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Abstract

AIM: To observe the impact of treatment with
Nesfatin-1 on gastric emptying and stomach
smooth muscle contraction in obese rats.

METHODS: Obese rats were fed a high-nutrition
diet for 6 weeks, while control rats were fed a
normal diet. Different concentrations of Nesfa-
tin-1 (0.5, 5, 50 umol/L) were injected into the
dorsal vagal complex (DVC). Gastric emptying
was then determined, and the spontaneous con-
traction of isolated circular smooth muscle of
gastric fundus and gastric body was recorded.
In addition, the impact of different concentra-
tions of Nesfatin-1 (0.026, 0.26, 2.6 umol/L) on
acetylcholine (Ach)-induced muscle contraction
was observed.

RESULTS: Various concentrations of Nesfatin-1
significantly inhibited the contraction of gastric
smooth muscle strips isolated from both normal
and obese rats compared to rats treated with
normal saline (g = 3.93-15.72, all P < 0.05 or 0.01).
Compared to normal rats, low-concentration
Nesfatin-1 showed no significant relaxing effect
on stomach fundus smooth muscle in obese rats
(P > 0.05); however, medium and high concen-
trations of Nesfatin-1 significantly inhibited the
contraction of gastric fundus smooth muscle of
obese rats (t = 2.14, 2.63; both P < 0.05). Com-
pared to normal rats, low and medium concen-
trations of Nesfatin-1 showed no significant re-
laxing effect on stomach corpus smooth muscle
in obese rats (both P > 0.05); however, high-
concentration Nesfatin-1 significantly inhibited
the contraction of gastric corpus smooth muscle
of obese rats (t = 2.53, P < 0.05).

CONCLUSION: Nesfatin-1 inhibits gastric emp-
tying in normal and obese rats and acetylcholine-
induced gastric smooth muscle contraction in
obese rats in a concentration-dependent manner.
The inhibitory effect of Nesfatin-1 is stronger in
normal rats than in obese ones.
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%, BHE R Nesfatin- 17K F 3 mf AL
Nesfatin-1 7T #74) T BEAL 515 F- 64 2 25 P Je fk
KABRE FEIE M L E3h, LAk 4E R
M Nesfatin-1;8 & 3§ & % 34 3%, 48 ) Nesfatin-1
R A ) B KRB AR T LA s AR R iR
ERLA S

FKHEIF: Nesfatin-1; JERE; “FIRAL BHE; W4

=W, B, AR, BN, IRB, £8%. LB, TS,
818, Nesfatin- 1 WL AR BH= LB LBl FNGEIEEY
0. HFRELNHRTE 2012; 20(8): 631-637
http://www.wjgnet.com/1009-3079/20/631.asp

03I
JIEPRE 2 e S < TR /Co 0 B B 25 LR

HME L — R E R Z (S5
TALGEI, E4ERE g BT & AR
Nesfatin- U Hi KL — R i w ik, w5
RE AR, LRI NEFAZE 4 5 14202
FEMR A 1 22 ik (nucleobindin IT, NUCB2), i s
S T Nesfatin-1F0 5 & S A=A, 10
[vi] B 25 7 LR S PR LA ] A B e 2 Y
FWNesfatin-14 — & MHIHIEEEAEH, H2R
LA K R HE A B T H R v ek,
IR S5 W 8N esfatin- 1002 4R B 1 LA U 46 1)
Y FH B rh AR 1 S Nes fatin- 16 T 55 M IERRE K B
He 52 ), R0 IE PR A N Nesfatin- D6 75
2 T AR 1% 1 52 i P/ AL,

1 RT3

1.1 A Brar. =& S A 254E F 1025
A BRA A A SBERGRIE B F i = 22 ALK
74 PR A &]; Nesfatin-1% H Phoenix Pharmaceu-
ticals, USA; PUTE 4= BHid 5k (X RM6240 BDY K Y
JEE 28 A R G H A

12 F ik

1.2.1 shahp & 128 8 Wistar K, iR 7E
100-120 (5 By 2540 Fri4th), BaHL& 7> B8N IE
PRI SRR E A DL OE iR, AR
Y1 DL e s IR R, BE T 100 g HE A ]
RIS IRYI1S gv J4IhS g AEESO g.
W15 g AN 1O%E, RIS AT
B Lee'sfRE[(A T E)1/3X10°/fAKcem],
6 wk i P I B A 0 it = 1 A s ) AR
AU T R B AR AR i #E22 T2 C
AN TSR, £ER8:00-20:0006 8, H HK
K, W ORFFAES55% £ 10%.

1.2.2 # A& 5 A4K((DVC)X 3 B A% Bl & Wistar
1EH B EREA SR, 1400 mg/kg/K £ G0 I s v
SRP BRI, DR B0 B[] 5 i A2 A s A A
SLESIE ST, 3% SR K i 20 21, #84)
TR R, ATET S R T RSP 2, AR K R
o 358 ST AR 5 A7 [ B (Paxinos& Watson, 56 5Ji)fff
EDVCIHIAL E (L+0.4, F-13.8, H+8.0), [ =#s4t
BT PR 17 A B ik Y, 45415 mm, Py
123 mm, ME4 mml¥) B HIAFNEE EEEAN
ZEIDVCIX, FI5028 M A Fakn [l € &8 B,
FARNAEEEN 4 L3 B 1B ZE.

1.2.3 ARz 4 Nesfatin-19] § HE 2 % DVCEE

www.wjgnet.com
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4R KRE(9) B(cm) Lee'siSH Him=#&8(mmol/L)
WB4E 329.96+52.13  20.3+0.95 339.61+11.66 1.22 +0.22
SAS4H  404.67+53.34° 21.02+0.94° 356.40 + 13.75° 1.50 + 0.24°
°P<0.05, °P<0.01 vs IWIRA.
TARE KRBT, R d, R TIEEES SV TK a2 m.

27 LT B TS B I R B K AR
8 hAZEIK. 7300 T8 20 K B D V CIX A1
H¥Nesfatin-1: 0.5 umol/L+ 5 umol/L. 50 pmol/L
%0.5 uL, 2 minN7ESE, BEFT min, AEHER KN
FECZH K B A D7 e NS A B A B AR /K (NS)
0.5 pL. 2.5 hja$E - K4 7750 mg/dLBYZ12 mL
WEH, 15 min)al K RUUHERL 1, FTIFIE I, 45
LTI, BUREEA Y, T KRS UIIT,
DAZETRK Mok S A, 24820 mL. FRIIA
0.5 mol/L NaOH 20 mL#HHIRA), HHE 1 hgHX
5 mL_ L35, IIAN20% =5 41R0.5 mLEH A,
PA3500 r/min(502F420.1 m)Z.0 10 min, H
WO 2 G EETEAES60 nmP AR I
JEEEAE. UYL 2 mL, SC R I ZE A8 K
18 mL. 0.5 mol/L NaOH 20 mL. 20% =% £
4 mLACHERS), MEBOCEE. KRB R =
(1- S0 Py 2T W6 /AR HE TR 2T WG S ) X 100%.
1.2.4 332 515 B A U0 E, IEH K&
HEJER RIS B M EST0.2 nLEgk R T
DVC, FTIF i fis 70 WERE I A= AR K 2 4% %
P E ] 52 A 2 21, A5 4L ZR D aS0 . wm e iR UK
VI, DV CEE AL, 8 A AUER ) 5L 50 45
BAFGl

1.2.5 -F 7 U5 ) & B AR SP LA AT 45 52 B SEIG
UK R 24 hAREEIK, J00HE I 17224058, I HEER
B, W E /NS EIIT. HKrebsii(mmol/L: 137.5 Na',
59 K, 2.5 Ca™", 1.2 Mg™, 134.2 CI,, 15.5 HCOj,
1.2 H,PO,, 11.5 glucose)Ptif'H W 2 i N B
A Krebsi AL, Zo4mi R A R R 2, 43
BUEAA . B ADZ2 mmX 10 mm " EAT
Lg%, JRN37 ClE# A+, FFE A 950 mL/L
0, M150 mL/L CO,MI7RA M. B4ty [ 5
TSNS B b, by TRk ) e re A
by A B SR, BRE T h, Il LSRR D)
ek, FPLA R B R IR TS 3R E 5 NN SR
ik, e th Ze A Jm SEg 41N ANesfatin-1, Xf
FRAUIN SRR A 3 K, LSRN R IR N es-
fatin-1(0.026 umol/L. 0.26 umol/L. 2.6 umol/L)

www.wjgnet.com

Beit 2038 [V HISPSS18.040 2 i AF AT
Bdm hh B, P 2R 1) LSRR 5, 2 4]
FE R FH L IR 38 5 22 3 s, BL SRR (5 X
107 mol/L) 5 5 7= A (e 4 3% 2 )i 1 & WK 5k
JI R IEAE (g), UM 259 )5 T8 L&Y 7K 22
IRB AT R BN (g). 45 R BASK 17284 3 % 3R
NIRRT 33 = BN/ IRAE X 100%).
T 45 B Fimean+ SDFE IR, P<0.05%FH &1

2 R
2.1 SR KEARTZE. K& Lee'stg
8% FH2FPAS A DRI SR IR R, etk
MR IR, W S I 0 AL, A=
A G (= 6.34, P<0.01). = figtakl4a
KRS K Lee'stREH M =B 2B &
TIEH X4 = 3.41, P<0.05; £ = 5.89, P<0.01;
t=2.772,P<0.05, %1).
2.2 Nesfatin-13T EF ZIEHEKR R BHT £ H
o) AR Nesfatin-1(0.5 pmol/L)X} IE % K il
Hes A7 BE I (g = 3.45, P<0.05), {HX]E
JREK B B 28 TG 8 35 il (¢ = 2.95, P>0.05); 1!
RS R =9 ¥ Nesfatin-1(5.0 pmol/Ly 50 umol/L)
43T 308 2 L R BRI PR K B HE S VR
(P<0.01), H 5 BFHEMMMK R (@G = 3.03-5.20,
P<0.05-0.01, 2).
2.3 Nesfatin-13F EF ZIERE KR R F T &I
45 B0
2.3.1 Nesfatin-13F X R, B J&-F i MLEM 45 76 3h 0
Hom: K. P EIK E Nesfatin-15%] {1 L BEAH Bk
(5X 107 mol/L)if T 1) 1 # K il 5 Jes B8 4P i UL
Z IS B AT MEIE - (@ = 6.43, P<0.01; ¢
=10.03, P<0.01; g = 15.72, P<0.01), fiNesfatin-1
REIR I, FLAM I S e, R
K R (g = 3.60-5.69, P<0.05-0.01, 1, 3).
ik . mRIZ M Nesfatin-1 7] B G305
fH ZEE (5 X 107 mol/L)7% S i I Bk K Bl 1
JR B AP W LA W 4 v Bl (g = 4.18, P<0.01;

mia £#B &
Oh-1¥ At A W
Nesfatin-1 %&£
H I HAER, FAR
EHNUCB2E 4
Ba TR R AR
FHAK, R EL
2R FAR M
RV Stengel% 3
My 5= ¥ & 9, Nes-
fatin-1 4% B 249 4]
BAEZRREE D
RAGER, H e
YR TS a-1%
2 & m ekl &
(a-MSH)% %.
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miREE +& 2 Nesfatin-1X KRB HEZRHIZA(mean + SD)
Nesfatin-13¢ i 5
B RERE X R 2

TREEHRE TR
MK 4% E 33
H I HIAER, Bt
SEE KR A ) A
R, 7T 34 ls R
e EE g F
71 & 5% 7y @ e A
RPBBEAE

baxicl FlE(umol/L) EEARBHEER%)  CRASHZER%
WiRH = 63.42+6.9 57.17 +8.2
Nesfatin—128
0.5 54.24 +8.9° 49.89+6.9
5.0 44.65 + 6.6 41.94 +7.4%
50 30.80 + 7.5" 33.99+7.1%

°P<0.05, "P<0.01 vs NIBLE; °P<0.05 vs 0.5 pmol/L; °P<0.05, P <0.01 vs 5.0 pmol/L.

xR 3 BARBEBINFKNZHEDEN =10, mean = SD, %)

Nesfatin—-1(umol/L)

Sz R 0.026 0.26 2.6

ERAESEK 100.10+£6.70  84.78+7.90°  76.20 +8.50" 62.65 + 6.90"
ERBRESHR 99.90+7.00 84.87+8.10° 75.96+7.70" 63.78 + 7.90"
PSSR 100.80+7.20 90.28+9.20° 83.93+7.60™ 71.25+7.70
LN 101.60+6.60 91.53+9.30° 82.70+8.70" 72.49 + 750

P<0.05, °P<0.01 vs I¥8B4H; P<0.05 vs 0.026 umol/L; °P<0.05, P<0.01 vs 0.26 umol/L; °P<0.05
vs ESAREENIERE.

A Pﬁ NS B, c o.2€; umol/L D | —
L | Nesfatin-1 | .6 umo
h | v \ . -
| Wil i Nesfatin-1
HH_J1.HU - X i\ J
|l b, 00267 ""l‘;'l_'“""‘* . i
v W. . pmo | m
Nesfatin-1 )
A p Nesfat — : ~ J15g
Ach Ach Ach Ach 10 min

1 Nesfatin-1EREXBEREBINFZWLERIN. A: AFIELACHIEZE; B: 0.026 pmol/L Nesfatin—12H; C: 0.26 pmol/L
Nesfatin—12l; D: 2.6 umol/L Nesfatin—14H.

A B C D 2.6 umol/L Nesfatin-1
1 0.026 pumol/L 0.26 umol/L

|l Nesfatin-1 /™ Nesfatin-1 %—u’ i
'.I. ¢ Ir
e

NS
' e
ety | * - L
ﬂj J ## _} h&“ﬁxi_ﬂﬂ ﬂ{ 4JL59
Ach Ach Ach Ach 10 min

2 Nesfatin- 1A K BRILBINKBIBRAN. A: A-FIEL/KA BBZH; B: 0.026 pmol/L Nesfatin—14H; C: 0.26 pmol/L
Nesfatin—12[; D: 2.6 umol/L Nesfatin—14{.

g = 6.70, P<0.01; ¢ = 11.74, P<0.01). "FKE4L  (0.26 pmol/L)Fl =& Nesfatin-1(2.6 umol/L)
(0.26 umol/L) 5%k A 41(0.026 umol/L)FHLLHE, S AEJHE K R RT3 L 4% 16 7 4 7k g (%0 30461
ZE TR FEMEP>0.05), mkE41(2.6 umol/L)S  YEFHIS T IEH K (¢ = 2.14, P<0.05; £ = 2.63,
IR Z1(0.26 pmol/L)MH LR ZE R A 4l # & P<0.05).
(g =5.04,P<0.01, &2, %3). 2.3.2 Nesfatin-1 745 X R B 4 -F 7 LK 45 7 30 49
KK ENesfatin-1(0.026 pmol/L)XF IEH  &r@: k. . mIKENesfatin- 10} 1 ZBEHAR
KB BB K BB R T LA i M E R (5X 107 mol/L) i 3 i 1E 7 K Bl AR B 44 AL
To i V2 5 (P>0.05); {HIK ¥ Nesfatin-1  SCHIAE S G H0HEIER] (g = 6.18, P<0.01; ¢
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=, . Nesfatin— 1 WIERA R SHT= A BB SUIREI4 8900 635
A B c D WA 7
NS | 0.026 pmol/L 0.26 pmol/L 2.6 umol/L Nesfatin-1 A et
\ Nesfatin-1 | Nesfatm 1 | R, 5 R
\ ' m v S E R T
—q.;__,...-Jv--Jme.u.. mﬂma FREREE E RS
i et J‘_ﬂ. M‘H Pﬂ 7 5% 75 & 04 AF
) T LL'-L‘J Wl 159  mTmmss.
Ach Ach Ach h 10 min

3 Nesfatin-IXIEEE AR BELBINFIGERZIE. A: 4:FEEh

Nesfatin—12[; D: 2.6 pmol/L Nesfatin—12{.

A B
0.026 umol/L
k 1 Nesfatin-1
*'”' \—‘A\-——_‘
T
Ach Ac

4 Nesfatin- 1N AR KRR BIAILBINZW BRI, A: AEFHEEL

Nesfatin—12[; D: 2.6 pmol/L Nesfatin—14{.

=9.85, P<0.01; ¢ = 14.86, P<0.01), BfiNesfatin-1
ALy, HLAMHIEH R A EAARBC R (@G =
3.67-5.01, P<0.05-0.01, [€]3, %3).

& H. Bk ENesfatin-1%f H Z BEIEFH(S
X107 mol/L) 75 T A NIE LK 5 B A4 B AP L 4%
AR & S MEIER- (g = 3.93, P<0.05; ¢ =
7.39, P<0.01; ¢ = 11.37, P<0.01), BfiNesfatin-19
BTG vy, UM S s, 5 A SR A A
i (g = 3.45-3.99, P<0.05, K4, £3).

I Z(0.026 pmol/L) & *HiffE(0.26 pmol/
L)Nesfatin- 1] IE 5 AR ERER BB 44 B A4
I LA AR JE 183 M 22 5 (P>0.05), H ik
J¥Nesfatin-1(2.6 umol/L)XJ ALK BB 44 5 44
LA 4 A0 A E AR T 155 KR (e = 2.53,
P<0.05).

3 17iE

H fiiNesfatin-1/NUCB21) L KWL 5 75 1H T
AR 2 R ANk, FEMREL 7N EUEI A T¥ Nes-
fatin- 17731 2LAT o AR S, NUCB27E S
AL (1) /E FH R AT 4% A Nesfatin-1. Nesfatin-2
JNesfatin-3 34> )7 Bt, {HH fiNesfatin- 10 £ £
AMHIERY. AR A SNUCB2®
A AR A T R, PR R R
FRIAVE Ik 03 Nesfatin-178 AKX &AM E Y
Kk, 7E PR Nesfatin-1 E L IA T F ik, £l
&N i 5 4% (arcuate nucleus, ARC). %5514
(paraventricular nucleus, PVN). #f BT F
T AMIX . 4 Nestatin-1EAFALE T T, WkE

www. wjgnet.com

JKAFIEZH; B: 0.026 pmol/L Nesfatin—12f; C: 0.26 pmol/L

C D
! 0.26 pmol/L 2 6 umol/L Nesfatin-1
Nesfatln 1
‘""‘-Nv'”*“'\
ﬁu*‘FT J 1.5¢g
Ach Ach 10 min

JKAFIEZH; B: 0.026 pmol/L Nesfatin—12H; C: 0.26 pmol/L

LT IAAZ SRR, SR & %K
WX MAICS 5 E W IE RN, P DU GE
2T R iNesfatin-1 1] G625 45 B W E W 4q
WA, Wil 5l oa e,
o i AR 1 6 26 B sz i 2 e 2 S ki
2L i Maejima R, 53 A
Nesfatin-115 K& c-Fos 1A T AL T 5 55 % Al
PR (nucleus tractus solitarius, NTS). X F ik £
Phc-Fos#ik, $enbrE554% 2 4h, NTS/ENesfa-
tin- 190 B E R 2 —. BEF R C
R, S SRR 7 A o R AT AR 4 S
NTS. H i A Ay 98 22 R S0 e o 357 4= 11
o1 22 20 Ji 3] 35 2% (alpha-melanocyte-stimulating
hormone, a-MSH) &5k & i 17 &4 HI R EEE 5
o TR s R WP, Nesfatin-168 B B4
T 2R AR AR N RIS, B HAE R TR
HEERGE T RARRAN. AR, 1 o-MSHfE
HEINR B % 55 % PN UC B2 R 3Rk, X R 1
BB TR ARG AT I R, rREE I NUCB2
Nesfatin- 11X —{5 7l i &K 1EH, Nesfatin-17]
REAE 5N oo vp B R i 315 5 a7 G — A
TR IR ARSI ST s TP AR S Nesfatin-1
S ) E ARG A K B . IR S N es fa-
tin-1ZH RIAT 00 15 K B HES, ARG IR Bl
B A TC W] AR, HEDE SRR
B HE LI ] REAAAE 2 5.
BEAERESUR WIAEAN R i, B 8w
By ke BN esfatin-1 4075 B 40 i im0k, i HL
B ANUCB2 mRNAM I N2 2 1L
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5P ARSI W8 T Nesfatin- DG IEH SRR
el 2 A 1 UL Wi i T T TR s, 45 R R
Nesfatin-17] 5 515 O Hh A1 15 AR
B A4 LA L 4. AR BE N es fatin- 160 JIE
NSNS NI RN il Sag kG EEA
T FH M IR Nes fatin- U6 IR BEFR IE 5
K Bl 8 A AP LA AT A FH G 08 38 1 2 e
T JRE R B TP T LG & i 5 A F 95
FIEH K. EIKENesfatin- DO JEFE R B2 1A
T I A AP LA A P 38 59 1 1 H R B
% 2, Nesfatin-1Xf 1F K B UL S0 E
FH5R T HERER L. (M Nesfatin-152 f4 H #i i A
RIL, KT Nesfatin-1HHHFIE LEAE LA
Tk

2, Nesfatin-1 5 1EH K P aivk e
KR HE S S 2 A R RN A AR R 4.
TEMRI IR ISR, Nesfatin- 156 AEREK B T
W LA B F B IR 5K WU R 59, X T fig
BB R Bl A4 A Nesfatin- 1 REAili 7K1 K koM :
1 ANesfatin-1 5 R BURPEA RAG OC, BARR A
E NS b MO Wi N TR 7 ESI DA
THEAT SERAIE S, i — 0 gl N RS i B e
.
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Abstract

AIM: To establish a HepG2 cell line stably trans-
duced with a lentivirus expressing the HBV X
(HBx) gene for studying the biological function
of HBx and its role in hepatocarcinogenesis.

METHODS: The HBV X gene was amplified
from plasmid pIERES2-EGFP-HBV by PCR. The
purified HBx gene fragment was inserted into
a lentivirus vector (pZac2.1), and the insertion
was identified by PCR, restriction endonuclease
analysis and DNA sequencing. HepG2 cells were
then transfected with the packaged recombinant

lentivirus, and resistant cell clones were selected
with puromycin. The expression of HBx was ex-
amined using RT-PCR, immunohistochemistry,
and Western blot.

RESULTS: Restriction enzyme digestion and
DNA sequencing showed that the full-length
HBx (489 bp) gene had been successfully sub-
cloned into the lentiviral vector to result in the
recombinant vector pZac2.1-HBx. The titre of pu-
rified recombinant lentivirus was 1x10° TU/mL.
Monoclonal cell line HepG2-HBx was produced
8-10 d after transfection with the recombinant
lentivirus and selected with puromycin. HBx
mRNA could be detected on days 3, 14, 30 and
at 2 mo after cell colony formation. Meanwhile,
stable expression of HBx protein was verified by
immunohistochemistry and Western blot.

CONCLUSION: A HepG2 cell line stably trans-
duced with a lentivirus expressing the HBx gene
has been successfully generated.

Key Words: Hepatitis B virus; X gene; HepG2; Len-
tivirus; Stable cell line

Yu GF, Yan YH, Wang RX, Li XB, Zeng WT, Zhu KL. E
stablishment of a HepG2 cell line stably transduced with
a lentivirus expressing the HBV X gene. Shijie Huaren
Xiaohua Zazhi 2012; 20(8): 638-643

ik 2

BHi: WA AR X RFXARMHBY X)E4
gk A FOA BAK, EIATRAHBY X& 4
(HBx)#HepG2 48 fitL % .

Fik: BmJAPCREM B A pIERES2-EGFP-
HBV Y ¥ 3 XA R K &, % ERmEHRA
pZac2.1, B APCR. BEginA=il 5% & )5,
ZmEQK, BRFEHepGmit, 2725 %k
Jh AL T KA ek, RT-PCR. %92 202240
5. Western blot% & HBx#9 & ik .

HR: BIE R R RN EIELKES
489 bpeHBx I B R 2 1% 218 9k F £ A #,
fhpZac2.1-HBx; TLRRALZ LK. HiLE
FAFEEA1X10° TU/mL, i#id & FHepG2
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ok AR & IR ik, 8-10 AR A KT A&
R 35 3 % % 2m f#kHepG2-HBx; RT-PCR%
% 2= 48 ik HepG2-HBx 23 d, 14 d, 30 df=
2 moJ5 ¥ T AR E &K HJHBx mRNA; #) A
BB F Fa R b TR T R B, e Ak
HepG2-HBx T #4 % % A HBx%& 4.

L M THBV XEAIZ B EBA, 3
FHE FEHBx®HepG2m it %, At —F
B R HBX ) A M 5 2 5 R B9k L) $2 4t 2m e
BEAL

i CERIFF RIS, XEF; HepG2; 18R, 12
E YRR

RES, MR, TihE TR, S, KRe. EBRENS
HBV XEWERERIAHepG2MBABVETL. RN BTG
2012; 20(8): 638-643

http://www.wjgnet.com/1009-3079/20/638.asp

03I

LTI R 9 8 (hepatitis B virus, HBV)JE4L & —
AN FRE A B 1) R, R i A VE I (hepato-
cellular carcinoma, HCC) &A1 FE R K2 —.
HBVE KNG 4N TR HESE (open reading
frame, ORF)-C. P. SFIX[X, HrhXIL P& /s
AIEEADMESY, ORAF Vv, b & A 154 2 FEIR
(X EE A (HBxX). IEAE R, HBxZE —Fh £ TR
BT EA, B MEERE R, Jf
BEL5 1 T4 ) 2 A i B SO AR A, AMESE
Wi £ S, T AE A ML AE SRS A
Mas s 5 o4k AR T, BoAh 5 AN
FEIRA . RIERFRAER &Y. ik — D5
FHB X A I B A B 22t X LS HCC )
R H I G R, AT b S AL AR E RIKHBX )
HCCHI MR L rp it T NS 41 21 40 i
PRHep G20 1 d5 4y i, BWEAE CAVF2HRiE T
LR FH I A () s G O i s e 5 ) vk
Hep G23E47 9 I 4 G b A g 338 S FE N Y 1 F
RILRGUATHBXER AT RETE I, A5 24
T F A B AR 1K) 77 72 1 3 A8 E RISHB xR
1 Hep G240 bk, S ST 1K) 43 7 2 AE LT
MIBEPNETT TN RAF LA

1 #RIRGE

1.1 #8 KT #EDHSa. HEK29341 /. A
JHFRF 20 Mt 95 40 i 2R Hep G241 i 34 b A == R A7
Taq DNAZGEE. ANTP. FREIMEN VIBHInd

www. wjgnet.com

M. EcoR 1 . T4 DNAEHH. DNA markery
I [ TaKaRaZy #); PCRA“HI4I4LIR T & DNA
v B i Al e i 751 46 A ks il 4 kR & 08
QIAGEN A 105 515 R 48 HH AR 52 AR )
BHE A A 34 DMEME; R, A/ Mg,
H AR A GibcoA Al MEMEZEIE HSigmaly
#]; TRIzol. Alex568kric il =E4T N1gG3aIe B
Invitrogen/A ;Wi 5% 7 &8 HTOYOBOA
Al RIFHTHBPLAI 1 iU A R A
) ZHURT IR G B R A .
1.2 7
1.2.1 HBV XA R a9 3830 L2258 — e
P ot 2 R T 52 284 [ p IER ES2-EGFP-HB Vit
R B XL 34 1) BiES104: S\GATCAC-
GCGTGCCACCATGGCTGCTAGGCTG3', W&
Nhe 1 BV G TS 1#00: 55GTCGACTCTA-
GATTAGGCAGAGGTGAAAAAG3', W& Not 1
DI R
122 TAFA M EFEZ: FIRPCR™YXIHE
KIFI B kip Zac2. 143 3 LA BREIYE ] DI §NAe T
Not 1 37 CXEFVIRIR, T4ERRF16 CiEH:4 h,
R W) AL B2 A A K A R DHS o,
T RN # R LB, PR 1 b,
P REETR, BT, PCR. V)58, ¥ k2l
T3 58 TEA ) JTOREIE IR IE R 28 w7
1.2.3 EmAHA T4 FikpZac2. 1-HBx&NAe
[ FiNot 1 B V) ) 0 v [ 22 1999 85 3% A p CDH1-
MCSI1-EF1-Puro/£ilipCDHI-HBx, W 75 FE i f2
A b, 3 RV HEK 29340 i, vk H 44k
pCDHI1-HBx 5 M4k iy 4 Bh i 4 SOk i &
(ViraPower™, Invitrogen, 3¢ [E; {1 pLP1. pLP2
FIpLP/VSVG), LA Lipofectamine 2000}% /] 4% 4
HEK293, J£ ¥ fHopti-MEM#ZEAT 1%, 48 hiG, M
F10.45 pm Millex-HV PVDF it 38, 55 2504
U5 7R
1.2.4 A0 2 Bl J5 1) dE A8 9 2 1
FTREINE . 058 WA 293 TN M EA T AL AR, JF%
FlT-96FLAR, FEFLINAZIT.0X 10* 40 i, K
B AT AL RR FERRE, UM 24 i £Lrh . B597
4 dJF'ETHE DA WO RIE, IR
KFRREATHAL U SO R IE I 40 4, v 2%
WEE(TU/mL) = (964 M A0 5 GL vk 4t it 25
/100 X BEFLINAIG BERRRE R ARAR) X /MBI L.
1.2.5 E40018 A4 £ HepG2: H M7 s 35
HepG24H 1, F-4100 mL/LJAZE ML (IDMEM/
F1258 AR R0, 44N € 5 X 10°/mL, +

miZA2E

AL EBAR IR
HF AL ARG E
HepG24a it 2 £
& ZHBV X&
B, &Rk A%
FERRSOH®R
Yo ik 3L AAR
XA R ERK %
RiERGEH TR
AH R LR S
TR K EH
Falt AR,
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WA % & 5 1 2 M1 M2 1 2
AIXA BRI F

#E A LHBx#
HepG24m it % &4
I ik, LA kAR
OEREHHER
AL AT B T A 04
1%

2000 bp

1000 bp
750 bp

500 bp

250 bp
100 bp

B 1 @iEPCRYILIXFEXHBY XER. 1: DNA marker; 2: HBx

gene.

RS dBE (Bt Hep G2, TR A T 15
FEML T Al i 2R KB BE IR 70%-80% i 7 5
BEFEM, IMNF200 pL i) = 411895 25 ki (MOl
=10). &4 hiG B EEFRIRGR S5 7%, UAE H
{10 35 DT 1) 25 8 A kg 6o L
1.2.6 7 A4 % Fik ke [KY48 hJa AN &R &
H2 /LIRS 55 22 EAT Ree SRIARR T i . BREX
PUIE AN v B T96FLET IR MR . 24 FLEE R, 6
LR TR B Y K E 77, il KL 14 dirfase
FIE M HepG241 i 5.
1.2.7 RT-PCRik % T 442 £ A HBx#HepG2-
HBx2m it k: TRIzoWAFEHUZ I 16 A e 21K (1) 4H
JLERNA, REEsAF G E. ¥ cDNA, B
JUE B FEL ARSI, [ B A2 Y ks by 5of L
1.2.8 %.9% 282740 5 %€ HBx Ak 1597 HepG2-
HBx4H PR 1040) H 22 58 R[] 5, 4 o A
D7 AT A S S AR UL 2 O . Sl FiHB X
Uik : 500)4 CHF A REA, PBSTEDE; %Pl
AR YOH B AT g AR
1.2.9 Western blot% € HBxk ik: K5 7% HepG2-
HBx M Hu bk 22 55 104K, A 41 i 4> g A fl k)
SRR R, S E T, BHEERN
I e S LK, FEN EPVDFK, MLk
PARERTA AL S

Bt bR S i S PCRIELIE L bk R 56 [
Biorad/A 7] Quantity one 4.0 % /3 #8384 T
FE T, SRAFIKFEM s, Sk WS #p-actin
Sty LTI IE. BIE K S AH Pimean £ SDE&
N, ZH SR L ANO VALK, W L
B W HIBonferronit& &, PAP<0.051F 4 B B3
P2 5

2 ER
2.1 HBVA B4 & X3 B 69 3£ B AR P B8 1)

5000 bp
2000 bp
1000 bp

500 bp

100 bp

B 2 SAISBRSFAEEIEE M1, M2: DNA marker;
1: BeUJE5E; 2: PCRET.

pIERES2-EGFP-HBV Jithi (THB V42 (I K 21 47
HEXFEA, Vvt PCR™ WK 489 bp. 474 ™
W) T T B g F v v P T AL AT P R e
a7, IELF500 bp markergkity, 5 FEGE Y
TEAHFF(E).

2.2 TR AR AWML B E PCRY Y HIXIERH
Zalifk, EH RN R TR B A pZac2. 1, EH
WAL B2 A AN S5 2o U A O (1) L v P
KEEFR, TR ok R 24k E4 T PCRFI XUl 1) %5
SE. AEFEAB TR 489 bphbaT W —4F ik 4.
FH P 7 e i i P, Genebank23E FELL S, 5 H
FrIP A 564 — 50, LA Sk, i SipZac2.1-
HBXE AN EE BT, K J e 243 B (1 5
WL 1 X 10° TU/mL(E2).

2.3 AR E 5 55 K EAEH A ApZac2.1-
HBxH7 M5 MpZac2. 140 5 G Hep G241 .
JRTEIR Y524 hy v LR 2 4l AT (I3 A, B),
SO MM ARAR . MRS R F R I, 8-10 dBWIE
B TS B 1) 5 s 4l R (B13C, D).

2.4 HBx mRNA#®) & A X870 40 kit 479
KEGFE, EANRE YL 5 1 0] 5 AT RT-PCR 4y
BT 5. P2 B REBE eI H vk o AT (14, B4
295 FE 8 A pZac2. 1-HBx B YL (1) 40 i 45 B 4L )
24 ho] WSS ) H rFERERIA, 3 dfa BRI E 1)
HBx mRNA 5 1A(P<0.01 vs 24 h, n = 5); NS
(pZac2. DN WLHBx mRNAKIA. 7614 d. 30 d
12 mo 5 ¥ WA E FRIA, 41 WHBx mRNASK
IS H T 2 5 (P>0.05).

2.5 [B)4E %, 5 20 474K 5 sk Ao Western blot#a M HBx
Fa ey FaR Gl REA LU E ST, AR
R gifase RiIAPkHepG2-HBx L F- T 41 i 44 &
IHBxPBHPEAE S, EEALTHHK, K WJRERT
TR SR AR B4 R Hep G2 LA K A7 1 Sof J 44 A A,
FH A5 2 (1815). 3 Western blotFi A, [FFEIESE
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3 ERISRERELHepG2. A: BALHT; B: BGYE24 h; C: BUAYES d; D: BRLES d.

A

0 1 2 3 4 5 MCA 1A 2A 3A 4A 5A

B 120 -

100 +

(o]
o
T

N
o
T

N
o
T

Standarized optical density
D
o

4 RT-PCREEDITELHISHEZ RRBEIHBX MRNARIA
K. A: RT-PCRHLIK[A], DNA marker/e il HBxZE Y,
A B—actinf EANSIE; 0: 2SRRI, 1. 2.
3. 4. SORIIARGYE24 h, 3d, 14d, 30 d, 2 mo; CA,
1A, 2A, 3A, 4A, SAHIRN FIRZHRIB—acting B: HLIKAY
IREEZERESSHT, 0: ControlH; 1. 2. 3. 4. SORIOREYS
24h. 3d. 14d. 30d. 2 mo."P<0.01 vs 24 hE{ControlZH.

TR RiEMRkHepG2-HBx 1) 8 1K 1E (K 6).

31

HB VG FF 4l g & AR i — A F 8 R 1
B KHIHBVIEYLAM KXHCCH] LIS I | HBV
DNAREA S FF0 L R 4 h ™) A F e ta ik b

www.wjgnet.com

[FJHBV DNAAZSEHE), 18 KL TDNAKEKR
S 0 LR T A F 4 (DRIAIDR2)!Y, i FHBV
XIER'ZAFDR 1), HBVIIXIE R F BCAE T 5
DNAJTF1# 45 vh 5 ok # LU, HB VI G T 41 i
Jii BT AN T A FARDN A, A b 4 AR AE
15 ERNAZ G T AEH NP A 5T,
Hh ARG XIE R B S A, XL [ ORFAL T il #
TR 7 T (Enh 1R FUE, S5 HARThREX A
TR R, IO X R e S
FUBZ 3R T HBX D RE M 2 PR FI 2. B
7R HBxAME 5 45 e #5 S ¢, i nl 1
T A0 M R 3E EEE RN, A S A0 R gt ik
U FIRORAR T 1, 56 Wi DR PR A 1, (it
g oA, 25 A A g o T 4

DN A& 8 52, 3w (i 00 Jph g 1l 5 184 28, i
JIRT (4% 28 55 B A1 2 g 4 A v, HBx
WA RIS ] S EB-HEE ETER N, PIIERas/
Raf/MEK/ERKHMIPI3K/AKtE %, A I 50 4
BGE . JEIRIE T, WS 5 T 90 M
HAL 5 A 5 A S R H B xS
AT 5 e TR AT A R X e
T B FI R 58 B, T 2 38 i 7% Ak L 4 5 S A
(1 -3 7 412 HBxANRE B #4555 WEEDN A, 1T
e IE I S A BATE S e s DR R s o A 46
G, RS GE A VNIE R, HHE AR
FF M3 8l 7 s i 12, DR e Ok I
S R 7Y, HBx 5 5% 11 1 AN TR 41

WA R

KRN B A,
ik ik, A
¥, AR A
2 st At
A )5 4 B BT R
Fa e R A —
E A3 FE L
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5 SRBLIHREERERARHepG2-HBXEIHBXEBRIA. A: B4 MHepG2; B: 28 kA RAU IR BT, C: fE

1K FkHepG2—HBx.

1 2 3

6 Western blot&E 12 E RixRHepG2-HBXAIHBXE
BRIX. 1: HepG2; 2: HepG2+pZac2.1; 3: HepG2+pZac2.1—
HBx; A: HBx; B: B—actin.

RBIA 3, 5 AN AR 5 5% R 1 554
e 5% HBXEHCCIE . K& H A f
ch T A IR v AN 4, HBx IR BAA DI g A3
TRHLHE T 23— P 7.

BEAE 71 AR R R, I FH Rk DR 3 1R
ARAE T 4N 5 R A HBx e W S HBx A4 %%
Diifie 55 v BT B2 B XBER 21 HAT 4
mIORSEYE, AEHA NS T, Z&PCRREITE H
(PBEE ] DA EH: T8 I s R IUA% R A,
HH T~ H B xR JHJi 48 S 1 52 mi A3 A A AR B 1
ROR, DR, ST PP S e A HB 1) 41
FRAEH D2 AR AR IE S, CAVFZ )
AR T RIS HBX I i 4N MRk, f5 % LI
JEHepG2 fTHuh 740 i 5522, Ik Sefiff 57 K H A H
I BT 26 G P 77 VR IEA T R 0 TR A PR 4t L 93
XA, A HBV XIE R 414
PAT] B B YeHep G2 B Huh 741 i R BEAT I e 3
ik, T I 0Pk B DR E AT 9 B AR e R A
40 oAk, XS AR (Wipec DN A3)YE H kA I

i R B 1, PUESERE 59 )5 301, DA
32 e B TR R 4 MO RR . SR, SRR i B
PEZAR, M DAPAF KRG e R 4l bk, 7EA
AFF 5T PR R A 08 05 B AU R DT VA TR AR
IXHBx ¥ HepG241 . 5 4% 45 1) i S A4 e Uy ik
ANIR], MR EE AR IR AE AN 52 %, REZEANA 1B
T BRI Y, A G A AR, AR
ARG e 7 998 15 OR A B TR G 4 i,
¥ B S R ) 2 SRR AL b A B IR
K G R IR A wT AR A A b R AR A IR
AR O, AT B TR AR s R IA ) 4i
AR, R Ik Bt v, BRATTR IR 43 v e
(>80%)RT-PCR % 5 B FH 1 (B oK 1271, 7E8-14
AT AT IRAT AR FTE R, R i IR T AT
1 5. SR RS E RIS HEAES d-2 mo AL
A KE, MiE24 MUK R, 5
B AR AR LE, 12008 128U 1) H 2R R RIS N
. A RE R IR R R R AR kAR e R
IXHBx [ HepG241 Bk, i 55 2 XUBEDNA,
HE D A7 B 11 R R IR AL A, s Sk Ae
FIR I A0 Ak

eHUbA] L, 1290 5 A fEHep G2-HBx A €
FTIEMRI O 8 HAT — @ 0. AWFFTH i HBx
20 1 BE R IE AR, SLILHB x J3 75 e 4
fiiHepG2H G e ML, 4 5 SE0T ST HBX/E4H
MOMEHE . A0 R R R DR E
i g6 4 L 9 1B — A ASE Y kA, R
HBx 189 2 3% 738 vl 3 T I A AR 2 2440 i &
(3L R T, W FCHBXAEA A0 b /EH . 18
TR FRIA R H ARG 7 0 E 2R BPY, A
AFF 5 ) FH 18 905 B3 38 A AE Hep G2 P B 58 RIAHBx
(17535, BCVR AT R B S IS 2R R R T 1)
PERAMEL.

B AT LRFE B ERAERZ R
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Abstract

AIM: To explore the mechanisms by which sur-
vivin regulates apoptosis-related signaling in
human cholangiocarcinoma cells.

METHODS: SiRNA targeting the survivin gene
and control siRNA were constructed and trans-
fected into human cholangiocarcinoma cell line
QBC939. The knockdown of survivin expression
in QBC939 cells was confirmed by Western blot.
Apoptosis rate was evaluated by flow cytom-
etry. Capase-3 activity was determined using
a commercial kit, and expression of caspase-3,
caspase-9 and procaspase-9 in QBC939 cells was
detected by Western blot.

RESULTS: Transfection of siRNA targeting the

survivin gene significantly inhibited survivin
expression in QBC939 cells (P < 0.05). Inhibition
of survivin significantly increased apoptosis rate
(18.9% + 2.3%, P < 0.05) and caspase-3 activity
(0.83 £ 0.15, P < 0.01), up-regulated the expres-
sion of caspase-3 and caspase-9 (both P < 0.05),
and down-regulated the expression of procas-
pase-9 (P < 0.05) in QBC939 cells. No significant
differences were observed in the above param-
eters between non-transfected QBC939 cells and
cells transfected with control siRNA (all P > 0.05).

CONCLUSION: Survivin inhibits apoptosis of
cholangiocarcinoma cells possibly by inhibiting
caspase-3 and caspase-9 activities through acti-
vating procaspase-9.

Key Words: Survivin gene; Apoptosis; Cholangi-
ocarcinoma cells

Lu X, Xiao XB. Investigation of mechanisms underlying
inhibition of apoptosis-related signaling by survivin in
human cholangiocarcinoma cells. Shijie Huaren Xiaohua
Zazhi 2012; 20(8): 644-648

5%
B 3E it Survivindk B 3+ A2 & 5% 48 i8]
A% 5 3B 286498 T AU,

Fik: M4 atSurvivindk B #9siRN A fe st
HsiRNA, 5 5|4 FQBCI3IOANL & 5 2m e,
Western blot#2siRNA % 28 i.Survivin#g Tk
R gk f oA R R dm AL, BB M
FeWestern blot#i] - Bl Survivink iz K & T,
QBC939%m e ¢y A TR 25, caspase-349 & Ffe
caspase-3, caspase-9 % procaspase-98 T4z 5 &

T8y RIA.

£ R: siRNA-Survivin 2 & # 4 Survivinfe
QB(C939%a fitL 44 & A (P<0.05). Survivin& ik
Bl G, QBCI39%4m i A =9 2.3 Am(18.9% +
2.3%, P<0.05), caspase-37&14 2 &7+ %(0.83
+0.15, P<0.01), caspase-3f=caspase-9 & ik
A 2 _E3A(P<0.05), mprocaspase-9&k ik FAK
(P<0.05). 4% 3 An 5 4 33 BBSIRNA 4 QBC939
wmfe bR T R F M £ F(P>0.05).

www.wjgnet.com



P, F. Surviviniy AREEIR AR B CAEXESIERS

BUEFEHE)

645

25t Survivink I i@ i3 42 #t procaspase-949 &
AL VA E caspase-3Frcaspase-9 49 8 & A 3
) R R LR R T

&R SurvivinEE [ ; 1T JRE R LNAE

O, BETKE. Surviviny AIBEBAIRBTABXIESEIBEE
Famml. BFRENBHZE 2012; 20(8): 644-648
http://www.wjgnet.com/1009-3079/20/644.asp

0 31

JNRAE 2 — AP bR A VR TT (AR TR
ST VEABUR T ) R AR ZE R o, R
Az R FEIHLHIEAS 23 #5102 Survivindk K 2
B R IR E T e R PR S e b, He
P00 R TG R R A R R B AT
BRI Survivind AL I A0 b B S DL
FERA, HHRIRRES B UK. 2
SurvivinE PRI/ IR R AN R e AN
fifs. HATHEIEIA A Survivinil i B HE T2
RN $caspase-3 Fllcaspase-9 ) i 4 BEL KT 21 i 7
TR FERY. AWFFEE L siRNA TP Survivindk K]
T JFAE g 2 L o (14 38, 0 ) 0] JIH 87 4
PHT IR AL,

1 MRRSE

1.1 A4 QBCO39H A i 41 e & rh v i B= 5t T
G4 IS, Survivin, caspase-3, caspase-9
Miprocaspase-9HPi N ve fE—PHiH HSanta
Cruz Biotechnology /s 7] (USA); B-actinf i \
0 [ — BT SR N B ok A A AR L T A
TEWAQ LA R /AT -G & L3 % 1) 20 Y-8 7 Wi
I F Pierce/A wl; caspase-33& M & - £ W H
Clontech’/A @] (USA); Annexin V-FITCH 146
IR G A P AR A F]; sIRNAE G4k 7
& A XS AR AR A,

12 Fix

1.2.1 siRNA#& M2 & m i st 4 Survivindk
KcDNAF4 H: 5'-“GGACCACCGCATCTC-
TACATTCAAGAGATGTAGAGATGCGGTG-
GTCC-3'. HsiRNAFEFHIA: 5'-AAGGAC-
CACCGCATCTCTACA-3". FAMEX} I siRNA
A BERLFA: 5-AAGCTTCATAAGGCG-
CATAGC-3', siRNAB TS AU BHT I 7T 45
B B siRN A R T 25 AR PR A
H] A Ak, R QB CO3NH A i 4l My 124 4L AR
W, FiE K 230%-50%0 5 I, siRN AR Gk |

www. wjgnet.com

bt AN E M BAR A F]siRN ARG G 5 £ it
15 EAT.
1.2.2 s A =4#m: QBC93941 i, QBC939/
siRNA(-)4H s F1IQBC939/siRN A (+)4H g 4% b T
100 mLIFFIES, Fra i E K B AEL N
80%(1 X 10V, Bt a4 e, I S i mN 7
I35 R 56 A RE IR FE L1l O BRI FT 456 40 g
JiBE 500 r/min.005 minfTEGN M, W3 L,
HPBSYEZ A M2k, 580 B # Annexin V
FITCYH TR A & Ul i 153474548, Al X
A L ASCE 53 B 48 B T K
1.2.3 fmhfcaspase-37& M T QBC9394H i .
QBC939/siRNA(-) 4 fs FIQBCI39/siRN A(+)41 fid
FERT-100 mLEFFRI T, Fr i i A K 28 il 5
2 080%(1 X 10, AL L. gl Ea T
50 pLTvK 4N AR 22 ph, UK ESFE 10 min,
L2413 000 r/min 4 ‘C 20210 min, W& FHERE
FUK LEpE A, JG8:0 Wik caspase-3 i PEl i ik
GV AT, feJm RS OGN 2405 nm AL
PR RN G
1.2.4 Western blot#&#]: LLUKPBS /3 ¥EQBC939
. QBC9I39/siRNA(-)ZH i FIQBC939/siR-
NA(H)A 27, BB 40 M5 o\ 8 1 22
R E AR, VKRS min)s, 13 000 r/min 4 C &L
10 min, 04 B3, EEE RS, 30 pg/fL B, &£
10%SDS-PAGEHIK G HEH 2NCIE I, 5%/
RE @ik B by 43 BT & 1 000 Survivin, cas-
pase-3, caspase-9fllprocaspase-9 L Pr A i fE—
P4 CHFE LA, AN —PraEdliF &1 b, ECL
Bt AbIR K] SPSSI2.08 g it 5)
T, 4 Llmean+SD& IR, 4 IRHd: LSR5
ZEGMRT. P<O.0SHE N I BATGevh 2455 L.

2 BR

2.1 siRNA#p) 2% 9% 2 Survivink B &8 A
WL R AT X Survivindd K fFsiRN A i Dh 4%
FQBCO3IHE A ML f5, 4 Western-blotilF 5K
Surviving [ A R EAE S A . B %
PR 2 o0 AL 439024 0.225 £0.028, 0.590
+0.043, 0.581+0.023. 4 4tsiRNA-Survivinff]
QBC39HE & 4l I Survivindk [ #3555 B kXt
FRAH 2 0 BRALAR B B 2 98D (P<0.05, 1),
2.2 Survivink B 74 2 & K 20 B8 — K
gl A B T4 Annexin V-FITCHIPI
P IQBCI3941 fil. QBC939/siRNA(-)4H i

W4 £ BE

HAHRE LA
Survivink B £ 2
B e P 2L
BEikkA, BA
REREEBE
FREAR K.



646 ISSN 1009-3079 (print) ISSN 2219-2859 (online) THFALAMLZAG  20120E38180 55205 s
:j‘]ﬁrﬁ E 1.0 b
B % iE F siR- . 09 -
NAF A Eaph  oUvin #og |
# A Survivinx} iz H—Fﬂ 0.7
0 49 4 601 Z o6
S0 H 4R 7 A - osl
#.OBAEASE  pactn & 04l
A AR E Lk ]~
@03
1 2 3 © 0.2 -
0.1+

1 SiRNAXISurvivinZ2 B RIS, 1: QBCI394mH; 2:

QBCY39/silence(—)4Hifi; 3: QBCY39/silence(+) ZHifi.

A 10

10°

10?

PI

10

100 e
10° 10 10? 10° 10*
B 10°

10°

10

PI

10

10°

c 10

10°

10°

PI

10

100 " i
10° 10! 10? 10° 10*
Annexin V-FITC

B 2
QBCY39/silence(—)4HifIEl; C: QBCY39/silence(+) M.

FMQBCY39/siRNA(+) I T- /KT, 455 BoR:

QBC939/silence(+)H 141 f I B £ (18.9% +

MEBTRANRNMEE. A QBCI394HE; B:

QBC939 QBCY39/siRNA(-) QBCI39/SiRNA(+)

B 3 caspase-3TEZLWATFETLETSE. 'P<0.01 vs
HoAthzH.

2.3%), 5QBCI3OHI(3.4% +0.9%) FIQBCI3IY/
silence(-)4H ff1(3.9% & 1.0%) A tb, 255 HAT W2
PEP<0.01, E2).

2.3 Survivink B 47 28 fcaspase-375 14 41 fiilcas-
pase-37H PEI & i 7RQBC939MIQBC939/silence(-)
AW (A VEBK(0.39£0.11 vs 0.41£0.13),
W3 2 (A 0 25 1 22 5 (P>0.05); T % YtsiRNA-
Survivin(fQBC9394M i A {4 51(0.83+0.15),
50 R AR LU AT k25 22 57 (P<0.01, [E13).

2.4 #pdlSurvivink B &AL ie 8 A KA 5 4
T Western blotfJli{5 5 7 -caspase-3. procas-
pase-9filicaspase-9% 1)K IA W 7R: caspase-3.
caspase-9. procaspase-9 A{H/EQBC3941 il
QBC939/siRNA(-). QBC939/siRNA(+)5 5l A
0.201£0.014, 0.297£0.015, 0.782£0.021; 0.215
+0.013, 0.289£0.009, 0.791£+0.081; 1.386 %
0.112, 0.89240.043, 0.281£0.011. QBC939/siR-
NA(H)41 g Hcaspase-3 . caspase-9F Ik xS 20
HH & 38 1 (P<0.01), Tfiiprocaspase-97¢ ik HH i B
(P<0.05, K4).

3 e
R R A — R 2 R ZHB. KA
VEF R AR Ak, 40 M T e R R ik
PP E S T T2 il B arirsr
JIe e 2 e ) T S s DL ) v A R T S A
AN A T, REREHLAA G2 RGN IR 41 L PR
IRNE BRI, SR b, T3 )
(RIS A87 R R 38 i 25 g £ A ),
Survivinsz 19974F KB T- #0185 1 (in-
hihibitor of apoptosis protein, IAPs)Z & 11—
0B T A 3 T R 00 o PR 4 R
R 3k e 4 s 1. E R 9 R IR o
Survivin®FZEWH E&ETIEWAL, IS5 TH
I R AR R R, AR SurvivingE A

www. wjgnet.com



PHf, . Survivind A IBEEABRE T X IESEREEWERNH 647
R H U Survivin S B e dk4. ;\gﬁﬁfg
. . % & A siR-
p34cde2 A TLAR FH LI T- (% 5 4 SIBE™). Sur- N aT448 400 =
caspase-3 vivinflOBE I S WAL edkadii fy, 7 Senvivin AT
B P
FCAK2/CyclinB#E FIRbIERAL LUS SN see B AU,
K # J > QHAM ED ﬁ%ﬁ%'f‘?‘:—'ﬁ,%
caspase- NAKJAI, InPRG1— SR, R ffip21 )\ e

procaspase-9

B-actin

—_
N
w

4 caspase-3. caspase-9. procaspase-9F/HRIKLT
6. 1: QBCY39ZHE; 2: QBCI39/silence(—) 4l 3: QBCY39/
silence(-*-)f/ﬁflﬁ@,.

LR R A DI LT A B A 2,

Caspases & —MRESPE I It 2R i X
T, JFLTE P 0 PR P R T T I R e DG B ) B
A2 P Hopcaspase-3) 12 /0 Aii T 2R A1)
S, 2 2 PO T B T B RN,
O T, FLBRAR TR IS M Y. Caspase-3
WA S DR A 7 XA T 90— 28, AT B
HEAMBRLK RS, N ARz B, 12
BT AME R . DR % caspase B 11 28 K
IS (I 5 54 P R T R, sebs b
VFZ P T AU A Bicaspasestif P EH],
InSurvivin™. 7EASG T AT, QBCI394
=2 iASurvivin, Micaspase-3 I ACFARAR,
XA ) T NEAE o 20 BB O 1, AR PR
T, (R RE R A . T /ESIRNA-Survivinfh
)i, caspase-33G PEK T B T 5, X5 AR
W5 R I Survivin B A7 fllHillcaspase-33 4 [ D g
&8N, XS5 R WIEQBCI3941 iy h ik
(Fcaspase-3 3 ELULIH ML XAFATE, Hidlicas-
pase-3MRIEA L LA FI T, LLsiRNAPLE Sur-
vivindk [ 1 k1] PS5 Bcaspase-3 [0S, Wik
[fcaspase-3 F K IFEHA-FAMB T EH. X—
25 RS R TEQBCO3NHE i 4l i caspase-3 1
RIE IR AL T SurvivinffZRIEFTEL, YL
siRNA-Survivini% $QBCI394 i & A= i T-id
FEH, caspase-3 TG AL T — AN BRI IR P IR,

SRS urvivindf il e 40 8 T A5 5 4%
Sl g R A AL, AR Survivind]
e il DL 24 foke dm an o e 1
— e I A T ZOR N #s caspase-3F11
caspase-7 R P B T 25 el R 385075 3 0 4 M 9 1

www.wjgnet.com

cdka IR H >R I 2 A B e ki Ak Hprocaspase-3
e A, Tiflcaspase-3 NG, BH W Zepkifk
TN M £ 3 e A T 4 B 0 0. Wall 5
FER B Survivins i ] & H#Ep34cde-Cyclin Bl
A 225y Z4 IR A), Survivinfdi 21k J5 5 caspase-9
RGN LTS, FEWTcaspase-OfK i i 40 iy
T AR5 HInr WL, Survivini] e 40 i
FTZIINUEREANE 2. ATFFURI, 71EQBCI394H
e caspase-9Fflicaspase-3 1R IEFIHPEK TPy
RIS, IXAT T IE A e A0 Pk R T, AERRRL
(RSB VP, (23 I IRE 1) R AR IR e A Y.
sSIRNA#If|Survivin& ik J5, —L40F 540 TR«
IR, KD Eprocaspase-9FRIANH /D,
IMicaspase-9flicaspase-33IAIE . H LEAEMN, 4
HilSurvivinff) 15 T Eprocaspase- 9K A /D, 1M
caspase-9KIAIG N, B EGprocaspase-3/7/E
caspase-3, B 5 iiGicaspaseZl ik, T 204N g
T2 BFFCIA I Survivind il e 40 B g s 5
16 I < — &l HEprocaspase-9 ¥4 1
FH 1F-caspase-3Flicaspase-9 I3, il e 4i i
[P

AHFFEHIA 8 B T Surviving i H 8 41 i
T IIAHOAE 520 72, B T Survivini T
FEI o] BeAE L, SR ARBE5E 5T & 15
S FAMR, SurvivindPETAE 516 ST E

4 SENE
1 Friman S. Cholangiocarcinoma--current treatment

options. Scand ] Surg 2011; 100: 30-34

2 Charbel H, Al-Kawas FH. Cholangiocarcinoma:
epidemiology, risk factors, pathogenesis, and diag-
nosis. Curr Gastroenterol Rep 2011; 13: 182-187

3 Varfolomeev E, Vucic D. Inhibitor of apoptosis pro-
teins: fascinating biology leads to attractive tumor
therapeutic targets. Future Oncol 2011; 7: 633-648

4 fEwang, SOPX, FRNE, RAY, Wik, BEE.
SurvivinZE N ImRNATEIREfFHHIFARTE L. 1F
FRR RS AR (B2 R) 2007; 36: 199-201

5 Olie RA, Simodes-Wiist AP, Baumann B, Leech SH,
Fabbro D, Stahel RA, Zangemeister-Wittke U. A
novel antisense oligonucleotide targeting survivin
expression induces apoptosis and sensitizes lung
cancer cells to chemotherapy. Cancer Res 2000; 60:
2805-2809

6 Baratchi S, Kanwar RK, Kanwar JR. Novel survivin
mutant protects differentiated SK-N-SH human

T Survivingk B &
5 e 5 m e
WFEITH, AR
R A AL
B REETEY
ELEF 0



648

ISSN 1009-3079 (print) ISSN 2219-2859 (online)

R ) OBIEAYE  20128E3318H 55205 55841

10

11

12

13

14

15

16

17

18

19

20

21

neuroblastoma cells from activated T-cell neurotox-
icity. ] Neuroimmunol 2011; 233: 18-28

P, SIZE, TKE, BRazi, ¥RE. HERISurvivinfy
siRN A AT ZRIEAE A OS2, e A THML
7% 2004; 12: 1534-1538

Kimmelman AC. The dynamic nature of autophagy
in cancer. Genes Dev 2011; 25: 1999-2010

LiG, Xiao Z, Liu ], Li C, Li F, Chen Z. Cancer: a pro-
teomic disease. Sci China Life Sci 2011; 54: 403-408
Kelly GL, Strasser A. The essential role of evasion
from cell death in cancer. Adv Cancer Res 2011; 111:
39-96

Plati J, Bucur O, Khosravi-Far R. Apoptotic cell sig-
naling in cancer progression and therapy. Integr Biol
(Camb) 2011; 3: 279-296

Llambi F, Green DR. Apoptosis and oncogenesis:
give and take in the BCL-2 family. Curr Opin Genet
Dev 2011; 21: 12-20

Lheureux S, Le Moulec S. [Molecules involved in
apoptosis regulation as therapeutic targets in oncol-
ogy]. Bull Cancer 2011; 98: 1029-1036

LaCasse EC, Baird S, Korneluk RG, MacKenzie AE.
The inhibitors of apoptosis (IAPs) and their emerg-
ing role in cancer. Oncogene 1998; 17: 3247-3259
Erenpreisa ], Cragg MS. Cancer: a matter of life
cycle? Cell Biol Int 2007; 31: 1507-1510

Green DR, Evan GI. A matter of life and death. Can-
cer Cell 2002; 1: 19-30

Sela B. [Survivin: anti-apoptosis protein and a prog-
nostic marker for tumor progression and recur-
rence]. Harefuah 2002; 141: 103-107, 123

Chiou SK, Jones MK, Tarnawski AS. Survivin -
an anti-apoptosis protein: its biological roles and
implications for cancer and beyond. Med Sci Monit
2003; 9: P125-P129

Qin XL, Xue HZ, Wang ZR, Liu HS, Zhou HB,
Ma W. [Expression of Survivin protein in extra-
hepatic cholangiocarcinoma and its relationship
with the prognosis]. Zhonghua Waike Zazhi 2009; 47:
1852-1856

Altieri DC. Survivin and IAP proteins in cell-death
mechanisms. Biochem | 2010; 430: 199-205

Strasser A, Cory S, Adams JM. Deciphering the
rules of programmed cell death to improve therapy

22

23

24

25

26

27

28

29

30

31

of cancer and other diseases. EMBO ] 2011; 30:
3667-3683

Raff M. Cell suicide for beginners. Nature 1998; 396:
119-122

Takeda K, Naguro I, Nishitoh H, Matsuzawa A,
Ichijo H. Apoptosis signaling kinases: from stress
response to health outcomes. Antioxid Redox Signal
2011; 15: 719-761

Enari M, Talanian RV, Wong WW, Nagata S. Se-
quential activation of ICE-like and CPP32-like pro-
teases during Fas-mediated apoptosis. Nature 1996;
380: 723-726

Suzuki A, Ito T, Kawano H, Hayashida M, Haya-
saki Y, Tsutomi Y, Akahane K, Nakano T, Miura M,
Shiraki K. Survivin initiates procaspase 3/p21 com-
plex formation as a result of interaction with Cdk4
to resist Fas-mediated cell death. Oncogene 2000; 19:
1346-1353

Kebbell MR, Giles DC. Some experimental influ-
ences of lawyers' complicated questions on eyewit-
ness confidence and accuracy. | Psychol 2000; 134:
129-139

Mesri M, Wall NR, Li J, Kim RW, Altieri DC. Cancer
gene therapy using a survivin mutant adenovirus. |
Clin Invest 2001; 108: 981-990

Cladis FP, Litman RS. Transient cardiovascular
toxicity with unintentional intravascular injection
of 3% 2-chloroprocaine in a 2-month-old infant. An-
esthesiology 2004; 100: 181-183

Wittmann S, Bali P, Donapaty S, Nimmanapalli R,
Guo F, Yamaguchi H, Huang M, Jove R, Wang HG,
Bhalla K. Flavopiridol down-regulates antiapoptot-
ic proteins and sensitizes human breast cancer cells
to epothilone B-induced apoptosis. Cancer Res 2003;
63: 93-99

O'Connor DS, Grossman D, Plescia J, Li F, Zhang
H, Villa A, Tognin S, Marchisio PC, Altieri DC.
Regulation of apoptosis at cell division by p34cdc2
phosphorylation of survivin. Proc Natl Acad Sci USA
2000; 97: 13103-13107

Wall NR, O'Connor DS, Plescia J, Pommier Y, Alt-
ieri DC. Suppression of survivin phosphorylation
on Thr34 by flavopiridol enhances tumor cell apop-
tosis. Cancer Res 2003; 63: 230-235

www. wjgnet.com



L L S LI A
wcjd@wijgnet.com

(44

TR
J3aishideng®

THRIEL N B 20128233 18H; 20(8): 649-655
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

X #k 472 REVIEW

W BB IERRE XN YER MR T AN R E

ik 8, RS, BR T, XIRR

KL FRERFE, BR
350108

KB, L, ZEMBIPBREMEXIGR KSR,
RELAKRFT TR BaRAMERALLTHRAA,

No. JK2011024

fEE R ANBKER. ITFHESGR, BEHSN
BT XA, PRERSZURHTIB &R,
BIRAEE: FRIBFS, ZU%, 4S5, 350108, B2L2BNHE
® FEEEE1 S, BREPEAASFIESMR. jinxiuc@163.com
E915: 0691-22861027

IisEHE: 2011-11-15 {BOBHE: 2012-01-10

¥ZHE: 2012-03-10 AL EBREE: 2012-03-18

=T, MR, AdA T E 2K AR A AR

Progress towards the
development of animal models
of chemotherapy-induced
gastrointestinal mucositis

Min Zhang, Jin-Xiu Chen, Jing-Yu Tan, Xian-Liang Liu

Min Zhang, Jin-Xiu Chen, Jing-Yu Tan, Xian-Liang Liu,
Department of Nursing, Fujian University of Traditional
Chinese Medicine, Fuzhou 350108, Fujian Province, China
Supported by: the Higher Education Research Fund of Ed-
ucational Commission of Fujian Province, No. JK2011024
Correspondence to: Jin-Xiu Chen, Professor, Department
of Nursing, Fujian University of Traditional Chinese Medi-
cine, Fuzhou 350108, Fujian Province,

China. jinxiuc@163.com

Received: 2011-11-15 Revised: 2012-01-10

Accepted: 2012-03-10 Published online: 2012-03-18

Abstract

The pathogenesis of chemotherapy-induced
gastrointestinal mucositis is not fully elucidated,
which makes it extremely difficult to develop ef-
fective interventions. Recently, the use of animal
models of chemotherapy-induced gastrointes-
tinal mucositis has led to advances in the un-
derstanding of cellular mechanisms and clinical
pharmacology of various types of chemotherapy
drugs. Tumor-bearing models, non-tumor-
bearing models, transgenic models and gene
knockout models have been developed to assess
the effect of chemotherapy on chemotherapy-
induced gastrointestinal mucositis. In this paper,
we comprehensively analyze the advantages
and disadvantages of various methods for de-
veloping chemotherapy-induced gastrointestinal
mucositis to provide a reference for the choice of
animal models for future research of chemother-
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apy-associated mucosal toxicity and the under-
lying mechanisms.

Key Words: Gastrointestinal mucositis; Intestinal
mucosal barrier injury; Chemically induced; Animal
model
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Abstract

Nonalcoholic fatty liver disease (NAFLD) is one
of the most common forms of chronic liver dis-
ease, and its incidence is increasing year by year.
Many efforts have been made to investigate the
pathogenesis of this disease. Since 1998 when
Marshall proposed the conception of "gut-liver
axis", more and more researchers have paid close
attention to the role of gut barrier function in the
pathogenesis of NAFLD. The four aspects of gut
barrier function, including physical, chemical,
biological and immunological barriers are interre-
lated closely and related to NAFLD. In this paper,
we present a summary of research findings on the
relationship between gut barrier dysfunction and
the occurrence and development of NAFLD, aim-
ing at illustrating the role of gut barrier function
in the pathogenesis of this disease.

Key Words: Nonalcoholic fatty liver disease; Gut-
barrier function; Gut-liver axis
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T RS BRAE ), NEEER 2R JEA
AR, TN RIMAE. HATFAN NS RRT

www. wjgnet.com

Xof 4 i H A R AR H, 06 T LR K C A%
BB, Lefkowitch %™ Fr 1) S ZH 224 A
RIL, AENASHRFIFEH, Mgl ms. 2
A AE R A R AR AR A A PR 2 A U R AR
TR 6 1007 P 98 9 9 mh oW 5 A A5 40 B A o i
JIK DX S AR £, AR, 4t i Y G AR
MR 2 i, S ARAS. M ENAFLD ) &9 i 7
RS 40 R R R T2 5 T TR
(R 9 AE 9% . Herfr, TNF-ou FLA S A Y,

3 B REFINAFLD

JHFJEE 23 0 B JEL Y PR AN A T 7 2K ) ) LK
sk 4 A 3% PR W PR SR U,
)70 o 2 v I R ARG, A B A R R A AT R
7 0 ML I e T R % M P9 PR B AR e Y. A AT
3 R T (N AF LD/ USRI, S 28 7] in
TNRABAR, AT LU IR R AR EL, SE5 41
AN g = R A N 7 S A
BER NFE, T IR SR E T R
AR BR 32 ARV JE R 52 A (farresoid X recep-
tor, FXR) MFXRA I/ B4R fR(short
heterodimer partner, SHP)W 21 H G . X 1), iX
PR TRV RR 16T T LSS v A I B i S 1
NAFLD, FAUHIER T HH I R i F X R- 7 4 7
Juf 45 A - 1c(sterol response element-binding
proteinlc, SREBP-1c)iB A FE(E 5 T ARG A
JFERE - ith = AR 4k i SN AFLDZ 4,
TE BRI N B R SR WA P R T AR R
RLIAE U A F T B, — S8t A g
T 3 A BIE 7K A 52 IE R AR, T
At 1 AR AU A5 5 2, k17 5 | ke g it
SR DT B AE AT I U, MartinZEh g A
S UV E HEVE AR E R /N WU b O e dE, R
FL [0 g oK i 2= R R 45 55 RV T R (1) 5 48 vy, L
SN KPR B, i Rl =
o W g 3 AR I 5 AT DA R BE T
TEER, HHI T4 VDL S LDLA S 43k 1
SHUFMEH =gt

4 &R RERINAFLD

Jp i b 7 i n] R IR TollfFf 52 /4(toll like receptors,
TLRs). TLRsYER J5UR e (W E 5 1, HAF
T T 5NAFLDI R LR ARG, (EmlE, &
SRBHE R AR RE B 5 A E B A 22 L IR UK 1315 2 10
NAFLDg YA ) AR - L P S/ B St T
e, MR TLRAR /N, T BLFFERIRCE, AR

AR A 08

MR M S 89 EIF
L B - 2
B. &40, &
BB R
R R
F B4 NAFLD#
1o R 5 3%, 12w T
R SAPTIR, B
AR,
HE Yy
(eSS TS



658 ISSN 1009-3079 (print) ISSN 2219-2859 (online) THFRHEA SV  2012(E35 180 $520% S8
[ LIRS A H P LPST 7K P ARIF], (ENAFLDRI R AR J74 wkIFVATT 41K BRI v 4% 2 B 7K1 A HEIE

K XN B iE B
[ o At 69 4 X 7
W - AR B R L
WFERRE. £
B R BT
ANF, W8F5
NAFLDAUH] & #F
R, XLz
18] 2 he T AR & £
RIATHM, A
BT 0 2 A
FHAE S RNAL.

R =5 VS SN N (8 =X 1 OR 2 NIt 7L
W55 F A5 (damage associated molecular
Patterns, DAMPs) & TLRs[{) 1= 32t fA F i
LB PYEVEI BT, LL i S IR R (free fatty
acids, FFAs). FFAsT] fig ELE MK TLR2 5%,
TLRAMIME il K. X EWEFFAsZERK
e HE NS TLRAG 5 A 3 AR50 1 Lo BR 5120,

B2, Erridge®5P N T XA A5, BT
T S Fh A Mo f . IR DT A0 . P UL
R A A ) IR, HSR IMFFASE A 5
FHEWI R T LR 5 58 =9t i A
Z I(interleukin-1, 1L-1), FRESA LR o(tumor
necrosis factor-o, TNF-o)f) 31k, 17 18 40 & 1%
LKy AU WA e 2 5 T TLRSIE 5 4%
FHB. I XNERZ UG A T AT A,
SCHE T ONAAR 3 P 5l A 00 SR TR s T AH 5 1) 43
T 155 (pathogen-associated molecular patterns,
PAMPS)TENAFLD & J& P o H . 46 B 1) )l
JKk I 2 Bl AN HE R 5 11 20 I 4 TLR2. TLR4AN
TLRSIHA, MTLR3. TLR7. TLR8FMTLRY
ST AN A% IR, TLRIFITLR6 AR A BE 4k
YEM, AH S TLR2JE B2 SR A Jo W) ] R0 P
Fe = BEEE R A B IR, APAMPs 5 AH R TLR
ghi A Ja K2 80T DUs I B0 % K 1--k B(nuclear
factor-kappa B, NF-k B)FI{lt 7034 2 JslyG (L 85 11
P (mitogen-activated protein kinases, MAPK){5
T IR, PRI R AR AR DR RS B ) 1
41 i R R A IR 7 1R R I M 24 4 W s
XA 5 )L AIRACE R 20E SN AENAFLD &
AR R B T OB Y,

K& T TLRsAb, Wi 55wk i Ig At 72 1 1 b i
Yo P2 BB R EE B4y, Tg AT LLas s S AR LE Zh
IS TR (%) 86 B S i IR AR TR 6 A, A i s
WS ST RN DA™, S2I0EsL, Tg AR i
B 22 QR PEAT B R AR BRI SR A g, ARG i
W) 1E 1 60%-80% 1 = [ B M TR B T g A
F UIERIZ UG, 7AW R E
AT REI] W52 B, 2RI A sTg AR A
PR D s Tg A A 1) o 22 9T e sk /> 4
JAE B A T B, AR P 4l 5 4 Y A
L NAFLD )R AE R At K.

L 2 DR M A2 M R S e 43 3 18 1
FHEJERE, kb 7 A S I AT LAY i 3 4 % Dt
AN L TR E R TR SN M o8 T S N S : BUB LS &
IR H ALK IINASHE R 5, 22 2 I iE

RAEVH B AL W] 2 T B,

5 ImEEYREESNAFLD

R T/ Bl S 50 1) HHRs S T 3 AR 1) K
EINAFLDF A IARIC. /I 5 1 R 3 A2 i i
NAFLDIWJs K25 18 BUR JLAN 7 T (DA
ZBEP= AR 2. NairZ:2 il IR 5 2 IR
JHE & CSTBL/6/) BN U5 IE £ 107 48 2% v o0 A,
LRI G ORE R T BES0% L L, SR/
B WG I ER N, ARl 38 A= 0 7 A W TR &
BEYENAFLD A e — e . SRk
WARIH ) 1, 2338 IaE P4 B S =4
AEMR A a0 OO 1 R )RR R
5 A8 (o 22 PG B PR A R SR B HS n), IX BB 3R
PR BRI A A T I TE R, A 5 3 52 2]
IR, R BE RS2 400, i T A% 1 3, 5 3
RS, I AT T K N B R AT (A
T A B IR, RO H vl — s SR
73, AT LAGE g 7 CARS A 1 % =X ER HF Ik 1
TG, CABT (b R A0 H A v 1 S AR,
M B IENAFLD) A /DR EERR B, piE
AT B I IR A R Tl — I
— Wk ) B AR AR e 0, AT BAE LA
NG A AR R G)REILPS, AT 1
T8 1 B 40 M 1) 98 RE AR G 10 48 i DXL B i B
Wi N ARSI, NI R s
NAFLDRIR AR RALAG 5] THESE. Miele il
LA AR T B s EATNAFLD 4 &
SIBO1# Bl L ik Hext 41, Jf HSIBOHI#E
JE£ 55 O I 8 PR A7 450 B LEAH G

AT A PR AH OC BE A AIE 7 Yl 7 W T T T O
ARUE 22 3 P B ST b T, A
A R AU AH Y R AR O g TE AR )R T
BE T fig 5 LU R HLEAT O (DR EEA I 1
E AWM EY, 3G nae SR, i
g EHRALE Z REEDY, QMBI R L
24015 S g )i 5 T (fasting-induced adipose fac-
tor, Fiaf) {4 e XHRR A R ML A e 34, —F
A DA IR 2 R e PR 0 2 1), AN T A
ERNIE SRR SUNE TS | =1 T aIE S IN
FNTE R H 3 = s 1 HERRAP; (3) 5 miy & J fig iy 41
ZRURI Y T 20 i v 0l 12 1 1 U0 £ T B (AMLP-
activated protein kinase, AMPK)Jif I'Et i i 77
JIE 7 PR S A (1) DG B i (L LIRS G AR AL . TR
FEIRER R AL A2 ). AMPKJE —FIAE4T B AT

fiE
Z3

=
B
o
He
=
EER

www. wjgnet.com



B 8 5 heRREIFEREHIEnEAR A RYHICPeER

659

il e AU U T 0 2 O, L T SRR AR 2
e S5 AMPES £y, Ik AMPEEN AN L 1) i f K
R P-4 >k 15 AH G Wlg () 3% 1k, AN b
PRI 1 2 A WL ke S A RO H % R
T B SR PR3 0 A g P 4 i T AR
W) PRI PRI, A4 TNAFLD
MR BT

R DR B AR I T8 A=) B B b AR T BRI
YER, IRk A AHICHE T, fefd e N, /M
VAT AT R 48 81 T 7 A 1R R It PAMP s A
ik, ALPSAH, £1°40.3 ng/L°Y, AT Rk
LNAFLD# UIH K /M I(PAMPs 5 A] fE>
PETRE RN RPN B R 25 3 s,
RGN T ) PAMPs /K PR 48 afi ARSI 1),
T A0 ek ) it v 08 30 L /N i v 1 —
VG

Spencer® U ARSI WoR, EHE I ] Py
T e AR AR 5 IR 05 AR A DL T,
AN RIS R 1) Ji 30 B A A J AT 88 5 AN AR [], {HPE
B 22 TR A Ry -2 TV TR 2N PR AR A s 100 ) g 17 2 £
UL A DGR, X 0] R8N 48 S NAFLDEUN A
K1) o T A 2 VR (R R 0 T SR, (R H AT
FEN D, T EE P e

18R, NAFLDI[w] I 4 S ik K A 3k i 1 (1) 147
HERI. {ENAFLDI R RIS AR, FRREE 2 50 &
FEA A=A, IL-1. T#t % (interferon, IFN)#]
T B AR, AR AR R, SR iz g)
1%59; B4 2(prostaglandin, PGE2). IfL/ME
1% K F(platelet activating factor, PAF)RE5 L/
WizzhDae e, HinThae L, Bz E
£ (migrating motor complex, MMC)il 55 5% & 7H
2, Fodse B 1) Ja R/ N D, N
i B BRI FE 2 A S, R
TSI )W) a6 AR TR A AR B RIR, nT DA
NAFLDZ)Y) (R HE A B, Ak 2w /K
-, [ ISR R R By SR AR R 0. IX AT I
UEW] T 44 il A= B B /B IENAFLD R AE

JE HR AT 2 B M,
6 518

i 1 3¢ W Ty R (1) 4 K 7 T HLBR BE B L Ak 2 bR
B, AW Bebi . S BEREAR B DB R, Ak
IS NAFLDZ A )8 R AR 201, tein
JYr 3 b Bz A B L B B 1) T 224 4y, ol i
PR T DUIE L P SR PV AT R 4, %
NAFLDWR AR . [ IE TR 4 fid vy 2

www. wjgnet.com

B JRUR R IE M EE )y T TLRs, TLRsfF 5155
NAFLD¥ &AL R JEA G, TLRsHIBCAA A A4
HURAIPAMPs. JW i g i 52, 38 1o 10 1 -4
MIVLDL & LDLA A 43 b 3 i 5 BUHEH
SRR, HERINAFLD. s i b ) 8 22 41 7y
Lg AT Ji7p 3 R0 65 1) DR 4 A S 0 e 0 4 22 [ A
PR TR )0 R 1T A8 1) i R R R T 3 3
(1) ST 3G 22, oo Ao A 0 280 L 10 50 P o 1) ik
IR, BET AR AU BE R 2. AN 18 il e B Th e 1)
WIS — 5 THI R 2B T #0407, AR S B At T THI ) AR
b, A E INAFLD & 2B K JE. 244K,
RUBTIA, Fit B B (1 4347 il LU BINAFLD, 1f
NAFLDTER J& 8| — g b Bt 23 [ i k5% ma Jiz
T BF B T RE, T RO T, B EAE IR, i SR
[l 38 B B (WL 2B S Rk 2 R by “Hy
U7 T N R AN Rl 1) B 3 B
&7 WAL T35 —08 “Bidk” . X2
DAL kg BT 5 o T 2 o) R AR AT AR 2 N FE R &
(OIEIR R B, A FL R )T 45 3L
(IhBE R TC, s FRACu . E g, 2990%
o BEPERRESE (3) T TR Ik i S
M, BIAE —E A T LR IR R, (4
JUE RE Ay i T 98 R FH K G B (R OR AP, B 119 980
WA FE 1) G I R AR 2 gy g e ke A
AR IR, A AR 25 R A AH I R AR AL, SR iAE
FLFINAFLD. %175 il bt b OB i A 2 J5 1
o, MR —FP R A R T RO AR, TREIE
T B —5 AT LR .

WHE T BE TS R, T T8 b 57 b 3 4
) X 5 R 2 [FIN AFL DA s gk i B (BTN AFL,
NASH, AH G TR0 K T4 i g ) 2 18] i 01
KR, MAGEE, Afri— 27T, kM ieless
Bl sz WoRENAFLD S, [ i vk
SIB O A= B 5 L5 M AR 17 4% 1 7 A7 o e 1
AR, (HAR RIS NASH A FIE ) 48 55 R 1% A W]
S IEAIC. 1 Gabele X5 H BT ¥ 5 46 UF 4% S5 5E T
XL AL, A AT A e P PR R SRR R 1 1 M
(dextran sulfate sodium, DSS)[A] i 25 /) B AAI ik,
75 TN ASH Wit B b i sh i,
ITF I 28 AT e IR AR £ 3 B PIN A SHA 1T
AR, HFFEET 40 i) Fabe i ) B 7 v, s
JELucalf) S0 25 R i R AR R 2 th TREAR A
JEPTIE B AN BE B, AT RETE L KRR A
FESLIGRIGAE. BT i R e B /EN AF LD
JRAFHLEN 0 AR A4S 2)) 2 N, ek
Z I BEIHW TR e AR s s B R B

W @) 75 R

f i B o AR
NAFLD# & 9% #L
) e A A iR T
FR AR E
B AR DA
HREBAT “HF-M
g7 HER, A
R A — s



660

ISSN 1009-3079 (print) ISSN 2219-2859 (online)

R ) OBIEAYE  20128E3318H 55205 55841

S5 2 M 1 R R 1) 250 D T BTN AF LD I

e, Hi TAEHAAFITRR, & T 2t A WA i

A TGIRITNAF LD R 2 B A A 250 6 R 52
o &k o R Y g i bR B T BEN T B A
NAFLD, 5 37 b fd B P (1) B o 16 5% &R,
HARTRTA 2K, WA 2 77 TH 5T N BA
HESE™

7
1

10

11

12

13

14

15

S

FHAEERE RS0 S N AR R, JE
IEREYERR IR I TTRRE (20100121 TRR) . B i
SRR 2% 2010; 19: 483-487

Tilg H, Moschen AR. Evolution of inflammation in
nonalcoholic fatty liver disease: the multiple paral-
lel hits hypothesis. Hepatology 2010; 52: 1836-1846
VRN, 28 IRIRIpSNSIpNE TR, Sk deat: &
SRR SCERH B, 2000: 364-365

Tk, BT IERE AT R R LA T sk . o
HE A2k 2010; 22: 85-87, 91

Miele L, Valenza V, La Torre G, Montalto M, Cam-
marota G, Ricci R, Masciana R, Forgione A, Gabrieli
ML, Perotti G, Vecchio FM, Rapaccini G, Gasbarrini
G, Day CP, Grieco A. Increased intestinal perme-
ability and tight junction alterations in nonalcoholic
fatty liver disease. Hepatology 2009; 49: 1877-1887
Rahimi AR, Daryani NE, Ghofrani H, Taher M,
Pashaei MR, Abdollahzade S, Kalani M, Ajdarkosh
H. The prevalence of celiac disease among patients
with non-alcoholic fatty liver disease in Iran. Turk |
Gastroenterol 2011; 22: 300-304

Cani PD, Amar J, Iglesias MA, Poggi M, Knauf
C, Bastelica D, Neyrinck AM, Fava F, Tuohy KM,
Chabo C, Waget A, Delmée E, Cousin B, Sulpice
T, Chamontin B, Ferriéres ], Tanti JF, Gibson GR,
Casteilla L, Delzenne NM, Alessi MC, Burcelin R.
Metabolic endotoxemia initiates obesity and insulin
resistance. Diabetes 2007; 56: 1761-1772

Lefkowitch JH, Haythe JH, Regent N. Kupffer cell
aggregation and perivenular distribution in steato-
hepatitis. Mod Pathol 2002; 15: 699-704

Wigg AJ, Roberts-Thomson IC, Dymock RB, Mc-
Carthy PJ], Grose RH, Cummins AG. The role of
small intestinal bacterial overgrowth, intestinal
permeability, endotoxaemia, and tumour necrosis
factor alpha in the pathogenesis of non-alcoholic
steatohepatitis. Gut 2001; 48: 206-211

Hofmann AF. Bile Acids: The Good, the Bad, and
the Ugly. News Physiol Sci 1999; 14: 24-29

Begley M, Gahan CG, Hill C. The interaction be-
tween bacteria and bile. FEMS Microbiol Rev 2005;
29: 625-651

TER, MHIRES, B, Sk My RS REXRAET R
FEHERRRH IRV ER. BiZes: 2010; 15: 21-24
Volynets V, Spruss A, Kanuri G, Wagnerberger S,
Bischoff SC, Bergheim I. Protective effect of bile
acids on the onset of fructose-induced hepatic ste-
atosis in mice. | Lipid Res 2010; 51: 3414-3424

HEE, PRARES, EOEYL, Do AHAERCSGE RS AR
AR RS HERB A M R O v gk e . th e bt
2007; 27: 791-792

Martin IV, Schmitt J, Minkenberg A, Mertens JC,
Stieger B, Mullhaupt B, Geier A. Bile acid retention
and activation of endogenous hepatic farnesoid-X-
receptor in the pathogenesis of fatty liver disease in

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

ob/ob-mice. Biol Chem 2010; 391: 1441-1449

FHL R, PR, HERIEE L S B
MHESL A HEAM S5 1A R 2007; 23:
817-822

Pumbwe L, Skilbeck CA, Nakano V, Avila-Campos
MJ, Piazza RM, Wexler HM. Bile salts enhance bac-
terial co-aggregation, bacterial-intestinal epithelial
cell adhesion, biofilm formation and antimicrobial
resistance of Bacteroides fragilis. Microb Pathog
2007; 43: 78-87

Miura K, Seki E, Ohnishi H, Brenner DA. Role of
toll-like receptors and their downstream molecules
in the development of nonalcoholic Fatty liver
disease. Gastroenterol Res Pract 2010; 2010: 362847.
Epub 2011 Jan 17

Tsan MF, Gao B. Endogenous ligands of Toll-like
receptors. | Leukoc Biol 2004; 76: 514-519

Shi H, Kokoeva MV, Inouye K, Tzameli I, Yin H,
Flier JS. TLR4 links innate immunity and fatty acid-
induced insulin resistance. | Clin Invest 2006; 116:
3015-3025

Erridge C, Samani NJ. Saturated fatty acids do not
directly stimulate Toll-like receptor signaling. Arte-
rioscler Thromb Vasc Biol 2009; 29: 1944-1949

Kawai T, Akira S. The role of pattern-recognition
receptors in innate immunity: update on Toll-like
receptors. Nat Immunol 2010; 11: 373-384

Ferrante AW. Obesity-induced inflammation: a
metabolic dialogue in the language of inflamma-
tion. | Intern Med 2007; 262: 408-414

Erridge C. Diet, commensals and the intestine as
sources of pathogen-associated molecular patterns
in atherosclerosis, type 2 diabetes and non-alcoholic
fatty liver disease. Atherosclerosis 2011; 216: 1-6
L= Ml TEmERE A EZEER. &
R4 2001; 21: 133-135

T 3. g ATEE S SRR Ve R B FRRIEL
A5, YN 1994; 15: 15-18

P, RTE, LY, 5, SIER. AR
FEHENEWIIT SR AR AR PRIPVE . IRARTHAL
Ji7%E 2008; 20: 241-244

Nair S, Cope K, Risby TH, Diehl AM. Obesity and
female gender increase breath ethanol concentra-
tion: potential implications for the pathogenesis
of nonalcoholic steatohepatitis. Am | Gastroenterol
2001; 96: 1200-1204

Dumas ME, Barton RH, Toye A, Cloarec O, Blanch-
er C, Rothwell A, Fearnside J, Tatoud R, Blanc V,
Lindon JC, Mitchell SC, Holmes E, McCarthy MI,
Scott J, Gauguier D, Nicholson JK. Metabolic profil-
ing reveals a contribution of gut microbiota to fatty
liver phenotype in insulin-resistant mice. Proc Natl
Acad Sci USA 2006; 103: 12511-12516

Ruiz AG, Casafont F, Crespo J, Cayén A, Mayorga
M, Estebanez A, Fernadez-Escalante JC, Pons-
Romero F. Lipopolysaccharide-binding protein
plasma levels and liver TNF-alpha gene expression
in obese patients: evidence for the potential role of
endotoxin in the pathogenesis of non-alcoholic ste-
atohepatitis. Obes Surg 2007; 17: 1374-1380

Spencer MD, Hamp TJ, Reid RW, Fischer LM, Zeisel
SH, Fodor AA. Association between composition
of the human gastrointestinal microbiome and
development of fatty liver with choline deficiency.
Gastroenterology 2011; 140: 976-986

Frazier TH, DiBaise JK, McClain CJ. Gut microbiota,
intestinal permeability, obesity-induced inflamma-
tion, and liver injury. JPEN | Parenter Enteral Nutr

www. wjgnet.com



£

£ 5 eEREDEAIF TSR AR HIPeIER

661

33

34

35

36

37

38

39

40

41

2011; 35: 145-20S

Musso G, Gambino R, Cassader M. Obesity, dia-
betes, and gut microbiota: the hygiene hypothesis
expanded? Diabetes Care 2010; 33: 2277-2284
Turnbaugh PJ, Ley RE, Mahowald MA, Magrini V,
Mardis ER, Gordon JI. An obesity-associated gut
microbiome with increased capacity for energy har-
vest. Nature 2006; 444: 1027-1031

Béckhed F, Ding H, Wang T, Hooper LV, Koh GY,
Nagy A, Semenkovich CF, Gordon JI. The gut
microbiota as an environmental factor that regu-
lates fat storage. Proc Natl Acad Sci USA 2004; 101:
15718-15723

Delzenne NM, Cani PD. [Gut microflora is a key
player in host energy homeostasis]. Med Sci (Paris)
2008; 24: 505-510

Yoon M], Lee GY, Chung JJ, Ahn YH, Hong SH,
Kim JB. Adiponectin increases fatty acid oxidation
in skeletal muscle cells by sequential activation of
AMP-activated protein kinase, p38 mitogen-activat-
ed protein kinase, and peroxisome proliferator-acti-
vated receptor alpha. Diabetes 2006; 55: 2562-2570
Lappin DF, Sherrabeh S, Erridge C. Stimulants of
Toll-like receptors 2 and 4 are elevated in saliva of
periodontitis patients compared with healthy sub-
jects. | Clin Periodontol 2011; 38: 318-325

Erridge C. Accumulation of stimulants of Toll-like
receptor (TLR)-2 and TLR4 in meat products stored
at 5 °C. ] Food Sci 2011; 76: H72-H79

Li Z, Yang S, Lin H, Huang J, Watkins PA, Moser
AB, Desimone C, Song XY, Diehl AM. Probiotics
and antibodies to TNF inhibit inflammatory activity
and improve nonalcoholic fatty liver disease. Hepa-
tology 2003; 37: 343-350

Paik HD, Park JS, Park E. Effects of Bacillus poly-

42

43

44

45

46

47

48

49

fermenticus SCD on lipid and antioxidant metabo-
lisms in rats fed a high-fat and high-cholesterol
diet. Biol Pharm Bull 2005; 28: 1270-1274

Lee HY, Park JH, Seok SH, Baeck MW, Kim DJ, Lee
KE, Paek KS, Lee Y, Park JH. Human originated
bacteria, Lactobacillus rhamnosus PL60, produce
conjugated linoleic acid and show anti-obesity ef-
fects in diet-induced obese mice. Biochim Biophys
Acta 2006; 1761: 736-744

Yadav H, Jain S, Sinha PR. Antidiabetic effect of
probiotic dahi containing Lactobacillus acidophilus
and Lactobacillus casei in high fructose fed rats.
Nutrition 2007; 23: 62-68

Zeuzem S. Gut-liver axis. Int | Colorectal Dis 2000;
15: 59-82

Szabo G, Bala S, Petrasek J, Gattu A. Gut-liver axis
and sensing microbes. Dig Dis 2010; 28: 737-744
Gibele E, Dostert K, Hofmann C, Wiest R, Scholm-
erich J, Hellerbrand C, Obermeier F. DSS induced
colitis increases portal LPS levels and enhances he-
patic inflammation and fibrogenesis in experimen-
tal NASH. ] Hepatol 2011; 55: 1391-1399

Loguercio C, De Simone T, Federico A, Terracciano
F, Tuccillo C, Di Chicco M, Carteni M. Gut-liver
axis: a new point of attack to treat chronic liver
damage? Am | Gastroenterol 2002; 97: 2144-2146
Loguercio C, Federico A, Tuccillo C, Terracciano F,
D'Auria MV, De Simone C, Del Vecchio Blanco C.
Beneficial effects of a probiotic VSL#3 on param-
eters of liver dysfunction in chronic liver diseases. |
Clin Gastroenterol 2005; 39: 540-543

Lirussi F, Mastropasqua E, Orando S, Orlando R.
Probiotics for non-alcoholic fatty liver disease and/
or steatohepatitis. Cochrane Database Syst Rev
2007: CD005165

miE FER wh FLH

ISSN 1009-3079 (print) ISSN 2219-2859 (online) CN 14-1260/R 20124FRRAHH: S N iH L4 &

XS IR B BRSSOl SO o K.

o ‘Yi!fE- o

WJG &2 & 2% F & PMC & &

AFH PubMed Central(PMC)J2 HH2E KB BHEENLM) TR E R A ARG S F O NCBD I TR
FEL(Open Access) I AE 4 B2 24 RAE diy ol 4 SCBGHR P22 . (GBS P28 FOBE ST SR B R o R0 4 7 5 1 JEE PSR 3010, 9

e BT, RE R AT PMCISK. (VLR E 4 4RB) (JE3ChR) (Journal of Zhejiang University
Science B2 3 55— AL PMCPF T I 1-2006-03- 1 SEMCR T, (I8 130 2% 445D (S0 World
Journal of Gastroenterology, WJG)5; — A it PMCVFH 3£ T-2009-03-26 4% IS5, 4> 3L %k ] A A FF I, W.: http://
www.pubmedcentral.nih.gov/tocrender.fcgi?journal=8 18 &action=archive (WJ/G4w it 1:4T: FE84E 2009-03-26)

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

(49

TR
JBaishideng®

R )CEZYE 20128F3F18H; 20(8): 662-669
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

RIE R fm AT AR & FE A ST FR

FEE, X E, KRR

[ L k)

K JE A B 9% (IBD)
A —FrE Rk,
FEFH N B
BAEAY S % A H
AR S a
P gE . TR B iE R
T Ib, BT R B K
B KW R
R4 AN R
FFHRGOREG A
A &) #e ) 3K 6
LR, BRI K
oA B A 2 38
%, ZHFREARN
S IR Ao R B
FHRIE.

W@ 5% RE
AEF, 8K,
PEARMBRE
H_FEXRFK
B

£ @B, NE, KRR, TILEAKRSE ERNH T
KR EE R T ALY SRR s B R AT
050000

fe& TS AUERRBEEBOXIETW,; BKFRREBR.
BRIEE: KBEX, FEEID, 2%, 14500, 050000, 5Tt
BAEZREMETARE2163, SWIERAKSZE_EFUER, 3T
B BIRER TR, TS B CRIATET.
xiaolanzh@126.com

E315: 0311-66002955

WASEED: 2011-11-24 BOEHER: 2012-01-29

ESEHES: 2012-03-10 B EHR: 2012-03-18

Hepatobiliary complications of
inflammatory bowel disease

Guo-Chao Niu, Lei Liu, Xiao-Lan Zhang

Guo-Chao Niu, Lei Liu, Xiao-Lan Zhang, Department
of Gastroenterology, the Second Hospital of Hebei Medi-
cal University, Hebei Key Laboratory of Gastroenterology,
Hebei Institute of Gastroenterology, Shijiazhuang 050000,
Hebei Province, China

Correspondence to: Xiao-Lan Zhang, Professor, Depart-
ment of Gastroenterology, the Second Hospital of Hebei
Medical University, Hebei Key Laboratory of Gastroenter-
ology, Hebei Institute of Gastroenterology, Shijiazhuang
050000, Hebei Province, China. xiaolanzh@126.com
Received: 2011-11-24 Revised: 2012-01-29

Accepted: 2012-03-10 Published online: 2012-03-18

Abstract

Inflammatory bowel disease (IBD) is a chronic
idiopathic immune-mediated inflammatory
disease of the gastrointestinal tract, including
ulcerative colitis (UC) and Crohn’s disease (CD).
Extraintestinal manifestations (EIMs) are fre-
quently encountered in IBD patients. Hepatobili-
ary manifestations are common extraintestinal
manifestations of IBD, including primary scle-
rosing cholangitis (PSC), nonalcoholic fatty liver,
cholelithiasis, primary biliary cirrhosis (PBC),
small-duct PSC, IgG4-associated cholangitis
(IAC), granulomatous hepatitis, amyloidosis,
autoimmune hepatitis (AIH), PSC/AIH overlap
syndrome, and portal vein thrombosis. In this
paper, we describe the progress in understand-
ing the hepatobiliary complications associated
with IBD.

Key Words: Hepatobiliary complications; Inflamma-
tory bowel disease; Primary sclerosing cholangitis;

Epidemiology; Clinical feature
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X i M M J% (inflammatory bowel disease, IBD)
6353 45 M K (ulcerative colitis, UC)F= 5t
% B.9%(Crohn's disease, CD), 2 —#b %% AN~F
AR AN B i K e R R, FARRLA
5 4 % I (extraintestinal manifestations, EIMs),
BB SANEE. T Z %% EZIBDF LA
Mo EIN, L35 JR A AR AL M RZ A X (primary
sclerosing cholangitis, PSC). JE B
Ay PR BgE. R MR T AT A AL (primary
biliary cirrhosis, PBC). /2% “PSC. 1gG4
% MRe g X (1gG4-associated cholangitis,
IAC). WFMERFX, KHHETHE, 8 5%
Je MR £ (autoimmune hepatitis, AIH). PSC/
ATHE & 43 6 f e I Fp kAT R . R 4Rk
MIBDAA % &9 BT A2 5t K gk 7 @& /] 3£ T 2% AR
W B S B, A AE A IAIRIBDAR X AT IR 0 &
JRHUH] Fo e FRG T PR 6 B T

KPR BRI RE; RAE R, JF K R 14 AR
B4 AT, I RAFAE
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03I

RIEME I (inflammatory bowel disease, IBD)
HAE T PES W K (ulcerative colitis, UC)FIhd
% i (Crohn's disease, CD), & —FHEn T
(A8 1 52 Ve 1 T 2R, AR 2
B % B A £ Bl (extraintestinal manifesta-
tions, EIMs). f14liE 7, IBDIEIMs K AL 2
21%-47%" . Hoh SRR Bk ARG IMEIMs
W SIBDEIE S TAT, MRG0 AL, 2%
ALFE IR PR AL PR IR %8 (primary sclerosing
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ST i e R AR, R, AR ME R I R B AR TR
. ARLRIA 32 B NIB DAH G NH I A SE B4 T I
o RIS W SR T AV A5 7 1 A7 12 40 45
FIRFFTIE FE, LAIYIA B0 47 DA IR TB DAH G IE
AIEE— R T IR IR IA T S ALHT 2K

1 RAE MBI E S

PSCE— g IA B, DUIRAE (AT P 280
RN 22 R MR AT b T B BRREAE 102 1
THRAPE AT, KPS C i B 3 AR il &
ARIREIE, 2110%-30% (1) 8 38 n] 3f R AR T
Bzt

1.1 #ATAF BT, A KPSCHAT I 2 1 HkiE
b, FEORAVE T E K, WEAWUWPSCREIBD
T H UL AT HE I &, PSCHF & 30-50% 2 [,
Finl e AIBD Y N E#E, Hahih2 1. 5
IBDI1 X R % V)& PSCIMEFRFE, S5 |, &
LAT0%MPSCHEEE A I EATIBD, JuHZUC,
MAXAT2.5%-7.5%MIBD & K i APSCY. UC
A 2%-7.5% 1) & I KPSC, 1CDH A
1.4%-3.4%""". PSCH] 5 AV £ B Ay, &
FERERE G 4T i tb . PIBETdith . FARBR % . K
AR WK R IR B R B SRR |
5NN FLBEVS . TERLRGAE . WERRL 4N 3
ZHE. RGTEIE KA MR 2 e Ui RE bk L:
BREFI R Gt R A

1.2 W ARHFAEL W R ZHPSCHEE L IZI
TEHER, ALE AR B 2 I AL 375 ke 3 PR Pl (a L Kk -
line phosphatase, ALP)F i1, SR A ERRRE, L=
I FEMRERFE . A BRI T S R S R I
Ik . BRARLERIE PR A, A5 AR /D IR
RN TR BENIE & R I, Z4750% 1)
SR T H I AL, A L B R
FAL DR, e ) B T i T Ak ot K S o
7RI FFT A o 25 SR A R T 1) O e,

PSCIHIZ W& A, s (1)ERIMELL
JIELAE 8 B WA 05 AL (2) i R AR IR S5 5 4
AAFF Gy QIR IE S A B SRR I, T JH 2 2]
1K) B2 Hh HAS S D6 T (1.

JHF A A 27 A0 4 A 3 2 L JIE S 98 AR
Bl ¥, ZHEEALPTH S R IEH _ERRK3-4
£, MG GBI PRI, A
S HZT Z (total bilirubin, TBIL)AE fIH & % (total
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cholesterol, TC)/K-F-Z 7L 1E# Ju [, 1F &t
A KR T R 3 R R I 5
)38 1R, B FE e A I B Rk
AT HERR W PB CERATH S I A s, — M il
T, M=AbA PSCRIZWIE AR, A 2
PR TG I FE AR, MeAh, fEPSC R MLiF Al
L 2 22 Bl B G P, A HE PR A0 i i 2%
TR NN 71T 7% 71K & NN 71 1 o= 1K 710K % NN T S
MIipA . FOBEIGUARSE, A il A %05
M 50%-80% 7%-77%- 13%-20%+ 35%%l
4%-66%"", {HIXLE ] GHiIA7EPSCHPSC-IBD
W5 S S W b R G AR

WL T AT B JIHE 1% 5 (endoscopic retro-
grade cholangiography, ERCP){/5;& H A 12 WiPSC
()< bR . SR R JIH 7 3 5% Wl 7S 22 A AN T 1)
BAE RN 5K, A FAMIE A 5 R BRAY Bl A%
FER I, I A S8 b. ERCPIZIBTPSCIY
RO VR e AR AR . TR, A% LR IH T i
#(magnetic resonance cholangiography, MRCP)
PRRERCE X EPN Cv SN SR L (R RN P S S E A
BT TPSCHIZ M. 1l FHMRCP IRy 5 P R I
JIFSE T B PR 2T AR A B FE FR Y 5K, (R 2 20
FRH, ] REINASPS CHY R AL, — It X 4t
APSCHAIATHI4566IMetas HT 7%, MRCP
L WiPSCIBURYE }86%, Hr i 1Eik94%!". ik
Ak, PSC R B NHIE i 52 2 I AR m] WL -6 44 1
JIEAE 92 (4% R D DR, UnTgGAAH DG IHAE 4 (1gG4-
associated cholangitis, IAC). [H% 5Bk M5
i SeHTBHIE T AR, AIDSHISCHHIERAS . e
MR A0 . ek R AR P BRI AR AR
TR AR DL RS 2k kB 2R B Y. PSCI2 AT

PSCI1JJHZH 23005 B 27 Ao A L 28 e L 7 280
FEFENRA LR 4edb, Ik Ak 4n e, 2 T8k
SRR, TR DL . g B A A A
h 12 WK i R s AR AR FE (R i b, H DR LG
Z R BCEARSE &R, s Wi
PR JHF 2 s A AN FH T IR S 5 1R 5, (R
AN BRI = (/NI AT PS CI A2 R kR 5
ERAFEIT. — TV 4% 1384511 P S C &3 114 [ma gt 4 e
FEE PR, MPSCHEH & HIE S R 2 W
J5, TFAZUE RIS REAR UL TE 2 112 Wi £ B
HCAT R IR T R R 0 A TR R K AN PR HERE AT T
R A, B2 TERCP R BERY, AT47 AT
ERIEE— 20 2 . deAk, SR 20 20 BE A
W V54 8 PSCYR YT 7 RU I a5

A7 A 0
IBD # JiF B2 5F &
JEL A2 K E,
IBD AT A2 5F & %
HRFTRF. &
KA. B A
BT R R E
LRI N\ - : 8
K IR B AT A A
THR.
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m;ﬁaﬁ* 1.3 &7 5 (EPSCHEEUAMEIBDIGYY b, o DUAEIRSYEAG D7 22 W (nonalcoholic fatty liver
St ki% 4R iE, . P NN R RSN . ; .

Sovas o TRITSRNE LWL, 2T T, ERTUAH  disease, NAFLD)FIAEIURE P RS Wi HEAT 4 (nonal-
W R (UC)&H A AT fal—Fh 24 ] A PS I E R BL 4R, coholic steatohepatitis, NASH)# A WL, 17T 2%

80% 09 5t ¥ B %
(CD)&H V4
K—FF i s R AL
AT A2 5t & g A R
38 5 IR % 5
TM, AP RA
MR A 2 A R
(PSC) £ 16 & £ &
.

o, B8 T ) 2549 52 e L % UIH R (ursodeoxycho-
lic acid, UDCA), — 1 5¢ T-UDCA I BEHL G FEEe:
FH, 13-15 mg/(kg-d) 75 AT AFPSC &4 1 Il
SRR, E 4L HOF e
[FJIF, E— T2 19%IPS C I BT H I R - 4
RN, 77 UDCA 17-23 mg/(kg-d)iEATiA
ST, AR T3 SR R 0 75 Kk DA R |
S 36 (K T I 5 5 T F e v R UYL
FUAMW, TR I UDCA 28-30 mg/(kg-d) vl figf
R A AR B S — RS, Zrhul
BTSSRI AR T, SR 2 AN R A 3
N2 UDCAME ™Y, R, R
UDCAFREAEPSCHE# A AL TR bR 13 25035, (A% A
G IRTT 2%

WEE ANFIF-ARIBIT B H 12 ZEPSC IR
IR P RSO, B AR B N
T IEAFROddiFE LA DI IF . TSR
SRABEER AL . IR Phoe sl s R Bk A
A THCE N S 38450 P S CER B g
JEAE 9 AR IR AR IN, TR AT W BEAS A iyt
2920% 1 B 1A MNP KRG 6 KA, 17
WEE N PR B SRR A SR AR, 7RIl
PR B3 fe i wn iR A A R B, IR A2, it
R AR S 1Y, SEAMRFERE R BIFRAE. FA
T3 1 A N 55 R (I W & R Fpke A
MR DB . =& AR, 8 H i G E 4
FWINEFT R BELAZP S CIY 1 AR I R R 1
R B AR FARAE— e R Bl 2
FECEARBH sk 40 5, (DT 2R IPS CER
PSCIH: R NRAE S IR YT WIS i IE A A, A2 HE
JEME—H T IR PSCIRYT IE X
R, SHERIOEATIE 43 i A 85% 2 F170% >,
A 20%-25% 1 FHAEARJG5-10 yearN &
KPR, S 5 R A I RPSCA YT i 1)
M2 —.

PSCHE TR B2, 105475 1065%" . 1t
&b, PSCHIBDILIHEUCHAF G IN T H R & h
&5 5 g (1) AU

2 REHELAT

2.1 RATHF 5 Zmph CDEUCHEH KN
S5 A 2 2 B 24 R IR A BN IR W AR M, AR
JECDRIUCIg i I H 2R 157 13.5%-100.0%P,

Tk ik WA P 7. Horh ) NAFLD & 55 LI
IB DI & 45025 1R 3 DA, A1 HE0T 453497 55 Ay UK,
DA, NAFLDA Ry S RS o JH 5 v 11 XU
PRI . CDAKEANAFLDIfER R &, o]
W INASH. %) &) 4 R IBD & E HATHE T K
M, £99.4%HIUCHEHE KA TNASH, MHAECD
o R AR 19.3%7; A, S5 — TR A i
1 B ORNAFLDAECDAIU CIH K I 43 il
39.5%K135.5%. UCHH Mg i A vEn] g 5 45
[l 9 R EEAT O, K2 BB R I D) fe
S AN, AW RN, L10%I(% E kLS
DI A S (K P D s 5 M A kA O,
H AT, IBDFF A& MR 57 1 A o5 AL 1 o AN B
HHFFERM, BIRAR . A E RPN
B IATT T RS L R R 20, kA 2%
A A IBD W I N 25 2 IUAE 7] BE SN AFLDIY)
LR HLEN,
2.2 W RS W 547 LSRRI R W G
R, BERBUN RUBFEREIR, M, D HUR
A AT R I B oK. BRIk, XFTB D & JEAT I 20
BE RS DU S 430 Ry S . R W I i8R T
J¥7 T 9 9 R I 9 A 1) 5 5 22 . NASHEE & )
7 BEL L 2k Jee, 9D BB o S, s A
I RIE I AR 7 AR SR A R 5 A
Pl s, O AT A EARIE AL,
PR/ B IAT o DA G I S, CRITFHT R 259195
TR 9 FNET Ak, B A A 1) I .

3 IBEE
3.1 RATRRF S ZRAUE] HAEA0FHT R A, 1
FEZTB DS WL JF R AR A E JE 5 WL T
CDEA, LRI H N 13%-34%. HHF5LEY, UC
S A RE R R AR 2 v T @ B, T R
FR)— T50 %5 42945 C D A1 20541 U C 5 & BEAT A 1148
BE TR IR, L CD K R A IH 45 A 1 R
B0, AW RN, CDEFE LSS A 4R R R
J21.4%, TMIEH NBEFIUCA0.8%, UCHE HI1E
i NE I A R 2 2 v 22 e Rty
W, MARE S CDZ M4 2%, A 5UCZ 2R
FAAEIC R A,

IBDIH R NAATIE (1 & AE ML WA W A T8
WA [ i A st i AR AT 0] o D) ok ) B el TR
TR R D B E R 2, S BUIR YT o E e
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R A e AR S5 AT R, (At AT CD AT (R
JUrD I J, JIEL YA L ] e R R BRI, X
A A FEAR B0 R 2% 0] [l Ji R 26 1 i A2 I C D
BEIURIL, BRIV IR FE S Fmts, 2o iH
PES) IR, FEAERH [ W7 L AT, 1B D G K
ApsE TR, IBEHE S AR ) B RS A
FRWER 40 dF2mANE TR, IHAE XS
BEm20f%. gk Eprik, IBDRRARTAL. [l D)
BR AL ARG K4 hhe 7R e N s 3
JRAAE R A SR,

3.2 R W 5% MALEIROE R A A I
FEATE D, AINAEAT X, 35 ILNF ALPTF
ey AR A R AT 2. T A R I I )
BRACHIR SN A A

4 [RAMERBHERTEEIL
PBCt— Mg RIAN W] R 08 1k 1B A T 1 S IE s, A
DUIFFIUE A AT PR /8 B B bt e 1T K R E 1
PERRVHIR AR AR e A o RE A, &t e o i
A A H 32 05
4.1 FATFAF PBCAE— T A B (18 P A
NI RRIESN, FEARW R B4 BT HEA A
PBC& — i F & S e v, FLrlU)ms ERIR A 0
HURIANTG 28, 2 W T-35-65% Lok, Y Lo i %
Z T D9, WAL W BT 1K1 34 B[] Ky
5-84F. WHURHPBCI R A5 B & %5 P
Mg & KR EY), SIBDRZUCH &
R, FEPBCIIUCTH IS ATAT 8042, 45 2 )
BR (U AT B 5 ),
4.2 W& RAFAE L 4y A R Bk, FUHREIR
B WmARRER AT R I Z 05 IR T
FEIK AR BUBAS R, IRV PR YR AR S
Z v R TCIEAR IR e e .

P B C i & I v A A0 A I 52 E v 3 AR
A, PBCHFH RN MALP. v 2% 7 K
(y-glutamyl transpeptidase, yGGT)~ TBIL & TC.
ol =Hs(triglyceride, TG)AK PRI T,
AL Sk, 95%LL 1B TR AR P4
PE, WE>88.1%, M AWRFAETE 2. i
T RER, WoR AR WM. Rt
VA DX P B R, VA DX R JIE R
JH AN S R A2 A S R SR AR
4.3 %97 AENRIT R, S I SOR A
W1 UDCAHEA A i IAI6 Y7 PBCH 5 HI 12y
P, A7 H5E N UDCA M 1] LU i PBCAY
WARKIZY), —BOar IR 13-15 mgked, K
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WO U 88 T A AR, R s A
M, SRR MR, £ MIPBCH]
HERFHFRS B, WS 48 5)PBC T K™

5 Hth/DRBVATABREE

5.1 N IREPSC /NEEPSC, 1 FHk ok B4 JH H
%, &P 5 1B DAH I AR 5 40 35 LM .
EPSCAT IR EAL AN SR AE, (HAHE 3 5
1EH . — TR AR 2 o IF 56 A, 56 AT /N IE
EPSCEIL K MBI, £ 80% 1 3 {E 12 Wi
SBE VT A IBD R AR, H78% 4UC, 21%
HCD, 1% 4 IF 4L, (H/NHEPSCHCDIY
RHRTE %), £H ALPHY &1, MIERCPE{MRCP/H
I EH MIBD B, 76 b S A I & S
Wi, T B A BEMIS /M PSC. NI
PSCHIGIRIE fEENS, — Ik %8341/ MRFEPSC
A IBEVT T TR, 23% 84 & 4 I RPSC,
SIS IA] R 7.44E(5.1-144E)% . H A M G IR I8
IR AN PSC ) S A IR b e, BRAE R
KHEEFPSCP,

H AT A SR TT 298, i I 21
UDCA, HIFA e AT RS A (A (] /NI
PSCIH- RIBDIFAS M FF L [ TS, —2ef:
RPN AT BeAT IR MG A 112 /IR HEPS C,
I X Le i (2 PR M S T Reid s Bk LR
W], /NAHE RIPSCHRER A8 AL il Ji e %,

5.2 PSC/ATHE & 4244 PSC/AIH & S LA 1iE
PLEAFATHIGIR . b, 12U FPS it
T RHE 3 R R IR R AE 1) — R .

PSC/ATHE S LA SIBDII K R LA H)
1, BHZUCHEH B 5 IFKPSC/AIHE S 454
HECY. T PSC/ATHE B 45 4 112 Wi Rl 3 2K 1A
HMe, D& T A I RAT W 2 HR0E B 2R AR
TERR, IBDEE AR ATH B3l i G AL sk ER CP
IEMAAEPSCH# AT AE R B APSCI. 5T R
7.6%-53.8%PSCEE A7 AIH, 42%KATHHI
UCHZ I 55, PSC/ATHE S L:400E
B LULE 2 W, W IR 3 B e R Al
TEPERHAES . PSC/ATH B B L5 AL IS Wi I AN 58
e, BIMIARUE N RS, PSCHE T 25E BoR
B G ) BRI 6 . S 1 G/K T . Bl
ATHI A G PiAEIEANAL SM AR B ok 74
PUph U0 T B A LP LL P (] AR
MREEA. A, ATHEE & LR % E . ALP
Fhim A ZUE BTG I 52 7 I S I 4
PREE AT,

WA #H G 5

A X IIBDAE #
o9 T 2 5t & 69
RATRF . R
Mo KR kR
W, LR ER
Firmuzek
Vimopa
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miRgs ST T, SR PSCIATHE Bty A AUHRUIH . 30 P i 4 LT A 39
b d | N , N - L
A ALEA TN BN KERME. UDCA. MRS DISLRN, UCKH 3T Tkl Fl Y

7@, A d g
¥ T % AR R R
Ik, AR
IBD A8 % /i 9% &9
K97 B A s IR
B RBESAE,

FH AN F 2R ME 2 (AZA)/6- 57 FEWE IS (6MP) (1) F
BVRIT A BRI RN, BF9T o, 5 4iPSCiE
FAHLL, PSC/AIHE & Z5 Gk A BT AT S
R AR A A AR A, AR T A ATHLEE 5 A A7 S
PSC/AIHE S LA EEE A N HUDCA. f
FEPVHIFAIT, M3 T ASTC T Z 4K, ALT
FEAR AT &, MGGTHALPR A ARk, s
PSCHEZ HILHUDCARYY, UL B IEFE Rk
1WA 5 243%. PSC/ATH B £ A0 i L s afi vk
PSC i # A7 K,

5.3 1gG4Aa & M Re % X TgGAH MR & (1gG4-
associated cholangitis, IAC) & IT4E KA # AN
PR — G R, HoRr R VS 1g GAZK T
s EEE TR R K ST g GABH P 25 41 i 3340 LA B et
WHE BT UK.

TACLL60-70% UK. 70%-80%PS C &
H A IFIBD, 1M KZI5%IAC# & 4 IFIBD™, TIAC
RERALFEAT ZE PR SO AT R RS . AN IE.
HISORGZ WikrifE CFEHAET 1 21%% . Il RS
B MG oA R BRI IR
. I 90% F A IR 5 R AR AT g G4 F 98 G £
FHPE(>10 1gGa+cells/hpf)®). 1gG4i2 WA CHIH
SRR T5%, R BH P T AN D). Sl
—IRFIT R, 9%PSCHE MiE1gG4T} i (>140
mg/dL). HARLZFZ R R EWIACKH EELR,
FLFRIENR . MRV TS AR E . kAR
IE%E. 20104FAASLDHR M 2 T A nf 5EPSC i
H RN g G4 LIS AN g GARH e T Ak R A 28 1),
AT BETA C R 45 T W 5 M v 7 v] H B A
B E A IR M i R .

R HA79%IP S C B L5 1 g G4 7K T 1
%, 5 PSCANFIN 2, TACTHL A Ahar 14
S BRI AR AL, 1 FL S s 32 VAT R
AR GE. AE99BIPSCili IRt AR A rh, I
A 23% B A TgGA+3E 4N 21 2619 K
IBD¥ [ i A& BIIACY”, X2 & #9F KZUC,
R 1) S o] i 35 e ISR e
5.4 T1# bkt de % p%, |1 K AR TE O IBD £
FEAMEHAYT D WA I RCRE, AR IR0 e v 1%
TN, A A G TR S AR T L. TR
Jik LA T B2 EIM s I — 43, 7T Be -5 18 v i
FERE S LI H A 0%, IBDIRF /IR,
ML PR 7=V FAVIL, - 214 £ 1 5 22 Rt e 1 iy T
DSR2, #OT S EUMAR B . oA R E

ARG AR AT T K AR, R, AR UC #
FAT AL )& AR(ileal pouch-anal anastomo-
sis, IPAA)GATCTHHIE RN, 45% 835 L]
A AR, SEAk, TPAARIIAR TE 1 RT e B 5S4
KRR, BITHFEERM, 45%1 FBlF AR i
O A% T SR T R R e D B Bs 98, 1 15.4% 1)
S U T AR T . D I A T i
F I AR 3 S % 5 I8 98 R D6 SR AT ik — D Ak
FE. 1697 b, BRAEE R AIE K i i sh 1
S N B = R (A el B N
O IBD R I K AL Y6 9 R TS (1) 2 S
5.5 RFSem AR M E R AR IR A 2 P IR T 3
(K LU S B 2 1 2T 4 B W AR o £ i 7 B
S AT AL AT R R I — R AT
P WER R AT GURR T i el A &, R R
Sy B S B LA RS IREE A 2.
JHUE R FEAZ PR IB D2 LIV - &, FECDAIUC
R KI5 243 M 0.9%F10.07%. K 30718 M 7 i %%
i VER AR R (1 DURULE I AN SR BT B
KA. TE18BIIBDA:A Ve AP 3 v, 304
VR FEAR M, A3 511 a2 IBDZ R O
VEA AL AR, I R i A 4% R I U B
TEJE R AR T RS AR T TURE.

JH-VE R A2 P ) LA B O, i — L8
TR R s, R 2 HORH TR, T
NEFERLA B2 Wi, 2 Wi S e IF4129)
ISR LG B SEAEAEVE R AR 0L, e 21 47
A 2 SR AR SIEVE By FE ) I R U8 B AR R )
Bl MLEAHLT 275 185 pmol/L; S isss I HF4
2N I P RE AR R B G I A1 L T A B
IUESE; R Ah 22 P B R 45 S 2 40 s
PR RUE B A A P R A 4% R P 2R 0 1k e o A
AR PE) IBDIAYT I e AE AR r] A SR TR
Wb
5.6 BIZFRPHEAT X BT SR AT R SIBDA K,
WFAL1%MIBDESE, CDEFHKUCHSEH
L. H SRR AL [ ALP T .

6 4518

1B DAH I 1 FFIH I ACRE L8 L. PRk, 1B DY)
EWr BT R ENRE AR E T RIRATIRR I
S5 T IR A2 FOTB D AT BEAFE 3% ] 1) B 98 1k B,
T HL B e R 2 AN L TRGF Ji 4 95 1) i
NG VRIT J7 R TG AT I b (05 ma, e

www. wjgnet.com



TEB, & R BH AR EE 667
IBD A B AR A F ok FF IR AZ R AEPSC. Gastroenterol 2003; 98: 1155-1158 ; A ;5;«;;«; .
. - 17  Lindor KD. Ursodiol for primary sclerosing chol- R GERET X
PBS. ATHA T2 W h S AT IBD 2 R angitis. Mayo Primary Sileros}i,ng Cholaigitis— JE B IR 84 I 2
[ BER, N NIBD g & Ve T FE L BB, ff Ursodeoxycholic Acid Study Group. N Engl ] Med ;éfg, ‘Lﬁfﬁ:‘gﬂ
Sy gy s 2] 1997; 336: 691-695 AL, X .
SR AR D 18  Olsson R, Boberg KM, de Muckadell OS, Lindgren S, )E" BARIH N AIH
Hultcrantz R, Folvik G, Bell H, Gangsey-Kristiansen i ] éﬁ:{k i éd’:‘
7 %%Km M, Matre J, Rydning A, Wikman O, Danielsson A, ;j:: i’;ﬁ?;ﬁ GRS
. Sandberg-Gertzén H, Ung KA, Eriksson A, Loof L, AN A
1 Bernstein CN, Blanchard JF, Rawsthorne P, Yu N. Prytz H, Marschall HU, Broomé U. High-dose urso-
The prevalence of extraintestinal diseases in inflam- deoxycholic acid in primary sclerosing cholangitis:
matory bowel disease: a population-based study. a 5-year multicenter, randomized, controlled study.
Am ] Gastroenterol 2001; 96: 1116-1122 _ Gastroenterology 2005; 129: 1464-1472
2 Ricart E, Panaccione R, Loftus EV, Tremaine WJ, 19 Cullen SN, Rust C, Fleming K, Edwards C, Beuers
H?rmsen ch” Zinsmeister ARf Sanc.lborn WJ - Au- U, Chapman RW. High dose ursodeoxycholic acid
t.oxmn?un? disorders and'f?xtralntestmal r.naplfesta- for the treatment of primary sclerosing cholangitis
tions in first-degree familial and sporadic inflam- is safe and effective. ] Hepatol 2008; 48: 792-800
matory powel disease: a case-control study. Inflamm 20  Lindor KD, Kowdley KV, Luketic VA, Harrison ME,
Bowel DZ.S 2004; 10: 7707_214 McCashland T, Befeler AS, Harnois D, Jorgensen
3 Bernstein CN, Wajda A, Blanchard JF. The clus- R, Petz J, Keach ], Mooney J, Sargeant C, Braaten J,
tering of other chronic inflammatory diseases in Bernard T, King D, Miceli E, Schmoll ], Hoskin T,
inflammatory bowel disease: a population-based Thapa P, Enders F. High-dose ursodeoxycholic acid
study. Gastroenterology 2005;129: 827-836 . for the treatment of primary sclerosing cholangitis.
4 Mendoza JL, Lana R, Taxonera C, Alba C, Izquierdo Hepatology 2009; 50: 808-814
S, Diaz-Rubio M. [Extraintestinal manifestations in 2 Baluyut AR, Sherman S, Lehman GA, Hoen H,
inflammatory bowel disease: differences between Chalasani N. Impact of endoscopic therapy on the
Crohn's disease and ulcerative colitis]. Med Clin survival of patients with primary sclerosing cholan-
(I?arc) ZOOSf 125: 297-300 . o gitis. Gastrointest Endosc 2001; 53: 308-312
5 Lichtenstein DR. Hepatobiliary complications of 22 Rea DJ, Heimbach JK, Rosen CB, Haddock MG,
inflammatory bowel disease. Curr Gastroenterol Rep Alberts SR, Kremers WK, Gores GJ, Nagorney DM.
6 g;’ 1;]?;(9/5\_50;%‘@@4&@%&”( AR Liver transplantation with neoadjuvant chemo-
B, 3; S =B AR IR . radiation is more effective than resection for hilar
HAER LR 2010; 18: 329-331 . . cholangiocarcinoma. Ann Surg 2005; 242: 451-458;
7 Rust C, Brand S. PSC: Protect and serve with colitis: discussion 458-461
does it help the liver to have severe ulcerative coli- 23 Graziadei IW, Wiesner RH, Marotta PJ, Porayko
tis? Gut 2011; 60:, 1165-1166 . MK, Hay JE, Charlton MR, Poterucha JJ, Rosen CB,
8 Schrum.pf E, Elgjo K, Fa'usa O G]onfz .E’ .Kolmann:.sk— Gores GJ, LaRusso NF, Krom RA. Long-term results
og F, Ritland S. Sclerosing cholangitis in ulcerative of patients undergoing liver transplantation for
colitis. Scand | Gastroenterol 1980; 15: 689-697 primary sclerosing cholangitis. Hepatology 1999; 30:
9 Shepherd HA, Selby WS, Chapman RW, Nolan D, 1121-1127
Barbatis C, McGee JO, Jewell DP. Ulcerative colitis 24 Graziadei IW, Wiesner RH, Batts KP, Marotta PJ,
and persistent liver dysfunction. Q | Med 1983; 52: LaRusso NF, Porayko MK, Hay JE, Gores GJ, Charl-
503-513 ton MR, Ludwig J, Poterucha JJ, Steers JL, Krom
10 Rasmussen HH, Fallingborg JF, Mortensen PB, Vy- RA. Recurrence of primary sclerosing cholangitis
berg M, Tage-Jensen U, Rasmussen SN. Hepatobili- following liver transplantation. Hepatology 1999; 29:
ary dysfunction and primary sclerosing cholangitis 1050-1056
in patients with Crohn's disease. Scand | Gastroen- 25 Campsen J, Zimmerman MA, Trotter JF, Wachs
terol 1997; 32: 604-610 M, Bak T, Steinberg T, Kam I. Clinically recurrent
11 Saarinen S, Olerup O, Broomé U. Increased fre- primary sclerosing cholangitis following liver trans-
quency of autoimmune diseases in patients with plantation: a time course. Liver Transpl 2008; 14:
primary sclerosing cholangitis. Am | Gastroenterol 181-185
2000; 95: 3195-3199 26  De Dombal FT, Goldie W, Watts JM, Goligher JC.
12 Chapman R, Fevery ], Kalloo A, Nagorney DM, Hepatic histological changes in ulcerative colitis.
Boberg KM, Shneider B, Gores GJ. Diagnosis and A series of 58 consecutive operative liver biopsies.
management of primary sclerosing cholangitis. Scand | Gastroenterol 1966; 1: 220-227
Hepatology 2010; 51: 660-678 27  Jose FA, Heyman MB. Extraintestinal manifesta-
13 Larsen S, Bendtzen K, Nielsen OH. Extraintestinal tions of inflammatory bowel disease. | Pediatr Gas-
manifestations of inflammatory bowel disease: epi- troenterol Nutr 2008; 46: 124-133
demiology, diagnosis, and management. Ann Med 28  Bargiggia S, Maconi G, Elli M, Molteni P, Ardiz-
2010; 42: 97-114 zone S, Parente F, Todaro I, Greco S, Manzionna G,
14 Lee YM, Kaplan MM. Primary sclerosing cholangi- Bianchi Porro G. Sonographic prevalence of liver
tis. N Engl | Med 1995; 332: 924-933 steatosis and biliary tract stones in patients with in-
15 Dave M, Elmunzer B], Dwamena BA, Higgins PD. flammatory bowel disease: study of 511 subjects at
Primary sclerosing cholangitis: meta-analysis of a single center. | Clin Gastroenterol 2003; 36: 417-420
diagnostic performance of MR cholangiopancrea- 29  Navaneethan U, Remzi FH, Nutter B, Fazio VW,
tography. Radiology 2010; 256: 387-396 Shen B. Risk factors for abnormal liver function
16  Burak KW, Angulo P, Lindor KD. Is there a role for tests in patients with ileal pouch-anal anastomosis

liver biopsy in primary sclerosing cholangitis? Am J

www. wjgnet.com

for underlying inflammatory bowel disease. Am |



668

ISSN 1009-3079 (print) ISSN 2219-2859 (online)

R ) OBIEAYE  20128E3318H 55205 55841

30

31

32

33

34

35

36

37

38

39

40

41

42

43

44

45

46

47

Gastroenterol 2009; 104: 2467-2475

Riegler G, D'Inca R, Sturniolo GC, Corrao G, Del
Vecchio Blanco C, Di Leo V, Carratt R, Ingrosso M,
Pelli MA, Morini S, Valpiani D, Cantarini D, Usai
P, Papi C, Caprilli R. Hepatobiliary alterations in
patients with inflammatory bowel disease: a multi-
center study. Caprilli & amp; Gruppo Italiano Stu-
dio Colon-Retto. Scand | Gastroenterol 1998; 33: 93-98
Navaneethan U, Shen B. Hepatopancreatobiliary
manifestations and complications associated with
inflammatory bowel disease. Inflamm Bowel Dis
2010; 16: 1598-1619

FASCER, SR, A, SKIVERS, SN, IR, BOT
& IR N R AR EA RS ERR AT 28 R A2 %
JEHIEIER. LLPEHHER PR 2008; 9: 50-52
SKZETR, MCEHE. Il N B R e A FPRs R R D
TP ARIFTFIEIE. fRER27% 2010; 32: 90-92
Gibele E, Dostert K, Hofmann C, Wiest R, Scholm-
erich J, Hellerbrand C, Obermeier F. DSS induced
colitis increases portal LPS levels and enhances he-
patic inflammation and fibrogenesis in experimen-
tal NASH. | Hepatol 2011; 55: 1391-1399

Farrell GC, Chitturi S, Lau GK, Sollano JD. Guide-
lines for the assessment and management of non-al-
coholic fatty liver disease in the Asia-Pacific region:
executive summary. | Gastroenterol Hepatol 2007; 22:
775-777

American Gastroenterological Association. Ameri-
can Gastroenterological Association medical posi-
tion statement: nonalcoholic fatty liver disease.
Gastroenterology 2002; 123: 1702-1704

Grattagliano I, Portincasa P, Palmieri VO, Palas-
ciano G. Managing nonalcoholic fatty liver disease:
recommendations for family physicians. Can Fam
Physician 2007; 53: 857-863

Eckel RH, Grundy SM, Zimmet PZ. The metabolic
syndrome. Lancet 2005; 365: 1415-1428

Cohen DE, Anania FA, Chalasani N. An assessment
of statin safety by hepatologists. Am ] Cardiol 2006;
97:77C-81C

Vuppalanchi R, Chalasani N. Nonalcoholic fatty
liver disease and nonalcoholic steatohepatitis: Se-
lected practical issues in their evaluation and man-
agement. Hepatology 2009; 49: 306-317

Zeng MD, Fan JG, Lu LG, Li YM, Chen CW, Wang
BY, Mao YM. Guidelines for the diagnosis and
treatment of nonalcoholic fatty liver diseases. | Dig
Dis 2008; 9: 108-112

Torres DM, Harrison SA. Diagnosis and therapy of
nonalcoholic steatohepatitis. Gastroenterology 2008;
134: 1682-1698

Ali R, Cusi K. New diagnostic and treatment
approaches in non-alcoholic fatty liver disease
(NAFLD). Ann Med 2009; 41: 265-278

TEEE. WRR SITRIC ARSI, Rk
JRIBEA%E 2009; 1: 244-247

Fan JG, Farrell GC. Prevention of hepatocellular
carcinoma in nonviral-related liver diseases. | Gas-
troenterol Hepatol 2009; 24: 712-719

HARBR AT RIS A T2 2. 3F
PR HENRT P 129 THERI (20104 1B 1 ThR) . HhAef
P 2010; 18: 163-166

Parente F, Pastore L, Bargiggia S, Cucino C, Greco S,
Molteni M, Ardizzone S, Porro GB, Sampietro GM,
Giorgi R, Moretti R, Gallus S. Incidence and risk
factors for gallstones in patients with inflammatory
bowel disease: a large case-control study. Hepatol-
ogy 2007; 45: 1267-1274

48

49

50

51

52

53

54

55

56

57

58

59

60

61

62

63

64

65

Lapidus A, Bangstad M, Astrom M, Muhrbeck O.
The prevalence of gallstone disease in a defined
cohort of patients with Crohn's disease. Am | Gas-
troenterol 1999; 94: 1261-1266

Dowling RH, Bell GD, White J. Lithogenic bile
in patients with ileal dysfunction. Gut 1972; 13:
415-420

Jackson LM, O'Gorman PJ, O'Connell J, Cronin CC,
Cotter KP, Shanahan F. Thrombosis in inflamma-
tory bowel disease: clinical setting, procoagulant
profile and factor V Leiden. QJM 1997; 90: 183-188
Damido AO, Sipahi AM, Vezozzo DP, Gongalves
PL, Fukui P, Laudanna AA. Gallbladder hypokine-
sia in Crohn's disease. Digestion 1997; 58: 458-463
Koulentaki M, Koutroubakis IE, Petinaki E, Tzardi
M, Oekonomaki H, Mouzas I, Kouroumalis EA.
Ulcerative colitis associated with primary biliary
cirrhosis. Dig Dis Sci 1999; 44: 1953-1956

Lever E, Balasubramanian K, Condon S, Wat BY.
Primary biliary cirrhosis associated with ulcerative
colitis. Am | Gastroenterol 1993; 88: 945-947
HERE S RIRY 54 B S RIS EAnG
T HERE. PRI %S 2011; 15: 556-558

RAST, SRAE4E, R JEURMERRT T EIFRE L S2(F IR
ST, LR BES 2008; 30: 549-551

Bjornsson E, Olsson R, Bergquist A, Lindgren S,
Braden B, Chapman RW, Boberg KM, Angulo P.
The natural history of small-duct primary scleros-
ing cholangitis. Gastroenterology 2008; 134: 975-980
Charatcharoenwitthaya P, Angulo P, Enders FB, Lin-
dor KD. Impact of inflammatory bowel disease and
ursodeoxycholic acid therapy on small-duct primary
sclerosing cholangitis. Hepatology 2008; 47: 133-142
Angulo P, Maor-Kendler Y, Lindor KD. Small-duct
primary sclerosing cholangitis: a long-term follow-
up study. Hepatology 2002; 35: 1494-1500

Bjornsson E, Boberg KM, Cullen S, Fleming K,
Clausen OP, Fausa O, Schrumpf E, Chapman RW.
Patients with small duct primary sclerosing chol-
angitis have a favourable long term prognosis. Gut
2002; 51: 731-735

Broomé U, Glaumann H, Lindstéom E, L66f L,
Almer S, Prytz H, Sandberg-Gertzén H, Lindgren S,
Fork FT, Jarnerot G, Olsson R. Natural history and
outcome in 32 Swedish patients with small duct
primary sclerosing cholangitis (PSC). ] Hepatol 2002;
36: 586-589

Woodward ], Neuberger J. Autoimmune overlap
syndromes. Hepatology 2001; 33: 994-1002

Floreani A, Rizzotto ER, Ferrara F, Carderi I, Caroli
D, Blasone L, Baldo V. Clinical course and outcome
of autoimmune hepatitis/ primary sclerosing chol-
angitis overlap syndrome. Am | Gastroenterol 2005;
100: 1516-1522

Saich R, Chapman R. Primary sclerosing cholangi-
tis, autoimmune hepatitis and overlap syndromes
in inflammatory bowel disease. World | Gastroenterol
2008; 14: 331-337

Mendes FD, Jorgensen R, Keach ], Katzmann JA,
Smyrk T, Donlinger J, Chari S, Lindor KD. Elevated
serum IgG4 concentration in patients with primary
sclerosing cholangitis. Am | Gastroenterol 2006; 101:
2070-2075

Ghazale A, Chari ST, Zhang L, Smyrk TC, Taka-
hashi N, Levy M], Topazian MD, Clain JE, Pearson
RK, Petersen BT, Vege SS, Lindor K, Farnell MB.
Immunoglobulin G4-associated cholangitis: clinical
profile and response to therapy. Gastroenterology

www. wjgnet.com



HEB 5. EMRRITIRRIBIAFRERE

669

2008; 134: 706-715 similar features in two HLA identical siblings. |
66  Zhang L, Lewis JT, Abraham SC, Smyrk TC, Leung Hepatol 2009; 51: 601-605
S, Chari ST, Poterucha JJ, Rosen CB, Lohse CM, 68 Ball CG, MacLean AR, Buie WD, Smith DF, Raber
Katzmann JA, Wu TT. IgG4+ plasma cell infiltrates EL. Portal vein thrombi after ileal pouch-anal anas-
in liver explants with primary sclerosing cholangi- tomosis: its incidence and association with pouchi-
tis. Am | Surg Pathol 2010; 34: 88-94 tis. Surg Today 2007; 37: 552-557
67  Dastis SN, Latinne D, Sempoux C, Geubel AP. Ul- 69  Ebert EC, Nagar M. Gastrointestinal manifestations
cerative colitis associated with IgG4 cholangitis: of amyloidosis. Am | Gastroenterol 2008; 103: 776-787

B RWE b G

ISSN 1009-3079 (print) ISSN 2219-2859 (online) CN 14-1260/R 20124FRRAH T FE 42 N H A4 &
%1580

(ERFEATWRZ L) BA. AEDELAAH®

ARRR (AR AW ZeE) [EBRFRAET]STSSN 1009-3079 (print), ISSN 2219-2859 (online), FH KR4 — )5
CN 14-1260/R, Shijie Huaren Xiaohua Zazhi/World Chinese Journal of Digestology], /& — Atk H E 23414
M BV AT BUX 47007 5 i 7 F1 0 7 S SR T B [RAT PR A T ks, B )
DAY 8- R 4D RS 1A 2 R0 T 2% A sl I PR 52 e RN S Rl ATE U A 45 G 1) e L W DR 3 ST s ek % 2P 1 19 5
T, AR — P AR TRIR, FINRFES . A BRI AE ] DUB IR — A2 BRI 1 & R e 2 R 4
3, T ERICAIE R BT IR DG I e, T R IR X Sk R s D A B 45 AR RIS RS, A AT
B R A — A 1 .

BT AFAFEZ AL, (TR ATEACARRED (1 50— R E 2 X i 15238 1) 78 4 MU, B4 g v SO o T
A — AR L S A7 2 B A 20 KA, R st s ek, R . AHOGIRIE . BUFr S, N
B, AR [RATIRE

(AR AHA S MERNECREEE. 5. W . M, 856, BT =38
FERRE . HEAESI . IR . e, WA AL, TATIN S . e, e, A, UUACE hiE
BEP AN Lk, ARKEERRZAA, BRI G mREEA.

(LS ATH AR 1R E AR H RS ST 1) 0 2 A0 T 252 U 1) 5 SR PP 18 2 I DR 52 e A Al
FAHGE G B A LB LT, NEEE SRS BV, TES . MY, TRES A% B4
2L WEBLEE . AMNRITEE. LS EERRITAE B AR FIRE RN MR &, BB AR, S A R RS

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

(49

TR
J3aishideng®

R )GEZYE 20128-3F518H; 20(8): 670-674
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

Bt 5% B4R RAPID COMMUNICATION
R MR AL ST BT RE Y, X 5 BT 28 BeLfE T B =2 i

X, B B, BRIRI, B 3, 2 F, 5K T, X %, Ak

| L )
AL A AT
v SL 3k 9
%3FP AL GG N R
WEAARE T ST,
HET ZwAH
PG AR
EELLAAT
SRR AT A
AT WER, R
AT B AT AL R
DIl s X1
MR AR TR
bR IREE W
A FEaREE
ZAER.

W& 5 RA
X AR, FALEF,
LERBRFE
E AP N
KE RN AL A

X, EAMRE T RFEFR HRLEERABELTT
832002

ME, BRER, =8, KT, XF, 6T FRFEFRE —W
B ERBEAH FisE R A &R EFTFT 832008
BE, BATREEFRS —WEERBE, HRLEER
B &R &AW 832008

R A RFFEALFHA B, No. 30850004

BT REHR AR AL TR B, No. YJCX2010-211
fE& R MEABXE. KB RPN, TEREKTR
1T IR XS .. X AiETen; THRBTRRFIBXES
RERIRE, BB OMBXSESB%RETN, MENSIEHN
5. KBEERFRDRITEA.

BIRAEER: XBFB, TEEID, 2R, FTESIN, 832008, H5s4t
BREBXOT5mIt K32\, 6O KFESMRE—HM
BEFUELARL. 2y2850@126.com

WFSEEE: 2011-11-13 BOBEHEA: 2012-01-10

ESEHEE: 2012-03-10 A5 BhMRBHA: 2012-03-18

Effect of endogenous hydrogen
sulfide on apoptosis of
cirrhosis rat liver cells

Hao Liu, Yong Zheng, Wei-Gang Chen, Jin Zhao,
Rui Li, Ning Zhang, Fang Liu, Ji-Pan Yan

Hao Liu, Ji-Pan Yan, College of Medicine of Shihezi
University, Shihezi 832002, Xinjiang Uygur Autonomous
Region, China

Yong Zheng, Wei-Gang Chen, Rui Li, Ning Zhang, Fang
Liu, Department of Gastroenterology, the First Affiliated
Hospital of College of Medicine of Shihezi University, Shi-
hezi 832008, Xinjiang Uygur Autonomous Region, China
Jin Zhao, Department of Pathology, the First Affiliated
Hospital of Medicine College of Shihezi University, Shihezi
832008, Xinjiang Uygur Autonomous Region, China
Supported by: National Natural Science Foundation of
China, No. 30850004; and the Graduate Student Innovation
Fund of Shihezi University, No. YJCX2010-Z11
Correspondence to: Yong Zheng, Professor, Department
of Gastroenterology, the First Affiliated Hospital of Medical
College of Shihezi University, Shihezi 832008, Xinjiang
Uygur Autonomous Region, China. zy2850@126.com
Received: 2011-11-13  Revised: 2012-01-10

Accepted: 2012-03-10 Published online: 2012-03-18

Abstract

AIM: To explore the effect of a metabolic inhibi-
tor of hydrogen sulfide on apoptosis of liver
cells in rats with cirrhosis, and to explore the
mechanism underlying the protective effect of
hydrogen sulfide against cirrhosis.

METHODS: Forty female SD rats were ran-
domly divided into four groups: normal con-
trols (group N), normal controls treated with

propargylglycine (PPG) (group P), cirrhotic rats
(group H), and cirrhotic rats treated with PPG
(group PH). Rats in groups H and PH were
subjected to induction of cirrhosis by injecting
carbon tetrachloride (CCl,). Rats in groups P
and PH were injected with PPG (30 mg/kg-d) to
decrease the content of hydrogen sulfide in the
liver. Rats in groups N and H were injected with
equal volume of normal saline. The distribution
of cystathionine-y-lyase (CSE) in the liver was
examined by immunohistochemistry. The apop-
tosis of liver cells was detected by TUNEL assay.
The expression of Bax and Bcl-2 in liver cells was
detected by Western blot.

RESULTS: Compared to group N, apoptosis
index (Al) significantly increased (P = 0.000) and
expression of Bax was significantly up-regulated
(P = 0.001) in group H. Compared to group H,
Al and expression of Bax significantly increased
(P =10.000, 0.021), and CSE decreased (P = 0.029)
in group PH.

CONCLUSION: Inhibition of hydrogen sulfide
promotes apoptosis of liver cells in rats with
cirrhosis possibly by regulating the expression
of Bax.

Key Words: Hydrogen sulfide; Cirrhosis; Bax; Bcl-2;
Apoptosis
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Abstract

AIM: To investigate the effect of parecoxib on
cell proliferation and apoptosis in human pan-
creatic cancer cell lines BxPC-3 and AsPC-1 and
to explore possible mechanisms involved.

METHODS: After BxPC-3 and AsPC-1 cells

www. wjgnet.com

were incubated with different concentrations of
parecoxib, cell viability was measured by MTT
assay to calculate the half maximal inhibitory
concentration (IC50); cell apoptosis was evalu-
ated by TUNEL assay; and the expression of
COX-2 was detected RT-PCR.

RESULTS: Cell viability was apparently inhibited
by parecoxib in both cell types, and the inhibitory
effect was time- and dose-dependent. The IC50
values in the two cell lines were 400.98 pmol/L +
10.78 pmol/L and 256.3 umol/L % 2.98 umol/L,
respectively. Treatment with parecoxib increased
apoptosis rate and down-regulated COX-2 expres-
sion in both cell lines.

CONCLUSION: Parecoxib potently inhibits cell
proliferation and induces apoptosis in human
pancreatic cancer cell lines BxPC-3 and AsPC-1
possibly by suppressing the expression of COX-2.

Key Words: Pancreatic cancer; Parecoxib; Prolifera-
tion; Apoptosis; COX-2

Li P, Liu JW, Xu YH, Zhu SP, Guo F, Dong X. Parecoxib
inhibits cell proliferation and induces apoptosis in human
pancreatic cancer cell lines BxPC-3 and AsPC-1. Shijie
Huaren Xiaohua Zazhi 2012; 20(8): 675-679
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IR 5 2m o BXPC-3F2 AsPC-169 38 35 . AT %
H T a6 o F Hubl.

Ji%: BXxPC-3. AsPC-1# )8 R B EPCB
IR GRS, AAMTT RN 2 28 i P,
 H1C5014, TUNEL A4 4 22 )& 28 AL o A
T 2, RT-PCRIGIEAS X & & 69 T AL KA

LER: PCBxT#Fb 4m At A K 2 0 18] Ao it E 4R
Pedp4); PCBA 22 5 BXPC-3. AsPC-1%F4mfie
IC5044 % : 400.98 pmol/L+10.78 umol/L. 256.3
umol/L+2.98 pumol/L; TUNEL 4| 4iE B 78 =
F 3% Jm: RT-PCR 2.~ COX-2 % 1% 9 B 54K,

¥ £ %4
MR R TR A A
HPAKE, 5F
& 1 FAL %-4%.
M bt T4 7
B, G £,
RAERSG, LRA
— AR
JEIF A

W@ 7% LA
BUEA, A, F
B E A X % A
BRER



676 ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFELIHBWZE 201202383188 5205 F8H]
.”’Z%"ﬁ ZQ e 2598 PCBT A h IR IR IR sm R 3g 78, JHif 7  JERUG - IS B Gibeo A Al DY HY LA 0 e
izj,%;éz;aﬁg FAT AR, TR RBEHHCOX-24  H(MTT) L~ HILEH(DMSO)E HAmersco;

. W COX-2474]
o B E % B
A G # AL ey P B,
4 % # B COX-2
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COX-27T#E £ Mk
MRV A A R
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Fadb B PR T &
YA, COX-2#5 it
PR PN
WA S TG 8 A
J 4547,

ik R I,
SR RIS, DARRE A, HAE; AT, COX-2
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0 515

R (pancreatic cancer, PC)J&— i ik
P b R R IR, AR R v, R 2R
MR A, S W N, e R e =
sk, R RGIRTT R ERPEE I 2 —.
JBE B8 Ol A ER R 4 K AL R, S AR A7 A
1%-4%. R th T2 WM. miG 2. KR4E
SRR T AN A Al ) Y, R g
B I2 Wi i) L2 I, 3] e kAR b e 75
R TF-AR V) Br DA RE RE K 2 5508 5 I A A7
I []. 25909697 e S s v 7 I Skl VA5 T e
1R Z KI5l RS, (H4h R A4 Nl
. DA, A A HIRE W Ik YE T T
HIL2E 2 . W% AT (parecoxib, PCB)J&E
PR M Hrh — AR, EFECOX- 291l
FIPL S R BTLR 29 HICOX-1. COX-2, X
HCOX-28MHIFI A ILIE . Pr. R mI Tk
PCBAZ —MCOX-24HIFIRIB 24, ) 2 N FH TR
JE . AT I o AR S A BT R 2y R K
%25 T i (0 AR 4, 8 At 48 2 2 4 A= Y
TR A T &1 M 2k R v I OB, COXA2
FRE A COX-1RICOX-2, 2 Hi fRIFRE o B
Ji 1 COX-2 mRNAMIEE AT I, HCOX-2
Tk 5 R A YR T AR, B SEEFD AN
FEKE i (celecoxib, CCB)E B FEY K, H
FRIT G IR, COX-24 il 51 1 i FH ¥
AT R, W T AR 2 W A
RUITHE. COX-24MHIF R T 5 K I i VB A
M. AR R Z BT s R, COX-24Ml 7 A 1
MR T UM, PCBRY BTl g R
Je BRI AR T AR e, AE AR R AR R TR
DLAHZE SCRRIRIE. hy i, PCBRETS 1 CCBIARFE K
FEPUMRE A, PR i v BE AL A2 FRAT
A FEI A AR £

1 BRFSE
1.1 ##t PCBIW B ¥ 2y; i DMEME; 77

Trizol A& B HEFEE H Invitrogen; RT-PCRIX 1 £ -
Markery HTaKaRa; TUNELRF & HPro-
mega; B-actin, COX-275 ¥ Lilg E TH
RS AFECLO00RZ IR T G4 B bRi . HLIK
i (Bio-Rad, 3£ [H).

1.2 7k

1.2.1 Zmfe Z Fetm JL3& 9 76550 mL/L CO,
37 C 95%IBFEIGE A P 9. BRI &
100 mL/LJA4- M iE AUPT(100 U/mL 7 5 2% Al
100 U/mLEEF 2) M B DMEMES 7=, 441 g
Rl 90%IN, H10.25% BRI A AL AR, % £l A K 2]
(140 ik S R

1.2.2 PCBZ4i& Bt & : PCBH] Fiff DMEMA B A
I, = RS, 4 CIRAT.

1.2.3 MTT kA 25 4 af 4m R dp ) &0 41 o 3 ol
T96ALB (5 X 10%/4L). Wikk24 h)5, 435I
HSHAFEE(O. 10, 40, 160, 320. 640.
1 000 umol/L)PCBW# A&, 43 A IMAMTT, FiiF 74
h, FF 2L, TN Z SRR, 72 AR 1490
nmP AT I AL (A)E, MfilE = (1-5%
BEHA /K A ) X 100%.

1.2.4 TUNELZ AW 2m i 8 = 41 H42F0 12441
B, WEEEJS 53 AR FE(0L 104 404 160,
320, 640, 1000 pmol/L)PCBI¥ . 48 h)52:
FLN B IR, 1% I TUNELWAR 65 07 15#81E, DAB
B0 55T TSI A,

1.2.5 RT-PCR*&#% M COX-2 %% : 4l T
6FLAR r, WEE J5 433 1/2 PCBICS0WE /48 h.
WK L1 X 10°, TRIZolEEIRELRNA JG J 5 5%
HeDNA, AR Z K 5X PrimeScript Buffer
5 pL, PrimeScript Enzyme Mix I 1.25 pL, Oligo
dT primer 1.25 pL, Random 6 mers 5 pL, RNA
500 ng, dd H,O(%i§)#h 5% 2225 pL. PCRIZ WAL
%: TaKaRa Ex Taq 0.125 uL, 10X Ex Taq Buffer
2.5 uL, MgCl, 0.5 pL, dNTP Mix 2 uL, cDNA
1 uL, Primer forward 1 pL, Primer reverse 1 uL, dd
H,0%h5% %25 pL. COX-2514)(_L-iif: 5'-TCCA-
GATCACATTTGATTGACAG-3', Fiif: 5-TGT-
GGGAGGATACATCTCTCC-3"); B-actinj 2
(b3 5-GGACTTCGAGCAGGAGATGG-3',
W 5'-GCACCGTGTTGGCGTAGAGG-3'). PCR
P B8 45444 94 °C 5 min; 94 °C 30's, 60.5 °C
30's,72 °C 1 min, 35ME#F; 72 °C 5 min. COX-2
4472491440 bp, B-actin/ 4322 bp. FLIK 5 HEI
AR ANEAS, Quantity One R AF4T K BEF144.

www.wjgnet.com



=8, = 10 ENERIEEMIMRBXPC-3. AsPC-1BSIEET MEN 4] 677
500 r WA # B 5

W COX-2474) 7|
~ 400 A 5 & A M
s 9 P o9 B S IR
g i T A AL AR
2 300 AL —K B 5.
S
©
£ 200
e
S 100

0

BxPC-3

AsPC-1

B 1 emERNARREMRIKICS0E.

& 1 BxPC-3. AsPC-12fh/BiERT-PCRIRE{EELR

SCHI4R XRLE
BxPC-341i@ 0.161+0.171° 1.011+0.774
AsPC-14i1 0.171+0.017° 0.863 +0.036

2P<0.05 vs WIRZE.

St AR A EdE R HSPSS17.08K 453
Mr. i E &R Limean+SDFE R, L MHEALLE
K R ZTT 22000, PIREAISIHCR ek 5, LA
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20.35%+0.78%, T W4l 50 AR, ZRA
it E L(P<0.05, K2).
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2 TUNELZEMN 83 S X 4B A THY &2 0@ ( x 200).
A: BxPC—3ZHExI FBA; B: BxPC-34iEiaEs&7m4H; C:
AsPC—14HIEIE B 2H; D: AsPC—1401aN 5 E 7R 4.
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Abstract

AIM: To establish human colon cancer SW480
cell lines in which the phosphatase of regen-
erating liver-3 (PRL-3) gene is stably overex-
pressed or knocked down to study the role of

this gene in regulating the biological behaviors
of SW480 cells.

METHODS: The impact of PRL-3 overexpres-
sion and knockdown on cell proliferation was
assessed by MTT assay, colony formation assay
and flow cytometry in vitro.

RESULTS: Knockdown of the PRL gene signifi-
cantly reduced the proliferation of SW480 cells
when compared to control cells. In addition,
knockdown of the PRL gene significantly im-

paired the ability of SW480 cells to form colonies
compared to control cells.

CONCLUSION: The PRL-3 gene plays an im-
portant role in the proliferation of human colon
cancer SW480 cells.

Key Words: Colon cancer; PRL-3 gene; Proliferation

Liu YH, Wen SQ, Chen L, Qiu L, Wang CF, Cao YP, Zou
GH. Role of the PRL-3 gene in the proliferation of human
colon cancer SW480 cells. Shijie Huaren Xiaohua Zazhi
2012; 20(8): 680-684

LS
BAY: 33T PRL-39 iE K i R ST 4 A&
40 ROLIE FA A8 ) B R e

Fik: FIRAMTT,. FAR 50 & R 5= a4 ]
PRL-3x}2m i ik 9038 74 64 %ol R R X 2w
AR A PRL-3 %% 2m L J8) 21 64 %5 v

Z£R: pAMTT*, % RPRL-35SW480/
EGFP. SW480-EGFP-PRL-3. SW480/EGFP/
MockZSW480-PRL-3-KD1 4m fLtk 4138 74 4%
Wy Fe, BATE 7 E 5N, A EF AR B %
PE(F = 23.463, P = 0.000); 7~ [F] & ] & % 4m gL
RINYE FH MY %ot 2 7+ B R EM(F = 71.515,
P = 0.000); &4min ks & ntia 40 B &
B M RHEF =2.128, P = 0.008); hFH 1K
I, Ep BonF A B 2 B2 9 69 S R3S E £ SF
AAREN ZLSDE Sk, 4R %W, 5
SW480/EGFP/Mock#»SW480/EGFP 2m it A8 bk,
SW480-EGFP-PRL-3 %1 it ¢ 3% 74 1% JE An b,
SW480-PRL-3-KD1 & fitn 64 3% 78 1% £ W 1%, T
AR TETY ik, 5 B % =~ SW480-EGFP-PRL-3 %8
RO ST TS i AR 1 P 238 3%, M SW480-PRL-3-
KD e AR N B 5 TH, 27 L H R
20 %t & SL(F = 44.411, P = 0.000).

£Ei: PRL-3A ) T2t 45 B W) s 4m ML el 3G 78
REER: B EUE; PRL-3; MR 5E

MEL, BEE, BRE, OB1L I54R, B, MHEEE. PRL-3E
BN E R BISEaE N0, BRENBIRT 2012;
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0 315

PRL-3(phosphatase of regenerating liver-3, PRL-3)
SEHLC RIS G5 e e B R R 0 /D Bk S
RikoyF 22— WFFUR I, ¥PRL-3%: L5 |
By, nTslRAn B AR A SR, HIBSSUE
4 Z B fe AR S3 4k, PRL-3 AT 15 e
21 -5 4N AN T IR R Y. Fagerli®s 4 PRL-3
Fr PN T IURN AR G 1 22 5 V1 i 8 4 it =
INA-67, AHL T 40 JPRL-3 )5 FEAK T 20
WIEREae ). JdllC & dar T PRL-33E R %
TP R DR R A2 e AR, R X 2 e 4 i
B, FATT IR S P 5 THT KA 98 PR L-3 %6 45 e
20 B 1 1 B RE T 1 5.

1 #RIRGEA

1.1 A4 JR2F 55 . DMEMZH 8 55 77 3 0
[ 2 [E HyClone 2 #l; MTTI [ SigmaA 7 ; Tran-
swell Chamber¥ H Chemicon /A ).

12 Fix

1.2.1 w&wd 3 (MTT) bb & 3K 3o A5 m) 4m AL 3% 74 7t
PAREFLT X 10°AN 41 Mu B2 Fh o6 L1 b, FiAL
FH200 pL, SEH4AFL, [R5 0 BB ES
), BCOSLFATIEE, /T 1d,24d,34,
4d,5d,6d,7dBUH, BEFLINIAS g/LIF DY 200
#h(3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetra-
zolium bromide, MTT)20 pL, 37 C4k&:0 4 h,
ZObEETR, N0 FFLNEETE FIEWL AN
LA (dimethyl sulfoxide, DMSO)150 pL, %
5% 5 10 min, 3310 min, 45 90 78 70 g, LA
AR AL E, BEARI F490 nmill & % LI
FEEE(AE, LAAHXE A LR 2 7~ 41 4 5 R
KN B HIASL TS, 2 G T ith 2.

1.2.2 P L E s F 8 KRS RIFIIR 57
Z0 M, HID-Hanksi{¥E3 1K, 0.25%JBERGH 1k, i
AR ST, A i A8 43 4 L, #1004l
JuF LR TRt , BERh Al MRl AL, T FIRR
B SRR, AN o> #0345, 37 C. 50 mL/L
COEFRM R 772 wk. HYBILIATHR 7T UL f 40 it 5
BEI, Zb8557, 38R, HIPBSHIE2K,
AT BERE 5 15 min, 35 HEE S 25T T
Giemsa HIE 4015 min, /KIS PEE IO,
TR, RS N R v B T £ (=50
AN A IAN e ), PR e B T e = TE v b
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H /B R AN % X 100%, S256 T 3K
1.2.3 A AR X 0 fe A A dm fe A K B 20 4
KRESRUHEFAM, AID-HanksilE3 X,
0.25% A AL, 40 Mo e 20, PBSTE3IR, H
750 mL/L ZBEE 5, FRARSE e o 5256 5
iRl

it Ab38 JUSPSS 13.0%K M HEAT Bidi 7
AT, A b A K S50 R FH AT IR 5 2246 56, 4l
AR A PR TR S A R PR S
JIE )/ N 7 5256 K H One-Way ANOVAR K.

2 BR

2.1 PRL-35 4 A smfaigsae) X 2 LA
Ji ZE0 N, 4 2= e B AR = 23.463, P =
0.000); AN [F] I [A] %] 2 f A4 40 38 B 110 5% i) 22 S
HAT BFEMEEF = 71.515, P = 0.000); 2040 Jfu
55 I 1R 2 P9 IR A8 BN i 5 (F = 2.128, P
= 0.008); BRE1RA, JoARA I R] 2040 f. 4 )
()40 o J9 B 22 e FAT W B PE(R L, K1), £LSD
EZEIE, 4R EM, 5SW480/EGFP/Mock
FISW480/EGFP4H fuAH L., SW480-EGFP-PRL-3
0 i 1) 3 B B iR, i SW480-PRL-3-KD1
S0 ) 4 B ek 0. AR T B T RSB, &
One-Way ANOVAKE:, 341 7% S LA EME@FE =
44.411, P = 0.000); ZLSD% # L5 2. /R SW480-
PRL-3-K D140 il (1) 58 5 1 B2 A oA A 221, 22
TG X (51.667%+3.786% vs 64.000%
+3.606%, 76.667%+2.082%, F = 44.411, P =
0.000, [&2).

2.2 %t 4m g B 2 649 % @ SW4A80/EGFP. SW480-
EGFP-PRL-3. SW480/EGFP/Mockf1SW480-
PRL-3-KD1 4F4H [ 1) S 5 40 i > 32 Lt 451 43 )
H17.633%+0.351%. 27.467%+0.503%.
18.600% +0.400%F114.067% £ 0.306%, 4t
BT A B R4 Al I SHA = R A it 2 R X
(F = 617.59, P = 0.000, &I3), [FIRS, 45041 fa i
it 2 T 5 S v A oK L B0 40 i O T U TR A A
K WIPRL-3HE PR 1) 4 TA AR Ak I AN 7 S04 g 4 1=
[ HI IR

3 iHe

PRL-3 X FKAPTPAA3, J& T4 1 i I 2 R o 1R
fifi(protein tyrosine phosphatase, PTP) & i,
FEH3AN A PRL-1. PRL-2 % PRL-34 1
7KL 820 kDa, HAT I 75%1) [FJEE,
A hE L AT HAET, ASZIG T PRL-3 55N i

miZA2E
PRL-3& B 742
Bt 4k A e e
W, hit—F
1% ~PRL-35 %
HW R+ AR
AEHT 8 S IR I
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Wi £ B E = 1 SWA480/EGFP, SW480-EGFP—PRL-3 . SW480/EGFP/MockFISW480—PRL-3-KD1 cells 428 BFAIMTTEILIERE DELIR

R A AR AR E
PRL-3:id it LA
MMP-74% 3t 45
AR 2 5 #
#.

SWA480/EGFP cells SWA480-EGFP-  SW480-PRL-3- SW480/EGFP/ Bit FE PE
PRL-3 cells KD1 cells Mock cells

ESPN 0.294 £ 0.097 0.261+£0.147 0.353+£0.125 0.245+0.128 0.288+0.125 0.861 0.478
VDN 0.570+0.045 0.628+0.050 0.4853+0.061 0.417+0.238 0.5250+0.144 3.217 0.045
EE3K 0.623+0.075 0.704 £ 0.090 0.480+£0.115 0.6173+0.121 0.606 £0.126 4.966 0.010
EXSN 0.636 + 0.059 0.844 +£0.165 0.510+0.147 0.618+0.107 0.652+0.170 7.326 0.002
PN 0.714£0.216 0.944 £0.158 0.637+£0.105 0.773+.172 0.767 £0.194 3.633 0.031
EI N 0.957 +0.098 1.274 +0.201 0.797 £0.131 0.966 + 0.268 0.998 +0.247 7.639 0.001
EYON 1.020 £0.223 1.245 +0.244 0.779 £ 0.045 1.004 £0.185 1.012 +£0.245 5.962 0.004
Bt 0.6875 +0.261 0.843 +0.366 0.574 +£0.181 0.663+0.310 0.696 +0.302  23.463 0.000'
FE 19.930 28.980 13.808 13.697 71.515 2.128
PE 0.000 0.000 0.000 0.000 0.000' 0.008?

"RV ERIPE: TR AMMNAGHEFPE.

16

6 —- SWA480-PRL-3-KD1
14 —A SWA48B0/EGFP
1.2 - —@ SW480-EGFP-PRL-3
10 -~ SWA480/EGFP/Mock

° .

308

=

0.6
0.4 r
0.2

0.0 I I I I I I |

t/d

1 fESWA480/EGFP, SW480-EGFP-PRL-3, SW480/
EGFP/Mock &2SW480—PRL-3-KD1/BIHMASMECAEL.

I 5 UK IS WA AH A4 S A= 1) 2 e EEAT
T XTSI, MIE 24N J7 TH i E PR L-3 %)
5 BV s 440 G 4 B S AR ) SRR PR R s e, A R
fie Wit — L4 /RPRL-35 45 H Wi 1) o R At
B SIS, JE BRI 4 H AR R I
FARBUIER A8 ) L.

IR (1) AR 2 A0 M PR DG BRI TR RE ). b
JRI BB bR 2% (proliferation signature) s (42 H,
o)A A 53 A LM 55 DR 20 % B AL %) e
P AEAE 285 PR 19 T8 26 1 JBEAH OK 1) Bk K]
T, KX — R BE I By 44 4 B AR . BUAR B
BEARASAE I Ieg A ALt o PR A FH B S B AR 25 A
9 B2 Wi 7S bR B4 (biomarker) i AT 1
ik — LW, B0 IRE AR K B)) ) 2 1) KT
FEOE o, TR A0 ) S 5 R ) A b g
e R KRG AT N E VI OG,
B AT AR Rhodes IR 25 26
53§t (meta-analysis) ¥ J7 £ 040 CL A AT IR R

2 YBIBAYEARSTIEEAZAYSELE. A, D: SW480/EGFP; B, E:
SW480—EGFP—PRL-3; C, F: SW480—PRL-3-KD1.

O RIB R P (B3 700 IR AR A 24T
Hyi or e, G RIBL, R TR AR 25 N sy R s
TR AL Grh, I ELBEAS IR B R B2 10 189
W IK AR, T A SRR D ) 56 5 i, i
1T R R A N T 5, K67, AZ 8B BT
(proliferating cell nuclear antigen, PCNA)L£8)
Z N T MR R A 2 . B, dn SRR A
U5 E 2 (0 bR A DGR B R BT, O 4 A R AL
FHR, JSTITER AN, A BT i
FRAR R R A ) o HLARL, iy ELAR AT BLAE D i
PR_E I8 12 W B 300 S ) o T L
FEAWTUH, FATHEFIPRL-3FE A 5 45 H
1o i A JHL PR B B AR OG . JRATT DA A R AL 3 A A
S WABOLH Y B 5 1L F AR P R L-3 5k [A A1 185 75
TR AR E DU G LI AR L PRPR L-3 )%
5, ERMTTE, FATRN T PRL-3% 45 E ke
I RS GE S, ST A SR K L, R
TR ILPRL-3 T HR B S B AIG 1 &5 1 40 i F) 48
FHRE ). VB e BE B 1 S5 4 R A Y R PRL-3 5%
DRl AU P 4 0 G A A0 ) 2 T B i i
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Cell cycle data 1200 Cell cycle data

Mean G1 =81.3 1ggg Mean G1 = 80.9
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3 %G2=146 = % G2 = 8.7

o o
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D
o
o
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200

N
o
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Chi Sq. = 2.9 P
DNA Content 14 DNA Content Chi Sg. = 3.8
9 10035956.HST PMT4 1-1

Cell cycle data

Mean G1 = 81.5
CVGl =338
% G1 = 65.2
Mean G2=155.1
CVG2 =338
% G2 = 20.8

Cell Number
[e)) [e.¢]
o o
o o

D
o
o

% S =14.0

N
o
o

G1/G2 = 1.903

40 80 120 160 200 240
DNA Content ChiSq. = 2.4

OO

B 3 AmINMIEAKNPRL-3FL S5 T aIS MBI EL. A: SW480/EGFP; B: SW480—EGFP—PRL-3; C: SW480—
PRL-3-KD1.

AKS I 48 it 5 BA A& PR L-3 2 KT ER 1 41 g HCS E IR E AR N HAT A 73S W48 04 i i &
. sopr o 5. HEFRAE A L 2008; 16: 602-606
PR HI] kb ’ AW ELAHDNAT /b 3 6 Liu YH, Li JM, Zhou ], Ding YQ. [Construction of a

ﬁ:k‘% %f}jﬁﬁ EU%P RL—3?§1‘$/J(E|Z {ﬁ@\ E s ﬁlé E%‘l‘i lentiviral vector for RNA interference of PRL-3 gene
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Abstract

AIM: To investigate the relationship between
primary bile reflux gastritis (PBRG) and gastro-
esophageal reflux disease (GERD).

METHODS: A total of 1 060 patients diagnosed
with PBRG comprised the observation group,
and 1 060 people without PBRG were used as
controls. The incidence rate of GERD in the two
groups was compared. The patients with PBRG
and GERD were divided into mild group, mod-
erate group, severe group based on the severity
of PBRG. The degree of esophageal mucosal
injury and the distribution of GERD symptoms
were then compared.

RESULTS: The incidence rate of GERD in the
PBRG group was higher than that in the control
group (24.5% vs 9.8%, P < 0.05). The incidence
rate of esophageal mucosal injury increased with

www. wjgnet.com

the aggravation of PBRG. The degree of PBRG
showed no significant association with the dis-
tribution of GERD symptoms.

CONCLUSION: PBRG has a positive correlation
with the formation of reflux esophagitis (RE),
and PBRG does not play a major role in produc-
ing typical GERD symptoms.

Key Words: Primary bile reflux gastritis; Gastro-
esophageal reflux disease; GERD symptoms
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Abstract

AIM: To explore the association between two
non-synonymous single nucleotide polymor-
phisms (C677T and G1793A) of the methylene-
tetrahydrofolate reductase (MTHFR) gene and
risk of gastric cancer.

METHODS: Ninety patients with advanced
gastric cancer and 114 normal controls were
included in the study. DNA samples isolated
from peripheral blood which were used to geno-
type C677T and G1793A polymorphisms by
polymerase chain reaction-restriction fragment
length polymorphism (PCR-RFLP).

RESULTS: No significant differences in allele

frequencies and genotype frequencies were
found between the patients and controls, sug-
gesting that there might be no association be-
tween the two MTHFR gene polymorphisms
and risk of gastric cancer.

CONCLUSION: It is necessary to classify gastric
cancer according to causes of disease to inves-
tigate the association between MTHFR gene
polymorphisms and risk of this disease since
MTHER gene polymorphisms may be associated
with only some subtypes.

Key Words: Gastric cancer; MTHFR; Gene polymor-
phisms; C677T, G1793A
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Marker(DL2000); 1, 2, 5, 7: 677CT(198 bp, 175 bp and 23 bp);
3, 4, 8: 677TT(175 bp and 23 bp); 6: 677CC(198 bp).
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B TMTHFR179347 s HHILG—~ AR 548, 1R T
IMBsrB 1 WU AL, WA GG 42233 bp Al
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Abstract

AIM: To evaluate the computed tomography (CT)
imaging features of intrahepatic mass-forming
cholangiocarcinomas (IMCCs), with a special
emphasis on the degree and pattern of arterial
enhancement, and to determine whether the
clinicopathologic features of IMCCs with arterial
enhancement differ from those of IMCCs with
less arterial enhancement.

METHODS: Thirty-two patients with 34 patho-
logically confirmed IMCCs after surgical resec-
tion underwent multiphasic CT-unenhanced,
hepatic arterial phase (HAP), portal venous
phase, and/or equilibrium phase imaging. CT
images were retrospectively evaluated for tu-

mor morphology and enhancement features.
Patients were placed into typical or atypical
enhancement groups according to the presence
of enhancement in the largest volume (> 50%) of
the tumors during the HAP. Imaging features of
IMCCs were correlated with pathologic features.
The typical and atypical enhancement groups
were compared with respect to disease-free sur-
vival and overall survival. Survival rates were
calculated by using the Kaplan-Meier method,
and differences in survival were compared by
using the log-rank test. A Cox proportional haz-
ards model was used for multivariate survival
analysis.

RESULTS: Twenty-four (71%) of 34 IMCCs
showed typical arterial enhancement, and 10
(29%) showed atypical enhancement. The mean
diameter of atypical IMCCs was significantly
smaller than that of typical IMCCs (P = 0.001).
Chronic liver disease was more frequent in the
group with atypical lesions (P = 0.021). During
the HAP, the prevalent enhancement pattern
in this group was a mixed pattern of peripheral
rim and internal heterogeneous enhancement.
At pathologic evaluation, atypically enhancing
IMCCs showed less central stroma and necrosis
and larger cellular areas and more frequently
had a cholangiolocellular component than typi-
cally enhancing IMCCs. Arterial enhancement
of IMCCs was found to be an independent prog-
nostic factor for longer disease-free survival.

CONCLUSION: Arterially enhancing IMCCs are
not rare; thus, enhancement pattern analysis of
arterially enhancing IMCCs will be helpful in
differentiating them from hepatocellular carcino-
mas. In addition, arterial enhancement of IMCCs
appears to correlate with disease-free survival.

Key Words: Liver neoplasms; Cholangiocarcinomas;
Computed tomography; Enhancement pattern
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(<25%); 1% (25%-50%); 1 (<50%-70%); '
F(>75%). PEAHIMCC ¥kl BEAIC T A4 AT
(A D e L 280 A R A i 7R 201 () 3 2 72 S
Gt A0 GEFIStudent ARKE . K
Fisher exactf % LA K linear-by-linear association
RL56, AR HE C T 3G S R ped (i 780 (1% 3 gl R A g 7Y
(19 3y Rk $93 388 581 ) 20 BT L 1 PR 903 RS A5 R A1
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Abstract

AIM: To summarize the clinical features of co-
lonic lipoma and to analyze reasons for misdiag-
nosis of this disease.

METHODS: The clinical data for six patients
with colonic lipoma who underwent treatment
at our hospital from 1995 to 2010 were reviewed
retrospectively to analyze the iconographic and
clinicopathologic characteristics of the disease
and the reasons for misdiagnosis.

RESULTS: Three patients initially diagnosed
with colonic carcinoma at barium enema exami-
nation revealed a radiolucent spherical filling de-
fect with well-defined margins. One patient was
initially diagnosed with colonic polyposis by
abdominal CT scanning. In all patients, colonos-
copy revealed a lump located in the submucosa
of the colon. Of six patients, one was diagnosed
with colonic lipoma, three were misdiagnosed
with colonic carcinoma, and two were misdiag-
nosed with colonic polyposis. Only one case was
accurately diagnosed before hemicolectomy, and

www. wjgnet.com

the misdiagnosis rate was 83.3%. The reasons for
misdiagnosis included rarity, unspecific clinical
manifestations, absence of typical endoscopic
findings because of inflammation and erosion of
tumor surface, and docter’s insufficient knowl-
edge of colonic lipoma.

CONCLUSION: Correct diagnosis of colonic
lipoma can be achieved by multiple endoscopic
biopsies. Endoscopic electroresection or local in-
testinal resection can be selected in patients with
colonic lipoma.

Key Words: Symptomatic colonic lipoma; Diagnosis;
Therapy
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Abstract

AIM: To investigate the expression of YB-1 and
P53 in colorectal carcinoma (CRC) of different
stages and to analyze their correlation with clini-
copathological features of CRC.

METHODS: Expression of YB-1 and P53 proteins
in normal colorectal mucosa (NCM, n = 20), low-
grade colorectal intraepithelial neoplasia (LGIN,
n = 30), high-grade colorectal intraepithelial neo-
plasia (HGIN, n = 30), and colorectal carcinoma
(CRC, n = 50) was detected by immunohisto-
chemistry.

RESULTS: The strong positive rate of YB-1 ex-
pression in NCM was significantly lower than
those in LGIN, HGIN, and CRC (0% vs 76.7%,
80.0%, 80.0%, all P < 0.05). The strong positive
expression of YB-1 was statistically correlated
with lymph node metastasis and TNM stage
in CRC (both P > 0.05). The positive rate of P53

in NCM was significantly lower than those in
LGIN, HGIN, and CRC (0% vs 6.7%, 40.0%,
60.0%, all P < 0.05). The positive expression of
P53 was statistically correlated with degree of
tumor differentiation, lymph node metastasis
and TNM stage in CRC (all P < 0.05). The ex-
pression of YB-1 was positively correlated with
that of P53 in CRC (r = 0.306, P < 0.05).

CONCLUSION: YB-1 and P53 play an impor-
tant role in the development and metastasis of
colorectal carcinoma. Combined detection of
YB-1 and P53 proteins may be useful for judging
the severity and prognosis of colorectal cancer.

Key Words: Colorectal tumors; YB-1; P53; Immu-
nohistochemistry

Liu LL, Fang XZ, Guo YQ, Wang XL, Yang LL. Clinical
significance of expression of YB-1 and P53 in colorectal
tumors. Shijie Huaren Xiaohua Zazhi 2012; 20(8): 703-707
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Abstract
AIM: To discuss the surgical treatment strategies
for acute abdomen in geriatric patients.

METHODS: A retrospective analysis of the clini-
cal data for 97 patients aged 60 years and above
who had undergone emergency surgical inter-
ventions from 2006 to 2011 in our department
was performed in terms of age, comorbidity,
causes of acute abdomen, methods of surgery
and outcome.

RESULTS: The patients ranged in age from 60
to 98 years (mean, 69 years * 8 years), including
63 between 60-69 years, 23 between 70-79 years,
and 11 above 80 years. The time between onset

of symptoms and diagnosis or surgical treat-
ment is 2-240 h (mean, 69 h £ 61 h). Causes of
acute abdomen include acute appendicitis (27 %),
bowel obstruction (26%), hollow viscus perfora-
tion (18%), strangulated hernia (16%), colonic
neoplasm (11%), and primary peritonitis (2%).
Of all patients, 22% had 1, 37% had 2, 33% had
3, and 8% have 4 or more comorbidities. Surger-
ies performed include appendectomy (23%),
abdominal drainage (8%), ankylenteron lysis
(16%), enterostomy (13%), bowel resection (11%),
perforation repair (18%), and hernia repair (16%).
About 42% of patients recovered without com-
plications; 54% experienced one or several com-
plications, including pneumonia, stress ulcer,
urinary system infection, renal disfunction; 2%
died; and 2% refused further treatment.

CONCLUSION: Although acute abdomen is
severe and sometimes has worse results in ge-
riatric patients, satisfactory results could be
achieved through careful preparation, simple
and rapid anesthesia and surgeries, and periop-
erational treatment.

Key Words: Geriatric surgery; Acute abdomen; Sur-
gical treatment
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Abstract

Here we report a case of prostate metastasis
from gastric tumor in a 69-year-old man. Three
years ago, he underwent gastrectomy for muci-
nous gastric carcinoma. He was admitted to our
hospital due to micturition arduous and perineal
pain. Ultrasound-guided biopsy of the prostate
indicated prostate infiltration of the mucino-
secretory adenocarcinoma. Immunohistochem-
istry indicated PSA negativity and positivity
for CK20, CA19-9, and CEA. We arrived at the
conclusion that we were dealing with the same
neoplasia.

Key Words: Gastric tumor; Metastasis; Prostate
metastasis

Chen Y, Jin B, Liu YP. Prostate metastasis from gastric
tumor: a report of one case. Shijie Huaren Xiaohua Zazhi

2012; 20(8): 712-713

ik 2

B B9 B AR A A NG R Y Rl R
FH, 69%, 35T H R R, REmE
AR, 2011-10 B HE & % A 4E A 2 B3¢
FKIRFRD, I G R A gm 32 6k Sk iR
S, IR A FALFEPSAM P, CK20, CK19-9,
CEATBM, 269k 4 Jeh B R 5| IR 4645.

RuEE: B B BS IRERE

PR, R, WSS, BEaidiRiE1 bl BRENBIRSE
2012; 20(8): 712-713

http://www.wjgnet.com/1009-3079/20/712.asp

03I

R s TR LT AL RO R 2, W
HO LU U . FFAE. MBS 2 AR, (B
A G RAEE B > L, DK B Bt 149 15 9 A S5 il 12k
T 2 A A 10 5 8100 G

1 RBIRS

%, 695, 3EETHT N B E « AR T B E h
2. ATE BN B WEN FR
Ji. 2008-074T B KE VIR A, AJ5mEE: R

Jiges, A5 H RIS, O R 1, DX 3tk (. 45 1/25
WMo #s, e MC TR &R AR, ARJ5 4010
TANIMO(ITA ). K545 FFOLFOXTT E1bi74
JARA, B3 AT AN RN T R PR 52 Bt
IRy . 2 583 moxE Wik T, CEA. CA19-9
—HEIEFEE N, B mCTAR W, 14
B EGAT B B AR L. 2011-08 2 H I HE
PR3 T, PEAT 2 B BRI, ARAER. 2 mofm (4% |
AR E B 2 TR R ANE Hgieie:
RUBUME TSR, Jh, A5 Hedid, A0 fid e 1R 45
1. MIEPSAIET . BIAIIREE R: Bi5I RS2 X 48
X 49 mm A/, BIFIIEMRI: BT 510 b A A ER A
T2011-10-174T 8 A5 513 N Ay A1 B 2 JE A,
PR T2 R RN e AU AR A
7 PSA(-), CK20(+), CA19-9(+), CEA(H)(E1),
AR IE N B, R, 5

www.wjgnet.com



MR, 5. BRI 1) 713
AR N T : mia £
R el VP e . P Manuel % # 1.1
L T F i i 14 B AP AR e e
e i SO LN R — et A 4675 297 7R
: ey e 8 JR P, IR
‘ Y/ by _ it R A
b Sl s » 53 71 M #4578
"",“vu s ah £ g, T St F ) g% 2 34T
A - R LAY, I
e Lol N -1 & xt 38 97 A 0GR
A 2\ P FESAT T 2.
3 2wt W Sy :
£ ST R + 3 P weiexs T -l
K| *' N 3 \.'ﬂ -, 3 - o : ol R o
!r' e i : L} ® I}. o "" ‘ <
L8 g g Loy )t o il S A L £ el
:i L '1"'._ R - } = . ‘;' Vl :VL;;"E
b R CAUNUES . N e J
-J. 2 I. ' : - e '--‘ ..'rpt' 0 F o “t: £ 4 "j’-‘
ASIEL BT e J{JL 2 - -}.'f;f?r’ A
v b X e A S /
ey . o ™o ?:ﬁ e k. "':‘-.."!,{ * -
‘;\}\., Y e (I ' ‘*‘;: s s o Sl R 2
= Pf‘n‘l - »."h ug;.‘-' & Tous {-I”. '1 'I—'-'h_\
B 1 BISIRERSK RBALLSLE. A HE; B: PSA; C: CA19-9; D: CEA.
HEHECT. BFSHIRCT. MiCTA W73, 2 R0V A I A7) I R R g ) PR 2R A, R A
i Lz BV, YRR, 4 F 8 VB e 40 U PAP . PS ABRILPH M, S
BE Z VUM RIS B 35 W7 AT 2, R R IR I B RO KA 77.8% 11
U 1 S BRI W] WA e, AR BEIR YT . B MEPS AT T ™. % o g R i o
o h RV, R A i 7 R0 B A R,
2 1918 I H A AL EUE 4 75 BT PSA(), CK20(+),
RO IR AR I, Z AT AR cA19-9(+), CEA(+), 44 s 2% 18 1 i
W02 00 ER A A #e B TSR, KT HBE g sy, R 10 2 2 T R B T
ORI R RIS MR OE ARG, BRI R ) AT LA 5. 1% M T
R DAL, JUPT TG 02.4%-4.9%, 36 NCONRE, % T % PB4 8 i RALST, 2
TG BARR B = BRI T s s HER ) K2 B IR R b
A S IR T A O He RS Iy AN, EZATI g irstay . o T I R Bl 1
BEFA, WATHA RAMRRR. JAATHBELL g pc 11 o 1 2 5, 90 R 90 90 e 5
FF i 22 0L, IS TIRCR G ML AT oy s o 0, R0 25 55 B R AL 1 B
MG B AR A O B LE AR gmeee R I RS A L (9 B 22 ORI
AN, DR R g AT #e A S RTSUBR OBER AR,
B BRI 1 22 2 J FEL A 2R 5, (HAZ A8
B AERCT AT A MR R Bon mi SRR 3 SE3EK
5% R, HIEENAR IR P, 740K 1 Yan C Zhu ZG, Yan M, Zhang H, Pan ZL, Chen J,
B N — N - Xiang M, Chen MM, Liu BY, Lin YZ. Clinicopatho-
P AR 2 e i Y Sl A T PO TR S BT logical characteristics and computed tomography m & 5N
IR L PRV L 45 X IR 2 features of mucinous gastric carcinoma. | Int Med g x5 pe 41 22

R B, 25 B8N AT R, LI 3R
AT B T 5 SRR I 9 BRI R e A 265 )

7 Ay 470 i e (R OB A5 A 22 WL, 3
BRGETE L2 5 HT 81 IR IR (10.4% 2i A7 il K

www. wjgnet.com

Res 2011; 39: 291-301

2 AT, Ak BEARERIYIRRERGRE. iR E
EF R (BRRR) 2007; 27: 624-625
3 Saito S, Iwaki H. Mucin-producing carcinoma of
the prostate: review of 88 cases. Urology 1999; 54:
141-144

S R B ST

Y, ALIRE]
B, FHHT TH
HHBRERL
JR A ETT ) M R
R, RETH
P QPSS



R EARILEL®
wcjd@wijgnet.com

(44

TR
J3aishideng®

WAL ) BLAYE 20128E3318H; 20(8): 714-718
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

(SR NBHRE ) BRI

(R A A0 4k

&) HREM
R FERRE,
B A kA ¥ B AT
RlATHL, & —1
AP B A L
“eit BoAE s A7),
L RN GRS
RS R SO
REHF).

1 B2

1A (AR A A%ED) [ISSN 1009-3079
(print), ISSN 2219-2859 (online), CN 14-1260/R]/2
— 3 [FAT PRSP AT JOGR B (open access, OA)I
AT QAL R I s A 1] 1) A% R ARSI L 5K B 2
RTFRICTEM, %R PDFAEA% 201423, )
SR T A% GE v 1T BELAS RE 22 BT 5 SR i A%
FRIGBERS. OASE— T IE R X A s Rl AL
WETH, . TEERLE R GG A H Fx,
B NHEREA R R .

(T AL ZE) A 68.000T, 434
2448.007C, MK ACS82-262, Hitth e AW de
B AR, (AR AT E) F TR
G E R IR 2. BRI 2. BT A
L ACAMRI S 2 22 B DS S SRR 5T R I R
SO AR RO EE, HARPN AR K B,
KA TEE A 4. Barret'stra . £ & ik ih gk
FEE S, B, B . o
% B EER . H . R A AR AT R
TS s, WigE . L. il
FHL. Wil & 0E(IIBD/CD4%). il &gy, K
Jees RN K i JI 8 25 5 T JIEL S0 995 9 23 M T 2%
Atk . HEWG AT BEEF4ifb. HFasd. HA
i~ PHYTACRL. BHBHPEBEE . FHE. AHEEE .
JOEAEP IR R ) A MK v R 55 BRI G, nnJR I 6 RN
Fo Mg 255 A S PRI SO R G, WA &
P R R RS . TS R AR
PRI A, AR DA b5 AH DG R 5 DR R A
1% TWEM KAy PV RS RAT
o PEE L IRIRNANERE W SR IT (g
Wiy B EIRE); BRUU RSN, ATIthRkiE L
Wik . BB Ak, AR SR,

(R AW 2 EY BE R R RS
LE (4kZE3CHE) (Chemical Abstracts, CA)«
i 2% (PR 2% SCH /1% 2% SCH% (EMBase/Excerpta
Medica, EM)) FI % W (T4 7% & (Abstract
Journal, AD) Wk, BN EFRE GG
A3 HT AT (BB A1 3 B R 18 3 4 TR
WD (RSO ITIEH BIE) (20084 %)
WRMHE I AZ I o 22 R DR A T
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