetes resolution resulting from
bariatric surgery.

Key Words: Bariatric surgery; Type 2 diabetes mel-
litus; Incretin
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1.1 Ml B F R 22K TR A e KRR Lok
SE AR, B> YRR, R W
DL AR W] 0B A R (adjustable gastric
banding, AGB). AR A JE e — /N H %
F—AN ] 5 1 e e PR kT
I B TR I ROR . & M AT I A U U E
W A(laparoscopic adjustable gastric banding,
LAGB)2 S RET-R, T19934E BT 1),
19944F 1 E /LRI H] T IR, JFZ i) 24
1H5F, 20014F 47 5 FFD AL AL .

1.2 BORR R A F R /NG 558 T AR L8N L
540 cmih B R BIA TS0 cmik, AT LLH I
Bk, (ARG S BRI IRYS . i
JIEEEL R A0S T 1 I RRE T4 o FH L i
S P A IEJBE 5% R (biliopancreatic diversion,
BPD)Z AL FBillroth IT H KHVIBRA, 4647 H 5
IRk, X5 H IR 2250 cmib it /Ny, -
BN R 3550 em bRV A, XK
NSRS B E SR, B N A
%r. MarceaufHesst ¥ R 1 A, B RHBE 1)
B, DREHE NSRS 32, A+ 3R — A U b
I = M250 e/, NEEEREY) & 225 )
100 cm|7lfiz, 494 Rl i 5, WROSCTRIRR 3 T,
S AR R Ay ML 5% -+ — i i 2 7 R,

1.3 BRAAF AR AR PR A R Y
FARME A IAK, 19674 HiMason i /L HRIH,
0¥ B A N 15-30 mLi/NE 3, I 525
W 1, RALE KE VIER T REBillroth I
MRS, JLERYIG Dtz AT SO A, i
AWIEAT TSR . HA2 19774, Griffen Y H H
55 4% F- AR (Roux-en-Y Gastric Bypass, GBP)ff |5 -
v, KR T IRHIR A%, HATE &
Y BRI T A R B AR 2

2 BRFAETRRRNERESZ S
AR, WRBTFARAG S T Mok 2. £
TG RAIE 5 Sk, JBONE T ARANAN o] A58 58 2 1 4
SOPAR N B, 1T T LA AR S Bl PR
P TR LA e L B g St A J 35 R0 4K
Dixon5 " 5E a1 0 B AL B 526 60451
B IEFS W2 BB R (R FE<24F) . A iR 5L
(BMI)30-40 kg/m’ 1 fif & # BEHL 5> M 1TLAGB
(T AR 87 LR A8 4235 5 A iR )T 4,
FOASE S 21 1097 28, L rhomH R 28 ff v se SN AE
ASFHZTHE DL R 2 I A <7.0 mmol/L. #i b I
215 FA(HbA1C)<6.2%. 24F 5 T- R4 - BMI

www.wjgnet.com

M36.9 kg/m* F&$29.5 kg/m’, 1A &Ik
20%, Bl R O 208 31 73%(22/30); AL 44l
(1 HBMIA 37.1 kg/m® R[4 536.6 kg/m®, Bl
PRIR AR H 7 13%(4/30). Ramos?555%5 201451
BMIS1-20-30 kg/m’ ({12505 L9 5 5 1 7 s s
N iR Y B AR T ROAT T WSS, K
A SG3 moFHIBMIM27.1 kg/m*H & K 4525
kg/m®, 3 HEARJF6 mo— B 4EFFfa e BRI, St
IS, 25 BB MTHb A 1C/K -t B0 T W 2 1
P&, RJE6 mof\ AT 251 i3 i i A 1 A
WE2iayr. Rk, Wit FARAEBMI<30 kg/m®
(10 555 R R 9 B A AR A AT PR Lee 5%t
820047 I IE B FGBPIINE I & b A A2 2
B JAC s B TR B2 2 1 20 1491 J8 3 B AT BE
R, ARG VI A 038 F F%32.1%, A
ABMI>35 kg/m’ [ &3 T 4598.5% MUK & 11
W, MBMI<35 kg/m’ ) & 47 89.5% I ki ik 52
I RJES55E, B A 5T A1 25 M8 /K 14K
RIRFEERR.

20044, BuchwaldZ5" 5136 53 HEAT
Meta 3 A1 & B, L F-HBMI A 46.9 kg/m®, AGB
YLEE I AAMA TR R B34 47.5%, GBP4L
h61.6%, 1MBPDALATIAE]70.1%; 3FHA R AL
(PR PR IP AR5 I M 47.9% 83.7%1298.9%.
BRUbZ Ak, =70% 0 35 1 i 5 R 45 31 23,
61.7%I1) B I i ML R A3 LAY 1F, 85.7% (1 i
F18) BEL i 1 B I WP B 2 4 255 IRV 2R 20094F,
BuchwaldZ ™5k — 5 6F 62 1 I 57 HEA T Meta 7 Ht
BoR, BT IIBMINA7.9 kg/m’®, SAKKIHISMA
SR IRIES55.9%, SRR PRI 2 AR 2 78.1%,
AR T 5 A IR PR 93 2% At e 4 BRURS 55 K /A
YCHBPD. GBPMAGB, J HAEARJG<24EE =2
SR RO LT3 25 5.

BT DR A BT R S R AR I A
Ab, WL T AIE 7] REFEAG B I A T RS, 36
4 195056 3~ G B P 1y 28 1) [l st 4 BA 210 5
B, EARJFEEEV T EN, TR O
o OB RIS B i RE TR AR T XU kT TR 43
NFE56%. 92% 2 60%. HE—F 3 HiftoR, BMI
=45 kg/m’ WAL LA (14 TR AE T2 R 55 2 v
TBMI<45 kg/m’ WAL EH, FARIEBMI=45
kg/m* W41 535 A0 T RS W S FAG, (HAR g 2
F PEBMI<45 kg/m* W41 (aE T KIS, )
13005 [ S B4 PR TS e o ORI 90 0 1 4410.94F
(I BE VT R I, I T AR AE A 5 1-24F 1) 4 o
R, I BAEAR S 10AET5 88 nl AR FE AR
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L EE X EPIES
#.%. Ponces 49
B 7R ARIE 5% e
LAGBR G2 %
F P oM R R 0 5
i 5 R R = R R
P RARK.

S8, TH R TT AR TR T FEAS 2%, 55 A
7 A LG, IROIE T AR A AT G 2 PG R BB T,
Je LI O IR FE R e BT B sE T,

R, ServiceZ!" W% T 66IGBPA &
HUI A 5 i AR LA AE (neurogly copenia) [
L T R A S R R AR, BR T 1
FFAE 1T BE B B 2208 I e AR e A A, o i
LI I 2298 TR R 2 SO . REA B AT IR
P 50 S SRR 0 2 O B, AR A 5 R
HEAT R o DIBR A, A 28 8 R G I 0
RIIW K. BFAL RS ARG AL 22440 A 35 R I
By 20 B A i, SEr VIR A7AE 22 R T R B 2R
DB R i 1) 92 21 2 4k 2 e €0 m] LS 45 6 3 A
JoR R A o IR B A . kR A AR
71, GBP R i 138 i 15 41 3 5 R () 2k

INS =2 NS AL YR o ek o M EWN ]
A A, (R ILHEAE R b /2 A28 21T, Papasavas
U 2 i I 85 FGBPII 1164 g HHAT Bl
ViR, AJG AR R A2 2% 410.3%, Eik
T8 14 3.4%, WI& HBR7E3.4%, 5k B 5 4LN
0.9%. Ak, JLAA R =F4FL n] GeA T 4 P Bt
i WG . S YIRS, R 1R
FEA G 585 1R R kg WP WA A S0 08 1 AT

INETF ARG I — s WIF RE 3 25
fE, ATRION N Y5 Wl Xk, FE sk
= RO, X R T TFR)S R
54+ —Fe s i B EAE R, X
HRARELERE R B TP 25 2 L. Padoin®E™
X103 44 4552 G B PR I e i 2 3E A7 1 100 ] s 1
WEFCRIN, 494 £ 2800 FR IS 1) HE ke 2 38 AR s
U 25 A5 AE 1 K A 56 44.9%, 111544 AERE PR
(I REJE ER 2 A K 5.6%. 64N, GBPA & b il K
A I 22 Bl o A 22 1R iR SRR T AR R

3 AR ARERR2 BUEERFSAIMN &
3.1 R R AR 28005 R 1 R A S R D)
FHIG, WA 5T 2 ok 5 d5 1) B W = IR S
SO PR3 2% A 1) B T B IA] . e B A ) 1)1 2
LAGBA G B, %I T AR IF5RAT B B i i
fiEdr ey, PUZRBR T F B 4R, DixonZE ™
XF 50 EE2BLRE PR B E R LAGBAR G 14
(RT7 ROW S I, A4 VT ok e A A8 1 SR v
B PRI R 10 LR . PonceZ " RAIF 5T [ #F
UESEEL A GBA J5 24 838 bl s (1) 22 il 5 44
JF R ek BH S A O

AV ZR SR, ERIETFAREHRZ

SR N RS O AT L =N A B a
L A PR (K H L ). Pories®E T H1995
AERAE T 60841 95 B IE B & H AT GBPIIRYT
SR, PR T 1461 B3 P 2 800 IR, 152
5 Jg B 32 48, KSR 4 moW, fEARJTE FREZ
T, 83% K128 R0 & H198.7% KT 52 437
SR TEANTEATAT 254003697 FIRR IR T A 17 0 T Ifi.
Bl I 3 SCHbALC/K PR 5 1E % . Schau-
er® A IRIRE R, B2 IS FGBP
(R NE 2B PR s (8% b, A IR A ATHbALC
P G I N B R S N T T S W
RAER, B IF2BO8 R 1) L B E AT GBPAR A
HH B PR ) A B A, AN R AR R T
JIES PR PR el R AR, T A2 — o U PR S A
3.2 JAR Y TEWFIAE R T R 7
AGBX} T PRI 2 398 T-GBP, fH2&
AGBAJGHE R 22 % % JF AL T-GBP. Rubino
SR GRBE R K R se &L, + 38
-7 5% 4 F A (duodenal-jejunal bypass, DIB)Ff:
~ R WAL KA A BN 107 A N, AR AT DL sk
BHE PRI AT BT AR FALAH L, 75 R 254
AR BT R ) 24T, DIBFARAJIR WoR
T A R U I A e, kR R
MEEGBPXTAE AL P AU PR K B s AR H &
FLE ARG S 08 126 & A FE I, GBPHRE 2
PRSI0 K B 1M B, {H 5 GBPA 5 IR £ ik />
k. BA BB, ERAETFARS, ek
VAT B 55 2 B0 PRI SR 0%, (R AT e
AN T RIS D AR (1) Joe AR A i R
3.3 i A2 A paked T B pE L EENAN
SRS E, ATLLAM I Z RS I IE W E . GBPAR
Joi B B85 At DX e s R s > i AR (R
[, ' P TE N 53 0 3R A R B A PR T A
FH A2 U B TR 68 97 B PR 1) AL 22—
Uk, H T TA A 2 ity s i R [ i Bk R e 4 A
BOHE TR B R SR R
TG, B I T 5 3B (R Ui(hind gut
hypothesis)Fl i 7 iE i Pi(foregut hypothesis)#
PR
3.3.1 B ARt s T BN, EIR
Wy R B T N 3 3R R ORI (B8) 43 W 4
Jon, Ik P T - JE R R B AN M Tl e, 3 n
B 5 2 S ORI (RO RE T, I AT e Ah A 4 Z0%F
B By 2 OB LT R AU 2 IR B R
FE-1(GLP-1), GLP-1/2—Fp i 2 I i e i 5 R
(incretin), FE AR M. [FIig A5 L
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M J3ih. AR SE, GLP-11 324 AE N R i
PIIBAN h34 3Rik, GLP-10] 5 3 bk & 3%
()45 BOFRE . GLP-1FIGLP-152 4485 771 A
AT AR T Pt K B 4 M 110 16 G R B A=, 3 T LAl
BN M AV T, AT 38 I8 bR 973 50 49 1) B 4N B s
(B cell mass), I35 B4H ML T fig. GLP-1Fx 1 7
50 W A0 P A 0 % 36 A W Ak, I LA A ik
TEREZ oy vih . GEIR B HEAS . AR S
5 BRI S 2 PR 2 T R, R KB A
TR OB E A 19 i R 2 IR(GIP) a2 o) — M B
JU RN B 35, GIP - 3 W A 2 1l (R K 40 i 53
Wh, LAY R B DT 2 R AR PR B 3R AW
. WFF SN, GIPAA AT DA HE 55— B AH B
FOUh. O I U E, I B AT 2 EGLP-1
(K353 S I 0 S A FH 2,

20074F, LaferréreZ5PI %L T 84514 H-2 Bl gl
PRI LI 22 S5 7EATGBP A S 1 mo, MY
IR 2 B RO G L P- 1R G TP 43 W 7K S48 T, 11
Al 5 2 M 5 A [ I 7K S P Mk v S
AT 2 e T R B 3% e T AR (it
5B IEH KF, $E o U8 T A w4 iz i 1 B 3%
RNV IE . AR, GBPAJG &y
EE PSP AT NS 1871 B NI TR & 5140
AR A HE K G B P 2 BB R 5
(R ATL 1 2 20 T B B 3% 0 A v IR ok I AR
P m YL o, R 4 IMGBPF
AR EAT BT (45 R KPR B
SN R AN S 3z BE S i AL ; GBPF AR 1] fEid
LI LA e, 5 e ) B 2 I mRN A
B, B LS GLP- 1K, 18 i 18- 5 i
M. TR TF ARG GIPACF AL 4R
ARG D, HE518A—. ClementsZEM {4 i
R, TEGBPA G HU] GIPHIKSE -0 B B ARk,
X 5 Laferrére %R 18 1 GIP/K P34 = A —EL.

LAt A o 1 e 5 25 1) J T R 22 P9 43 W B
HEEBETFARGERAL. WZIKYY(peptide
YY, PYY), H[FFEE ARG i i /N iz L
S0 53k, wT LA AR, ek R, AESE 4
7%, Morinigo%s ™k I H J5 I i 2 ¥ (BMI 47.4
kg/m’+6.1 kg/m*)fEFZGBP AR, GLP-14
PY Y X (1 5 B B R %, RS 6 mo, S
FH AT N AEFEIR & (BMI 43.6 kg/m®+7.8 kg/m’), {H
JLGLP-URIPY Y R A 4 T s A2 B S .
Ghrelin == %t 5 JEME i /N 3 W, 7] LA iF
FAK, SN E PR, FHI S 3 50k, ¢ T-GBP
ARJGGhrelinff 284k, H AT RF L LA L
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Pk, FXPYY. Ghrelin® HAth B i 1
IIE T A5 85 PR Dz i b BRI, st — 2
EILiR

3.3.2 AL FARM Y s+ —fa M
W N, BHAERGE “ S e s R 17
B “JBR B FRARGI 1 HT B R A T
UE S A AR U, RubinoEhKE 12 JA i 12 5B
PRI SN PIRERL GO BRUBENL T3 A 2L, 73l S
1 ZF5 - 55 1% K (duodenal-jejunal bypass,
DIB)F1'H 25 W) & A (gastrojejunostomy, GI). A
JEBER W AR SR AR AL, JFEAR G 10 diEAT 1
R A TR IR LR TFARIG4 wki 347 55
2CTFAR, RIGIAHK B 5+ —fa5la 7 &, ki
NEHWTE; MGIBALKE 5+ iR,
BT SN T SB2IRTFARJE 1 whFHRAT
i 2 B k. AR, R A AT,
TR K Bk B M4 i 1Y 4 %520, DIBAL
N SR NEES I /a0l Ik £ TTEAES DN
B PR LB U)W S 3. BB 2 IR TR S B AT b R
B, GIALK BT/ P8 e, HORE & 5 i
UL 2 T W12 M 2%, 1 DIBALK AL /M
FETTT8005 W0 L B T B P 5 O k. iR &
RARTR, U/ o A2 R 5 P on] RE R A EE
PER, 303 /)N i T B A7 A6 26 1 R B WI Y “ 4t
Pl e By 2 A 17

4 g

JIEL FPE A0 2 258 9 1 973 2R B4y 2 30 4 1 i )
e, b5 HAH G ) B I RE T EE S TR
AEE R A AR AR AR YT T AR T 7 U
HI BB 2 03697 AN g 1K B0 =0T 2R RS OL R,
Pk JIES T A g R IR £ 2 2B P s R R T
MR BOE R, AT ORI T AR ZE AR R 1
B, B 7 AR TR . SR A, e
Fl e R IE A AR, IR AT AR
JPE2 TR PR A R ST 2 3R AR - KU B L
B A -2 35 L i AT AP 4 IR VPG, AR DG
J7 IR FEAT A RRHR AN TT .
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Abstract

AIM: To investigate the effects of clopidogrel
on the proliferation of human gastric epithelial
GES-1 cells.

METHODS: GES-1 cells were cultured in vitro.
After GES-1 cells were incubated with clopi-
dogrel at concentrations of 0.01, 0.1, 0.5 and 1
mmol/L for 24, 48 and 72 h, the reduced prolif-
eration rates of GES-1 cells were examined using
methyl thiazolyl tetrazolium (MTT) assay. A
dose-response curve was established by plotting
the reduced cell proliferation rates against the

www.wjgnet.com

concentrations of clopidogrel. The half maximal
inhibitory concentration (ICs) and safe concen-
tration (ICy, concentration that achieves 90%
inhibition) of clopidogrel were calculated using
the Bliss method. The morphology changes of
GES-1 cells treated with clopidogrel were ob-
served under an inverted phase contrast micro-
scope. Flow cytometry was used to detect cell
apoptosis after GES-1 cells were incubated with
clopidogrel for 24 h.

RESULTS: Clopidogrel induced GES-1 cell in-
jury in a concentration-dependent manner (F =
11.546, P = 0.002), but not in an obvious time-de-
pendent manner (F = 13.455, P = 0.003). The IG5,
and IC,, of clopidogrel at 24, 48 and 72 h were
0.36 and 0.51, 0.35 and 0.08, and 0.16 and 0.08
mmol/L, respectively. After clopidogrel treat-
ment, the number of adherent cells was reduced,
cells became round and suspended, and some
cells showed nuclear condensation. Flow cytom-
etry analysis indicated that the apoptosis rates of
cells treated with clopidogrel at concentrations
of 0,0.01,0.1, 0.5 and 1 mmol/L were 4.7%, 5.3%,
14.7%, 51.0% and 60.5%, respectively. The apop-
tosis rate of GES-1 cells rose with the increase in
drug concentration.

CONCLUSION: Clopidogrel can inhibit the
proliferation and induce the apoptosis of GES-1
cells in a concentration-dependent manner.

Key Words: Clopidogrel; GES-1 cell; Methyl thiazolyl
tetrazolium assay; Apoptosis
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WA /NS L LN DY 25 08 w) A, R
(MTT). —HEEWHUDMSO)H A [FHSigmalry
#], Annexin V FITC/PTJ T IIK 771 &0 [ 2 [
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1.2.2 Zofe A K dph) 5236 N B E 57 41 bk
GES-1H 5 15%/N - 1L [FID M E MBS I3 i L
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Abstract

AIM: To investigate the effects of B-cell-specific
Moloney murine leukaemia virus insertion site
1 (Bmi-1) gene knock-down on cell senescence
and migration in human gastric caner cell line
BGC823.

METHODS: Two pairs of complementary small
hairpin RNA (shRNA) oligonucleotides target-
ing the Bmi-1 gene were devised, synthesized,
annealed and cloned into the pRNAT-U6.2
vector. After DNA sequencing to verify the
correct insertion of the shRNA sequences, the
recombinant plasmids were transfected into
BGC823 cells. The expression of Bmi-1 mRNA
and protein was examined by reverse transcrip-

www.wjgnet.com

tion-polymerase chain reaction (RT-PCR) and
Western blot, respectively. The effects of Bmi-1
knockdown on cell senescence and migration
were determined by B-Gal activity assay and
Boyden chamber assay, respectively.

RESULTS: The double-stranded shRNA oli-
gonucleotides targeting the Bmi-1 gene were
successfully cloned into the pRNAT-U6.2 vec-
tor. DNA sequencing results verified the correct
insertion of the shRNA sequences. RT-PCR and
Western blot analyses indicated that the expres-
sion levels of Bmi-1 mRNA and protein were
significantly downregulated in cells transfected
with the recombinant plasmids. Particularly,
Bmi-1 protein expression was almost completely
abolished in cells transfected with the recom-
binant vector harboring shRNA targeting the
sequence GGAGGAGGTGAATGATAAA (nt
1104-1122). Compared with untransfected cells
and cells transfected with the empty vector, the
average percentage of senescent cells increased
and the number of cells passing through the
Matrigel decreased in cells transfected with the
recombinant vectors.

CONCLUSION: ShRNA-mediated silencing of
the Bmi-1 gene can effectively promote cell se-
nescence and reduce migration in human gastric
caner cell line BGC823.

Key Words: Bmi-1; siRNA; Gastric cancer; Senes-
cence; Metastasis

Gao FL, Liu CL, Li WS, Zhao GQ. ShRNA-mediated
silencing of the Bmi-1 gene promotes senescence and
inhibits migration in human gastric caner cell line
BGC823. Shijie Huaren Xiaohua Zazhi 2010; 18(4):
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RNAF .3 Ry
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Mg HK5624m
g ag it Rk, AR
7 4 R K 562 28 i,
B3 7h, KA R
RNAF#HAE AR, 5T
% B EBGCS8234m
JeBmi- 14k B # &
ik, MRS F
S 4m RO 3% 2% Ao 47
. BHHBeHn,
A BB FR
#ragde b

Afg Rk EHEFEAT EBGCR23mie, K
FART-PCRA=Western blot%~ 341 Bmi-1 & &
mRNAF=& & & A o) T AL, SA-B-Galf &40
Fo 2 BLAR SMZ 22 2 B A I o AT AT 4w L 3% 2% Am
2. BHEBHA.

ZR: fe@mBmi-14& B #9siRN A A4k 4%
FER R EAPRNAT-U6. 2B 4K, 20l 54
M, AN B IEH; RT-PCRA=Western bloti
M 2, Bmi-1& B 6§ £ KPR 2 AL, 3
F 201 104-1 122 nt(GGAGGAGGTGAATGAT
AAA) A ¥2)3 7 #siRNA Bk AF A 5% 4%, Bmi-1
mRNAF R G £ K JL-F A4, 45 FsiRNA
HREMILE R R EI S . FiEMatrigel
MR R FE T B, B R4 Andt e m Bk
Yoi £ F A B P<0.01).

it M4 B EBGC8234 e Bmi-1 4 B £,
VT VASG e L0 K Ae AR AR 2. BEAS
O

X218 Bmi-1; siRNA; BE; 413 %; B

BR=, WER, =4, &XER. MHMBmi-12ERTEN Sk
B G C823RBAELBHNER. BFRLNBART 2010
18(4): 335-339
http://www.wjgnet.com/1009-3079/18/335.asp
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J5 35 R Bmi- 1 (B-cell specific moloney leukemia
virus insertion site-1, Bmi-1)/& Z i FE K 5K ik
(polycomb group, PcG)ZK kI — I, J& T x40
BT, AEVE 2 MR TR AFEB mi- 1R PR 5 3R
B Bmi- 1R AR A A R BF5 R 0
Bmi- 13 i /E ] T INK4a/ARFEE KT 211 5%
i) 41 Jf 344 58 S 3 22 11, HLBmi- 13686 AR 3R 0k 7K
S R AR AR RS DA ORI, BN Y
SR FIRNA T B AN HIBmi-1 7018 PEBEPE
MK 56240 I ik 2k, ATTHHIK 56240 i
asE. B, ASZEG A HIRNAT IR, Ui
R H B G C82341 fiuBmi- 1 3L I [F1 K 3E, M EExt
FFEBGC82341 o A AL ¥ 5.

1 #ERSA

1.1 ## siRNAZAApRNAT-U6.214 [4 GeneScript
A+l Bgl N RHndIl. T4 DN AE Bl 5
Promega/A #); Bmi-1H11K(sc-10745)3 E Santa
Cruzaal; NEFEAEABGCS23W [ FigHfl
SN ZE; RPMI 1640 JIRA- I A H Gibco 2y

. RT-PCRIAAEIE [ Invitrogen A 7).

1.2 7k

1.2.1 4t 3Bmi-189siRNA¥e 5 71 49 5k ik: F
Promega siRNASE/FH M Bt R 48, FAHEA
Bmi- 13K 5 5](NM_005180), #HksiRNAHE
JER ), 4BLASTIRIJEME T, ik
FE2AM 2 19N FE [ siRN AL 741 1104-1122
nt(GGAGGAGGTGAATGATAAA)F1356-1374
nt(GAGAGATGGACTGACAAAT) W #EF51. 4y
il 20t R R REDN A SEAZ 17 G FA4% (1104F .
1104RA11356F. 1356R), P45 AN FBamH
[ FixXho T WUIBEALEE, bigA T4 W & .
1104F 5-GATCCGGAGGAGGTGAATGATAAA
TTCAAGAGATTTATCATTCACCTCCTCC
TTTTTTC-3'; 1104R 5-TCGAGAAAAAAGGA
GGAGGTGAATGATAAATCTCTTGAATTTAT
CATTCACCTCCTCCG-3'"; 1356F 5-GATCCG
AGAGATGGACTGACAAATTTCAAGAGAAT
TTGTCAGTCCATCTCTCTTTTTTC-3'; 1356R
5-TCGAGAAAAAAGAGAGATGGACTGACA
AATTCTCTTGAAATTTGTCAGTCCATCTCTC
G-3".

1.2.2 siRNASR R B 20 5 7 I8 kXt &k
FEDNAZEAZ TR LAE(1104F . 1104RFI11356F
1356R), B A AUEDNA(si1104/1s11356). 4R )5
YRR, 2 X R RNV MS pL, &R 2tk
PRNAT-U6. 28441 pL, TAERERFT pL, B k=Y
(sil104F1si1356)3 pL, 4 CRER, & AL 5k
AL RZ 41 fuDHS o

1.2.3 E20-F o4 5 st %52 BEALPR U A0 F Ja
H5I%PRNA-U6.2 FORWARD. PRNA-U6.2
REVERSE PCRY LS HA 1. N HFEE
BT 50 pLEE 7K 100 C &k 2R H h
PR, PCRY AR M5 ul 10 X Buffer, 2 ulL 4
X dNTP, PRNA-U6.2 FORWARDFIPRNA-U6.2
REVERSE#0.5 uL, 0.5 uL Taq DNAXK A, 5
uLIEHRDNA, 28 FH,04MES50 pL. 94 CHids
P43 min; 94 °C 45 s, 55 C 45 s, 72 °C 45 s, 354>
SNATRIR. 2% B eI W vk o3 B 47 G &5 L. 56
FHVEE 21 148 NP A TDN AT 51 43 4, £3
FIpRNAT-U6.2-si1104 FIpRNAT-U6.2-5i1356.
1.2.4 g i hA~FsiRNA#: £ BGC8234m ity Y
J712:2 [ Lipofectamine 200035 B R4 7. Y
e JFORL I IR JE 2 mg/L, 73 5 JepRN AT-
U6.2-si1104F1pRNAT-U6.2-si1356 K S 141 A1
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B siRNAZi-EDNAEI’SiEXEEﬂZ%%. M: DNA Marker
(DL2000); 1: 1104F, 1104R%& FFEHEFEDNAR K71); 2:
1356F, 1356R & FFEFFEDNAIR K74,

S, (A Y2 pRNAT-UG6 .2 JTCRIAT by 25 %%
RN R, DAAEE YL IBGC823 41 i g 7% 11 %) i
4. #3946 hife 15517800 mg/L G4185¢ A hE 7L,
75 12 55 7 5 HEAT AH OGRS

1.2.5 RT-PCRA&M: 2 RT-PCRIAF & 1t W - 1k
ATEAE; Bmi-15|4Forward 5'-GGAGACCAGC
AAGTATTGTCC-3"; Reverse 5'-GACCATTCCTT
CTCCAGGTAT-3', §" 14 v Bt 517 bp; [FI 473
B-actinfE 4y N Z .

1.2.6 Sk epid: WA 240 M, 68 P i 4 i,
W5 B A& &, BUE S, B TSDSE N M
Pz e I LTk FRL S BIP VDR 550 o/Lik
REWIK4 CE A6 hy AL 200% 5T A (Bmi-1)
Z YU, 4 CRPFE A FEAT 220001
EHRIgG H, BE 1 h. AL ROGIES BRI
PVDFJ#_FBmi- 1 [ KI5 &

1.2.7 mia A 3 & K5 ML )5 140 s mh
6L, 24 han fuisE j5, i F 25 [E] Cell Biolabs 2y
7%&@%%[3—*%%%@%@&%%, i B
PP BRUEAT Y10, 5 BEHLIE IS LS EAT 40
(X 100), ﬁriﬁz’h@i%ﬁ‘?ﬁ%?ﬂ%ﬂ@ﬁﬁ%

1.2.8 @nfig kM7 % % K FiBoyden Chmber
Assay i ik, S Matrigel(3E[EBDZA 7)) G 1ML
TH 164035 736 N 2 b )2 /NE 1985 F, 37 CIk
H2 hffMatrigelE St & H. N = H Gl 55
FRILFTFRIMINIHI T3 ML (1) _E 353200 pLAE N &
LA, 400 uL 1 X 10°/LAN A L=, 37 °C 50
mL/L CO,4/F FR57724 h. HEYL (0, WAEE F(X
100)BEHL T K06/ P T I8 51 11 1) 48 i 4. 40
WS TAT SR

BR
2.1 siRNAZ FDNA#JE K2R 1104F. 1104R
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GAGAGATGGACT GACAAATTTCAAGAGAATTTGTCAGTCCATCTCTCTTTTTT

B 2 RUBESEFRAIBEBABIINEESR. LEN EA
pRNAT-UG6.2-si1 104 A FHIM 255 RIEY AL TR
pRNAT-U6.2-si13564 A FHIMIFEE SR 245 20 ik i
AT G 7 AT A58 4e— 58

bp
2000
0
i
B-actin 250

100

3 RT-PCREZBEEDOBMI-1 MRNATRIAIKIE. M: DNA
Marker(DL2000); 1: ¥4 RNAT-U6.2—si1104F9 5206140
ZHiff, AT A IUBmi—1 mRNAZRKSE; 2: ¥4 RNAT -
U6.2-si1356 152622021, 37" BERGIBmi—1 mRINAZERIK
S 30 BRUYWRINAT-U6. 275 B AN 25 B A R ZH A, 74
FrBmi—1 mRNAFRRKE; 4: AREEYLRYZS I IR 2R 40,
AR NBmi— 1 mRNAZEIR /K.

HMI1356F. 1356RK RIFSEZITIRDN A FLEIR K
Jei, VKT WL SE 4T, A7 1100 bp &, #5100
bpkt, 5 ih 54—, WK1

2.2 4 2Bmi-1 siRNAB RS2 2R R FEIR
FEDNAIE K7 (si1104F1si1356) 5 pRNAT-U6.2
WG FRRER R, BALDHS o, £ Amp+LB V-4 -
iR, MK H102 /M AL BT, BENL& PRk
voBE, XA B TDNAFSINE, 1585
Wil — B BH T A T (pRNAT-U6.2-si1104F11
PRNAT-U6.2-511356)(1%12).

2.3 RT-PCR# M Bmi-1 mRNA# & ik
pRNAT-U6.2-5i1104fIpRNAT-U6.2-si13 561 52
1. 241 BGC82341 i Bmi-1 mRNAZKIA
#5220, T S V20 BRI T 52
A5 TP SR HR AL R A AN 5 0] A IR Al
J AR A R KT I Bmi- 1 mRNAKIA(E3).
2.4 Bmi-189 435 ARF YL BB G C823 41 fitd 1l
B2 3 Rp RN AT-U6.2 1K1 40 il -F Bmi- 14K 1

Bmi-1 A4 &k R
¥, FHETAR
JEBGC8234m i, A
FAIRNAT R,
% F EBGCS23
2a fBmi- 14 H 8%
Fik, WA
BGC8234m i £ %
Aotk A5 6% va, %
ES S R EN-F
BGC823412.Bmi-1
KR EGK, TV
Hntm LY T Fals
kampAZ 2. 3545
RPN
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WiAZE x 1 HESZREIRABIAINERIRES () = 5)

KA A FIRNA

FHIK, WK F

FEBGC823 % A 253050 ¢, 310N =25

Bmi-l ARk DA AN FEResAEn | OWRRE

%, WESATAF EIIMERZR%  REBAEIMEET)

s 2m Bl e 2% A AR SCE148 PRNAT-UB.2-si1104 28.3+3.9° 22.4+4.2°

’f fj ’% # Zl 2R PRNAT-UB.2—si1356 25.9+43° 33.6+5.5°

7 % ‘5’3 ‘;D ﬁ J }‘ Z N e}

e b EHANRA PRNAT-U6.2 16.6+27 747493
TENIRAE - 17.2+£3.1 68.9+10.1

°P<0.01 vs WHR4A.

1 2 3 4

4 Western blotfBmi-THIFRIA. 1: FEYLpRNAT-
U6.2-si1 104FYSLEG 140 2: Fp RNAT-U6.2—si1356 /525G
24; 3; B RNAT-U6. 255 H RN 2S #R IR, 4. ALY
23 EIX IR ZE.

SR RIE; T A [ Bmi-1(pRNAT-U6.2-
sil104F1pRNAT-U6.2-s11356) (1) 5246 41 5 7 41
i, Bmi- 185 (8% W 406, b QL pRNAT-
U6.2-si1104/%1 41 j H Bmi-145 (1 JLT-5¢ 43076
(K14).

2.5 mR kR E E e fem Rk IMZ 2 F I 4
R AT 22 Y 10 S0 RN A1 P A oM 28 S 50 A
WE L. HYpRNAT-U6.2-si1104F1pRNAT-U6.2-
si1356M5E 51, 241 3 4 i 3 22 %, 24
X RCALAR LG S 0N, 2 1 B3 M (P<0.01);
SEEG 1. 241 % iEMatrigel (1) P34 40 B £k, 524N %)
WL AR LG W 2 b, 72 7 B PE(P<0.01). Bt
W14 F 5B GC823 4N B mi- 1 5E [F &k, nf LA
S8 o4 1) S0 S N A A AR S R RS (1) e

3 111E

T AL R 2 L R IR, oy A BRI
BET S DR B 207 ). o 195 B B R s
WEmEERZE. LR S5HBE2ENES 2
SEDRR . H AT, KIS R A S I S
T3 4c-Myc. Ras. hst. c-erbB-2%5"". Bmi-1
SEDN T PoGHUDY, B I B8 HY A 7 7 6 DA R
{9k T80 4t A AR, AT e-My e [l F 5 1
20 0 2 A R bR T . N2 Bmi- 13 R e 4 T
10p11.23, fH10/MMEF 41, cDNA%K3 568
bp, 17 T640-1 620 bp) I Fd BEHE S — A~ 75
3262 LR, AT 4> 1 45 kDal iz E A
. AR L o, AR/ BRIF B mi- 145

DN AJK- MR /K- LRI 5330 2k 86% Al
98%! 7. Bmi- 14K 147 2 5k Uiy 45 5 b Rl 0 X
H-T-HEZ5 R 358, 320505 40 1 52 1) 73 i P S A A0 410
Hlp16 INKdajt i), Jacobs ! il it /)N AN
AN S UE SLINK 4a/ AR FAT 5 f Bmi- 13E A 1)
RO R AL AT, B2 Bmi- 1 G T R i 41
I TE AN E . AEANR A ) IIAE R, INK4a
4ifihpl6 INK4a S5pl9ARFHIFNE (1. 7640 i A
i, i TeyclinD/CDK4A/6 & WHI/ER], pRB
J2 e FE IR AL I, At AN B &5 5 IR E2F 3 5%
K7, FOVFE2FSEIE DR 4 sk, A4 i th G JWTHEAS
S, Pk A A KRS A 4 Bmi- 1= #A 1, pl16
INK4a# ik Fiff, feicyclinD 5 CDK4/6JF
&), lidpl6 INK4a/cyclinD/Rbifi %, fiEi3k4H
J 0 A= KRS Bmi-175 R IEIEHIHIpI9ARF,
Wilpl9ARF/MDM2/PS3 i 4, FH1E4H i J& 44
A= 35 R0 O T2 R 40 i P Bmi- 1R R R A
I (A1 H2 X5 p RO AIPS 3 (1) 5 5 1 45 1] AE /& p Rb AN
P53 a1 s 50 A3 L 1) 7 D DAL ] A A
FUIL, Bmi- 1L R s HIR 1, —
HWOE v 08 TR an i b, Ho e
PIFEINK4a-ARFAL s, B2 AN e i
LA T AHABEL RIUTER, 785 KPR i i
T 8 2 IG5l , 51— R A 41 AR 2 2
Az Ak, Bmi- 1 PR AT )0 N i A
5k [f(human telomerase reverse transcriptase,
hTERT)[FI3 M i 7 2B A N FLIR b 4™, i
A it 2 Bmi- 1R 2 5 e B B 55— i@ 12
AR H A2 P Bmi- 177 Rk
M4, 3t HBmi- 1R IE7K- 5 g (10 K /N A ik
B B R AT o FE A DG, T 4 R T-
PCRI7 M5 424 B Fe FARVIBRbR A, 45K
Bmi-1 mRNAK L5 B KA R SRS &
BEVR FE B PIA2%(P<0.05), If H, Bmi-1 mRNA
P8 & LA R W AR T B, Bmi-11
I Ik B e ke R KPR s IR O R, A
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DA HRNATHHAR, ¥t 7244 Bmi-1
FISiIRNA#E 411 104-1 122 ntHill 356-1 374 nt,
P 2 A siRN A ApRNAT-U6.2-si1104
FIpRNAT-U6.2-si1356, %4« N BB GC8234
. RT-PCRAIWestern blotke il &5 H &7, LA
1104-1 122 nt(GGAGGAGGTGAATGATAAA)
B AR IsiRN AZAApRN AT-U6.2-s111045%
PHI4NHE, Bmi-13E K ZEmRNARIE H/K %R
e E e S R I ) B S M T A S
W, A2 AN IR 2 A 3 2 A e 283 %
3.9%; [FIINARAMZ 22 5250 45 5 o, %4140 i 2F
ZEMatrigel(f)°F- ) 40 fu it /022.4 4.2, P40
B GC823 41 i Bmi-1JE K 2k, Al L iy
95 B G C823 41 Jif 11 3 2& FN PR A 41 i 12 22 F0
Fofe ). ANSLEG g F 5 SCARE AR, B K
ESREZZHRERN, ZILRFE, 208
BWERE R, Bmi-17E B R ERIE. 7
TR 22 FE b R EERMER, i 3k —
HHRRANFRAERZR, Bmi-14 8k B LA
TRYT IR A
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Abstract

AIM: To observe the protective and therapeutic
effects and anti-lipid peroxidation effects of
taurine ganbo in rats with alcoholic liver disease.

METHODS: A rat model of alcoholic liver dis-
ease was established by intragastric infusion
of alcohol. Seventy-five male Wistar rats were
randomly divided into five groups: normal
control group, model group, low-dose taurine
ganbo group, middle-dose taurine ganbo group,
and high-dose taurine ganbo group. The model
group was given dehydrated alcohol (500 mL/L)
once a day for 8 weeks. The three taurine ganbo
groups were treated as the model group and
additionally given taurine ganbo once a day for
8 weeks. The normal control group was given
equal volumes of distilled water for the same
duration. After treatment, all the rats were

killed. Serum alanine aminotransferase (ALT),
aspartate amino transferase (AST), triglyceride
(TG), total cholesterol (T-CHO), glucose (GLU),
and circulating IgG against malondialdehyde-
modified human serum albumin (MDA-HSA)
were measured. Hepatic pathological changes
were observed.

RESULTS: The levels of serum ALT, AST, TG,
T-CHO, and GLU were significantly higher
in the model group than in the normal con-
trol group, the middle- and high-dose taurine
ganbo groups (all P < 0.0). The levels of serum
ALT, AST and GLU in the low-dose taurine
ganbo group were lower than those in the
model group (63.67 U/L + 6.89 U/L vs 81.53
U/L +2285U/L,131.2 U/L +11.63 U/L vs
156.47 U/L * 32.23 U/L, and 6.38 mmol/L *
0.66 mmol/L vs 6.86 mmol/L + 0.67 mmol/L,
respectively; all P < 0.01 or 0.05). The level of
circulating IgG against MDA-HSA in the mod-
el group was higher than those in the normal
control group and the middle- and high-dose
taurine ganbo groups (all P < 0.01). Compared
to the normal control group, the model group
had a much heavier lipid accumulation (P <
0.01). The hepatic pathological changes were
milder in the middle- and high-dose groups
than in the model group (both P < 0.05).

CONCLUSION: Taurine ganbo can attenuate al-
cohol-mediated increase in serum ALT, AST, TG
and T-CHO levels and exert anti-lipid peroxida-
tion effects in rats with alcoholic liver disease.

Key Words: Taurine ganbo; Alcoholic liver disease;
Alcohol; Lipid peroxidation
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Fik: RAL T LB E B )& AR IT LA 64
Frik, 152 & Wistar K HAALY 94 = & 4.
BRI BRI ERANZ. PRZ. HA
BS54, A AL F500 mL/L4 LB R 8
wk, BT ULTRSZLEHEE, RATiELy
MEEFRF . FRERE M LI ES
wk. T O RBUAFFRRLTFTEMKER
8 wk. 767 4 R )G, WK R £ bk iz, 46
M f & ALT. AST. TG. TC. GLUZ & =8
I a-th i RlgG, B AR RAT IOk &Ik,
B a3 e, WA &gl TAZE.

SR THURBPGEIFEP. A TLAF
ALT. AST. TG. TC. GLU3j "W 24K FTAR
20(39P<0.01), A EP. HH ELLFR
Z B ot R g GIR AR T AL 28(P<0.01),
BT EARA T LA HFALT. ASTAGLU/K
TFAEAN20(63.67 U/L£6.89 U/L vs 81.53 U/L
+22.85 U/L, 131.2 U/L%11.63 U/L vs 156.47
U/L=£32.23 U/L, 6.38 mmol/L%0.66 mmol/L
vs 6.86 mmol/L+0.67 mmol/L, £<0.012%0.05);
AT IE R R TNRES TSR
(P<0.01); AT =P Z 7 F LA IR 2K
G2 ¥ KT AL A 41(P<0.05).

L8 B E T ABAKALD S RS R &
AR, TG R L BAL, A AR R EEAE .

REEA: AT E; EARTERTW; ZB%; REBTE AL

K, SKESE, SR, B, FRE. HIPHEWASER
MAFRBIISTUIEIIER. BRENEIHE 2010; 18(4):
340-345
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0 515

RS 99 (alcoholic liver disease, ALD)/& K
13 A 5 R 1 o B M, AL RS
PERR T« WORG PRI 28 o PRSP A A0 25 5
FANN ALD S 7 [ 5 S BUF K 1) d 32 22
JE R, 7E TR ALDIW &R AL B AE ETE, 5K
TR AR5 75 M JHE R 5 3 SURH0 1 58— K0
DRI, A BT SO, B s B SR 4, Bk
DB 2 H il = R e P MERROE IR 07 I, S
JHNEZIfE, J 0T A & EREAL. A 55 2 At
FEAEEE G B DL IR AR A
WP, A AR A A ) 2R R AL
PR, SEEESERER . R . Bk
=, WEICENSE, RG22 E
H, X ZRERTSUN R 2 B va Ve .
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AR 2 38 o T S T I K BB P
M, DB AT 50 AL DI B 6 1 T
FnrREMIHLA.

1 #RRTE

1.1 75 A FEWistar KR, 8, A 5232.8 g
+19.9 g, 1l AR R [\ 5 B 2 Bt S50 3l
Wy B B A )RR A R S B R
LgGIl b5t 1 SR AR HARAT IR A W], HoRik
TR B BIR IR AR AL EAA RAF.
12 7 i

1.2.1 AR # B SHERLEE, KRS
5 1% 32 K BRUTPRG P A T 75 B fe e &
Wistar K, #8415, BENL 03 E 4.
BRI A RN 3AS S 41, B ARk 5 A 5 A0 70 R 4
IR mAEA, RS NITE, WD
F BTG, 1AL ZH RN SEIG 40 43 ) 25 7500 mL/L
{1 .18 mL/(kg-d)2 wk. 10 mL/(kg-d)2 wkH¥
InEI15 mL/(kg-d)4 wk, MANSZE 4187 45
TH W T 40.04 g/(kg-d). 0.13 g/(kg-d). 0.40
g/(kg-d)#2 wk. 0.08 g/(kg-d). 0.26 g/(kg-d)~
0.8 g/(kgd)7+2 wkifn#10.12 g/(kg-d). 0.4
g/(kg-d)s 1.2 g/(kg-d)fr4 wk(H T Nk
3.3, 10, 30f%), &40 H hioK 53k,
25 R R A R AN 4 T AR A AR 4 1 2K
TRAKHEY . REH8 wk, 2512 hjgab2E. H0.3%
I B G 22 AN 2 T m Lk g R BRAT I Ml S R
M, BRIVE R D) IS, MK BRI 5 20 kil SO g,
H0.5 h, A3 000 r/minZ.0010 min, WL FJZ 1
T, H0.5 pLESOAE 73 28 00E -70 CHAGIR VKA
A& 0, AT ML AR AR A R IS IR BRI 22 T
=70 CRARHR UK 28 H, kR U0 v, T IR HIL
et W IR 1.

1.2.2 F54%&0: (1)RHH.7600-2104
g AL A3 BT ORI - A iE P ALT. AST.
TG. T-CHO. GLUM & #&; (2)HELISA
%, Z2HVidaliZEf g PN —BEA NS
#J(malondialdehyde-modified human serum
albumin, MDA-HSA)JUAMK B 8047 g 78
PR MR 4% A R K AR T R A A B N
(malondialdehyde, MDA, # .5 (4 5 1 &,
HFIMDA-HSAFF A8 158 LMt L, SR 4c
ELISAMH M BRIEAT B IS AR A |
DN BRI A P i bR I et K BIg G
NSO g, H25EBIO-RADH
SREEFRAC(RL S 550)4E450 nm AR KSR 5 A

A7 B A 5

X 9 H P T 9% 49
M, B4 %
&P A B
Ao So, 9 AR 3 AL )
% @, w1 BA R
T A 5| A fig it
AL, 3 K ARG
Fe e B, 7T ABL
Mg it A 42 B
H T 9B 09 R R
PRTEFTEER
R, B —
5B it B A
) KA B TR
AT 95 0 3%
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LR L SO = | =AML L(E (mean = SD, /7 = 15)
Zhou% 5 3 A 4%
ﬁ R Y o
TR A, g ALTIUL) ASTIU/L) TGmmol/)  T-CHOmmolA)  GLUImmol/)
TR T BAFAR, " - - - : -
W Wu A A =BH 55.20 + 3.76 118.13 £ 8.64 0.55+0.07 1.16+0.11 6.28+0.21
BRI A KRB A AU 81.563+22.85 156.47 +32.23 1.26+0.44 1.42 +0.11 6.86 + 0.67
"iﬂ*fﬁf 2’;‘ {EFI2A 63.67 + 6.89° 131.20+11.63° 1.07+0.36 1.3320.25 6.38 + 0.66°
4§? j’ ;i \ ﬁ El = b b b b b

4

R T TﬁUg,ﬂ 58.40 + 6.37 119.20+5.28 0.90+0.33 1.20+0.24 6.36+0.37
B gRFae  EEA 61.87 £8.17° 123.60+7.78" 0.79+0.15° 1.21+0.17° 6.29 +0.50°

% 97 18 M AT
HTHE.

°P<0.05, "P<0.01 vs &L,

0.7
0.6
0.5

£0.4

450ni

N 0.3

==

0.0

T
—

T
T =

1 2 3 4 5

1 MDA-HSAFUAIGGIRIEEE Masonm). 1: Z5HAL; 2: 1
R 35 FEUFEHT AR, B AL

(A) (BTN S 500 57 & BAJS ANk i B 4% n
LW AAS, Hop i — 0 AR 58 UG # 2 &
0.25% Trion-X-100fJPBS/™#E%); (3) L
AT KBTI 0 B 4 2 2 AR Ak 5 VT 4y bR vED:
Xof A5 51K 998 B 1) A 1R AT O 88 (AN 138t s AT o]
RLAF), W52 W s i A JEF I %) 20 A 3 8L T
B IR AR R B AT BLAL, $% “-(0493) +(1
I Q2 3 (47 Bk
By

Bt Ab 3R RHISPSS11.58 0 4Ak, 1T
AT A E A B S HELIS AL FTllMD A-
HSABUATIgG % {E (mean & SD)E4TOne-way
ANOVAKE, XF 520 FFF R 221 197 2% (%5 4 AN [+
FHPEAE AN $n) 347 Mann-Whitney Test-|F S50k
RIS, LLP<0.054 2 BT Ge vl 2 X

2 BR

2.1 — AR SRR K RS B E R, RS RIR
A R DR SR W, 75 50K Bk
NG HT.

22 KA A&FGLU. ALT. AST. TG. TCA4 &
8 AL BAIALT. AST. TG. T-CHOHH B
BT AAP<0.01), GLUS T-45 A41(P<0.01),
Yl IR R G ST Ty SRR A L, ARl

xR 2 BEFBRELT (=15

4348 RTEE

- + ++ +++ ++++
=BEH 8 5 2 0 0°
(i) 1 3 5 4 2
EFIEE 1 5 5 3 1
FflEH 2 7 4 2 0°
=flEH 2 8 3 2 0

°P<0.05, °P<0.01 vs fEHIZE.

ik, . ESZYWHALT. AST KA EATGE)
FEP<0.01), . =il EAT-CHO@P<0.01).
GLUP<0.01) & F I E A TGP<0.01) ] T FFAIE,
7 4 GLU LL AR A P15 (P<0.05, K 1).

2.3 KR A iEMDA-HSAFAR % E FiR 4 B W vy
T4 PR R R A P<0.01, E1).
2.4 FFRER I T AL 525 A L0ER, B AT
LR R A2 (P<0.01); S EEAL LA L, i i
FH L w2 R AR A AR (P<0.05, P<0.05,
%2, K2).

3 1L

NN RS & B s, Kisn &
JH U S AL o0 i, AR AR R RE b, 2T B AL
B L, AT 10%-20% 45 - 41 i TIORE A4 £ T 46
A4t (microsomal ethanol oxidizing system,
MEOS)#AL, 74 K Al AR ]340 B
FR) AN R T Ty IR i 5% 3 JHE U I o o A Ak A
MDA 5 A B RN UMD A-HS A,
NG WA T AT A% 700 5 AT S e S, e
J AN A LT 40 M 1 e U, B LR B R A
I XMDA-HSA I HUALEG, Pk nT LLE X
SEEE NS AN B A R A R A e e AR, T
B3 RN IR B 5 i [, MDA
Whe s SR B RN AE BN - SRR
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2 BERFEFHARRES THERT I 2 x 400, BOEEENISMIRD. A: 25H4H; B: BRA; C-E: HUEHFE0L.
L

INFIY), B0 AR A S P U
FHER, N N TR g G 98 38 28 B
“F-a(tumor necrosis factor-o, TNF-o) ¥ J& 1] 5
AEC 5% T 280505 1R VRS, A B B e, B A B
ORI, MR SR T LA B R A T
RERRf3, SLMDNAIKhfe, I Hae e ik AT s
B TR G0,

TE 5 A A A DR P 1 B 48 AL S B
W, A BEHIR(GSH)A. KU #, 40
WGSHE & 1 g EACEFE S, JHH GSHk 17
SRREAA B3 Ay B A, AT T R 26 R Ak &5 K4 R Ty
REMO B 3, B 9T R, 54y T 41 1T 52 K/
BRUFFIUE 9 G SHIT & & B 2 38 in . MDA & &
B R . ARSI AR 2] K REMDA-HS A
PRI g GRS W 10 5, X 5 Vidalisg! g 1t
A3, e AW HIgGIK L. ALT,
AST. TG. T-CHOXJ AR A A7 A 7] R JE
Ak, TG ARG 0 m] DA RS AG g 0 JHT 7D AH 2% e
1230 M % 2 LA 5 e 1 IR o A £

JHF W B &5 B 7R, 45 T 4k R K
BT IUE IR 07 7 B SR A TR R 2, 30 B i 2 k)
ALDABUF (1 FART AR 5 & R AR H . i
JH R A KRR AR (& R E4% DL 1), DL
WEBIREAF . R TR, PR v LU
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e ALDW IR 7 A2 PE ARG I 4 Ak, 45 7 2R iR
A LLREAR IS AST TNF-a %, 380 AT T &
1, BRI UMD A =2 b 7o ] LA AT
JIEE T 40 1 A% TR - o R 3o 4 e 40 A2 38 A 40 8
S - o R YRS B S, AT H R R 7 1R S AL
FIARAR 25 i 25 1 (very low density lipoprotein,
VLDL)r W AH OGP F IR, 38 0 A0 w2 5 i
R4 FIV LD LY 433k, 98 FP RS 5 R 1
PEARRE R, BRI P A = IMD A1) 75 &,
k> TNF-ofEJFFIE I mRN AR KCSE 16 T &, ik
2 JHE IV () 0E SO, AP RG 5 RS 1R THE 4 i )
t[33’34].

ARSI 25 WOk WoR, BRI & TR
AN R 7)1 S I SRR 7 AN
0 B AR AR R ST P A IR B R 3R e I
R, BRI & R 5 2R M 24, 38U B 2K
P73 e AT AR 2 2 R D A A 7R
ZH A AN [F) R B2 TR ARG, A B T e A A W = R ke
By 2 M UE S0 5 S ARHUARE, D% 2 X
ALDI B 8 Z48PTH — 2 sIT R, U0 a 1
ST,

ARSI S5 R, AW I S R] DA I R
AU, BEARARIH AR 5 & AR, FEAR Bt AL 1
UE, BENZ AR I, 95042 PR 0 JH
(413, M ALDIIAYT A — 2 fih i {E.

WA # & 5

K ¥ I A bR
T A EE T AL
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S ARG 1gGRR
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Abstract

AIM: To investigate possible involvement of
extracellular matrix (ECM) protein matrilin-2 in
oval cell-mediated liver regeneration in rats.

METHODS: A rat model of hepatic oval cell
proliferation was established using the modified
Soft-Farber protocol. The control group was fed
normal saline. On days 2, 4, 6, 9, 12 and 15 after
partial hepatectomy (PH), rat liver tissue sam-
ples were collected. The dynamic relationship
between matrilin-2 protein expression and oval
cell distribution during the proliferation and dif-
ferentiation of oval cells was analyzed using im-
munohistochemistry and Western blot.

RESULTS: On day 2 after PH, oval cells began
to proliferate around the portal area, and matri-
lin-2 deposition was observed in the hepatic
sinusoids in the periportal area. On day 9, pro-
liferating oval cells were present in the hepatic
acini, and matrilin-2 upregulation was noted.

On day 12, as oval cells differentiated to form
hepatocellular nodules, matrilin-2 was distrib-
uted mainly in the periphery of the nodules, and
little protein was present in the nodules. The
expression level of matrilin-2 protein began to
be upregulated on day 2 after PH, and reached
the peak on day 9. After day 12, the protein level
returned to physiological level.

CONCLUSION: The close relationship between
matrilin-2 expression and oval cell distribution
suggests a role for the protein in stem cell-fed
liver regeneration.

Key Words: Oval cell; Partial hepatectomy; Liver
regeneration; Matrilin-2

Chen Z, Huang L, Yan JJ, Yan YQ. Involvement of
extracellular matrix protein matrilin-2 in oval cell-
mediated rat liver regeneration. Shijie Huaren Xiaohua
Zazhi 2010; 18(4): 346-349

fiig
BH): AR IE A s K FiMatrilin-2 £/ B4
W 55 97 [ 4m R, 64 - % BAE .

Fik: KA R 9Soft-Farberi® . X RATIE 9P
RO IG FAAR A 3T B LA R A 2R K. 4 A
BAJE2. 4. 6. 9. 12, 15 AR AIFLE, R
J %295 4R 4740 5 VL B Western bloté) ik 30 &
LA KR IP B 4n e 3% 2 AZ A o AT R RS S h AR
% HMatrilin-2 849 T4 5 97 |7 20 fo 69 = % .

ZER: ISR 43 R(partial hepatectomy,
PH)JE % 2K, 97 B 48 Jo T 46 &) 11 35 k B B X
IG5, Matrilin-2 £ % B IA M #AKF B 49
FrEKRRA;, REBIKR, 97 | 0t —F &
AT 52 % M3 74, Matrilin-2 &5 38 e, KJG 512
X, ME R AL A T mpn s, K%
FMatrilin-242 T4 5 A, VR BALELET
M. Matrilin-269 4% B 3R )G %2 X -4
B, BORKINZE, FI2REGERTRE AT
KF.

Z518: AR IS R s Matrilin-25 97 [ 48
GO IEAE A G ESBRATLAE TSR

www.wjgnet.com



WRop, . fRYNE RMatrilin- 2T BAE S KEINRMIEEIA R

347

a9 IR A .

FE1T: 5P B0 B AR ES 4V Bk, BF B4 Matrilin
-2

Irp, \mR, 2BZE, MMUE. BI'ERMatrilin-27£iF B4
PEAENEMROXFR. BFREIBHHRT 2010; 18(4):
346-349

http://www.wjgnet.com/1009-3079/18/346.asp

0 5l

Tk, U M A7 35 56T O [0 40 i 35 vty 0 38 B
(5% M 5 AR T O 22 BF 503 R DG . TP
AN A 2 B 5 0 R E 43 Ak, SR O [ 40 )
SIS U BN S S B N N 11 8 s B
FERT AR BEILI 5 504k, Matrilin-2/2 57 &KL
f167 3 Fig J 784 4 it A 36 R R 11 B SR R B 2
—, HErx LI R A VU AN B . (H &S5 T
)32 AL 23 9 Ay DL SO 22 P2 256 21 9 A
F, A9 5 25 00 4 510 59 40 J 8 5 43 A ok 2 v
Matrilin-2-55 5 (53 40 () 5% 21 LA Kt B 54 4 ffa 444
VEtaiab-A)

1 #RFSE

1.1 o fEHESD A RR20 0L, &, AR 120-150 g,
FEERNES NN ) e eV S N <o) 7 L RIS 7o T
Matrilin-2ft N\ 2 selEHiiE, 1 [ 4
W TR R A E, BCAE (A& B &0 A
WA TRA A A, B-actinly [ Santa
Cruz/ ) &5,

1.2 7k

1.2.1 KRAFIP I 20 o3 A AL A 09 32 50 R
MR [FSoft-FarberBi Y, Ki2- £ 2 3 47 () A
Sigma’A al )AL 1 %3 5, B B %A RS
mg/kghf SEIG K SR 224 d, 55 R, £E5
i I RIS A7 R 2/3 V0 Bk, DB BT 2 v AT
M, SRORARSEHENL, L1 wk. X 4T FERE A= 21
K. T ARIG2. 4. 64 9. 12, 15 dikr&ikt
HER R, AN ) 52 L G BT 2L 20 A%
17 )5 22-80 CUKFEIRAE &, T R AF4ZRLL100
o/L R I o, A A, 5 umid 22 Y)
% H.

1.2.2 % BB 3 & S 405 M
e I, LA3%id A AR 810 minfg Kig
PR PR A AT B FAE 525 DL IE A il
B, RJENT 1508 B I PiMatrilin-2
E—PR(RIIAN Z DU, 1 H e
Y TREAR A ) T4 Cik i, IPBSAHE

www.wjgnet.com

U A B B A bRl R bt
LA —PUAR( H Dako 2 7)) %30 min; Jngh &
W EA Yl RE R 2R MZR3T °C, 45 min; JIFTEFAC
HIDABY (1, IR AR E Gy, WK, EHIFIE
AR S T

1.2.3 Western blot# | Matrilin-2.7£ 28 2% ¥ 449 &
ik AR AR, (EERMF421%0.1 g)7F
TR R B I N B 2 P R VK30 min, B
PR A M 224 CHE R O WL 8 000 r/min
215 min, B, BCAE 1€ il A Sk T &
M, 23%)5-80 CHfr. malisEE
FEL, N EFEGE A5 min ek, £SDS-
PAGE#H i HLvk, HLUK G B B 11 2 1R 41 4
#=IE E, 50 g/LIBARG R (e 95K 2.5 g% 150
mL TBSTH)E 12 h, ¥ E T-Matrilin-2Z 1t
(FITBST 1 : 1 000%%¢, A 750 o/ lg @k Al
0.02% Na,N)5 mL&H, 2 h FE This
5 mLJHTBST 1 : 2 000FiFe, 750 g/Lfi
HEWRY), %31 h. HHECLE (AARIB4500 L
VRTINS WA R 5, OB A F14
JEE R ETE 0 248 Lt AT i

2 BR

2.1 Matrilin-2/& X ST 97 B 40 Ao 38 5 i3 A2 o 49
Ak Matrilin-27E HEWE2-AAF 2 11 ) 15 %5 K BUIT
I 20 28 3 a2k 1 JIEL A i A ) L DA B HE SRR Y
PHJ 552K, Matrilin-2 5 275 |75 ik R B 1 )i 5
KB NTBOR AR A (T TA). 7 51 153 240 [ 48 B P ek
FEr, Matrilin-244 (4 7EPH G 2E9 K BIA T, B
Ja NI, & Matrilin-2 )38 Ji 4R ¢ [l 58 K 2
AR5 [ 41 B (P 1B). PH 55 12K Hh O [ 48 i 4
A1 7N JFF 48 R 485 45 A (R 4350 47 ) = Matrilin-2
(R, 4574 % Bl Matrilin-2 3¢ 1 B k- (4 1C).
15 dJi, 5N 40 Lt — Db, /N0 R 1 2
[ R I IR E, RFE S M TT LRI, e A
SE AT RS IR UR &0 5 i ) 11 P LIS
0 i 25715 N HY B Matrilin-2 () %55 (& 1D).

2.2 Y7 IR fm Bl iE it A2 o AF 41 42 M Matrilin-2
89 R A TAL AEIEF T LU K WMatrilin-2, Jif
PIRg n S22 R B M atrilin-2 %5k, $|59 Rk
Bl i, 512 K58 DK A FKCF(K12).

3 1¥1E

AAFF TR HI2-A AF/PHEE T G [ 41 Hu 384 58 A,
12 H g 2340 2% UL [k Western blotlf] /758174
3 HT T I A MEE 5% 4 Matrilin-2 55 O 5] 44 i
Z B AH LG AR, WSS T A BN 15 40 Ji A 5 1)

WA B i

Matrilin-252% i ¢
& 4m fig = & o &
T8 B S R R R
%, St AL L wp
@ JRLA- F 09 I
MEF AT M
SR Wy E AT
A x TR 35 9p
e A, 38
7. AL A BT
BAARAETER
£ A . Matrilin-2 /&
9 B 4m AeL 3 78
# #4 1 4E JA AL
FHR—F AR



348

ISSN 1009-3079 CN 14-1260/R

HFRENBURTE

20108E288H 185  $4H7

WA # A B

A B R KR
2-AAF/PH# 5
97 [ m A 3 75 A
A, B R SR AR
145 VA % Western
blot# 7 ik 3h & %
M T IR R SR R
J& #%. % Matrilin-2
5 9p | m e 2 18
WALk A, W
BT 97 E 2 e
-G 6 B B A
Matrilin-249 & 4L,

1 Matrilin-27EXEEPHE AT IN R BIRIEIEITF2ORVZRIK( x 200). A: 527K B: Z89°K; C: 712K, D: 157K

1 2 3 4 5 6

_ -

2 BIEREBIFALMatrilin-2/K EBEENME. 1: %17
ZHOE R TR, 2—6kUZH (2— AAF/PHZH: PHIG2. 4. 6.
9. 12d, p—actin{EANZSIR).

T2 FEMatrilin-2 (A8 4k, HIFFCR I, 7650 5 40 i
BEBRA o34k 1) F i R v, 15 40 A A
AL T/ Matrilin-2 HAT 'S5 R 24 5 R
TX G G S PR A 5 1 R ) T B [ 40 A
SR BAT AR D M AR I e —
NEEM RS TEEY, R, R4S
PR 0 DL S A 20, 70 4R RE IO I 5 4
AN 35S . IR oAk TR AT S .
Matrilins Ay 3 4 & I 1 — AN 1 40 e 46 3
JRER 1505, 13440 200 RSB0 [F) 25 440 18 5 e
BB MEACOR TR )2, Matrilin-240 & — M1
S52Nv W FA SR SE 58 45 S N3 2 [ 1) B, A
A AT Ao E 5010 2R (1P 504 BAT R RPEDY. B
FVAE ) A0 B 1) AN BEACREAE AL 2 A AT 5 4R 4
Jf % EC M)A 345 B (R AH BRI AH 1
(1) 1) 2 il RN FH 8 2@ “ECM-Z6 B 2 14l
MIE AL B i, AT EER, ke
FHEMA BRI, BUESEECMA N AT E#
FSCHEA M AL AE R, Thr By LA i 40 i
B, Mg RITs. WM. otk 1R AT
fe, 5 ANBMIGIEE R AU, FEERA
AR R IE AR R 7, AELFE 0 PR P S8 5 Sz i, i H
JUE AT AR SR SRR, N[5 4 i B4R 2-A AFAL
HR AT LA T 4 U DN A B i 0 3 A, SR
10 51 [ 40 J AN 2 40, FFaG 754k, R e ST b oY
[ 40 B 2 55 00 T AR e R b R T AR
FH, 15 40 B AE SR H 41 B AN e T AR TR ST 45

I RO, T EL R R T 40 R R 2
L, 11T A 43 A T 1 (530 00 b LA 5 o 1Y) R e e 4
F4), Ak Ay J s JE 440 e i 2B
FE R P AR W] 75 3 0N 5 4 M bR 3d o4k, T DA
U7 35 SR O (53] 440 P 2 1] (3 56 R mT BABHL 1l
A0 AR B R B, X6 T FSR %4 10
VE R ML LA 3 23 . 2R 2R e W 2
EH D (53 40 0 2 1) R 25 G D I o S A S
Matrilin-2 8 [ 15 5 R R (R IA (A, %
WiMatrilin-2R] B8 2 T 40 M A Js U P A
Hh R AR R R A0 MO R R A, A A AR
JER S A RSN T 5 4] i3 20 R0 1 7 O (530 4
S A 2 X

P8 I G P 1 Sk 2 TE 5T 4 G 48
F W] T Matrilin-247 753 5N 15 40 10 J5 1) 56 i
JEEDXJ5, Matrilin-27E#EME2-A AF 2 IR IE 5 K
ST U 4 2 3k 1 IR ol A R L A RO SR
KA. PHJR 252K, Matrilin-2 B4 ] #5bk & FEl
180 JHE SER B2 P TR 23 A, i HL B 5 B [0 4 e
(3G 58 3 Ak, 3K R AR 1 LT /IS it JIEAE 0T i
JoK L SIS %, R I FAT Tl ik Western blot vk
EL# T AR I BE2-A AF/PHAL I T4 43 5 3 1
HMatrilin-21¢ &, KIUFDIER G 52 K BRI ) W,
Matrilin-23Ki&, FIHORE R mE, HF1SKEE
AR AR BKOF. IX R M atrilin-22x 5 5 [ 41
LA T B P A ARWEF A MEE T A T
B Matrilin-2 5 O [ 40 A7 S8R R, FRATHE
0 SEL VT A L S PR U A B B O [ 4 i
B AR AR TR 7, Bt B (53 40 B 1) JH 40 i 53
Ak, TR 152 4 0 ] ) 58 T % 3 ik /> e
JE T O, AR 43 RT S I N 5 40 1 ) 43
ORI HL 52w 1[5 40 f 1R & B ST A% Fn 4
B ST AN (] PR A5 40 2 R T AR A 1) 20 L
gt .

RN, AT R, 715 5 40 e A A
A, Matrilin-22& FH O [ 40 = A= 1) H 2 1) i
AN SY, I B 25 i O (8 40 A S 6 AT

www.wjgnet.com



FRop, %5 IBYMNERMatrilin-27EFFBEPSAE INEBEEIRFR

349

FRARRERE. A3 Jo A E B R RE R T U 4 Y [
AMIERE . BT AR AR R
ZEEM. Matrilin-25 i[5 240 H 39 56 i D) 45
REL/INEINT R =i 20/

4
1

10

11

12

13

14

15

16

17

SE3ER

Tarla MR, Ramalho FS, Ramalho LN, Silva Tde C,
Brandao DF, Ferreira ], Silva Ode C, Zucoloto S. A
molecular view of liver regeneration. Acta Cir Bras
2006; 21 Suppl 1: 58-62

Deak F, Wagener R, Kiss I, Paulsson M. The
matrilins: a novel family of oligomeric extracellular
matrix proteins. Matrix Biol 1999; 18: 55-64
Wagener R, Ehlen HW, Ko YP, Kobbe B, Mann
HH, Sengle G, Paulsson M. The matrilins--adaptor
proteins in the extracellular matrix. FEBS Lett 2005;
579: 3323-3329

Klatt AR, Paulsson M, Wagener R. Expression of
matrilins during maturation of mouse skeletal
tissues. Matrix Biol 2002; 21: 289-296

Korpos E, Molnér A, Papp P, Kiss I, Orosz L,
Deak F. Expression pattern of matrilins and
other extracellular matrix proteins characterize
distinct stages of cell differentiation during antler
development. Matrix Biol 2005; 24: 124-135

Fausto N. Liver regeneration and repair:
hepatocytes, progenitor cells, and stem cells.
Hepatology 2004; 39: 1477-1487

Forbes S, Vig P, Poulsom R, Thomas H, Alison M.
Hepatic stem cells. | Pathol 2002; 197: 510-518

Paku S, Nagy P, Kopper L, Thorgeirsson
SS. 2-acetylaminofluorene dose-dependent
differentiation of rat oval cells into hepatocytes:
confocal and electron microscopic studies.
Hepatology 2004; 39: 1353-1361

PR, EFI, RN, MFA. KEATIRRRIEHY
TEMR A S LML, PRI S 2002; 10:
185-188

Zhang Y, Bai XF, Huang CX. Hepatic stem cells:
existence and origin. World | Gastroenterol 2003; 9:
201-204

Braun KM, Thompson AW, Sandgren EP. Hepatic
microenvironment affects oval cell localization in
albumin-urokinase-type plasminogen activator
transgenic mice. Am | Pathol 2003; 162: 195-202
Vessey CJ, de la Hall PM. Hepatic stem cells: a
review. Pathology 2001; 33: 130-141

Ma X, Qiu DK, Peng YS. Immunohistochemical
study of hepatic oval cells in human chronic viral
hepatitis. World | Gastroenterol 2001; 7: 238-242
Piecha D, Wiberg C, Morgelin M, Reinhardt DP,
Deék F, Maurer P, Paulsson M. Matrilin-2 interacts
with itself and with other extracellular matrix
proteins. Biochem ]| 2002; 367: 715-721

Frank S, Schulthess T, Landwehr R, Lustig A, Mini T,
Jeno P, Engel ], Kammerer RA. Characterization of
the matrilin coiled-coil domains reveals seven novel
isoforms. | Biol Chem 2002; 277: 19071-19079
Wiberg C, Klatt AR, Wagener R, Paulsson M,
Bateman JF, Heinegard D, Morgelin M. Complexes
of matrilin-1 and biglycan or decorin connect
collagen VI microfibrils to both collagen II and
aggrecan. | Biol Chem 2003; 278: 37698-37704
Whittaker CA, Hynes RO. Distribution and

www. wjgnet.com

18

19

20

21

22

23

24

25

26

27

28

29

30

31

evolution of von Willebrand/integrin A domains:
widely dispersed domains with roles in cell
adhesion and elsewhere. Mol Biol Cell 2002; 13:
3369-3387

Marchler-Bauer A, Anderson JB, Cherukuri PF,
DeWeese-Scott C, Geer LY, Gwadz M, He S,
Hurwitz DI, Jackson JD, Ke Z, Lanczycki CJ, Liebert
CA, Liu C, Lu F, Marchler GH, Mullokandov M,
Shoemaker BA, Simonyan V, Song ]S, Thiessen
PA, Yamashita RA, Yin JJ, Zhang D, Bryant SH.
CDD: a Conserved Domain Database for protein
classification. Nucleic Acids Res 2005; 33: D192-D196
Ko YP, Kobbe B, Paulsson M, Wagener R. Zebrafish
(Danio rerio) matrilins: shared and divergent
characteristics with their mammalian counterparts.
Biochem ] 2005; 386: 367-379

Ohno S, Murakami K, Tanimoto K, Sugiyama H,
Makihira S, Shibata T, Yoneno K, Kato Y, Tanne
K. Immunohistochemical study of matrilin-1 in
arthritic articular cartilage of the mandibular
condyle. | Oral Pathol Med 2003; 32: 237-242

Pullig O, Weseloh G, Klatt AR, Wagener R,
Swoboda B. Matrilin-3 in human articular cartilage:
increased expression in osteoarthritis. Osteoarthritis
Cartilage 2002; 10: 253-263

Aszo6di A, Bateman JF, Hirsch E, Baranyi M,
Hunziker EB, Hauser N, Bosze Z, Fassler R. Normal
skeletal development of mice lacking matrilin 1:
redundant function of matrilins in cartilage? Mol
Cell Biol 1999; 19: 7841-7845

Matés L, Nicolae C, Morgelin M, Deak F, Kiss I,
Aszo6di A. Mice lacking the extracellular matrix
adaptor protein matrilin-2 develop without obvious
abnormalities. Matrix Biol 2004; 23: 195-204

Ko Y, Kobbe B, Nicolae C, Miosge N, Paulsson M,
Wagener R, Aszédi A. Matrilin-3 is dispensable for
mouse skeletal growth and development. Mol Cell
Biol 2004; 24: 1691-1699

Huang X, Birk DE, Goetinck PF. Mice lacking
matrilin-1 (cartilage matrix protein) have alterations
in type II collagen fibrillogenesis and fibril
organization. Dev Dyn 1999; 216: 434-441

Makihira S, Yan W, Ohno S, Kawamoto T, Fujimoto
K, Okimura A, Yoshida E, Noshiro M, Hamada
T, Kato Y. Enhancement of cell adhesion and
spreading by a cartilage-specific noncollagenous
protein, cartilage matrix protein (CMP/Matrilin-1),
via integrin alphalbetal. | Biol Chem 1999; 274:
11417-11423

PR, 50, 2RI, FoFA. REATFIREANEH AL
PIAFIE. HEERAR AR 2003; 11: 430-433
Deék F, Piecha D, Bachrati C, Paulsson M, Kiss I.
Primary structure and expression of matrilin-2, the
closest relative of cartilage matrix protein within
the von Willebrand factor type A-like module
superfamily. | Biol Chem 1997; 272: 9268-9274
Martinez-Hernandez A, Amenta PS. The
extracellular matrix in hepatic regeneration. FASEB
] 1995; 9: 1401-1410

Wagener R, Kobbe B, Paulsson M. Primary
structure of matrilin-3, a new member of a family
of extracellular matrix proteins related to cartilage
matrix protein (matrilin-1) and von Willebrand
factor. FEBS Lett 1997; 413: 129-134

Wagener R, Kobbe B, Paulsson M. Matrilin-4, a
new member of the matrilin family of extracellular
matrix proteins. FEBS Lett 1998; 436: 123-127

i FEE w4 ATAF

W@ R

FFRAidfd, 4
FF 52 i m B0 3 5H
W AP k) B, BF IR
T ER 3% %F 97 [ 4m
oL &, LA
IR HE R Z
—. FRAERRA
mp st R Rk G
Matrilin-2%5 9
i)k &, A%
BERA Y, ALY
AT 5 6 B AT
S Jr L LR AL F Am
Western blot# )
B, BIFth
# T Matrilin-25
59 ) 40 B A 5 8
BT F £ 2 18]
FER R, AT
8 B K& e A
FHF RN



WREARILEL®

wcjd@wijgnet.com

49

UL A SHAY 2010623 88; 18(4): 350-354
ISSN 1009-3079 CN 14-1260/R

L #h#7F 57 BASIC RESEARCH

YRR S

-

ESE A

LZHEKRIR LSRR

SRR IFINOSE

HE, AT - BN, 5, 5B U 46, D08, WAHIE - BHAR
m¥ g k4 ﬁig )?F?%ﬁj}%ﬁﬁ éﬁggj:rk FAMEFRANL  medicine Xipayi Kui Jie’an on the expression
AR K F # 5% 7 830011 . . e . .
(UCyRER T A BB 5 EA KSR EFRAGE TS 58 %E R A% of inducible nitric oxide synthase (iNOS) gene
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iR EE R, P DA BT FRAR AR
KA BB LA(NSLE), &R ¥ 2 ZRT-PCRA=
Western blot7r &4 &-20 FiNOS mRNA F= &
B Ji 64 F A K

ZER: HNSAaL, 42 MRt &2 & T
ZHiINOS mRNA % ix K -F £ 43t 5 & 3L, iNOS
F A FEKF T, £ % FEL0.44
+0.40 vs 1.00£0.07, P<0.05).

CEiL IR LT RS K
T A 4 S KT LA INOSH kA
T K ARAE .

REEIE: TG K, BHEEm R, FSE
—EHRAE

EEDED, BN - REEHT, B3, (REY RE, BiGEE, IR -
SRR, ERTOIDRRSZEASRDMSZSIERINOS
HERFDAHI. HFRENBIZE 2010; 18(4): 350-354
http://www.wjgnet.com/1009-3079/18/350.asp

0 515

iz Mk 45 7% (ulcerative colitis, UC) AR IR
Rt Bt g R, 72— T BIAS T 18 1%
Jr T8 RNE, A8 F R RFE R MR T, B
B BERENE, 2 BT s . mR
RIS B RGN LA N B RS AR
FERI. ZPRREK, WIEREA—, BRE
RAE, IR I AT W B3 At JR 5 4h
WodE R R Y], Ot DA 20 kM VG i
. R e R B 2 VU AR I 45 AR IR T W
T8 JRE D5 T T R BIRY, AR A B AN
. BAMAERT AR P TN 2, 4- AR AR
(2, 4-dinitrochlorobenzene, DNCB)5 LR E &
EET T KRB S R, HGER, &5
1 28l IS 453405 3 B0 (C MID 1) TF 23 R4 28095 B 2 o
ARSI MR T 1 2, ]I 2 E SR T-PCR&S
BRI rh S8 EAH DGR A% K F < B(nuclear
factor-x B, NF-xB). % 58 — S L& &
(inducible nitric oxide synthase, iNOS). I &
-2(cyclooxygenase-2, COX-2)[FimRNA KA /K
SR B L BRI RES S TUCH &4
RIE, 5% OB A — 2. e 2 i
R 5> FHUH, AR T AR A S 4
24 PO AR5t 45 2 kot 92 P 45 W 26 K BRUEAT P,
LAINO Sy b FE A, Kl 25 )% iINOSHImRN A
N R AR R 5 Wi D T 443 245490 1) T
YERIMUHL, ARV T B LB 18 e S0 4 .

www.wjgnet.com

1 SRR

1.1 ## {HESPFZ Wistar K, &, A
200-250 g, HiT o BLER S SLIG h h et
RNAFEHGAFTRIZolM H Invitrogen 2 1], 7P
BE. LPE HMERCK A A, #4054 B =ik 4k,
W SAAF & . PCRIAFIGEIIN A R4 T4
T REH RS AR A, 5149158 Primer 5.0
AU, B T AR TR R IR A R
AFE K. INOS—HURIB-actin—Hi¥ Il [1Santa
Cruz/swl, BRI A B HRP)FRIC T Pl
LR FAZ SR A F = . DNCBL N Z1R%%
WRFIY Ky 7= o0 M 4. 4 25 75 WA AK i 45 2 e b
SEYEE R BRI T AL

1.2 7%

1.2.1 Sy 32 R 440 IR SRk B UCHEARL!
KERSCIENTEME IR wk, S0 H M, R 2%
UDNCBN AR, BERSH, EH14 d, T4
ISR B3 mmP S5 (38 ki3 emdT 1L,
AR 515040 T S5 ) SN TN K 45 1 9 8
emZE A N0.1%\DNCB 4 #i0.25 mL, 2516
RIFAEFEATR BN 5% 2.2 mL, 1115 s
JE AL BV E NAFE R IKS mLybok, AW BR LRI
TEH GERTTAE €24 h, HBYOK). #A7 dE%
SE ARV KRR 23 2R B AR K B o6 B 4
PIHART S R, . TR TR,
TSR, THRZY) T, F HAE3 mmff) S &)L
FHEAN KB E N 5-8 cm e A4 7 VEN: A
£57K2.25 mL/A100 ged). 4E 24 P4 AR I 45 22225
mg/(kged). 150 mg/(kged). 75 mg/(kged), iRIT
20 dJi MESAEALZE K B, BRI ]15-8 eml¥ 41
HER, 43 B IXRT-PCR A1 Western blothr A, ¥ %
A5 -80 CUKF AT

1.2.2 ¥ % ERT-PCRAMINOS mRNA & ik /K-F:
EARNA [FFEEUR H 28 L (1) TRIzolVk, 28 B ikt
IRHLTK S FIAE S %8 5, HU1.0 ng MARNALL
Oligo-(dT), i 5 1P mRNA I % 5 icDNA,
AR FR20 uL, EEAERR ) & Ul kT, DAL ul
cDNAMUERR, XK FliNOSIEABEA T 1, PCR
R NAK RS0 uL, PAB-actin i NS, 5IH1F41:
iNOS" Ei#5'-CCACATCTGGCAGGATGAGA
A-3', Fi5'-AGGCACAGAACTGAGGGTACA
-3', B-actin_F-3i75-GAGGGAAATCGTGCGTGA
C-3', Nif5-CTGGAAGGTGGACAGTGAG-3,
1P BE 2 ) 416 bpHl445 bp. PCRINY
S 94 CHIA M 4min; 94 ‘CAETE40 s. 56 C
iNOS(61 C B-actin)5Z 1430 s« 72 ‘CHE(H145 s,

A7 B A %

& % X #k & W
iNOSA L T 5t
PLE I K e R A
VU BN -% s
F2, tL R A A S
YRR A 3k

Wi £ B8

& %A RAE 2
25 VG hA AR T 4 g
9 B AR R
HE FREARA
wx. AT L
JZ . PR
£, RASFHER,
JE 8 97 B iE K
7 @57 A
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miAES % 1 SBLHADINOS mRNAK EEIENZA (mean = SD) 1 2 3 B ShER
AR Y iINOS mMRNAHYZ
% \E? A AR F i‘é% JX. 1: DNA Marker;
*FiINOS % & A ] n iINOS mRNA INOSEH b 2: iNOS(416 bp); 3:
e g _— - p
T4, & NOS NSH 18 0.651+0383 1.00+0.07 1000 Bactin(445 bp).

T 4% 2 25 W e e SUED.

ek 4555 97 UC KiflEFFeR 21 0.613+0.180 0.44+0.40°

HAERRE A% RIS TR 19 0.494+0223 0.56+0.49 809 bp
WigEAERRamremn 2 0867£0310 087036 300 418
BT — Rk =R GO e

R, FAH#E—F

ARG T A,

°P<0.05 vs NSZH.

R35U; 72 CAFEMT min. FPCR“MIHE S 1R4L
LWE 2% Bt it e 1 H bk, K Bio-Rad&Eik
JABAX S3 B 2R G AR A Pk 4%ty 1) T RRURI 8 e v
SR ARG IR OB L. AR INOS
() 25 S 6 ] — BR AR B-actin( PN 22 ) 6 %5 B 1Y)
LE AR % 7R iINOS mRNA [ 23 /K-
1.2.3 ¥ & ¥ Western blotiMiNOSE & &k ik
K K m A SR AL ¢ 5 iR E A 4
WA, VK BAIR, Rk R RS0, IR,
BCA(bicinchoninic acid) b (A FE i 8 (1K
JE£ 5 HEAT SDS-2R M B e I HL K (1 AE60 pg),
FVK 4 R e f B R B ENCIE b, AR 21 S %
B E, M Marker8 N AR [INOS(130 kDa)A!
B-actin(43 kDa)#& [14541, YEZANELL, LASO g/L
I NE WKy 4 “C o I, YERE S 73 M I AN OSI
femAb(1 : 100). B-actin/fJ1l1ZEmAb(1 : 2004 C
JFE 12 h, YERRG 2 B A4S & A HRPAR I FIPT
B P12 4000). HLLZFEHi(1 : 5000)4 ChiF
H12 h, YEMR G T 15 % R 2 RN IR AT
ECMAb 2RO, W1 minjaBot, B2,
SER, i H R AT XA E. K Image
Tool BRI G I3 1T RGN X0 434 3 i, 1
I £ 1 2%l 1R TR RRURITAR BE v B H A 2% iy IR AR
Iy 6 L. LAAEZHiN O SZRI 1 T B 4K B A6 )
—hRAB-actin( A S IR K 1) 1 RR K A 1) LL
{HFRRINOS & [ FRIE KT

St AR KR FHSPSS15.048 i 4K kb
B BRT-PCREE R sy 7255, #7564
BEALEUE BRI 5 22 3 #r, KM Dunnetti LR
)T HNSHIPEX RZLMINOS mRNAK
Rk 2= 5, 25 5 Western blot4h Ht: HR 7 EA
55, AR AR S AR Bk R A 2 )T
TRALS NS IR AL iIN OS5 (A [ 21k % 5,
K36 br#Eo = 0.05.

2 £R
2.1 iINOS mRNA# & ix 5NSZAHEL, 4k 7

iNOS

B 2 ZFEEDINOS, B-actinZEERITRIL.

W45 22 % T P41INOS mRNA ik 2 7ok bR
gt (L, &,

2.2 iINOSH & ok ik HNSYIAHLL, 4E257HinK
sk KFE T WZ4INOSE A RIAKFEH T
W, ZE A gt (K12, R 1).

3 e
e M 45 W 96 I 98 RE M i (inflammatory bowel
disease, IBD)H ¥ —Ff, L5 EIRD &S AL A
HRE, O KRB B, RSN R
AHEAE R 5 R ) — T L 1 JhE Ry T R I
(e, o JOREN Bl R MY, UL
T RREHT PR 5 B 98 DR 2 R] 1)~ 47 2% 1 4 40
N R 4 W 9 1K — AN B R AL,

Y IR = 2 B A 25 W 98 1R A 7 AR
J2 FH R B L BT B, BA T, X
ALY R S RATHLEIANY) &, T H R T
U CIR 2454 (4L 24 PU WA I8t 45 222 ) — 7 1T w] il 71 4
WRAET, 53— 7 A Y 3= 250 W B (turkish
galls) IR A 2 a7 & A a8V 2OE R
2. BT ENEE FERARE FIRAA
. ek, . abafn. JHR . BUE. i
. PUBS SRR, FEMET R ER . SH
ANtk IBER R (i, FERfA T F R
2RI AR GTAR COAIE S 2 T A T ah
G S ARG . TR A 2.
s Pl /MRS PSR, fEinT
JV3i 9 RE 5 T 25k o)e.

NOAE R — Pl 8 5% 73 1 MR AES 5L, [F]
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IR —Ah B S, B AR R ARG, 7R
oy TR RESELZ RAEMAER. AR
AR, A2 H Ao hom. b by 208 4
= A, AR AR SN ) — A B A (N OS)
VYRR T M4 MINOS(nNOS). N 7Y
NOS(eNOS). % FHINOS(INOS)FIHT A& LI £
FiAATINOS(mtNOS)!™, Horf 55 2 5E 56 R I
JEINOS. INOSAL ML B, IEH# 1
LR ARIE, 15 G N B 58 E I w] gt — L4
Jo R F-(NF-kB. IL-1. IFN-y. TNF-a)f1/#
F(LPS)SH WG A O = IINO, f7 14 {24
foo e A AN, EDNAR /E R, %
TIATEZH LR, NOJEIT A7 & I 1 T 22 1) UM
oY T RIRR G TR, Al AN B8 o AR
55 A 6 1V B R D BE )8 B JORE IO, 1T L g
Wee AR 7 30 T i L) % A Pk, A Jip i o 5 A
TR N A3 B 5 RS I AR i 46 2022 TR, Ak
ZMRRVINOSUCIH AL, K. 2
AR IA S,

ST A VMK A5 PR PR &
THEBR B AR R 5SNOMAE RSP, [ T
NOTEAIR A AR 32, b2
AT E, RAMEAER I e 5, P AARHIEFOR
Y2 5 AR &5 4, B R AT I 25 0 6FINOS
mRNAFIEE ALK I S RPN O &
BRI sE R, BT 250 (0 ] REVE ML, WFST4s 1
EIRYE LY IARISh T T4 S NS4
FLINOSH IR ILAKCPFH N, ZRAg0h% R
X(0.44+0.40 vs 1.000.07, P<0.05). $2r4E2
VYRR 5 5 22 1R T 150 1k 5 W 28 nl g Al /e
B3R G KT B RTINOS I R IE R AEVE R .

5 g RA KM RIER T RIEAN
AR Z AT 12 R A AE B R LR AR R &R,
VF 22 40 o DR AE TR TN OB I 7] IR HEAS 5 123
WX ZNOKT- T, A TIEAELL S UCH
DVAH IR 7 A s A TR 77, A A ] 1] 4
2 PUIEAI &5 22 18T 1t 1 &5 W 98 A FH LTI
B e KA.
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Abstract

AIM: To evaluate the possibility of using
melanoma antigen-1 (MAGE-1) and New York-
esophageal-1 (NY-ESO-1) antigens as specific
targets for immunotherapy of gastrointestinal
stromal tumors (GISTs) and using MAGE-1 and
NY-ESO-1 mRNA levels as auxiliary parameters
for risk classification of GISTs.

METHODS: The expression of MAGE-1 and
NY-ESO-1 mRNAs was detected by reverse
transcription-polymerase chain reaction (RT-
PCR) in 30 GIST tissue specimens. The cor-
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relation of MAGE-1 and NY-ESO-1 mRNA
expression with pathological parameters was
analyzed in GISTs.

RESULTS: The positive rates of MAGE-1 and
NY-ESO-1 mRNA expression in GIST specimens
were 30% and 47 %, respectively. At least one of
these two cancer-testis antigens (CTAs) was de-
tected in 18 GIST tissue specimens. The expres-
sion of MAGE-1 and NY-ESO-1 mRNAs was not
correlated with age, sex or pathologic type (P >
0.05), but correlated with tumor site, tumor di-
ameter and risk grade (all P < 0.05). The expres-
sion levels of MAGE-1 and NY-ESO-1 mRNAs
in GISTs of high risk grade were significantly
higher than those in GISTs of low risk grade (P
< 0.05). No negative correlation was noted be-
tween the expression of MAGE-1 and NY-ESO-1
mRNAs in GISTs (r = 0.018, P > 0.05).

CONCLUSION: MAGE-1 and NY-ESO-1
mRNAs are expressed specifically in GIST tis-
sue and may be potentially promising targets
for antigen-specific immunotherapy of GISTs.
The expression of MAGE-1 and NY-ESO-1
mRNAs is correlated with the risk grade of
GISTs. MAGE-1 and NY-ESO-1 mRNA levels
are promising auxiliary parameters for risk
classification of GISTs.

Key Words: Gastrointestinal stromal tumors; Can-
cer-testis antigen; Reverse transcription-polymer-
ase chain reaction; Melanoma antigen-1; New York-
esophageal-1
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REBEHEFE A REEALX mh
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s PR AT ERRETME LR
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FEGISTs ¥ 49 £ R ALK = 0.018,
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™ W 10] 5% (gastrointestinal stromal tumors,
GISTs)s M AT IR fE, RN A2 Ak R
L R )R R AR SRR, GISTsh)
AEAL YR T 718 Cajal ] i 241 il (interstital cells of
Cajal, ICC)=L B JAHIEICC 5 V-5 UL4N i L [l k2 o5t
(1) JEL LR A0 i, LR 5O A2 D i Rl e-k7e D)
IRAFHE SR R (17 ) CD LTI FIAN . g -
22 4P R (cancer-testis antigen, CTA){EZ Pl i Je
HEA T RIE, HAEIE W A 20 R IE PR T 52
FAREALZN, BT CTAIX L B8 FH OC 4y
E Sy s W 8 W SE S A e iR s dl b
REHE Sy . CTATEGIS TsH FRIA 5L, [ Py i
AW SCHERHRE. AT FRT-PCRIZK M C TALE

TR TR, RIS AR A B GIS Ts
JER B AR AR N AT RETE.

1 MRIRITE
1.1 ##F 2008-20094F 5 2 K25 It Jm B= bt
WA RHE AL R 2 3 . S W I GIS Ts#h
i S Rg bR A 3041, o 551741, L1341, KT
W31-78C14455.7+£3.6)%; H TR 1841, Hala)
SR 1246, MR T4 MO 1946, b Kz 40 TR 746, VR
B M R A5 e e B K A= v] 43 <5.0 cm416
%1, 5.0-10.0 cmZH10%1, >10.0 cmZH 1441; $%NIH
HEFE M F letcher 7 bR 4> Ay ke dlofl, +iE
104, mfad14p). i BE B FRYIRG
7, BRI ARIESZATT RSy R SCRCE &
T W A R B SR, WO S R A
B I8 = Bt s PR AN B AR (1) 52 L AL U0 DAy o 2k 56
WAL S YLV 1 B AR A A w1 e IR
%, TRIzol S RT-PCRIA S £ 14 T Fermentas /A ).
1.2 7 MRNAFREZ TR Izo i Ui W] 51K
EEVESRAAT, RNARIUS S Bk % e, 1
e FODRIGAFI G T, A5 icDNAJG LLN 2]
B-actinHEfTPCRJX N, PCRIZ N 414 L 51974
WL PCRAMIATHINIANTO0 g/LARKE f B i b
B HEAT KA. A i Bandleader 3.08444)
HIPCRF=M) 4 5 . FE DRI LL(H 3£ A
B AR/ B-actinFE DA 5 B AH) X 100% 47, #E47
SE T EA 23 BT AL B

St F AR I HdE R A SPSS13.048 11K
ATV 00T, %Ok Pimean+SD, Kz
R, VHECZORER K5, LLP<0.05 4 4t

}\[ S \Y
- B XK.

2 BER

2.1 MAGE-1#*NY-ESO-1 mRNA/£GISTsZ14%
W Rk E R AL T C PR A, BHE R
H0%(0/20), 30BIGISTsH, 184 % /b ik —Ff
CTA, FHMERIEF K60%(18/30), W& HA
FME 22 (P<0.01), HWIMAGE-1FINY-ESO-1
mRNATEGISTsAH Zrf s fE K IA. P MAGE-1
mRNA P PE R TEH A30%(10/30), 5 1F 5 x4
W Z 5 (P<0.01), NY-ESO-1 mRNAPH M
IER NAT%(14/30), 51E 5 0 R4 W3 = =7
(P<0.01).

2.2 MAGE-14NY-ESO-1 mRNA#) %% 5 GISTs
JRILAFIER) £ 2 MAGE-1 mRNARIE 5PER].
SERS RV B A T IE(P>0.05, #2). St K
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Perez5 #£20084F

BORIRE T PG -

FHRFRREFR W

PCRRZ W&

=5 e T(°C)  Amin) T(°C) Amin) T(°C) #(min) S

NY-ESO-1 CAGGGCTGAATGGATGCTGCAGA 94 1 60 1 72 1 36 332
GCGCCTCTGCCCTGAGGGAGG

MAGE-1 CTGTTCCTGTATCCTCACC 94 1 72 1 72 2 36 171
GACTCACACTACCTCCAC

B-actin GGTACGGGTGTAGTGCGGGACCACGGACC 94 1 56 1 72 1 24 580

CTGAAGCTCGTTCTCTACCGGTGC

& 2 MAGE-TFINY-ESO-1 mRNABYRIX 5GISTSIRIEERHMERY A TR

. Y MAGE;]EI’SJ%E)X NY-ESO-]ZE'gi%z
BRI (%) V1B PE BRI (%) B PE

el 0.068 1.000 0.002  0.961

5 17 6(35) 8(47)

58 13 4(31) 6(46)

Fhe(Z) 0.000 1.000 0.089 0.765

<55 12 4(33) 6(50)

=55 18 6(33) 8(44)

JRIREEAY 2.729 0.255 0.062  0.969

R 19 8(42) 9(47)

YRR A 7 2(29) 3(43)

pEeranpits)| T 4 0(0) 2(50)

=i 5.625 0.045 6.451  0.011

= 18 3(17) 5(28)

7] 12 7(58) 9(75)

BEBAU ) \(em) 7.371 0.025 6.735  0.034

<5 6 0(0) 1(17)

5-10 10 2(20) 3(30)

>10 14 8(57) 10(71)

BIEDS 7.371 0.025 6.735  0.034

{[PvErazE] 6 0(0) 1(17)

=8y Epa] 10 2(20) 3(30)

Skl 14 8(57) 10(71)

BBAL IR /NI B B 73 AT K (P<0.05, 3R2).
NY-ESO-1 mRNARIEE MR A58 R £ 2
RITEHK(P>0.05, 32). Hsg A KFBAL . i K
NI 6 53 AT D (P<0.05, 3K2).

2.3 MAGE-1#2NY-ESO-1 mRNA %k £ 8 F 7 &
252 MAGE-1FINY-ESO-1{JRT-PCR™ ¥ Hi 3k
SEHLURYT R B 171 bpAI332 bp, ST
W R H B R BOH IR, MAGE-1FINY-ESO-1
mRNATEGIS Ts@ 2R 3547 g BE Rk, AR IE
NP AR KD HFKIE, HMAGE-1FINY-ESO-1
mRNARIEY 5GISTsIE I 7> 24 < (Kl1).
MAGE-1#INY-ESO-1 mRNATE&SG. Hfa. &
5 3AN 2 v 3 R B A A B 0 20 1) T v T
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fgH 10 0.50 +0.02 0.60+0.01
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Abstract

Hepatocellular carcinoma (HCC) is characterized
by hypoxia due to robust cell proliferation.
Hypoxia can promote tumor cell proliferation,
metastasis and neovasculogenesis, inhibit
differentiation and apoptosis, and decrease
chemosensitivity and radiosensitivity. Hypoxia-
inducible factor-lo. (HIF-1a) is a key mediator of
physiological and pathological hypoxia response
and controls the transcription of numerous genes
that are of pivotal importance for angiogenesis
and cellular metabolism. Therefore, HIF-1a is
closely related with the proliferation, metastasis
and apoptosis of HCC cells. Recently, HIF-
la-based gene therapy has become a novel
adjunctive strategy for the management of HCC.
This review focuses on the relationship between
HIF-1a and the progression and therapy of HCC.
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. BT VARIT AT @ %, B ERGE SR T
-lou(HIF-100) A A5 24 220 Ao g 22 PEAK R R
R FRT, A FZKT LiAET AR
Ye B, ALY f g A BG4,
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iE S R VAHIF-1o % 2.5 69 L B 77 % 4eRNAF
Ho RAHARF B FEAABRRF, RAHCC
5 Bh G I 69 F Rk R I 4%R THIF-1a4% &
KFFFEHEHCCA A, XA S EHIF-1ak
B 34 7 HCC %% 37 3t Ji& .
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DAL = ol J i ol S A i 24 2 R 1) 2 2k
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G ul /v AL BE AL O Rk, DRH A £ 44
T IR K A 3R 498 e s DR UE /40 o s DR 2 9% 6
59 40 B 16 4 O 4% T B AL SRS IR - 1a
(hypoxia-inducible factor-1 alpha, HIF-1c) /2 i 17
FUARA I Z s R, Tk Y0 e DL 4
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HCCRAEE K. i nr ik Fid T BY4F 5
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PAI-1). & it #%-1(adrenomedullin-1,

i 4 k#
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A RNA T,
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KRABHRE, & A
HCC#4 818 97 84
EELS
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SACE BRI, MR A AT R G AT
RIGAC L 0] Wk G, L Ik Bk R 45 e B
R AR 2 MR P HIF-1aid R IA,
B AEFIHIF-108 s 5 8 L R (e gEHC CHEJE, I
WG IR 2. BEERNATI . R %
HARH B, CIFRE T HIF-1akE K67
HCCIM®FFY, A CRHIF-1akd 3K ERw 5
HCCKRE K J# J B [ HIF-1 0% KGR 5T 1E
JRAE—L5R.

1 HIF-108% SRANH R AT AR R R AL BB RIA
HIF-1 /2 m 40 775 7R o0V 3 RN 2H e 1 2 0K FR B AlE
BOFHFRZ R EE E 1, ARNTR ) 57—
BRI 7. o WEEH A A DNA K 2R
1AL RO HLH/PA S5 AR, — AN AU [ ik [X 45
(oxygen-dependent domain, ODD)FI A% 5
X (N-TADFIC-TAD). %% F, izt
i§(PHD1. PHD2HMPHD3)#4LHIF-1a. ODDIX
40217 FI56447 I 2 IR ik, 4pVHL-E37Z Ri%E
FEMG-S26. 5 1 M (R A2 B fif, HIFHW I A1 FIH
FRABO3AT R A IRk AL, BHIE I 5 LG s IR 1
MR IR 5 N TG 2 B A p300/CB P4 &, 411
T 3l BT, BRI AE B, C-TAD
5p300/CBPE; &, olF LA E o AN, 5P
WA S R AR, AT AR O R TR S B
XA ) B4 i Y T4 (hy poxia-response element,
HRE), ¥id R R e 5%, I LG />ODDIX
5, HHEA—ANTADX, A2 AR Y. B
TAY e, AR R SRR RS
FERRIG . Ca™' 5 5 FIROSEE I nl fE 4 4 N i
SHIF-10 P, HIF-1a 35 8T S HIF-1a
FaE v BERRAL AL SR AR I B . Sl
Bl ot a2 (1 A BLAT FH A O, PIBK/AKt/FRAP/
mTOR/4E-BP. MEKI/ERK/MAPKZ 15 5l
P, TR THIF- 1o R EZEH. B, 2
#ih. O, SIECRIBERI RIS S 5
HIF- 1o 24 58 MR S i ES, w] 14 —Fh i i
AR R IR B AL A,

JHE N 2 A 088 A A B S TIOR8, e A i 0
B~ IR I A PR A R A2 1 T RO T HIF- 1o
NHCC K 5 4 23 R HIE-1a/) A 525 A T
T, SO T MR, ik 4L AHIF-1a KB4,
Ji IR SR U X ] PRl K e g 5 1) 1 5 H T F -1 o 1 1Y
%5 9 55 A 23 vh SE AT PR T Gk i TR JHE AL 2R

YLAARIR W R T I 4120, RWHIF-103%
T B8 R AN 1 AR VR R S DA O, HLHIF-
Lo R IE SR 5 /- AR BE SO DG, 3Rk 5 g
HARIEMSE, SHBsAg. FR% A 18] & W &
SR, AE RUFE R A R I R v, 9 2 1 )
LR B, ENASPE I, HIF-1ofE 8 s /KF AR H
KF LB E R RIA, RIS TE. sl
AR A HIF-10E JE R AR (1 3R I8 L R BN A BR
FER =, HLAME L 78 ] A I 2 HIF- 1o KA
A4k, RIS 3 D8 81 5 GenBank H J5 DRI 471 7]
Pk Ay Hroe 4 — 2,

2 RS EMREREHF-10RE

HB V& G411 3 [ 995 K P /5 1. HBx, RITHBV
A 1, W SHIF-1o ODDIK % JE IR ik Kk
24k, PHDRIVHL S HIF-1a50 5, M f
SEHIF-10%iA. fEHBxE 3K/ R ATHB VI
PIHCCHEE P, B A K& -1(metastasis-
associated 1, MTA1)FI4] 5 H 2 Z Ik (histone
deacetylase 1, HDAC1)& H /K -1, HigdlR
55 5 HE e i Ak 45 A B, MTATRHIHDACI
FEHK T BT 5, HBx EIIMTAI/HDACI
HHEARMERIE, MTALBZHDACT X 4L
HIF-1a, 1 LS F(acetyltransferase 1,
ARDDE, Wit — S HEHTF- 108858
FIk, TEHB VARG ML 8 A A 7S rh Ok 4%
FEAEHSY. HBxAREHIF-1a)a, W S A%
SEFC/EBP-B, e 30iG 2 it 25 4 G HE
(multi-drug resistance protein 1, MDR1), }f5#
FOVEVE, AEFFE G T DALY SO AR R Ay i
U ARSI R W HB X %35 FIRHIF-10,
I A OG, HIF-1a ] 15 HB VA ST
BTG R RR.

HC VI Gt o) 3008 kA AL FTHC C &
AR . HCVIH{UNF-xB. STAT-3.
PI3K/AK THIP42/P44 22 Z47} |5 8 I, Fase
HIF-1lo, {2RFHC VB YLK 41 R i I A Rl
7, 155 U8 AR R T4 i 5 k). Hev
P4 e HTGF-B2. VEGFHICD34 £k %
A PE e 2 T HCVAZ DR A A HIF-
la. E2F1. ASKI1. JNK/P38. ERK. AP-1.
ATF-2fICREB% £ fi& 1t FIMTGF. VEGFA!
CD34, i S B A4 HC VIl 5% i 4 (4
WEEVE P AR — R YRR N, S B
A SO TR AL 52 400, % m) M T AR LA Y
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WO, AR AN B HGSE. HC VISR NG A2 gl b Rk B /b, AL RIS mel# a2

R Y AL 9 58 S RS UE SEHC VAT il
HIF-1o, JF56 5% B0E HTE-1 o4 35 DR o A 1
RIS, 2 5HCCIRARIE, a5 Tht
SEAG Y AT U T R,

HCVIZOHE A Y Hep G240 MY J5 #E
NF-xB, S8R TGF-o kb S5k, BA& Tk
MAPK/ERKI# B fill B fu s i 20 A
FEFIPS3 . P73FIpROSE IR H il 5 1 456, 1Y
Cyclin-# #3# (cyclin-dependent kinase, CDK)
FHI R P21/ Waflf) ik, 1MP21/Waf&P531H)
B SRR, R0 B B B Cyelin/
CDKEGYIMIRE, 25 20 M 8 ) e o i
JRE I A Ak, ROV R A RE S LZIPER [
hnRNP K2 FIHIRNAf#EHDEADbox DDX3
WAL A, ERIE R0 1 41 A0 L TR
/N BB AR IR S core B 5 4R R AR B AR AR A
“FProhibitin £, Bi¥AProhibitin 5 £ K ADNA
i i (1) 41 B 2, 3R CAAU AL B (cytochrome coxidase,
COX)MAHEAEM, FECOXIEME T/, btk
Lie ks, JT-4i M S Ak S i 4.

3 HF-loRIES5ZMESEIBEXR

3.1 NF-xB NF-«kBf5 5 I& 2 MELIEHCC K A
J ik R R AR . BRI IKK R, T B
Ak, NF-xB5 40 2 95 40" {HHIF- 105 NF-
kBIFRRALLH] T, GERMRIEA—, WHIF-107]
WORNF-xB, NF-k Bu] il #HIF-1a /1% 5%, HIF-
Lo FET S5 N F-e B ) nf 2L/, NF-«BHI
IR T 1kB-a, TR TFIH, 1L S5HIF-1050 5,
WA 803MT R AR FRIEAL, Bl o L gt
NF-kB&i& THIF-1o A2 4507 £-197/188 bplf]
JA BT IX, R A HIF-1o0o mRN AR [ 5: 4
KF, $E_EHVEGF. GLUT1. GLUT2P**4%,
3.2 MicroRNA fRAFRIEEHIF-10 5 28
BARMEHCCR AR, 1 RWEFT R BLid n] 1l
TAER T HAE T A MicroRNAHRMs)P K
FOOR A 2 . A i . B . DNAS
i PO T-ZRERON . B & 1F FHIF-1o b
WEL N IHYFZHRMs, 41 EiMicroRNA-21,
MicroRNA-155%, FiiMicroRNA-26.
MicroRNA-101. MicroRNA-122%% ¥ 5HCC
)R MicroRNA-21. MicroRNA-155
il R P TENFIC/EBP BARE T i T g2,
MicroRNA-26/KF- N M {EUNF-x B 5
W ALHCCIE ™. MicroRNA-1017E
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3.3 MIF W4 % sh 3l 5 -1 (macrophage
migration inhibition factor, MIF) AN & FAEHF,
110 HLELAT P 23 30 R PR 5, DA A 2 T A £
ST, ZHIMAE R, MR R, SEA T
HIF-1o FMIFRIE, MIF X Al i P53igte
FOEHIF-1o, B DR A0 Mg o . A4
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PE T S A AR A 42 S X IR I, c AMP W JG
fFCRE, #5557 CREBSE &7 5, €A T-20
X AR BT, %% FCREBHIHIHIF-1005 2k, Tk
FATCREBFEfi#, SCVFHIF-108s 5805 581,
TEATMIFLE Pt ik, FiP27/K 7%, HBx
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G, ¥/bCyclinD1. VEGFFIIL-643 W, $7|44
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3.4 Al ARG, ZNHIF-1afiE, 32
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Lotk B/ Bl E IR R IE B FAIK, HIF-1adE R 2
LR IR T R, 55 R R Y. Rac A
Id-1%8EHIF-1a, LIHVEGFRIL, i 515 H
Az, R HE S N AR 20, A I 4 B 1 R 3
fIMIDIA. JMJD2B HREZS 4 F & (HIF, H.
JA B FIX ISR T KERNAR A I, HIFA B
PR ) jumonji®h [, 12 2 AL, (R &
45k P HCCHHIF-1o FilFoxM1KiA, [4
P21 W K-, FHEiCyclinB1AICyclinD1, A
FOIRTG 2 kR Y, 2 Sma g A L AR
Wy PETSHRBTET. HIF-1 ok 5% 00 22 Flop i
fRASCHEN, HHIF-lafm Rk g EEm, &
17 RAEEY, HIFSEIE R 3 20 W35 3K Fvimentin,
fibronectin, keratins 14. 18F119, MMP2, uPAR,
cathepsin D, uPAR, c-MetfICXCR4¥) S 5 i
el A

4 HF-loRESHEERBSS

BAE AT, HIF-1of% B45-FURL B\ He p G241
JfiJ5, MDR1. MRPIFILRPZ#ik i, 52y
TR, T80T i 980 AN P PR SRR, i SRR S TP -

AFREE AT 2
A& A, HIF-1ak ik
PR FHAR, L
ok R SR e
JO3G . B AR Am
AT EF AR, A
Gk, I,
I BT R B R
4, HIF-lait &
kT W R AL
R RAFIE AT,
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R0, BT Hpt, MEseT G HIF-1a
TEVE, TSR R, S B T U
B VX2 TR 6 W TAE % 25 B0H HIF- 10, ¥4
R 35 A R 7, SR A R R, HIF-1a8
FEUR IR R, HCAHIF-1aBHRE A 1L £
IFERVA T ATVE I HCCVR YT IS BL T B

4.1 siRNALShRNA AMEVEXERN A ZE & A5
HAMEMRNAG | K4 5 5 JERUTBR. HIF-1a
siRNA# YtHep G241 Jfd f5, HIF-1o Jg HAEHE K]
VEGF{EmRNAFIE FKPE) R, S4F k%
B 045 78 BN . HSP70-281 48 1 i
ik, IBEATEE S T TP, HIF-1o siRNA
HYCHCCYN M5, HSP70-238 A Jl M4, &4k
PR PIHIF-1o siRNAFE YA FE I AL HEL 1)
HepG241lfifl, il BakI) 3£k, iH1bP53 M caspase,
BN T AN T, YK 2 REURE S, iR
B FIHIF-1a. shRNAFE G2 A Ab & i AH 40 A,
Al FHHIF-10 % VEGFII R, fid| I v
BEE . i, B90E . BB HIF-1a siRNA
ALY BB N Hep3BIRiE B fE 1Y), VEGF
SIRNA R Ang. A% 40 A% 5 | 45 11 (mono-
cyte chemotactic protein 1, MCP-1). IL-6.
IL-8FITGF-B1 F i, ML HIF-1o. siRNARA]
ffiVEGF. AngRMITGF-plyk/>, {2 FiRIL-6.
IL-8. MCP-1, =8 15675 5 A7 24400 il 1f % B
A B HIF-100M VEGF ) siRN AT JL AN
JIFE I A 2 4 R AR P B ) 8 e 1L C S 7B L/6J B
R R HIHIF-100 siRNABE S VEGF siRNA fi
F R mRNA K A KCPIRIE, APyt
W38 e KN 4] T VEGFIIR A, 40
155 Jis AV 5 siRNA(HIF-100)/PEL HIF-100 /2 PAI-1
FAK T, 1R BACPATL- 105 1k, kb A S I s 2
BB,

4.2 MicroRNA MicroRNAZ S VE K KN
siRNAA I AEgR ISR N As, (it 5 $EmRNA3'-
i {8 PRI 2 R AR AR . IR I E—
4L [ HIF-1affimicroRNA, HImiR-17-92, fif
T13q31.3. %5 EFRIdiIAFITRAQE &AW1
SRR [ RO ) SRS 43 AT, HIF-1a/emiR-17-92(1)
B AL, AR AR S, A miR-17-924X A5
AN PR AT HIF-10, B4 FmiR-17-92%
i, BRI AP, XfmiR-17-92 6t i Y
JH9 HIF-1a BT RFERI

4.3 B DNAH R XRNA FIHDNABKRNAZ
T T A O S H R I m RN A B AR

ghih

FIRIRHIE, ANl H 2 R ERIA . HIF-1az X
SEAZ A TR B AR T e 40 PR A, P AICHIF -
loo mRNAFIEE (1R EEP . AR NBFITIESE, 2
MCHIF-1o7] B[R] 2 Z2 EL AL I VEGFE ik, 0
PR AR, A5 AR B, A0 M3, 5 ST, 4
502 2 LR U 20 I SRR T R HE 1)
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Abstract

Cholangiocarcinoma (CCA) is a kind of
malignancy arising from the epithelial cells
lining the intrahepatic and extrahepatic bile
ducts. Because of the difficulty in early diagnosis
and poor therapeutic effect, the five-year
survival rate for CCA patients is low. Therefore,
there is an urgent need to develop new effective
chemotherapy drugs for CCA. Tamoxifen (TAM),
as a nonsteroidal antiestrogen mainly used for
therapy of breast cancer, also exhibits antitumor
activity against other tumors, including CCA.
However, the exact mechanisms of tamoxifen
therapy for CCA have not been completely
elucidated yet. This paper reviews the recent
advances in research on the mechanisms of TAM

therapy for CCA.
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[FISK-ChA-1 40 i AE KA 8-, (02 ARHL
EANTERE. W8 A 14 % L s FH TAMER
y-IFNAT B 0 (3 5, $27n PR 259 B P [l
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Abstract

As the incidence of inflammatory bowel
disease (IBD) increases in recent years, accurate
diagnosis of the disease becomes much more
important. Moreover, the wide use of new
targeted drugs requires precise evaluation
of their therapeutic effects. Transabdominal
ultrasound, as a newly emerging noninvasive
method, plays an important role in diagnosing
IBD, evaluating disease activity, and observing
therapeutic effects. In this article, we will review
the application of transabdominal ultrasound in
the detection of IBD.

Key Words: Inflammatory bowel disease; Crohn’s
disease; Ulcerative colitis; Ultrasound
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R, TR RS 9 R AR AL B
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Abstract

AIM: To investigate the methylation and
protein expression of the tissue inhibitor of
metalloproteinase-3 (TIMP-3) and E-cadherin
genes in human esophageal carcinoma cell lines
EC1 and EC9706 untreated or treated with the
demethylating agent 5-Aza-CdR.

METHODS: Methylation-specific PCR (MSP)
and immunocytochemistry were used to de-
tect the methylation and protein expression

www.wjgnet.com

of TIMP-3 and E-cadherin genes in EC1 and
EC9706 cells untreated or treated with 5 umol/L
of 5-Aza-CdR.

RESULTS: The TIMP-3 gene was not meth-
ylated, and the TIMP-3 protein was weakly
expressed in both EC1 and EC9706 cells. The
E-cadherin gene was hypermethylated in EC1
cells but semi-methylated in EC9706 cells. The
E-cadherin protein expression was undetectable
in both cell types. After treatment with 5-Aza-
CdR, the TIMP-3 gene remained non-methyl-
ated, and the expression of the TIMP-3 protein
was slightly upregulated in the two cell types.
In contrast, E-cadherin gene methylation was re-
versed, and the protein expression was strongly
upregulated in both cell types.

CONCLUSION: E-cadherin gene methylation
occurs in both EC1 and EC9706 cells, and 5-Aza-
CdR can effectively reverse such methylation.
TIMP-3 gene inactivation seems unrelated to
methylation as 5-Aza-CdR can only slightly up-
regulate the expression of TIMP-3 protein.

Key Words: Esophageal carcinoma; Methylation;
5-Aza-CdR; Tissue inhibitor of metalloproteinase-3;
E-cadherin

Zhao X, Li P, Ma JF, Zhao JM, Yang HY, Dong ZM.
Methylation and protein expression of the TIMP-3 and
E-cadherin genes in human esophageal carcinoma cell
lines EC1 and EC9706. Shijie Huaren Xiaohua Zazhi 2010;
18(4): 379-383
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TIMP3 E-Cadherin TIMP3 E-Cadherin
EC1 EC9706 EC1 EC9706 EC1 EC9706 EC1 EC9706

Marker 1 M U M U 2 3Markker4 M UM U 5 6
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Abstract

AIM: To analyze aberrant promoter methylation
of the p16 and O-6-methylguanine-DNA
methyltransferase (MGMT) genes in serum DNA
samples from patients with gastric carcinoma.

METHODS: Nested methylation-specific poly-
merase chain reaction (nMSP) was adopted to
detect the promoter methylation of the p16 and
MGMT genes in serum DNA samples from 69
patients with gastric carcinoma. Serum DNA
samples from 16 healthy individuals were used
as normal controls.

RESULTS: The frequencies of p16 and MGMT
promoter methylation in patients with gastric

carcinoma were 30.4% and 17.4%, respectively.
In contrast, no p16 and MGMT promoter meth-
ylation was detected in normal controls. The
frequencies of p16 and MGMT promoter meth-
ylation were significantly higher in patients with
gastric carcinoma than in normal controls (both

P <0.05).

CONCLUSION: Detection of p16 and MGMT
promoter methylation in serum DNA samples
can provide valuable information for molecular
diagnosis of early gastric carcinoma.

Key Words: p16; MGMT; Methylation; Gastric carci-
noma; Nested methylation-specific PCR

Wang Y, Zhou L, Chen XQ, Zhang W, Wang L. Detection of
p16 and MGMT promoter methylation in gastric carcinomas
by nested methylation-specific polymerase chain reaction.
Shijie Huaren Xiaohua Zazhi 2010; 18(4): 384-387
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p16FE R HLAA T B S DA, 3 a4 ) 4 i
JE A AR ME R (cy clin dependent kinases
4/6, CDKA4/6)i% L, A 41 i J4 W1 4538k TG /S 1A,
X 4 0 J kR A v AR AE . MGM TR
G 1 [¥) O°- FH 3k 12 15 0id DN A L 5 B ify (O°-
methylguanine-DNA methyltransferase, MGMT) ¢
— R AL IDNA LIS R, nIE R kel 5|
EIDNATI, FEDNAE S A E R ZAEH.
) X e A 5 [ R DRI BR ) 2 L 2
—, W RESS IR T e IE H R, pre P
RIS (MR IR A, AR
BoR B AR P Ep 163 R A ) 71X AR
FHEEZ R, %) B i B E MGMTAEK 5 31 AR 4b
WA HIWFFUED . A AR 5 13 il e v
AEAEANE MAGFADNA, X R0 4l i 71 B DN A K
VTR A ™, CAT W TUIE S PR A5 I B
1M HEDNA L JgUR AL — BRI FE R S,
IS AT oy T Wi i T RTRE. O TR
g S A A A rhp 16 FIMGM TH: R 2 X
AR, AWFTORH S IR - EPCRIL
(nested methylation-specific PCR, nMSP)X} i i £
HRAT 16« MGMTHEK JH 37 X A EARAR
AW, BARE TR

1 #ERSA

1.1 A 2008-06/2009-09 15 FH 125 24 [t b Jeg 1= ¢
Wova £ ifiZ 1t B e S E 69, Horh D49, 4o
2001, FEE23-72CFHFES 1) %, A RE 1L
WibritE 2 B (S A RFEE) B [T LA 64 44
KL e, LR 74, s, AEE24-57(°F
K41 % . WHRIR A M (Sigma) XK 1
(Sigma). W ¥)i(Sigma). Wizard DNA Clean-Up
System(Promega/a #)). CpGH FEHEFEHIM. Sss |
(New England Biolabs). ZIRHE(IGHEA 73%5).

Taqfi#(TaKaRa). 100 bp DNA Marker(KAR). Tris
YR A AR A BRTHT A R & E
WK (4 [ Merck). DSHZ-300% 134 /K i 1H 15
AATH NGRS ) TU-1810284M ] I,
I3 M EE VAL RO AT S A BR DT 2 7).

BHEPCRY B (45 [ Eppendorf 5330%Y). DNA
ST (EE EBio-Rad A /). 5IM)E S IR
BR[S-7], th b s A TR IR A B (R 1),

www.wjgnet.com

1.2.1 ARk REZWE SN2 mL, &
EDTA$U#EE, 73 B, -80 "CORAF# .

1.2.2 FMB-A A7 F R EDNA: LK
M HDNAZ LA 0] W3 6 R v e i, ik #%
Asonso™> 1. THRIDNAFEA BT f7 828156, DNAFEAS
RAET-20 C.

1.2.3 nMSPAem § & &4 pl6. MGMTAR
BT R VALK E: ()IEFADNAR A
R R &M 2 H Herman MK 51k, BUZI1S ng
DNA, IINHE4E/K 50 uL; IS5 pLirefd
#1113 mol/L NaOH, 37 “C/K¥#30 minJa iIA30
uL 10 mmol/LAEEA520 uL 3 mol/LIVATFREL
W(pH5.0), BT IMAT00 pL A7l 4 o
WD, 55 ‘CREE/AKI16 hy K HBUHFEA, 4218
Promega Wizard Cleanup Systemiji it TDNA
alifb, WCEESOUENL M, IIAS.5 WL i Ie i 1
3 mol/L NaOH, i 'E 15 min, JIA33 pL 10
mol/LZTR¥%E . 1 uL 10 g/LEEJR %165 uLiKI/K
LEEPUEDNA, =20 C it i, Wk HEUH JE 250 57
3%, FEHI100 pL 700 mL/L ZBEVESE20K, BT
i, TS, I35 uLH4KEf#, -20 C
TRAFEH. 2)n-MSPIEEMp/6. MGMTHEA 5
Bl AR DU AR R #h 1811 5 DN AR
AR, 239 Lhp 163 8 T X 51 16-ff. pl6-
fHMGMTE )T X 5 I(MGMT-ff, MGMT-
)47 5 14 PCR, ¥ Hip76. MGMTH: K A 81
X, VAR FR: 10X PCRZEM 2.5 pL 2 mmol/L
Mg”'. 200 pmol/L dNTPs. 5410 pmol. Taq
DNAZEGL U fifbALBIDNA 3 uL, HddH,O
525 pL. FHFLF: 95 CHIAETES min; 95 °C
45 s, IR K45 s(pl65EK60 'C. MGMTIHER 52 °C),
72 °C 45 s, I35 14272 "CHEH10 min.
PLEE 1R PCRY ¥ Hip76. MGMTIER i 51X
H (0 4717 (P C R 23015 R e J B2 L g A
W, Mpl16 KA G 1 W)(p16-mf. pl6-mr)Fi
AL G M 16-ufs pl6-ur)Lh KMGMTH: A
IS MGMT-mf. MGM T-mr)AlE
5 (MGMT-uf. MGMT-ur)i#H47 4524 PCR,
SVAR R RIS 15 PCR, §IGREF: 95 CHUAZTES
min; 95 °C, 15 s, IR K15 s(pl6 5L AL 5144
65 °C, AFHIEAL 514062 'C; MGMTZE A FH L4,
51 AEREALG 66 C), 72 °C, 15 s, 73
28 MIEIR; FH4872 ‘CAE10 min. 14~ 422%
TR BRI P VKRN, SR AP AR A M54 RIF
H I BEHEAR A [F I 4 3 O RS ss T 1240

B RS A
iR AR % MR 1
Gy SR LR R
1 &R
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e £ A
AR AL LW
*t B & & oA
priekEaTY am {2 PP SENORE(C)

- p’%g@; L pre-t 5'-GAAGAAAGAGGAGGGGTTGG-3' 280 60
SR FEEY  ple—fr 5'_CTACAAACCCTCTACCCACC-3'
8.7%(6/69), i A p16-mf 5'-TTATTAGAGGGTGGGGCGGATCGC-3' 150 67
‘? M HARLE 6 me 5'-GACCCCGAACCGCGACCGTAA-3'
e 076-uf 5' - TTATTAGAGGGTGGGGTGGATTGT-3' 151 62
076-ur 5'_CAACCCCAAACCACAACCATAA-3'
MGMT—ff 5'_GGATATGTTGGGATAGTT-3' 289 52
MGMT—fr 5'_CCAAAAACCCCAAACCC-3'
MGMT—mf 5'_TTTCGACGTTCGTAGGTTTTCGC-3' 81 66
MGMT=mr 5'-GCACTCTTCCGAAAACGAAACG-3'
MGMT-uf 5 - TTTGTGTTTTGATGTTTGTAGGTTTTTGT-3' 93 66
MGMT—-ur 5'_AACTCCACACTCTTCCAAAAACAAAACA-3'
A 1 2 3 4 5

xR 2 nMSPIONIBESEEE. MCMTEREBEVLESR %)

pax:| n pI6ER MGMTER
WIBH 16 0.0(0/0) 0.0(0/0)
wEIZE 69 30.4(21/69)° 17.4(12/69)°

°P<0.05 vs NIBA.

G AEDNALE Ay FREEAC BRI, BL2 B 1Kl
PSR 1) 2 WA 2R AT DAy [ 0
Feit AT RHISPSSEti £ AR Ty K.

2 BR

2.1 &R A LU S AL B G BEDN A BH
X R LA 5 109 19 J5 HREIAH Y. B, A28 7K
PR3 1508 8 TR BAL 5 1 04 B TEAH Y B R,
[ BN PR R4 5 1400 5 4 FERAR S | )9 38 06 H AT
AR AR B I H A R AR I, AR DA A
I A 25 AR AR AT 14 14 AH Y.
B AR, A H A0S [958 38 AR Y Fy
BRIk 56 4 AL, FERE S 1) SRR B0 5 1)
P4 38 A Yl BOR AN 56 4 TR, S84 R SEAE
FIASTE 4 BRI T by R S AR ARSI B

22p16. MGMTA EnMSP¥ 34 45 & Z5 L oR, 18
A 6961 B g B E R, pl6. MGMTIE N 5
TIX FHEAL R 351 430.4%(21/69) 17.4%(12/69).
KR AR Wpl6. MGMTIEK i 81X R4k, 22
F i, B g 2E s L(EL, 3R2).

3 e
DN A LAY AT 38 ok AN oo A0 5 D] 510 g 5 | ks A
RIRRAE, A& R e B2 A JE R T Bk G B

M UmMUMUMP BMU MU

B 1 2 3 4 5
MPBMUMUMUMUMU

1 nMSPHEN /6 FIMGMTE R S5 F XEBEL. A: pi6;
B: MGMT; M: DNA Marker(DNA Marker [ . 20 bp DNA

S, U: T 101 1-5: S RRIRERR,

P2 . DNAF LR AR A 43 H AR 4
JR R 1 A L, JEBSE R R R R
MAR4L. PEADNASAAE T M (M B W
S S g T Y. R P LY G i AT N 2 g
g B TR AROIR AR IO S 408 LT i
e FURMET . BN BT A R A
IADN A A5 e 2L 23 o AH . DN AZKPAIR,
FLIEIR AL DN AZE AT A Ak B 7 o A7 78 AR
DAL b AT 7 Hh SR 4 3 30 48 R AR S P CR
UM SP)EA 5 e R R 1 S A S
PCRE(MMSP)HEAT A AT, 45 3 ok o
BH M REA A AEp 16 FIMGM THE [ 5 5 1
N R A G
p16IEAE R AR T B LR, )R 3h
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T XA O IESAFAE T2 R0 AR . L
FERFFEIN S DR i 5 e 2 1 SR A TR 36
3K IR ) BENL, A8 AR R ZH 1 BT B g AR
AN Mp 1 63 R A S, 45 5 B oRp 165
RIS 1L 240 1l 2Rk 26 4 8.7%(6/69), Fir A farilll
FEARAR ML 555874 . AHIF 5069191 5 et 16 2 40 of
SER 2 p 1655 K1) 21 IX AR S JEAT R,
SE R WoRp 16 3E R J3 )1 X AR AL, FEAL
HH30.4%, 50 BALAH L2 = AT gl L
Tkoma%5 "R HIM S Py 4G £1148%(52/109) 1) 1
S B AN R L P AT A LS p 16 L AE Y I 22 /b —
ANFEDR i FR AL S DL BTl R Wp 163k
DAL 8l X Akt 1 i thp 7 6k DR 2R 3 ) 2 2
MUt Tpl6 55K A 21 H AR vl R 5 | iE Rk ok
T, O 2K A e B AR T SR R AR, B
JfL ik P RS, A S TN, R B S DN AT
TR NS, AT 35 MR ) A

MGMTEHNAEZEFDNABE IR, FHR
B g A S R R e A S 100 50 I FE o R DA
AL ZAHTEAL PR RET =i bR 1L BRI S s 41
ZUL AR B i A P MGM THE R R 8 1%
ik, &R BN B AL FTMGMTIR R IE R IAR
ST AU 69151 i R MK T MGMTHE KA
Bl 1 DX ARSI, 45 3 o b R A%
H17.4%(12/69). LA ERFFHE R B B P MGM TH:
DU IA A AL AT i S MGMTHE ] i F AL A %

JigRe e A FR A A R A, AR ARV S 2 R
PRIUOTIR) S XA AR IE S T e R ot 2
p16FIMGM THE FIAFLE A 811X i LRI,
Horip 163 H AL R K siaa: R H 4l
SUIAT IS A R AH AL (29.4%). AR
M GMTHE R H AL 26(17.4%) I8 T K siaa®54i)k
1¥(36.8%), {HZhao " "WF 5Tt s B e 41 41
BARFIMGMT FH4L %(6.9%), LA LAFFT4E A
— 305 i 2R A B N D7 VA6 O, DRIk o
Ak — P FT LR SE B g S MG M THE K HY
FALIRE.

HE DRIk 1 R LAl 2%, AHHE ST
Uiz AInM S P20 B i i 1 i flp /6 FIMGMT
FEDR F ARSI, (Hp 6 FIMGMTH: A /5
Ak 5 AR AR O B AE IR IR 1 (W18 FH AN E
M TR AT,
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Abstract

AIM: To explore the relationship between
chromosome damage in peripheral blood
lymphocytes and oxidative stress in patients
with alcoholic liver disease (ALD).

METHODS: Thirty-one ALD patients (experi-
mental group) and 22 healthy volunteers (control
group) were included in the study. Chromo-
some damage in peripheral blood lymphocytes
was detected by cytokinesis-block micronucleus
test. Plasma malondialdehyde (MDA) content
was determined by the thiobarbituric acid (TBA)
method, and superoxide dismutase (SOD) ac-
tivity was measured by the xanthine oxidase
method.

RESULTS: The content of plasma MDA was

significantly higher in the experimental group
than in the control group (5.88 umol/L + 2.62
umol/L vs 2.89 umol/L +1.33 umol/L, P < 0.01),
while the activity of SOD was significantly lower
in the experimental group than in the control
group (49.28 kU/L £ 6.03 kU/L vs 57.35 kU/L *
496 kU/L, P < 0.01). A negative correlation was
noted between the content of plasma MDA and
SOD activity (r = -0.454, P < 0.05) in both groups.
The rate of micronucleus formation was signifi-
cantly higher in the experimental group than in
the control group (P < 0.01). A positive correla-
tion between the content of MDA and the rate of
micronucleus formation (r = 0.493, P < 0.01), and
a negative correlation between SOD activity and
the rate of micronucleus formation were found
in the experimental group (r = -0.422, P < 0.05).

CONCLUSION: Oxidative stress plays an impor-
tant role in chromosome damage in peripheral
blood lymphocytes in patients with alcoholic
liver disease, suggesting that oxidative stress
is one of the mechanisms causing chromosome
damage in peripheral blood lymphocytes in
these patients.

Key Words: Alcoholic liver disease; Chromosome
aberration; Oxidative stress; Malondialdehyde; Su-
peroxide dismutase

Wang BJ, Wang Q, Zhang ZQ. Relationship between
chromosome damage in lymphocytes and oxidative stress
in patients with alcoholic liver disease. Shijie Huaren
Xiaohua Zazhi 2010; 18(4): 388-391

il %L

BRY: KB AT % (alcoholic liver disease,
ALD)® % 91 A f bk B dm L &R 5K A
B Yok EMI N PR

Tk KRR o LT R AL R . BRAR
EILE R B & & A R oh AL B % 5 A A
314) ALD B & A= 2245) 4k e AR Ae & 51 8] itk B
i EARTAS L. R A —BE(MDA)%
T B AR BN HACEE(SOD) & T

LR mplmE T BALEMDAS S5 5]
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#5.88 umol/L£2.62 pmol/L#22.89 umol/L
+1.33 umol/L, SOD M4 %] 4#49.28 kU/L
+6.03 kU/L#257.35 kU/L+4.96 kKU/L, f3
MDA 4% [ %SODE M6 ki 38 5, W4
BIRARZ A B E M £ F(P<0.01), BLymem
MDA4 2 5SODEMRT/LZ 8 ER40E@T =
-0.454, P<0.05). s, A6 L pds & & T 2T
RN, PR LA £ F(P<0.01). JR )
MDASZ 5 iz & A EEME( = 0.493,
P<0.01), mSODE ML itz F G RABEGE =
-0.422, P<0.05).

258 ALD B £ 1k N 8L B AR SM R fu itk B4
ML AR PR EZER, R TALDES
AR 89 FAC B = 91 R bk € 4 i B & 4K
Bt e Ll 2 —.

R BRI, ek, SR R
BE; B EAL YL B

FEUE, B, KGR, WEMRESHEMRRENRNS
SHNAEERAR. BRENENRE 2010; 18(4): 388-391
http://www.wjgnet.com/1009-3079/18/388.asp
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RS PE AT 99 (alcoholic liver disease, ALD) & i+
KPR B T B0 R v . ALD G E
ALD. KSRGS RS PRI 28 . RS P
JFT£F 4k A R0 RS kA Ak Rl o 2 0.
MEREALD AW 2 EF A, O
YT B I 28 10 58— K i IR2. AL DI
RIRHLEI A%, ] e 55 W9Rs A LA = Pyt I
WG BE A . AN B e O, 4 i
T, NER. B2 8L SRS IE
52 R R 217 0. AR SeR i, A Ay
T 1R AR A N JBOZE B 1R R £ L VR ESUER
BRI RS A7 W S s s eV E YT, LIRS
X2, ARAEAAN B IR A= s
WS, — MBI [ H 35 1 A A T RS 1) J5t A B
PE b 25 AR Y AR TR e ) SR
WL S B0 AT I A LD £8 3 A1 i i bk 2241 g G
AR Ol BRAR L L 2R Yk B A W o R
P ¥ (malondialdehyde, MDA)/KF- Jz # I 14
S A AS I 1 B A A )5 AL B (superoxide
dismutase, SOD)¥ %, R 1T ALD £ 3 41 ) il ik 2
2 0 G 0 AR5 15 AR P 28U I T ) 5k 3R

1 RIFSE
1.1 A4 2009-03/2009- 1145 22 M K2 55— Bt
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W ACEHME B AT 12 02 B AL D &35 3 1451 (s 441
A1), & WrbR HE R HE 2006 45305 K VT 1297 45
il RIS 53.58 % 19,994, BRI HE90.6
g+55.2 g, U L22.24F +8.54F, JLrprRs 1k i
JU5F LU0 SRS PERT 28 1041 PR PE T4 10
il ) — B S 25 R 27 B — B e A S v 4
RO ()4 5 5 B 2249 O LA, T84 % 52.82
249925, AWM AU, WAL RAER T
W ZE 7 (P>0.05). AW FUR S AR A o b
2 ] &P R Rl s, SRR BT 28 0 1 sk
oo BB RBEVEITR . Za kIR AR
. SOD. MDA &1 A w5t d APy
A, ZHEREAR, i s s FE B H 5L
Sigma/awl, 1640955775508 B A6 3T b tHgak
BHL R A A H . BBI6UV/BB5060UV CO,H;
FERE, G, L80-2 B Ly THE ML, Beckman.
LX. 204> A3 E BT X
1.2 7 R AHEE K 4.5 mL, $£412.5 mL
(EDTAHLE) H T %5 . MK MDA 7 & Al
SODIFETE KL, 2 m L kil 250 )5 13 H -1
ALT. ASTAIM. &AL EE Z 1 bb kil e
MDA i, HEIEEM A EEEI 2 SODE T, LX.
204 F S A BT AR IALT, AST. B fisr3d
BELF ¥ DA SI2 56 DL SRR [9], FH -zl & J afin ik
LG Btz 6. i ot 7 2 B V2 AR S 560 U 3
HAREHE: ()20 7% LB #R1F): EDTA#T
BEIf0.5 mL, 78410524 hpd Bl N 164078 755557
B, AR E3T (C+0.5 CHRANNBEEFR44 h
J&i, INHRIE J4.5 mg/LAN KA 5t 22 B4k 452388l
159728 hy ()l F g (h: 2R RE I fa R 40
W 0V 1T 000 r/min 005 mini, JIA7 mL
4 °C R4 1110.075 mol/L KCUKB R, SLHIE L
8 min, F* . FHIE (R @ KSR =3 1 1)
PR 2, 2508 min, ¢ 13, PR @20
A FE H Giemsade (i, (3)Bif: fEMEE il
1 000 XURZ 4H i, V155 AR 4 16 2. (%o).
GitFaE 45 DimeantSDE RN, H
SPSS11.04¢ 11 2= A TR % . Mann-Whitney
F5r 56 J Spearman % 24 AH 543 HT, P<0.05 P 2
[EERTER P

2 FER

2.1 SPA dn itk B 4 RO AR A 00 4l B S A AR T
Mg, 5540 I, EE AN, fE
B AR ERAL N, B B Y, g5 E
IZAR I, & R Bk &, AHTe, Kb

A7 B A %

ALD®W 2 5% B %
- BPRIKE
o BRI, 125
KRB R A A
Z, BT R oA
FE.OTRRS5CT
B R AR
X Uk 89 2 PR AR
B R k.
F BB 2
M. WEE.
EHELERRE
S A 0 & A AR R
4R EH L.
EE K, Awkey
Eo e R &
A BB M
T R P e AE )
B Z B EM. T
BE AT BRS04 1 4%
AR 2 Bk
ERKFE, s
A B, MR
SR AT
B, —fiAAN A Y
Koy AR TE
64 3% A A P A
AEZAER.
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B 1 SNEMMEEREAZEIRETERE). A: 2P BUZKE i x 40); B: —ASBAZZmI B — % (< 100); C: —48
T BN (X 100). AFPET Sk BUZIMREARNE; B. C: ik

R 1 ALT, AST, MDA, SODE:IAZZRZ{ (mean + SD)

Ei=1) RfIZE XI024A

ALT(U/L) 57.52 +40.23° 23.32+6.67
AST(U/L) 69.1+15.64° 30.68 +6.69
SOD(kU/L) 49.28 +6.03" 57.35 +4.96
MDA(umol/L) 5.88 +2.62° 2.89+1.33
RZZR (%o) 25.47 +5.14° 12.50 + 5.40

°P<0.01 vs WHBA.
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By, S H I 2 A BUZ I B 4 (B 1A), 75—
AN RURZ IR CL 40 i I — M (B B), 7E—A
U K B 4 -t mT ] P B A% (B 1.C).
2.2 ALT. AST. MDA. SODZft4x & %A
F AT LLAE HIR B 4L ALT . AST % 21 AH
L3 T, PALAR LLAA 2 P 2 7 (P<0.01); 1L
HMDA T A SODIG M I AR I =, 44:
TH2E ST, o 19 L F00) HECZH P i b 2 TR) 4
FEZE R (P<0.01), HAFIZEIMDA T # 5SODE
PEARAK, 2 ] 5 57AH 5 (P<0.05, r = -0.454). 4R,
993 9 A R % v o RV, PR A L S
Z53(P<0.01).

2.3 MDA4&42SODE 5 Az £ T hiR
1TSpearman®G 2 A HT, Wil ZH ML 3K MD AT
55 A0 A L A0 IRAOZ 3 A2 A8 IEAH G (P<0.01,
r=0.493), SOD¥&H V5 A1 Ja] ifiL bk T 40 k% A7
TE A AR (P<0.05, r = -0.422).
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Abstract

AIM: To assess the relationship between serum
thrombopoietin (TPO) level and Child-Pugh
grade in patients with liver cirrhosis.

METHODS: One hundred and nineteen liver
cirrhotic patients (experimental group) and 30
healthy volunteers (control group) were in-
cluded in the study. Serum TPO level was de-
tected by enzyme-linked immunosorbent assay
(ELISA). Meanwhile, routine blood tests, blood
biochemistry tests, detection of hepatitis virus
markers, and color Doppler ultrasound exami-
nation of the liver were performed.

RESULTS: Based on clinical manifestations and

laboratory examinations, 43 patients were clas-
sified as having Child-Pugh class A cirrhosis, 63
as having Child-Pugh class B cirrhosis, and 13
as having Child-Pugh class C cirrhosis. No sig-
nificant difference was noted in serum TPO level
between the control group and the experimental
group. Patients with Child-Pugh class A cir-
rhosis had higher serum TPO level than normal
controls (P = 0.19), while those with Child-Pugh
class B or C cirrhosis had significantly lower se-
rum TPO levels (43.44 ng/L + 33.51 ng/L and
45.16 ng/L £ 30.04 ng/L, respectively; P = 0.001
and 0.048, respectively) than normal controls.
Platelet counts (PLT) in patients with Child-
Pugh class A, B or C cirrhosis were significantly
lower than that in normal controls (all P < 0.001).
Serum TPO was negatively correlated with
PLT in normal controls (r = - 0.363, P = 0.048).
Although no correlation was noted between se-
rum TPO and PLT in patients with Child-Pugh
class A or C cirrhosis, a positive correlation was
found between serum TPO and PLT in patients
with Child-Pugh class B cirrhosis (r = 0.383, P =
0.002).

CONCLUSION: Reduced hepatic synthesis of
TPO is important for the development of throm-
bocytopenia in cirrhotic patients. Serum TPO
and PLT can be used as parameters for evalua-
tion of liver function.

Key Words: Liver cirrhosis; Thrombopoietin; Plate-
let count; Thrombocytopenia; Child-Pugh grade
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LR IF R4 B & P Child-Pugh A, B. C& %
B A4346) . 634142134, 5 xR LLAA, AR
B HEFHTPOKF LR EM £ F, AZTPO
KFHIFHGAR, R g%t FE L, MBA
(43.44 ng/L£33.51 ng/L)#=C#4(45.16 ng/L+
30.04 ng/L) W B 2 HEAKP = 0.001, 0.048);
AR (PLT)EAZR . BAACERZ T 4,
5t atnrt, A 2 F R £ F(39P<0.001);
TPOLPLTAEXN L 2 fiAg%( = -0.363, P =
0.048), 72 Child-Pugh A28 FoC % % & T AR 1k,
EBRE EARE AR % FEL(=0383,P=
0.002).
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5Bk 2h B 6 35 AR
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NS, ARE, BIRIT, FRE. FHEKESChild-Pugh?)
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392-396
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/0 IR T, (BT I T B AN )R B 1) AT A
b B /N A S AL (platelet, PLT)Z
[F) % & IWEFT 82, *FChild-Pugh# 2 TPOFI
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%+ Child-Pugh &
Y5 AR E R E

For o) AR 3k 4T AR
%P A B 0 BF ST
ER o U ]
A

ax’:| n  PLT(x10°/L) TPO(ng/L) Child-Pugh>4%  n A PlE
FFi@kE 119 87.70+58.99 57.61+42.93 PNEELE] 30 -0.363 0.048
SUIRAE 30 201.30+57.45 70.32 £33.80 A 43 -0.011 0.943
e -0.947 ~1.506 B 63 0.383 0.002
PE <0.000 0.134 CH 13 0.120 0.695
A 140 — B 300 —
120 + 250 —
100 200 b
2 s0- bd ad 5
kS = 150 — bc
8 60 — : )
= - ] C
40— & 100
20 50
0 0
A% B2 Cc S HRZE A% B CZ  XHAEH
5545 53 8%

B 1 Child-PughZRTPOSPLTENSEDHTLER. £<0.05, °P<0.01 vs THHAZH; P<0.05, P<0.01 vs AZL.

1%57.905 +£13.23% . WLl PRI RAERS A B
VR PIH I W 490.663H10.116).

2.2 Child-Pugh&-28TPOZ £ 441 4 & X 4L i
ETPO N 70.32 ng/L£33.80 ng/L. 5% H4IAH L,
SEUG A S TPO LS 2 i X (£ 1); TPOLE
UG 2 Child-Pugh A2 482.14 ng/L+47.93 ng/L,
Eouf AHAHEC AT THania s, (Hegeit B @ =
0.19); Child-Pugh BZ(43.44 ng/L£33.51 ng/L)
FICY4(45.16 ng/L£30.04 ng/L)IMiETPOKFH;
A 2 R %P = 0.001, 0.048); Child-Pugh
B, CH5AZALE, TPOEZE FF#@P = 0.000,
0.003); Child-Pugh BZ(. CZ 2 [W&% A Gt 5
(P =088, K1A).

2.3 Child-Pugh&BPLT7 £ 5 # 4R X4
PLT }(201.30457.45) X 10°/L. Child-Pugh A
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55 0) FAE AR L S AT PRk b, HA G 2 X
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MICY 2 [RGB #1257 (P = 0.39, £ 1, KI1B).
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EBZ(r = 0.383) 2 IEMH K HASG I BN (P =

0.002, %2).
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Abstract

AIM: To investigate the diagnostic value of
serum bone morphogenetic protein 2 (BMP2) in
patients with primary hepatic carcinoma (PHC)
by measuring serum BMP2 levels in patients
with chronic liver disease.

METHODS: Seventy serum samples, including

www.wjgnet.com

20 from patients with chronic hepatitis, 20 from
those with hepatic cirrhosis and 30 from those
with PHC, were detected in the study. Seventeen
serum samples from normal donors were used
as normal controls. The serum level of BMP2
was measured by enzyme-linked immunosor-
bent assay (ELISA). The content of serum alpha-
fetoprotein (AFP) was determined by radioim-
munoassay.

RESULTS: The level of serum BMP2 in PHC
patients was significantly lower than those in
chronic hepatitis patients, hepatic cirrhosis pa-
tients and normal controls (all P < 0.05). The sen-
sitivity, specificity and accuracy of serum BMP2
measurement in diagnosis of PHC were 90%,
100% and 96.55%, respectively. The sensitivity of
serum BMP2 measurement in diagnosis of PHC
was higher than that of serum AFP measure-
ment (y° = 22.78, P = 0.001).

CONCLUSION: Serum BMP?2 level has appre-
ciable value in the diagnosis of PHC.

Key Words: Bone morphogenetic protein 2; Hepatic
carcinoma; Diagnosis
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Abstract

AIM: To observe changes in serum carbohydrate
antigen 19-9 (CA19-9) and carcinoembryonic
antigen (CEA) levels in patients with common
bile duct stones.

METHODS: A total of 68 patients with surgi-
cally confirmed common bile duct stones were
included in the study. The correlations of serum
CEA and CA19-9 with total bilirubin and direct
bilirubin were analyzed. For 20 patients whose
serum CA19-9 levels were twice more than
the upper limit of normal values, a consistent
follow-up was conducted to analyze the correla-
tions of the difference between preoperative and
postoperative serum CA19-9 levels with total
bilirubin and direct bilirubin.

RESULTS: Significant correlations were noted

between serum CA19-9 and total bilirubin and
direct bilirubin (» = 0.813 and 0.786, respectively;
both P = 0.000) in patients with common bile
duct stones. No significant correlations were
noted between serum CEA and total bilirubin
and direct bilirubin. The difference between
preoperative and postoperative serum CA19-9
levels has significant correlations with total bili-
rubin and direct bilirubin (r = 0.787 and 0.806,
respectively; both P = 0.000).

CONCLUSION: Elevated serum CA19-9 levels
are noted in patients with concurrent common
bile duct stones and obstructive jaundice. In
these patients, serum CA19-9 as a tumor marker
has a poor specificity.

Key Words: Common bile duct stone; Obstructive
jaundice; CA19-9
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Abstract

AIM: To assess the efficacy and safety of
endoscopic treatment of acute biliary pancreatitis
(ABP).

METHODS: Relevant databases were searched
to identify randomized controlled trials or quasi-
randomized controlled trials evaluating the effi-
cacy and safety of endoscopic treatment of acute
biliary pancreatitis. The quality of the included
studies was evaluated using the criteria recom-
mended by the Cochrane Handbook for System-
atic Reviews of Interventions Version 5.0. Statis-
tical analyses were performed with RevMan5.0
(Cochrane Collaboration) software.

RESULTS: Four randomized controlled trials or
quais-randomized controlled trials involving 317
patients were included. A meta-analysis showed
that there were significant differences, between
endoscopic treatment group and conventional
treatment group, in the time to onset of ab-

dominal pain relief [odd ratio (OR) = -2.98; 95%
confidence interval (Cl): -4.98, -0.97], the time to
recovery of white blood cells (OR = -4.63, 95%Cl:
-5.29, -3.97) and serum amylase (OR = -3.85;
95%CI: -4.49, -3.21), the complication rate (OR =
0.34; 95%ClI: 0.18, 0.66), and the hospitalization
time (OR = -7.51; 95%ClI: -9.89, -5.13).

CONCLUSION: Current evidence shows that
endoscopic treatment of acute biliary pancreati-
tis can significantly reduce the time to onset of
abdominal pain relief, the time to recovery of
white blood cells and serum amylase, the com-
plication rate, and the hospitalization time.

Key Words: Endoscopy; Acute biliary pancreatitis;
Systematic review
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Abstract

AIM: To explore the distinctive diagnostic features
of biopsy and operative specimens between
Crohn's disease and intestinal tuberculosis.

METHODS: A retrospective study was per-

www.wjgnet.com

formed to analyze the pathological features of
110 biopsy specimens (55 from patients with
Crohn's disease, and 55 from patients with intes-
tinal tuberculosis) and 38 operative specimens
(29 from patients with Crohn's disease, and 9
from patients with intestinal tuberculosis). The
value of these pathological features in differen-
tial diagnosis of the two diseases was analyzed.

RESULTS: Pathologic parameters of biopsy
specimens helpful in differentiating Crohn's
disease from intestinal tuberculosis included
broadened submucosa, fissure-like ulcer, and
granuloma (37.5% vs 14.0%, 10.9% vs 0%, and
10.9% vs 43.6%, respectively; all P < 0.05). Patho-
logic parameters of operative specimens helpful
in differentiating Crohn's disease from intestinal
tuberculosis included broadened submucosa,
fissure-like ulcer, broadened muscularis propria,
cobblestone appearance, and granuloma (51.7%
vs 11.1%, 34.5% vs 0%, 62.1% vs 11.1%, 37.9% vs
0%, and 20.7% vs 77.8%, respectively; all P < 0.05).

CONCLUSION: The pathological features of
biopsy specimens have limited value in differ-
ential diagnosis of Crohn's disease and intes-
tinal tuberculosis. The pathological features of
operative specimens have appreciable value in
differentiating Crohn's disease from intestinal
tuberculosis. It is essential to combine clinical,
endoscopic and imageologic parameters to dif-
ferentially diagnose the two diseases.

Key Words: Crohn's disease; Intestinal tuberculosis;
Biopsy specimen; Operative specimen; Pathology
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Abstract

AIM: To analyze the clinical features of
chronic constipation and the risk factors for its
aggravation to provide a reference for future
treatment of the disease.

METHODS: A total of 177 patients who meet the
Rome III criteria for chronic constipation were
selected by stratified cluster sampling to conduct
a questionnaire survey. The content of the ques-
tionnaire included a total of 132 items on demo-
graphic factors and disease-related factors. The
data from the survey were then input, checked
and statistically analyzed.

www.wjgnet.com

RESULTS: A significant difference was noted
in age between female and male patients with
chronic constipation (P = 0.04). Chronic consti-
pation had a broad spectrum of symptoms. The
most common symptom was effort during defe-
cation (82 cases, 68.9%) without medication. The
percentage of female patients removing stools
manually with a finger was significantly higher
than that of male patients (y° = 7.937, P = 0.005).
Decrease in stool frequency (< 3 per week), acid
reflux, epigastric burning, bloating, abdominal
pain and weight loss were closely related to the
severity of chronic constipation (all P < 0.05).
Drinking for men and the number of pregnan-
cies and deliveries for women were also closely
related to the severity of chronic constipation (P
<0.05).

CONCLUSION: Chronic constipation can be
prevented or eased by changing lifestyle, devel-
oping healthy bowel habits (at least three times
per week), raising awareness of accompanying
symptoms and warning symptoms, and regu-
larly visiting physicians.

Key Words: Chronic constipation; Clinical analysis;
Risk factor
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