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Abstract

Transforming growth factor beta (TGF-B) is a
ubiquitous and essential regulator of cellular
and physiologic processes including prolifera-
tion, differentiation, migration, cell survival, an-
giogenesis and immunosurveillance. The tumor
suppressor gene Smad4 (DPC4) is the central
intracellular mediator of transforming growth
factor-p-Smad(TGF-B-Smad) signaling, which
is a key pathway in cancer invasion and metas-
tasis. This review focuses on the mechanisms

www. wjgnet.com

whereby the Smads are modified and regulated,
and summarizes current views on the role of
Smad4 in tumorigenesis, with emphasis on can-
cer invasion and metastasis.

Key Words: Transforming growth factor beta;
Smad4; Tumor; Metastasis

Huang XD, Zhang FM, Ji GZ. Role of Smad4 in cancer
invasion and metastasis. Shijie Huaren Xiaohua Zazhi
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Abstract
AIM: To investigate effects of aspirin on H pylori
colonization and the related mechanism.

METHODS: After co-incubation with aspirin,
the morphology of H pylori was observed by
transmission electron microscopy. The flagellar
motility was assessed by 0.3% stab agar motility
test. The adherence to AGS cells was determined
using enzyme linked immunosorbent assay
(ELISA). The mRNA expression levels of flagel-
lar genes (flaA, flaB), urease genes (ureA, ureB)
and adhesin genes (babA, sabA, alpA, alpB, hpaA,
hopZ) were determined using SYBR green I real-
time PCR.

RESULTS: Separation and non-integrity of cell
wall, rarefaction and asymmetry of cytoplasm,
and even lysis of the bacteria were the morpho-

logical effects of aspirin on H pylori. When incu-
bated H pylori in the presence of aspirin, the abil-
ity of flagellar motility and adherence to AGS
cells were inhibited. The expression of ureA,
ureB, babA, sabA, alpA, alpB, hpaA, hopZ were up-
regulated in the presence of aspirin, while the
expression of flaA, flaB were down-regulated.

CONCLUSION: Aspirin decreases the coloniza-
tion of H pylori by inhibiting flagellar motility,
adherence ability and destructing normal struc-
ture of the bacteria.

Key Words: Helicobacter pylori; Aspirin; Coloniza-
tion; Ultrastructure
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TR, RS ARE L, dHIGH 8T % LA,
FHBEAARE. W3] AR EEAKH pylori
B HEF Ay, IR BARBE I HH pylori*y
AGSZ ey FE M. 7T 8] IE Ak ARH pyloridit £
FE A A(HaA. flaB)mRNAK-T4 & ik, 3%
k& B B (ureA. ureB) B A E AR
(babA . sabA. alpA. alpB. hpaA. hopZ)
mRNAZK-F 89 £ 34 (39.P<0.05).

5% T 8] IR ARAA I BOIRH pylor by BT 45 A,

www.wjgnet.com



T 5. QM ISR EEEDFIE 855
WAk 20 T 89 20 ) BAE O M, I AR B 0952 1.2.2 JRAR 5 #l32 3h A ol s : ICHERS 9748 Wik mit ;ig @
AT KRAS RUFIIH pylori, & TINAERGT L), &g o4 st

IR B ROIRE 410" CFU/L, 810 uL3fh |- BT, H pylorif>
BRI A MIRF B, BT DA S B NSAIDs % F1 2

T, TR, 35T, XUISHD. FUPUUMN U IR S EES R
0. HFRENHEIZRT 2009; 17(9): 854-861
http://www.wjgnet.com/1009-3079/17/854.asp

03515

H pylori &Gttt UG F 2 441, 7R RIKE
F30% I NI Vg, 75k e v [ 2K )
Hi590%" ) E 5 /A HT & 4 (non-steroidal anti-
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PERIANHIH pylori B, MHIH pylori K %
Je PR R WIS, Tl IS SR H pyloriME
LA 22 325 1 484 90 T 0 A 2% R Uk 11, 4o
NSAIDsXH pylori B0 Pk 5 HU/E . H pylori
SR A FINSAIDsIE [ AAAE I, X 5 &b B A AN
A 2 TR BRI AR DN, % 2 [R) AT B A7 70 B A A
HAEH, WIS WH pylorift H MiE i 85w vk
SEFSEH pyloriBUR W ETER, H pyloriW] €M 75
AT e ETOR B HEBMB) ). R
ML AR R e g A IR R 4 R ) e fi
PEALIE TR Y AR B AR B R
Rl &) IS AR H pylori EFEAH S HF T 40% 1B
A MBS R EER S, IFER HAH
KA.

1 MRS

1.1 M4t WU RRH pylori 2669504 FHATCC
(American Type Culture Collection), 1 [E¥
T 42 1 v A Gl T 455 ol i ok 4 v 2
M. ] ] DCARIE H 2 E Sigma A F], W A
WA(DMSO) % M. 15 LR 40 PR A G S 4 i
(CRL-1739, ATCC) b st g it 52 i 73 1 AE9)
NG B B AR M. SYBR Green Real-
time PCR Master MixJl¥J { ToYoBo A &].

1.2 7k

1.2.1 3250 a6 & FLHI 51 mmol/LIFIF ] [T
PR B S HE(DMSO)(1/1000) ) FFA E P 1 >~ 1L

www. wjgnet.com

3 g/LIE, 80 /LMt £T 4k I i) A1 X A7 - [
AR FREL, B 137°C, %850 mL/LAS. 50 mL/L
SRI150 mL/L 5B TR A, ORI 5
RBEREFRS d, W e AR

1.2.3 A s Mass: AR 9548 hitIH pylori,
PBSEME3IR, MIA25 g/LI % —HE4°C [ E2 h
Jii, FIPBSIEYE3 X, BEK10 min, FFH10 g/LIYEK
124°C[# 7£30 min, #45 HIPBSEEVE3 K. K]
RYINEILE4C FIK G, Epon8124l, &)
Jr, BEREN . MR BTG (1, JEM123088 % 5
HLE R OLER.

1.2.4 ELISA¥M 40 B *TAGS2m it ey 2E i e H
i b AR AGS, AEEHUAEFE 100 mL/L
JEA- Y5 1164055 FRIE 85 5%, B F37C. 550
mL/L A Ak YRR B IR RS, R 25 IH
W, B DARTEEREIRIE, IF T A A K 21 80% Rl
i H470.2 ¢/L EDTARIBEER ARBHHE L, LL10YAL
BeRp o6 LA MUk 7R, K77%20 hjF, LL107/4L
IO 508105, 1,01 1.5 mmol/LF ] JLAK T
LEFE6 hiVIH pylori, 37°C, 60 r/min, ¥%3% 7730
min. FHPEXS I EUINA pylors; BHYEX EEANE . 40
XA, 5 8 I A G S4H AN i 4 12 1) %6
10 g/LIZ B PR E1 h, 50 g/LIIBSAH 4]
30 min, HiH pyloriff . yEEHUALE N —HL, 4°C
R, PR TgG-HRPAE D —ht, WMBFE 1 h,
100 uL TMB {430 minj&, 2 mol/LIFAR R % 11
SV, 450 AR A (E. R AR 2
AAGSHMIINA pylori)-A(AGSHH)/A (FHEXT
HE)-A (356 ) X 1001,

1.2.5 H pylori $ RN AW F BUR 1% 4 5. WAERT
7748 hIfIH pylori 26695, PATris-HelPi ik, HUCK
FITRIzo 24N A, ST AT/ 25, SN BT
DUERNA, #50)i LA750 mL/L AR EE. LAt
JCEEEMERNAWKEE, HIRNA 4 pg, HERNA
Ml (FIDNAJ T Ab#E PL 2 FRDNAYS 4, JilRandom
Primers 1.5 uL, DEPC/K#i % J570°C, 5 min, K I+
15 min, IS5 XRT Buffer 10 uL, dNTPs 2.5 uL,
M-MLV 2 uL, 37°C 1 h, 70°C 10 min, #3%]cDNA
50 uL, -20°C {47

1.2.6 % 8F 2 2PCR: WZAI6SrRNAKHE, HiE
HEKER (HaA, flaB), KREMHEE (ureA « ureB)
K Hi Mt Z IR (babA, sabA. alpA. alpB.
hpaA. hopZ)5 )il K HPrimer Express3.0%k

B BRI, S A
EEB, §RAE
A, = Z A8
YER R el
Fahm, W RAEIR,
=k Z A T dk A
E A ethAmEAE
JA, A e 5t
#) B AP, NSAIDs
JRA # R F 5 IR
ARIRH pyloriis i7
H pyloriTRHE &
FNSAIDsf# JA #
22, AWK
B & & s 6 e A,
AR B
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Wi £ B8
Wang et al o 5LK
I, RIS
T, &) I Ak A
B AR M He Ay )
H pyloritg £ K,
FREGH pylori
IS S )
. Shirin et al#F
TR, I
vk £ F Rk
HCOX-2 47 % 7l
NS-398 7 7T vA 47
HIH pylori#y £ %K.
L& & et al R
K I &) I Ak R
COX-2¥p 4] Al &
B A A F AR
Wb H pylori
FHE T EFE
N L)
E, JFREA R
LI E G 8 A
k. REF et al
it — B R A,
[T 8] I Ak i 3E 4%
& H pylori 915+
WAEFBEEN,
M 3 & H pylori
X A v Fo S A5
T OB

S|¥)2FR ERESI(5'-3) EE  AspirinZB(1 mmol/l)  DMSOBIENERLH(1/1000)
flaA—F ATTGGCGTGTTAGCAGAAGTGA flaA 38.60 + 0.59° 108.54 + 8.44
flaA-R TGACTGGACCGCCACATC flaB 69.30 +3.15° 94.66 + 3.40
flaB—F ACATCATTGTGAGCGGTGTGA ureA 56.91+1.73° 36.38+5.30
flaB-R GCCCCTAACCGCTCTCAAAT ureB 33.16 £ 1.51° 15.75+4.74
ureA-F GCTGGTGCGATTGGCTTTA babA 32.47 +1.50° 17.20+3.48
ureA-R GGATAGCGACTTGCACATCGT sabA 30.58+1.41° 17.19+3.85
ureB-F TCCTGATGGGACAAAACTCGTA alpA 40.60 + 1.94° 21.64£4.27
ureB-R ACGGCTTTTTTGCCTTCGT alpB 23.75+2.05° 12.32+3.65
babA-F TGCTCAGGGCAAGGGAATAA hpaA 32.06+0.92° 13.81+4.18
babA-R ATCGTGGTGGTTACGCTTTTG hopZ ~ 100.25+4.37° 4554 +5.82
sabA-F GGTGTGCTGCAACAGACTCAA

sabA-R CATAAGCTGTTGCGCCAAATT *p<0.05 vs DMSOMIBE.

alpA-F GCACGATCGGTAGCCAGACT

alpA-R ACACATTCCCCGCATTCAAG

alpB-F ACGCTAAGAAACAGCCCTCAAC

alpB-R TCATGCGTAACCCCACATCA

hpaA-F GAGCGTGGTGGCTTTGTTAGT

hpaA-R TCGCTAGCTGGATGGTAATTCA

hopZ —F GCGCCGTTACTAGCATGATCA

hopZ-R GAAATCTTTCGGCGCGTTT

16STRNA-F CCGCCTACGCGCTCTTTAC

16SrRNA-R CTAACGAATAAGCACCGGCTAAC

f(Applied Biosystem Perkin-Elmer), #% &7
H5'-3' 0L 1. 25 uL PCRIR VAR R {HE: SYBR
Green Realtime PCR Master Mix(Toyobo) 12.5
uL, b FUEESI#1 ul (Spmol/L), cDNA 2.5
uL, DEPC/K# %25 pL. KMNAFHSE95T10
min, FAE M, 95°C15 s, 61°C 1 min, 40MG3K; 15
fif 12695°C 155, 61°C 30's, 96°C 15 s, 4> HReal-
time PCR MY =4 1¥ 21 1 LI JA) W7 512 565 1) 4 57
4. ABI PRISM 7300Detector System [ 21K il 4F
ANPCRAEH Reportersé IR, HHE AU
cDNAZ T HHIFsHE 2, 1 HFEA T IcDNAS
T, HiGFEAI6SIRNA IcDNAZY 13U Lo it
IThriEfL.

ST AR P sSLIR I EA3IK, SR
mean+SDKIR, KHAIL, LASPSS11.0% ik
1T AL

2 BR

2.1 4 &) AR 3TH pylori¥e £.3) 71 89 %5R [ ] L
MRZH P8 5 45(5.17+1.33 mm) 22 /N T'DMSO
VRN 41(8.21 +1.63 mm), 25547 G th24 73 X
(P<0.05, E1).

2.2 [ &) IR ARSTH pyloriAB 45 ¥4 % o6 1B L

1
mmol/L); B: DMSOX & (1/1000).

RIS ICHRXSH pylor8EER NEIRZIE. A: FIFIITAK(1

BEN, VIR IR LA D) T 22 TR, 40 R
S B SE L, FLTTI5), W v AR, F ] L AR
(1 mmoVL)ALHL 5, H pylori i BEAS i AN TETE, H 1)
PRI 73 B4 30 40 6 R 3t 0 2, A R R AR AN TR
RIS TE, SE R AW R, H pylorid
JHL G R oL ) 1 B2 R, Lo PN R A i, P
TE PERRAR. AN B N AT R, IR A ANy
7, H I e LT B R (K12).

2.3 7 8] IEARXTH pyloriZh Wbk %6 il JCHk
W W BRARH pylorixt AGSHH M MZE B, H 55
sACHIYE, A VLAR & BEZH DM SOX) A
(1710000 tb, 2557 A Feih 24 5 X (P<0.05, K3).
2.4 7 8] IR ARMH pyloridt 2758 . JZ BB EEH
F R B 4%k B ) VEAK(1 mmol/L)b3 5, H pylori
HiBE M (HaA flaB)cDNA L& 50 L0 AH LEBf
{K(P<0.05), JREFFE R red. wreB) M F M ZFEH
(babA. sabA. alpA. alpB. hpaA. hopZ)cDNAT:
55 0] I 2 AT B39 N @P<0.05), 453 DR 1 fin ml B
IR 7E1.5-2.56% 2 1) (2).

3 e
1 9 5 0 I 400 3 1 P A e 32 B B0 AT,
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&, = [ IR EEEEIn 857
WA # 5
AR K I 3]
T, EESH
~T VABLIRH pylori

2 EHEBE T IITICHIIH pylormBRIESHEEIEIE. A-B: DMSOXIEZH(1/1000), 416 2 FA AR, 40faEE  4nfuiss
B, MRS, RS C-D: RIS AR AR N TE R, BB e BRI RETE TN E-F: IR AR,
BUR, VI¥; G: BN ARG, BT R0, MR TR H: 4R SRR A 505, MRk

K L IR,

50
45
401 0 DMSOXS
351 0 0.5 mmol/L
301 B 1.0 mmol/L

251 B 1.5 mmol/L

20
15+
10
5,
0

R %)

3 PITULHRNIH pylorgaMTAGSLRIREISEZ 0.

H pyloriFINS AIDsH [ 471 I8 1R 3500 1 A B0
BURI A7 R4l IR R AT H pylorii&
PHINSAIDsHR I B 4UH pyloril& e s el
JIRHINS ATD s & A= 1 Ak 35t 2 1) UG 388 0, 5%
T B YR FHNS AIDs 4k RF v 97 1R A0 35t 55 £
H, WBRH pyloriistin IR % K HIFRIER KA

www.wjgnet.com

KB FERRARN. SR H Ao 1B IR R 2 WY
e AU S 3 ) I A7 8 Bk M 0 2 4
R FENSAIDsH A &, B IIEA KRN
R A2 H pylorf B 55 B 5 AH L TG 235 1 2
S S AR B, NSAIDsAE % B B T 41
WRZE & BAEH pyloriBATE 3 W3 =i T-H pylori
B BIH pylorilf) e ML T NSAIDs}
TR 2% L B AL S s S EIH pylori
ENSAIDsHL[RIVEHI LE sl NS ATD s 1) 1 &
I 5 FERRAMIE, Wi T B 22 =B s dh
5 H pylori§E S J5 45 50| S 856 45 A0 1R 711
i TR WS E 45 5 H pylorifE 4 H &
IR 1) 9 RE S 2,

H pylori/E3 300 B A 42 et H
SR R #Z G HEE ) . RS AR 2
SF. IR PR TERIEES LLRH pylorifIHEES) )

89 B M, K
mAGSH A &
TER EE . B
i, AR B ARH
pylority ZALAL T .
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H pylori& B &4
& 69 B 6 G
B %, MNSAIDs
T VAREARH pylori
89 AL S T L iE
F Lk
BAR Y AR,
BT A T B &
TR, 5
Sh, AR A BT
3 Ve R B AT
T B BT 5P LY
A H pylori B 3
#NSAIDs/R A &
o B AR E
HFAE.

Al IR 2 0 R B B ARG rp MR IR G
KM, JREZWGH VSR, TRUEH pylori & FE AR
b R, PR AL s A IR OGRS AT
b2 5 1E AR T R R N S2 AR 255, H pylori
128 WKIE R LA T RE. H pylorids ANfig
b T B RO, s DR SR b R Al RN R 2
(¥ J5E % 11 48 PR B . NS ATD sl i 41 1 4 1
1ellg, T 308 MR AE B RIPGA A 2,
0 A5 15 00 5 R e T S, 35 119 23 Wb />« R JIBE .
TR, T L AR A0 MR A R T A
IR e 24230 IR e I T BE AR pylori ¥ 5 T
SEAH, H AR 22 0 90 I AR UE 520 ol #2627,
PRGN RYINSAIDsIR T, H pyloril& Y
T AT B BRATT 1 Ak SMTF 5 8 BB
H VCAR O] CLBIRH pylori W) IE & G54, FEAR4
WINHEES) S PR FE S T R R/, v]
REHB 7 e X — LR

FhPH 28 A T A0 R € S5 R — R A, 2
S TR G B e R A B EE A, H AT A B UE SE ) &G
B} 2247 LR JLFf: BabA. SabA. AlpA. AlpB.
HpaA X HopZzZ"?7. BabA. SabA. AlpA.
AlpB. HpaAXHopZI&iEsE oM &1, H
b AT] 2 TR) F AT G LR 1 [ Yk, AR BRI Al rp &
DAL G — AN EERTEF Y. H pyloriif £ o4
Boxz, 1 HARRPRE SR, R ER
1) 2 IA Tl S FNH B AR AR K. FRATT ) A4 S 5T
SRl W ULARERARH pyloridt AG S M &b b
P, A EIE I &G B 22 3 KbabA, sabA. alpA.
alpB. hpaA. hopZ mRNAKV-[FRIE, 57k
PRI ZK Y- 2325 358 0 ) 286 B 2% 2 1 A A v MR 1 2
F =, A0 et 25 WINH pylori "B R
A P DA S A0 T 4 A PR B A il ) A P
B, W ST R A 4l St
4 M D e AL TR R A TRl — 1
TR R AR AL 1) AT AR 1 LKA R A 3 52 A4
FIL M AEAR e E— 2 il 1 &GP RS R
2Vt AW RW, H pylori 51 3 (% T LA
15 4 25 40 0 52 AR 1 208 T I 1k T B AR Y
r ] ] T ORR B ARG 40 B4R A G SAH I TR G B, AT
AJ HER /> A G S RE H 38 2 AR K 2R3k, IX A H)
fEH pylori s 5 B IR 250, SR B
PE 2 BT

H pylority IR Z B AR, 29 b7 AR R
FAER10%™, 10 HJLT-Frf H pyloridy &4
PR, R 20 ] AR N SEACU 1) R, R
A A, 2™ A 1 40 T O 58 BRI IR R

e p HASE 40 B e A IR 2 1ok 15 VU2 BRI
T, AT I 381 5 RERI 0347 T R BE ) H 1)L 22 T
KRR ZEX TH pylori AR C M0 T
(S Bt KRR T IE pylori et
(R R0 40 B bR 22 s . B ] UE AR
TR A 1 AT PR 2% T P 3 PR, DR ] e
— BRI A B (1) 5 A

VR Z W AN E AT Ure ARIUre BALEK,
WHEEIAEN: ureC. D, A, B, I, E. F,
G. H EureAMureB R EMFIER, ureCHl
ure DAL T 853K 2 W, urel, ureE. ureF,
ureGHlure H AN AL, AbATTS S5 BE i
hy 20K PR W I PE BT A . IR R —Fh
B JE I, LTS T b R P AT PR AR T v
SE . LIS VE T LA A 1) N AN PR AL AT L
FHAPIANIL2+, IXANE NI F2 IR 2 R 7%
et ) B BT 2 50 1) £ R e R HATC R I %
Tl A 1 R 0% 30 I 5 ) R R T Y PR R IR
PE. BR T E T A6, AR R - BEXT IR
{10 9% M A T R T L R 2R A 7
A DA 73 PR (DTG PEAT 55 1) R (RS
ALY, QWL T 1) 7). Hra B 5 R
W TR S PN+ Bk 32, AT A3 35 PR A7 1
(RN 12+ 1 2 BE R TR AL IR 78 A7 55 IR 25 8 S 2R A
TR FERT Bl (1 J5 & E 2Rl TR R
Vit ) A AL i 46 2R . A M W 2% 1] o] )
VAR AT DA AR 1 FRARH pylori R ZR B
TR, SRR I T IR RS M S KlureA . ureB
mRNAK[R)ZRIE, Bl &) IEARERARH pylori R
it S P (R AL A 10 ANV 2, AT RE U T A )
PREGE B EEE E I, ] Rt EiR AL
T T IR BTG E.

HEHI M ZH pylori /S EEGTE £ 18
DI 7 22—, ARBN ) WRARAE e 32 i AR A
RN WEACT msh h k. BRI SR
RWFFELRM], wWRE) P S HAE e 3 R IR G
JIAE EE, B 5 o K R R AL R TIE100%, T3]
05 2 W BRI A 2 AN R 17%7. TG HE P Pk
MBS RR T AR fe 5 R, R 2k &
T, H pylori ) #iTE B ARIBFA I A
Y1, 530 th B N AaA R TaBYiith. flaB 3 A
Sf SR ) TR AR I 8 A 1, DR BB 0 Tl e, 4l B
11 B A RRII60%"* flaAKE R B2 1 T kR
M EA R, RERMAE5), flaA. flaBXE Rt
RIHEMRBATHEE, AR L. KR
AT D) S A0S b AT R A TR, 3 AR Y T
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(proteus vulgaris) K AL H W (proteus mirablis),
K 2 BB R (providencia rettgerr), 37 G
B 8CE W (providencia stuartiin) R ZAHE IR
18K 18 (burkholderia cepacia))is ™. [FII, /K
MR 6 254 W LU I 400 1 Ay s = 11 B A
T2 ORISR A A R 10 7 2R PN, AR
5 RS 3, IFE— PR sE, B ] DULARE
BEACHE B SR IR AaA RiflaB, LI HT#H IRk
M SSMIH pylori ) ).

IRZ W50 S T8 3 ) R 5 R R 7K
S SR T R G R AT LRI SR W, HER
(132 2y Vs, A A i R 2R RS Uk 2 4 it
G WATL-8 (1Y BE B TL-8 42 rf b 4 i 1) 5kt
UV R, RO 1R MR A0 K 2 B T80 .
(A AR 7= R W I, 7 AR M AORE
AR - H 5% '8 % FIH pylorid) )1 W BAR T4
AR R WA DL ACE TR R,
IXHE 7 5 (1) S TR o W 5 =i 3
(1 B R 7 A 3 R ). ol ] AR A AT LA
W3t FRARH pylori 5 I % WH pylori i
PRI R VA, A A T — 2R

S BE SR, [ v VAR AL B S H pylori
PO BEAR AN T, HOR AR AN [ RE R IR T AR TR,
A TR B AAS 40 BRA AN PR i v 2k, 4t it 2 A
A i B[R] HH BB, B0 B W DL AR S H pylorih
JEEAE . RIS AR 50340 e IR, 48 ol ) DL AR A
JGH pylori BT A VI EE, 1% 8T R,
TR TR, SRR N AV B, A,
AT LANTR A R A5 R Ok, BT AT AN A, JF
R I ey L R URE, 2 s B E] DC AR E N T 4
BNIE S MBE, SUR T IR 4. iXdk
RN TR B 382 f0 JEE— 22 B0, el w] DL A
AT S ASH pyloriFTEZS, 10 Ho o] 45 H 141 &
AN, WAL S5 5 DhRe, JFREE AN N S
JHLJSEAE L, DA 0 o 4 T A A

P i S BRI R R AR RESE T A 1) £ 4
RN Y, mfa NBERH A2, Db Ak 2 T
B & H T S5 A IS5 1R A 19 s A e RN AE T2 30
(17735, H pylori & ¥ i K AE IR IR fa B R 31,
WHOH g o T K808 N 175, H pylori e %
AR PR 48 B Tfg I 50%LL L [FINS ATDsff
A FW K T60%, NSAIDs A i i #4840 B 4K
B AR R AR A L A AR Bl S B
B AN T, AR T B A = T, AT
TR e M B RS — ISR T R K
JS HIN'S ATD st 475 Bl ] DU AR AT DA 25 FEAR AR BT
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I E R I R AR 2, I SRR AR 06 R
ASZIGHE— BAESENS AIDs i] REFRARH pylorilt]
SERE. PRI, T B R A KU AR T,
R Y BT ) DT AR A 7 5 e R e Bk K T
RS T8 5 e o A RIS 1 S H pylori & IR
Wz v PR NTRE, I B ) DG AR I 2 £
FHAH AT A /0 3 B P O COX- 2431 571, TR S o
A REAE FTAT .
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TR A A
AEATdSDNA % 4,
B Ak 50 A 5
FAB MRS,
PR 6 19 A
B W7 T AR A
Y& fif W 2% (melting
curve) 5 64 24
I A SRS



860 ISSN 1009-3079 CN 14-1260/R HRENBKHAE  2009F3328H 175 H9H
| JERGRER i FlaB, are necessary for full motility in Helicobacter infection. Gastroenterology 1991; 100: 1653-1657
KA R LA EAF, species. | Bacteriol 1995; 177: 3010-3020 29  Santucci L, Fiorucci S, Patoia L, Di Matteo FM,
FiERE, R 14  McGuckin MA, Every AL, Skene CD, Linden SK, Brunori PM, Morelli A. Severe gastric mucosal
¥, ERAM, 5 Chionh YT, Swierczak A, McAuley ], Harbour S, damage induced by NSAIDs in healthy subjects is
Ve R BB LA, & Kaparakis M, Ferrero R, Sutton P. Mucl mucin associated with Helicobacter pylori infection and
— BT L. limits both Helicobacter pylori colonization of the high levels of serum pepsinogens. Dig Dis Sci 1995;
murine gastric mucosa and associated gastritis. 40: 2074-2080
Gastroenterology 2007; 133: 1210-1218 30 Taha AS, Nakshabendi I, Lee FD, Sturrock RD,
15 Huang JQ, Sridhar S, Hunt RH. Role of Russell RI. Chemical gastritis and Helicobacter
Helicobacter pylori infection and non-steroidal anti- pylori related gastritis in patients receiving non-
inflammatory drugs in peptic-ulcer disease: a meta- steroidal anti-inflammatory drugs: comparison and
analysis. Lancet 2002; 359: 14-22 correlation with peptic ulceration. | Clin Pathol 1992;
16 Chan FK, To KF, Wu JC, Yung MY, Leung WK, 45:135-139
Kwok T, Hui Y, Chan HL, Chan CS, Hui E, Woo 31 Laine L, Marin-Sorensen M, Weinstein WM.
J, Sung JJ. Eradication of Helicobacter pylori and Nonsteroidal antiinflammatory drug-associated
risk of peptic ulcers in patients starting long-term gastric ulcers do not require Helicobacter pylori
treatment with non-steroidal anti-inflammatory for their development. Am | Gastroenterol 1992; 87:
drugs: a randomised trial. Lancet 2002; 359: 9-13 1398-1402
17  Schaeverbeke T, Broutet N, Zerbib F, Combe B, 32  Boren T, Falk P, Roth KA, Larson G, Normark S.
Bertin P, Lamouliatte H, Perie F, Joubert-Collin Attachment of Helicobacter pylori to human gastric
M, Megraud F. Should we eradicate Helicobacter epithelium mediated by blood group antigens.
pylori before prescribing an NSAID? Result of a Science 1993; 262: 1892-1895
placebo-controlled study. Am | Gastroenterol 2005; 33  Mahdavi ], Sondén B, Hurtig M, Olfat FO, Forsberg
100: 2637-2643 L, Roche N, Angstrom J, Larsson T, Teneberg S,
18  Bhang CS, Lee HS, Kim SS, Song HJ, Sung Y], Kim Karlsson KA, Altraja S, Wadstrom T, Kersulyte
JI, Chung IS, Sun HS, Park DH, Lee YS. Effects D, Berg DE, Dubois A, Petersson C, Magnusson
of selective cyclooxygenase-2 inhibitor and non- KE, Norberg T, Lindh F, Lundskog BB, Arnqvist
selective NSAIDs on Helicobacter pylori-induced A, Hammarstrom L, Borén T. Helicobacter pylori
gastritis in Mongolian gerbils. Helicobacter 2002; 7: SabA adhesin in persistent infection and chronic
14-21 inflammation. Science 2002; 297: 573-578
19 Hudson N, Balsitis M, Filipowicz F, Hawkey CJ. 34  Odenbreit S, Till M, Hofreuter D, Faller G, Haas
Effect of Helicobacter pylori colonisation on gastric R. Genetic and functional characterization of the
mucosal eicosanoid synthesis in patients taking alpAB gene locus essential for the adhesion of
non-steroidal anti-inflammatory drugs. Gut 1993; Helicobacter pylori to human gastric tissue. Mol
34: 748-751 Microbiol 1999; 31: 1537-1548
20  Schraier M, Petrelli L, Bonfanti M, Di Bella A, Pest P, 35 Evans DG, Evans DJ Jr, Moulds JJ, Graham DY.
Man F, Adami J, Tokumoto M. [Experimental model N-acetylneuraminyllactose-binding fibrillar
of infection of Helicobacter pylori in the mouse. A hemagglutinin of Campylobacter pylori: a putative
study of gastric damage caused by indomethacin] colonization factor antigen. Infect Immun 1988; 56:
Acta Gastroenterol Latinoam 2001; 31: 115-121 2896-2906
21 P, R, BER, L. M B ERIESE 36 Evans DG, Karjalainen TK, Evans DJ Jr, Graham
SE(FBalb/ o/ N BRI G TR AR AR . rhAEEE DY, Lee CH. Cloning, nucleotide sequence, and
Z4 2003; 83: 726-730 expression of a gene encoding an adhesin subunit
22 Mobley HL. Helicobacter pylori factors associated protein of Helicobacter pylori. | Bacteriol 1993; 175:
with disease development. Gastroenterology 1997; 674-683
113: S21-528 37  Evans DG, Evans D] Jr, Lampert HC, Graham DY.
23 Chow J, Ma L, Ch C. The role of adhesion molecules Restriction fragment length polymorphism in the
in gastric ulcer healing. World | Gastroenterol 1998; 4: adhesin gene hpaA of Helicobacter pylori. Am |
467-468 Gastroenterol 1995; 90: 1282-1288
24  Halter F. Mechanism of gastrointestinal toxicity of 38 Tomb JF, White O, Kerlavage AR, Clayton RA,
NSAIDs. Scand | Rheumatol Suppl 1988; 73: 16-21 Sutton GG, Fleischmann RD, Ketchum KA, Klenk
25  Scarpignato C. Nonsteroidal anti-inflammatory HP, Gill S, Dougherty BA, Nelson K, Quackenbush
drugs: how do they damage gastroduodenal J, Zhou L, Kirkness EF, Peterson S, Loftus B,
mucosa? Dig Dis 1995; 13 Suppl 1: 9-39 Richardson D, Dodson R, Khalak HG, Glodek A,
26  Caselli M, Pazzi P, LaCorte R, Aleotti A, Trevisani McKenney K, Fitzegerald LM, Lee N, Adams MD,
L, Stabellini G. Campylobacter-like organisms, Hickey EK, Berg DE, Gocayne JD, Utterback TR,
nonsteroidal anti-inflammatory drugs and gastric Peterson JD, Kelley JM, Cotton MD, Weidman JM,
lesions in patients with rheumatoid arthritis. Fujii C, Bowman C, Watthey L, Wallin E, Hayes
Digestion 1989; 44: 101-104 WS, Borodovsky M, Karp PD, Smith HO, Fraser
27  Shallcross TM, Rathbone BJ, Wyatt JI, Heatley RV. CM, Venter JC. The complete genome sequence of
Helicobacter pylori associated chronic gastritis and the gastric pathogen Helicobacter pylori. Nature
peptic ulceration in patients taking non-steroidal 1997; 388: 539-547
anti-inflammatory drugs. Aliment Pharmacol Ther 39 Bode G, Malfertheiner P, Ditschuneit H.
1990; 4: 515-522 Pathogenetic implications of ultrastructural findings
28 Graham DY, Lidsky MD, Cox AM, Evans D] in Campylobacter pylori related gastroduodenal
Jr, Evans DG, Alpert L, Klein PD, Sessoms SL, disease. Scand | Gastroenterol Suppl 1988; 142: 25-39
Michaletz PA, Saeed ZA. Long-term nonsteroidal 40  Bauerfeind P, Garner R, Dunn BE, Mobley HL.

antiinflammatory drug use and Helicobacter pylori

Synthesis and activity of Helicobacter pylori urease

www. wjgnet.com



15 5 WMVl RN EEEazin

861

and catalase at low pH. Gut 1997; 40: 25-30 exchange. ] Bacteriol 1993; 175: 3278-3288

41  Eaton KA, Brooks CL, Morgan DR, Krakowka S. 50 Kunin CM, Hua TH, Bakaletz LO. Effect of
Essential role of urease in pathogenesis of gastritis salicylate on expression of flagella by Escherichia
induced by Helicobacter pylori in gnotobiotic coli and Proteus, Providencia, and Pseudomonas
piglets. Infect Immun 1991; 59: 2470-2475 spp. Infect Immun 1995; 63: 1796-1799

42 Skouloubris S, Thiberge JM, Labigne A, De Reuse H. 51  Farber BF, Wolff AG. The use of nonsteroidal
The Helicobacter pylori Urel protein is not involved antiinflammatory drugs to prevent adherence of
in urease activity but is essential for bacterial Staphylococcus epidermidis to medical polymers. |
survival in vivo. Infect Immun 1998; 66: 4517-4521 Infect Dis 1992; 166: 861-865

43  Eaton KA, Gilbert JV, Joyce EA, Wanken AE, 52 Watanabe S, Takagi A, Tada U, Kabir AM, Koga
Thevenot T, Baker P, Plaut A, Wright A. In vivo Y, Kamiya S, Osaki T, Miwa T. Cytotoxicity and
complementation of ureB restores the ability of motility of Helicobacter pylori. | Clin Gastroenterol
Helicobacter pylori to colonize. Infect Immun 2002; 1997; 25 Suppl 1: S169-5171
70: 771-778 53 Kurihara N, Kamiya S, Yamaguchi H, Osaki T,

44  Ito Y, Shibata K, Hongo A, Kinoshita M. Ecabet Shinohara H, Kitahora T, Ishida H, Ozawa A, Otani
sodium, a locally acting antiulcer drug, inhibits Y, Kubota T, Kumai K, Kitajima M. Characteristics
urease activity of Helicobacter pylori. Eur | of Helicobacter pylori strains isolated from patients
Pharmacol 1998; 345: 193-198 with different gastric diseases. | Gastroenterol 1998;

45  Mobley HL, Island MD, Hausinger RP. Molecular 33 Suppl 10: 10-13
biology of microbial ureases. Microbiol Rev 1995; 59: ~ 54  Parkin DM, Bray F, Ferlay ], Pisani P. Estimating
451-480 the world cancer burden: Globocan 2000. Int |

46  Perez GI, Gower CB, Blaser M]J. Effects of cations Cancer 2001; 94: 153-156
on Helicobacter pylori urease activity, release, and 55 Logan RP. Helicobacter pylori and gastric cancer.
stability. Infect Immun 1994; 62: 299-302 Lancet 1994; 344: 1078-1079

47  O'Toole PW, Lane MC, Porwollik S. Helicobacter 56 Dooley CP, Cohen H, Fitzgibbons PL, Bauer
pylori motility. Microbes Infect 2000; 2: 1207-1214 M, Appleman MD, Perez-Perez GI, Blaser M]J.

48  Eaton KA, Morgan DR, Krakowka S. Campylobacter Prevalence of Helicobacter pylori infection and
pylori virulence factors in gnotobiotic piglets. Infect histologic gastritis in asymptomatic persons. N Engl
Immun 1989; 57: 1119-1125 J Med 1989; 321: 1562-1566

49  Suerbaum S, Josenhans C, Labigne A. Cloning and 57  Wang WH, Huang JQ, Zheng GF, Lam SK, Karlberg
genetic characterization of the Helicobacter pylori J, Wong BC. Non-steroidal anti-inflammatory drug
and Helicobacter mustelae flaB flagellin genes and use and the risk of gastric cancer: a systematic
construction of H. pylori flaA- and flaB-negative review and meta-analysis. | Natl Cancer Inst 2003;
mutants by electroporation-mediated allelic 95:1784-1791

wmE FEZ BWH MWK

ISSN 1009-3079 CN 14-1260/R 20094FRRAN VAt St 4 N yH b4 &

ERFARWEEIRATABH/A

AR I E ZARUEGB/T 15835-1995H M) b2 e, AR TG ST U7 AE h DU ] 25 35 R LT
e, sk T, S @Hﬁﬂm VIS BN, Givk 28R BT A0 £y,
1000-1500 kg, 3.5+0.5 mmol/LA%. Wl & Kt A g ki HLI S A28 RO RS 4% 2, 16 347486 00043 2 — I
B AT — N, R ARG — A RE, HUEE‘J{\T@ZIFE% W AE—HEUT P imean & SD N % [& 14>
A 2, — R LASDII /3K E 0 5, 1113 614.5+420.8 g, SDII1/3i5— T £ g, “FIBORSN#E 1A%k, N5
13.6+0.4 kg, iF 2 A BOIFICE L. X Wi8.4+0.27 cm, H:SD/3 = 0.09 cm, i&/NEUSE S52407, MO S5 N b
B/INES G 200 AT AL B LG B R TE R, sy, KBEE, TS5, KTSIEE, wia %15, Whi
—Pr iR W, EMRCERE €07 ) HSZ FA 0 E. KR Rl 1IRGE, N2 RsEK. #lin23.48, 7 RE
NECRL, IR 23, TITAN N 1%23.48—>23.5—>24. 4 H H R HC7 Rk, 16 1% E KPR HEGB/T 7408-94H 5. 1
198544 H12H, W 54£1985-04-12; 198544 1, 54£1985-04; 198554 12 H23 12045070 #2 52198546 H
25H 1003073 1k, S5 1E1985-04-12 T23:20:50/1985-06-25 T10:30:00; M 1985%4E4 7 12 H #2 £ 198546 1 15H 1k,
E1F1985-04-12/06-16, F-8I E1E08:00, 40 -5 1E16:30. T 4> H 0 50 HAR TG 40 BER 52 0 BE <
100, A7 8FNM7; 101<</3BE<T 000, T 73 80BN/ RS AL ARZEHE. /NS IS BT hr A0 £, BE3 47 18]
VAR RAA BT P, 11 486 800.475 65. SEAEMIBTALA B F A AT (i 251 dids: 75T 2009-03-28)

www. wjgnet.com



- AR R L-®

wcjd@wijgnet.com

(49

HFRIEL N BZYE 20095E3528H; 17(9): 862-866
ISSN 1009-3079 CN 14-1260/R

H 2% % BASIC RESEARCH

K FEFE KRR AT U RB & T

=8, R A, X%

&, WHTH

[ L S

KK Ap R E T
VA BT AR A5 &
AP 4F i & 20
B, AL R K A AU
B A7k R A, 3
ESQ@ Il D G
EAE. BATEEA
BAF oy R AL A
B 6 ARGE.

W R 5 A
Ei, 8 EAEE
B, K5 —
BB &3 H

B8, RE, XER, KFP, K EF MG ERALAS
M H TR 550004

=8, LT, FEMBHEEESHR.

R AR FELTBMA, No. 30471592
PEFAEEAES “TEZBFHLALFRELL” TR
B, No. 20070013

&R INRERRIT. B8, 2T TE. XHIESH
KERE, BBRASRATEILSAT; TRUEBEIBSNEST
X, BB ONTRIEBTEN; KW LINTR S HIESME 5,
KL SIEBENBTEN.

BERMEE: L, 550004, FINEHREH, RIOESZRMEER
AL wuwuj@21cn.com

E3i5: 0851-6774146  {EH: 0851-6750569

WASEHE: 2009-01-07 (BOEER: 2009-02-01

BZHE: 2009-02-09 7EZHRREED: 2009-03-28

Model establishment of liver
injury and fibrosis in rats
exposed to oral arsenic solution

Chao Yan, Jun Wu, Fu-Rong Liu, Li-Sha Zhang

Chao Yan, Jun Wu, Fu-Rong Liu, Li-Sha Zhang, Depart-
ment of Infectious Diseases, the Affiliated Hospital of Gui-
yang Medical College, Guiyang 550004, Guizhou Province,
China

Supported by: National Natural Science Foundation of
China, No. 30471592; and China Foundation of Hepatitis
Prevention and Cure, Liver Fibrosis Foundation of Wang
Baoen, No. 20070013

Correspondence to: Jun Wu, Department of Infectious
Diseases, Affiliated Hospital of Guiyang Medical College,
Guiyang 550004, Guizhou Province,

China. wuwuj@21cn.com

Received: 2009-01-07 Revised: 2009-02-01

Accepted: 2009-02-09 Pubilshed online: 2009-03-28

Abstract

AIM: To establish a liver injury and fibrosis
model in oral arsenic solution exposed rats and
to provide a comparatively ideal animal research
model for mechanism-study, prevention and
cure of liver injury and fibrosis induced by oral
arsenic solution exposure.

METHODS: Eighty rats were divided into con-
trol group and model group at random. Rats in
control group were fed with common animal
feeds and tap water while model group were fed
with common animal feeds and 100 mg/L iAs™
water. Ten rats were executed in each group
after 1, 2, 3 and 4 months’ arsenic-exposure for
detection of liver function. Hepatic tissues were

observed with optical microscope and transmis-
sion electron microscope in order to find out the
pathological changes. Masson dyeing was also
performed in order to run semi-quantitative
analysis with image analysis system.

RESULTS: After 1 month’s arsenic-exposure,
hydropic, fatty and ballooning degeneration
cells in hepatic lobule, hyperplastic inflamma-
tory cells and some necrotic cells in portal area
were observed, but the hepatic lobule remained
intact. After 3 and 4 months’ arsenic-exposure,
the pathological injury of rats” hepatic tissue
became more and more severe, fibrous tissues
were hyperplastic and trabs were growing in
portal area which showed the tendency of liver
fibrosis. With transmission electron microscope,
shape-change of the cell nucleus, expansion of
nuclear membrane and tumid mitochondrion
whose pole was disappearing and border blurry
was observed. The serum ALT and AST were
higher in model group than in control group, the
serum ALT had statistical significance between 3,
4 months” model groups and control group (69.36
+15.70 U/L, 104.49 + 16.86 U/L vs 50.68 + 4.31
U/L, both P < 0.05). The size of fibrosis was sig-
nificantly increased in model group. There was
statistical significance in 2, 3, 4 months” model
groups compared with control group (0.48 £ 0.15,
0.57 +0.11, 1.07 £ 0.22 s 0.21 + 0.13, both P < 0.05)
and so it was in 1, 2, 3 months” model groups
compared with 4 months” model group (P < 0.05).

CONCLUSION: The liver injury and fibrosis
model in oral arsenic solution exposed rats were
successfully established which provides a com-
paratively ideal animal research model for the
research of arsenic liver injury and fibrosis.

Key Words: Arsenic; Liver injury: Liver fibrosis;
Model

Yan C, Wu J, Liu FR, Zhang LS. Model establishment of
liver injury and fibrosis in rats exposed to oral arsenic
solution. Shijie Huaren Xiaohua Zazhi 2009; 17(9): 862-866
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Abstract

AIM: To establish the allogeneic animal bone
marrow and orthotopic liver transplantation
model in rats, and to investigate the feasibility
and possible mechanism of immune tolerance
induced by allogeneic animal bone marrow
tansplantation.

METHODS: SD rats (donor, &) and Wistar rats
(recipient, ¥) were randomly and averagely
divided into three groups and conditioned by
three methods. Group II Wistar rats (recipient,
%) were induced with sublethal total body ir-
radiation (TBL 11 Gy) and group III with TBI (7

www. wjgnet.com

Gy), followed by infusion of SD (donor, &) rat
bone marrow cells (8x107) within 4 h, then rats
in group III were administered intraperitoneally
with cytoxan (CTX, 50 mg/kg) 2 days later. Then
three groups were performed orthotopic liver
transplantations using modified Kamada's two-
cuff technique in rats 28 days later. According to
the GenBank, the specific primer of rat SRY gene
was designed. Recipient rats were detected for
donor origin cells in the peripheral blood lym-
phocyte on day 10, 20 using polymerase chain
reaction (PCR). PCR product was analyzed by
electrophoresis. Delayed type hypersensitivity
(DTH), survival time and the histopathologic
changes in liver after liver transplantation in rats
were compared.

RESULTS: Chimera of SD rats was found in
the peripheral blood lymphocytes of the Wistar
rats in Group II and III. DTH results showed
that Wistar rats were specifically tolerant to the
SD rats. The DTH in group II or III is obviously
lower than that in group I (0.22 + 0.028 mm, 0.23
% 0.032 mm vs 0.71 + 0.026 mm, P < 0.01). The
rats in Group I died 4-5 days later. The survival
rate in Group II or III were significantly higher
than that in group I (8.14 £ 2.53 d, 8.33 £ 2.11 d
vs 3.79 £0.83 d, P < 0.01). According the Banff
scores, the rats in group II and III showed lighter
pathological changes than in group L.

CONCLUSION: Treatment of 7 Gy TBI and the
injection of CTX (50 mg/kg) plus donor bone
marrow transplantation (BMT) establishes a rat
chimera model successfully and enhance the
survival time of liver transplantation model in
rats. Infusion of the bone marrow cells might be
an effective method for maintaining the tolerant
state and for prolonging survival time of liver
transplantation model in rats.

Key Words: Bone marrow transplantation; Liver
transplantation; Rat; Immune tolerance; Animal
model
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Wi £#E

% EPittsburgh X
F 8 Starzl HF &
NS G E
2-22F 4 I A AL
TR BB
e, B AR
8 bt 3|
AR R B R M AT
BGmp, ¥ s
A A My AL 4
HEYZHARR
M g R84 K & AR
A CEBART
FR B s
w7 YA AL
S JE W oz 6 K
Fh, E T AR A
MM RIE B
(GVHD)# /= % .

SRR, AT AL AL FIT B AS IR
i % 6 7T AT R T A L)

FHik: HSDRK(S). WistarK A (%)%
= 1. NTaaflla, [AWistark &
(2)TBI(11 Gy), 4 W& Hr ASDX S 8 )BMC(8 X
107), M £aWistark (% )TBI(7 Gy), 4 ha A
SDX ( 8)BMC(8X 107, 2 & CTX(50 mg/kg)
MRS, =239 728 d5Kamada “ —4hE
%7 47SD—Wistar K RAT 4. 4% TBMT/E
10, 20 didiZPCRu &AM 11 40 4= [l 42 Wistar
KRR A HSD K RIRALY F & R4 FHE B
FRER=ZARATBHEARAE] wkEAFE, £
BRI A B R, VA RAS ML I 64 9% 22 AL,

HR: Nafella X KA wffkn HSD
KRFRBHE AR DTHRELERE = A
M2e XK A xFSDX A= A& gk dtz, Mafll
ADTHRERE £484 1 404:(0.22£0.028
mm, 0.23+0.032 mm vs 0.71+0.026 mm, 3%
P<0.01). IFBHAERET: 14/ Wistar
KEBAAMNSDR TS H G HErr i [ AKX
ST B ALY B & At A B 238 K (8.144+2.53 d,
8.331+2.11 d vs 3.7940.83 d, ¥P<0.01). 13
Banff £m#E %4, NafllabhizE(l
&), 1284 FE(MR).

#Zit: ©A7 Gy TBIHCTX+HEARBM T a2
3 SRR SR K RS R R, i T4
AR, TR ST BHEARE KR EFRIVA
2 A i)

X BREBE FRIE KR, REWZ; s
R

BfER, TUR, &I, SH, PETF, PR RE. B&EIK
ARSEBESSHBESAMS. BRENEIAE 2009;
17(9): 867-872
http://www.wjgnet.com/1009-3079/17/867.asp

03I

H#r, FFERE A (liver transplantation, LT) 2L A
TRIT BRI AT B ik, AR, AR ek
He 7 R N AR s B R R ) T B A, RS A
ARG BEHE R RN R A FRAT 0] ik 12%-34%.
N TR A B Z KSR, AMTEs
BN T S i AR I S A R Y o
T L [ 05 AL 47 1 B B8 40 P vo] DL B gt S AR 1) 95
ARG, 2 G AT R AL RS AR, 70T S 0

PR HLH.

1 #RRTSE

1.1 A 128 R A#E 8 SDRFR60 (8 fh4),
? Wistar K60 (¢ 521k, gLt sy
FEAL), MR RH250-300 g, fEAAAT AL T 52 4
20-50 g, RRT12 hak €, REAK.

1.2 7%

1.2.1 %48: ¥ SDR B M Wistar X i BEHL 5> 4
34, [A20 5, FEr g, WSDAR T 411
FHESDI.1, Wistar Kl [T 4485 Fxw2.8. 141
KiKamada “ —#iEL” {TSD—Wistar K
ST AL, 1T 4IWistar K RL( )4 5 A (Total
Body Irradiation, TBI)11 Gy, 4 h/5 i ASDA
(8)(Bone Marrow Cells, BMC)8X 107, 28 dJri
Kamada “ —#%&y:” 17SD—Wistar KR ATFE
Fi; 120 Wistar K f.(2)TBI 7 Gy, 4 hjmfii ASD
KE(8)BMC 8X107), 2 dJi B (Cytoxan,
CTX)50 mg/kghJfEii i, 28 dj5Kamada “ 4
7 47SD—Wistar K fl TR Y.

1.2.2 ‘B #agm e (1)KL S E 1750 mL/L
LFEFR10 min, JoEAAE R 00 H-i
fE, HIRPMI 16401056 H-HE R, 200 H H9 57 i &
JSC LA R, 250 R TC S RR2 X 10P AL, HLE
JRNACUKFATRAT. ()TERHE 2 R K Wistar K
F1100 g/L/K&58£0.2-0.3 g/k g1 115 s v S bR e
J&, ET20X20 em® U Py, SR Co yiTk 4
SR, T4 011 Gy, K% 40.9 Gy/min; 11141
K7 Gy, FEH40.5 Gy/min. (3)P54] Wistar K i
BT WS4 b AR ER KR AR N i 5 SDK
BB 40 B8 X 107, 2 i IIZH A U s oAy v S
CTX 50 mg/kg.

1.2.3 FF#44: KM Kamada “ — 423k B7) [
R R IS EE K (infrahepatic vena cava, IVC) 5[]
itk (portal vein, PV I EE W&, THE
By, R RS K (suprahepatic vena cava,
SVC)E M A 7 vk, (DARBTHES: RarnEs
WPV, IVCER, 73l K H 5 LR vk o hl gt
BRI, K244 mm, 4ME5 5 42.1 mmAl
2.7 mm, ERGEWEY, EARPBINEZ] T %
i, DA I b i i T A R T [ e 45 4L 4k
IEL 5 6 470 7 SR P REE A BRI 4, K493 mm.
K TR0 B AN RS,
Satinsky£H, 5-0. 7-0F=H Liifhge 544k, £F

www.wjgnet.com



BiRK 5 ORI AESEREASHRERRMNZ

869

ARSI IRAETE B (2)BEH SR Ak
K100 g/L/K A &#0.2-0.3 g/k gfF I8 i 5 R
M A EWME, TR FEFNT
JeERITK, 25 LA LRI, DI B K.
JIGEIRE T 7 1e it 29 O B 04, A O 5 L 0T 2 ke
SN ER K, 45T DI A I 2 R A L A
S, U B I A IR IR AT IEAE PN A5 N SR A T[]
SE, L1 TRK T 10 S A A e 1 5 TH R 50 U
(114°C FLERARME 10 mL, 17 FFAEAHERE. MFIE
AR AN, A FENT A BN AR B 0T JH R R
VK, T BORET v HhE, AERRIL E T Satinsky £
BRI BT R K S A IR UL, T BT
K, ENREVE ) R J7 1 em/ZeAq D) W IH R,
BYIKT I [T B0, IR E DIk, Rt
JFECH, T4 CFLRRAR AR I IR A7 & H. (3) it
JHAE BY e 558 22 e WG IR LA BT 25 IR LK~
LA ESVCAMRNIAZ, SR IRIVLER. SVCAit
PN 7-0 o 1 4 26 5 4% 1 i 1B HEIVC PV, 71
4°C FLIR PRAK I B 110 055 JHE R T s e ik B
AN, 3 AR AR 2R O 5 b, FHS-042 2838
LI, SEAh S, ()RR RS K
B SRR N BRI 5, ERESRE DI ONAE, RH A
P, WM 787y 2 e T ARET. 70 i i S AR T
JUE, i B 50 B R R 2 AR T IR IR . Kt 4 C
FLIR PRSI LRAF I T U B T2 AR B A7, kAR
PR ER K 20 AT 78 5 A, I 1) 07 FH 0K AR 3 SR K
VERFIERTH, 7-0 M & I by TSk,
WA, B R EERIK N4 CAEBRER K,
O HH I R S IR SR WA S, AR K )
HERT N HEVEACLEBEERIKS mL, HEBRITF IR 22
FUIRARAE I, ST R IR, H BT
EE N ZARITRIK A, FETB07] # kA H L
K B e, g AR . TR R I
W) J7 V25 T T KR TR, 5 i K FA A R 4 N
ZARNRAE G P, A A R N TG H i i
38-39°C AL B #h /K20 mLA . AJE AT LR iR
3h, AHHRE.

1.2.4 WA AR (DARFT A A FHFE,
ARG R W EL R H Wistar K BAESEIR DL S ATTE
B, N A AR IR SR, B R RS PR |
il BERKE RBTR. BN AL I
B, A0SR S N . TR AT R, A
TR, (2)ARJE10. 20 dg HIELAM & i il
FEDNA, KrillSD LR IEY G 0 44 (1R S v v
B, SRHPCRITE, 51751k H K SRY 2
J%E: Sry F17: 5'-catctctgacttectggttgcaa-3', Sry R16:
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5'-atgctgggattctgttgagee-3'(_LIF IR ALY TR
PR H] B ). PCRF=4) 4241 bp, X8 F K filsry
BEDK273-51407 s 2 (8], [R]I LAWistar K BL($ )

JH i £ K SDOR BRI B 1-200 H AN i I, 355
TR 28 N ST B, 2120 B 4 v L PR ar dn e,
50 mL/LEK K% ZRPMI 1640337632k 38 i i B
S0 LR, FH R BRI 2 0 R 2 v G s R R
T R AN B AR S X 10°/L. (4)IR R AR
MN.(DTH): %4 Wistar K RAZBA B g1 X
107(50 pL)SDK RUM4l s, 7 ds T4 kG
A 51X LOTRH TR] F) 4 B, A i JA A3 55 50
p LB B ER /KA L 24 i I e 7 B A R R
UL ZE (AR DD THIR bR, (5)FFE HE A7 35 I 8] 1)
ML 141K RAFR28 d, TT4URIIA T 5840 i
%t (bone marrow transplantation, BMT)28 dJ5,
KM Kamada “ “HhiEyE” TR RS A, W
SRR EAE 0], (6B EG A T 4LiT
BHAE4 d, T4RII4RF AT d93 5k
HE3 KR, B ATARLLZ, B AT R, 6B
N CEHE R SOV DL MR RS R SR I
MRS W 5 2> 9 (I Ban fEbRAES Y HEF: I
IR AR TR RIS 98 41 Bust i
I 2 FUA AR AN 98 AN IR R R ARk F
SEHE R L W bR, LR REHERR Sl 4 ;
BRPECT ) H etk 2 40 s it /> 00 X IR JIH
AL, R4 AR, AR BRI X (A
Bitehs hRE(TI200): HERPE R 40 i Je 2 $heli 4
PSTLAEY DXRR) R AL R R (L) £ v R g e
filh b, 28 40 BRI A5 DX B, A v - T R e ik
RIFY BN, 5 DR K R 40 iR e, W
SR L 2P PR A SR TR LS I A
it HF Dimean+SDFE R, AH
SPSS10.0Zt H 4R A 43 Hr, P9 LU AR A 6

2 B8

2.1 RAAEAFAEL THRKRFBE, REIET2
B, BRI b R K A E i A
T2, K45 dETs; TABMTHEA2 d)E T
GRS R, W Bl A K B, 10-12
Aoy KRBT, HRIG . Sl s &2 AN PE
HILF D), 15 dfaiRigds, EEikE, s
h25%(5/20), FEREAEA G H I AE 2241, |1k
AR 1, 1 WhATE %K 80%(12/15); TII4IBMTHS ke
JErRER BN [R5 e LA A, ISk, BET
HA5%(1/20), JHLIESS H IR, HA AR

mi:A2E

FIBEHAL
FHoat A BT
T A,
fift e B A AL HE
Fe Z R T ik
Hob S AR
R BB AR
8 F B R, HOA
H RGN
For w8 R
e AR Tk
& 5 R AP TR K
KB B BT B A
# Bt AL B 5
AL S B F TR
HERZESL, B
AR S A IRE.
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CEESK ¥ A Markerwistar SD T4 41 B Markerwistar SD 1141 IZH 1 BMTRENEERE
LR {KAMLER. A: 10 d; B:
(GVHD): & # 20 d.

# A (BMT) G

W) % RAEME
(M. BE. R
W RS )6 4
F kR, Lk
RATHEER
Hz—. F&k
(aGVHD) #2112 1
(cGVHD)Z %, &7
# X AEBMT )&
3 mol, BHAE
4 £BMT 3 movA
&

2 AEENBEMINRENESER
FHE M X JH T2
AR 5ElF
+& 1 DTH, FFRBEIHER
448 Y DTHREEE H-Hzﬁ
Z{E(mm) H15048E)(d)
|<SD 20 0.71+0.026 3.79+0.83
l<SD 15 0.22 +0.028° 8.14+2.53
h<SD 19 0.23 +0.032° 8.33+2.11

°P<0.05vs | 4A.

S th M AE T 1, B 148, TRk AR 1451, 1 wk
TR0 % 84.2%(16/19). 1T 4LFITIIZH ) 2 ¢ o 4t it
2R (P>0.05), (HE T AWK EREH R #E
X(P<0.01).

2.2 #kAkAm BMT 104 20 dJi, Wistar K fL(2)
AbJE A S DA R (8 )Mk &1k, WRILTY
Pt AR el R B G AR TS 2, 710 dInF T
21 EETTTZH W &, WS 2E 7620 dinke B B X i (&1 1).

ARG AN, AR A, rERRlE, R R R 2R E I E X,
; B: ME ARG (R HTR), IS EE BFE); C: LEX TR AR, D:

2.3 DTHR & BMT 20 dJ5, DTH& W 45 5 W4 1.
I ZHANTITZ XS SDK UM 40 BuD TH s W 1) AR 51
K, ZE gt m 3, (AMdl s T ARz
FEA G E X (P<0.01).

2.4 WA AR A E R A I 4LAIIZH Wistar K BUG
SDK B AR A7 I [R], 22 g2 5 X,
B T 20K SRR A A7 1% N TR ) S A, 22
FAFE R X @P<0.01, E1).

2.5 B mEA SR 1 H: BEEAIZ)%
S P VA DX B, A - B R K A T
JEE R IF S0, 51 R KR T4 Hu 3K SE (512 A-B).
ITZH AT : B2 T 90 HE R 1k 98 40 v v 2> 44
TEE X IR RIS, 28 40 R o b, AR R
LRI DX [E] B2 (812C-D).

>

w
(&)

Wy

e

=

JRME S AR 5 AT Al 52 A AR AR
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SRS T N A R RS S T
T R 8 AR 52 A ik 5 A, 52 AA T 7= AR 0] ok
i) — LA 1) 5 2k 2 B R A i 320 B R
Fbne 22 (Al ST S L DR R ik 15 1 5 5 S s i
5, AR, DUAE G STk A R T N B2 AR AT 2o
P PR AL B (L 05 B BT L DR A R 1 2
WI5E), T BRIk e A, X R VR S R DL
Tn g A G DA R RS A P i (graft versus
host disease, GVHD)I1 & A= A4, 1 AN
PR e CAHET B . DR, JRATTSR T BRI AT
FHP Y, AR R TBIEAERCTX,
HETE R e e i ik o . ARSI g i Bk wg
FhOTVEES, JETBMT 10 dRI20 dJ5 K52 44
Wistar K fl( 2 )&MNE ML(PCR), %K BL T f44SD
KBS )Y R e et B, BB T A 72
AL TR A AT K. £E10 disf 1T 41 ERITT4l
5, PALTE20 AT G 2 X S AHL ] Bt 0 5%
B, WA K ROESBUETBI 11 Gy)EAEA5 0 A
W7 Gy TBIHEEHEHS50 mg/kg CTX), 4t
T2R1K25%, BRI S5% &, X R & LU R
JEP: (D) ITATBIRIRACR, B fE b, o5
FU, FHIHR AR G T, AFR 25 5 5 |k St ik
S, B R I D) R R, S — A
BET O A HHATH A, 52 AR P R 2T R
RN, FHEGVHD, #50 ZAAANGE K 2 BUL;
(I TBIFER /N, T3 S8 o] fE A8
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Abstract

AIM: To observe the influences of CDK11p58
gene on the proliferation and cell cycle of rat
insulinoma cell line INS-1.

METHODS: Rat insulinoma INS-1 cells were di-
vided into three groups: the experimental group
transfected with plasmid pcDNA3.0-CDK11p58;
empty vector group transfected with pcDNA3.0;
blank control group without any interference.
After 48 hours, the expression of CDK11p58 was
detected by Western blot. The proliferation ac-
tivities of the INS-1 cells cells were assessed by
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the MTT assay. Cell cycle was analyzed by flow
cytometry.

RESULTS: In comparison with that in the empty
vector group, the expression of CDK11p58 gene
were significantly up-regulated in the experi-
mental group after 48-h transfection (P < 0.01).
Over-expression of CDK11p58 gene suppressed
the growth of INS-1 cells (P < 0.05), and in-
creased the G;-phase cell proportion significant-
ly (69.87% + 1.77% vs 63.03% * 2.66%, P < 0.01).
INS-1 cells were partly blocked at G, phase.

CONCLUSION: CDK11p58 gene is involved in
the proliferation activity of INS-1 cells. Over-ex-
pression of CDK11p58 gene may suppress INS-1
cell growth and the mechanisms may be due to
the G, phase arrest.

Key Words: CDK11p58 gene; INS-1 cell; Cell prolif-
eration; Cell cycle
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Abstract

AIM: To investigate the role of JAK/STAT
signaling pathway in secretion of interleukin-18
(IL-18) by Kupffer cells in experimental acute
pancreatitis with liver injury.

METHODS: Hepatic Kupffer cells extracted
through enzymatic digestion and density gra-
dient centrifugation were divided into four

www. wjgnet.com

groups. Group A (normal saline group) served
as control group; Group B was lipopolysaccha-
ride (LPS) treatment group; Group C was LPS
plus pancreatic elastase treatment group; Group
D was AG490 treatment group. The concentra-
tions (IL-18) in Kupffer cell supernatant were de-
termined by ELISA, and the expression of JAK2
protein was determined by immunofluorescence
and Western blot.

RESULTS: The concentrations of IL-18 in the
supernatant and JAK2 protein in group B had
increased significantly compared with those in
group A (IL-18:312.23 £20.5 ng/L vs 13.50 £ 2.18
ng/L, P < 0.01). The same result was seen when
group C was compared with group B (P < 0.01).
The concentrations of IL-18 and JAK2 protein in
group D decreased significantly compared with
those in group C (317.31 + 25.24 ng/L vs 438.86
+21.32 ng/L, P < 0.01), but just only slightly in-
creased compared with those in group B.

CONCLUSION: Inhibition of JAK/STAT signal-
ing pathway activation may reduce pancreatic
elastase-induced expression of proinflammatory
cytokines IL-18 in rat Kupffer cells, which may
help alleviate liver injury induced by acute pan-
creatitis.

Key Words: JAK/STAT pathway; Interleukin-18;
Acute pancreatitis; Kupffer cells; Liver injury
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elastase-induced secretion of interleukin-18 within rat
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K, HXAP
& g7 vA B It Bk
B oh 3 F B &
AU P, K IE da e
i B E SR
A — RBFR K.
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R EI, AP
kR, mE
BELXERT
ERA X, A2H £
AP AR 45 bl
AERER&ZL
Rik#.

40: LPS#nelastase4b #240; D2: AG490FR &L 22
20, R B S 95 R W(ELISA) % #m Kupfferm
o b iF ik PIL-184%; MR RAF EH
AR AnWestern blotix#] 4m it % & & P IJAK289
Fik.

R 5Ai, BAAEL FTLPSH# G,
JAK2E Gty £ X A B kiR PIL-18433
B 2 3% An(IL-18: 312.234+20.5 ng/L vs 13.50
+2.18 ng/L, P<0.01); CZ0/2 Fl &+ 4 FLPSHe=
elastase R85, JAK289 25 B %595, LiFk
PIL-184% 5B4L L& 4L B &3 hn(P<0.01);
T DAL T4 T AGA904L 3 )5, TAK2 A A
AR T, LiEkFbIL- 1843 LA REAZE
AR, HCAE £ 7 A %t FELG1731E
25.24 ng/L vs 438.86+21.32 ng/L, P<0.01), 12
5Bk, BMEAUH BT, 27 LRt

L8 WA JAK/STATE % 09 F AL T T A
elastasei# FKupfferm it 5 342 X % B -F
IL-1889 KA, X T AL A B T s 4% &R MR X
B K IE BB Fe A7

X689 AMEIRA; JAK/STATESER, AN E
-18; W& 4R, FFH1%

ZHR, SRABL, sKRE, PRI )5S, SRR, Siis=. JAK/
STATESBREREEEBINASAEKuptferdignib
ILb—18CPEVER. EFHENBIZRE 2009; 17(9): 877-881
http://www.wjgnet.com/1009-3079/17/877 .asp
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KT 2R IR % (acute pancreatitis, AP)K
BLHI LA A T R Ah 2% B 40003 it o, B ok
WA 7T ADBERE, JTAER, 2O0E AN I O
F U SRR — RIS AP, S0 IR 4
ZUB O &1 20 o, IRl — P41 A4 2
RIRTBOR RN, 3k — R TR & AR RIE D,
L B 3 A T R B ) — Tl ) RE
IL-18, X RIEN FEAPK L KIEL R
LR R, A2 3 EA PG I ) G5 ]
UL AT A B K W B AN B R, BIURG A
40 g (kupffer cell, KC), fill FLAT 55 K1 73 s 4%
el 2 B S5 (R Thr i, R AP IR 17 71 FR R 5 S
JiRA 2% B BT R T AR I JanusIl /M5 5 5
PR S P0E 1 (janus kinase/signal transducer
and activator of transcription, JAK/STAT){5 5
TP 2 A ML 1A S I SR 4, (HAP
I, JTAK/STATIE B A 3 FFAE 73 WATL- 1845 F 11

W5 H A C RS, AFST B AE R B 5E EAR
KRKC, MEEAPKIKCHIAK2E 18R 7 il
IL-18% 1, WHfIJAK/STATI®E % /£ AP K C 43 i
IL-181/E - ML, CAER T > AP Sk 4
NN E SR B

1 RIASEA

1.1 ## PercollZ) &y HPharmacia/A fl;
AG490/t) H BiosourceA Fi]; Hepes. PMSFXJI H
AmrescoA 7); RPMI 164013575 H Gibeo
oy PRSI SE (1E)W H Chemicon /A #; 1L-18
WA & B ADL A W), BRI S8 P g b i 1
EHURIAK2-IgGI [ Cell Signal 24 w]; Sk i
B-actinilty H L4 W] 40 MR H 2 R
2wl HoAth i FR T8 0 [ 7= 4 A 4lA 7). PVDF
JiE 2k 5% [ Millipore s w7 s AR PAGE#E
P FLIRAN S T R UKAE . KRR B T &
G440 [ Bio-Rad A 7).

12 7

1.2.1 L mpeeyn s, stz R 6 SD
Ki24H(200-250 g), 1 B 1 EN RARKCE F
A R R BE B S B B R L. 4 SCER[3 11T
SRy 1R P B A0 . 5 B Ao 8 0 DA R 32k
PR BERFE UK C. B UK CH Rl T-6 fL AR
(1X10°/L), 1 hJr R FREE, T PBSI P21,
255 A N R T, R 0 i B S S T 1
ALK C. A0 M Pl e R FH & 1y W4 e 5 56, 4
JRLE ST 5 SR FH A Wik S 5125

1.22 #Empanafe s 2. KK S M Murr
et al™ W7k, FEAR A S0 BORAE - i
b ¥ FR IR MK CHE 100 mL/L FCSHY
RPMI-164055 77 5559724 hJr 2y 44l @ = 6). A
H(IEH XA ARy IR 5E BiE it A A B g
/K30 mL/L); B4L: L& i AR £ HE(LPS,
50 pg/L); CAL: B3 M ALPS(50 pg/L)FJEE
Fdk Al (elastase, 1 U/mL); D41: _LyEw+
TIAAG490(30 umol/L) S Hl#40.5 hi,
LPS(50 pg/L)Flelastase(l U/mL)Ab 2.

1.2.3 tmfe Lok 4E . KCALEI IR 541
Jri 12 i FE B 783, 4°C, 10000 2250010 min, Y
BT LRI T-70° C IR AE.

1.2.4 #afe bk FIL-1843 M 2 ELISAMEK:
D20 b3 TL- 1811 7 i, FLAR D IR A% 4
TR A U0 P AT A, I 2 b o
A3 HORE T THORH B 4 B R R O A
IL-18¥ R B4 1 ng/L.
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WA % & 5
A LJMELISA &%

B 1 HEMBIAKRIETIET x 200). A: IEFGHRLE; B: LPSZH; C: LPS+elastase L [AIZNHZH: D: AG49074IT4H.

1.2.5 AR E KA F & FLKAKCEC
Ja 100 /L% Z W [ 5E 30 min, PBSHELS
min, 0.1% Triton X-100i#i%E 10 min, PBS= 1% '
PE15 min, 10% BSA-PBST} 4130 min; £ Ji1—#t
(JAK2B PR - S0FRE)4 CHFH L1, PBS
MYES minX3, ZHi(1 : 10058, 37 CHE &
B1.5 h, PBSYES min X3, Fioe G0 K b A ikt
Jr. JAK2PH M 5 2L 4 140 5, 4 M o ke 5ok
S BAPEG . BIPE IEAS I — T, JLAPERA [
Olympus % )6 i il B M I8 7.
1.2.6 Mm% &G PIAK2 &k dg s m): & SEi
Y153 AE S IR DN 7 4R S5 R 12 h i A
Ji, TFSISCER ) AT 40 i, P RIPA4H i 24 fif v
Z4fR A0 My, SRECEEA. TR E AR
BradfordiEAT S 8 1€ &, %100 pg/fL, 17100
mL/L SDS-Z WM Bt & B Ik 70 252 h). ¥
HLVK S 5, R B (I A PR3 h)ie 4
PVDFMR I, B M . A bt IAK2 R
SeFEPUARL ¢ 1000F8), 4°CIt&, FHTBSTHENR
5K, FER6 min, TN BRI A AL DI EEbR L 1)
FHUR UL 200050%F), ZEWHFEIAR_LIV4 h,
FHTBSTEERES X, BEK6 min. YEMFECLZAL
FRON, XEE G 8%, LhB-actinff o 2 i
HIBio-RadE14 73 ¥t R4 A, HImage-Profk{i:
I3, LURH R 4%y K FEAE s AR B
St AR P EdE K HISPSS13.04t 1 ik
FEEAT 23 BT, TF PR D mean £ SD#R IR, 2413
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) Le R FH LD R 2= 0 b, AL Bl b
R ek 56, P<0.05FR W 2 5 gt 24 m X

2 B8

2.1 KCH BRI, FRAfkEET ZMH
12y Percoll5 LT B 25 0o R0t F5 P I B v B
FFIEKC, & 2K RKCHRT(2.40+£0.16) X 1074,
0 LU B 260 42.7%, K 6 W 0 vk 2 e Al
LTS 7 A95% LA by I Sy S 4 v AN a4l
1£92%L .

22 1L-184% HA4ILE:, BAIIL-187 7t W E 1
nP<0.01); 5BAILLAE, CAIIL-187 f&3 i th B
H(P<0.01); HCHYLLLE, DALIL-18% 5 B & jk /b
(P<0.01), H 5BALLBAA R, ZRITC5%
TR L(P>0.05, K1),

23JAK2E G AL # A

231 mhe Ik 3 P WAREE T ML E 4l it
L0, ARAE AL B KK C AR I 51 5¢ )it Y
R4l 1A); B4LRT ILJAK2 R IA 55 (K 1B);
%5 5LPSHlelastase b # fm, TJAK23RIA i, 5B
4 Ebi 22 5 3 (F1C, P<0.01); D45 5 AG490
LB 5, JAK2RIEW] B F i, 5CAl k] &
IS 22 7 i 3 (P<0.01), {HAIBAL LL A0 8 Pk
Z5(P>0.05, K 1D).

2.3.2 AL PIAK2%E & &k ml: 55200 4
SHAIK CH I TAK2 KA (K2). 45 T LPSH
WE, KCHIAK2H F3RIA Lo FE 41 0 538 n

el A F am e b
P IL-184-F;
an L S R B e
&, #»Western blot
7 ik BB MKC
PIAK2 & A 8
T, » AL
AP A 45 o T Ak
*A.
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AL EEHMRE
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ZRAMmEm
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. M % pEAe
EIEA3HK >4
. BT E) ]
B Bth . B
R4 a4
T R B HLAR B B
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TR W E A
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B pitie A€
SRR,

payicl IL-18
EENRA 13.50+2.18
LPSZE 312.23+20.5°
LPS + elastaseFtENNEH 438.86+21.32®
AGA90381sH 317.31 + 25.24*

°P<0.05 vs IEENIBL; °P<0.01 vs LPSH; %P<0.01 vs LPS+
elastase L EAMEA.

126 kDa

A B C D

JAK2

[-actin

B 2 YBROIAKEBREMN. A: FH* IR, B: LPSAL,
C: LPS+elastase JL[FIZMFELL: D: AGA90JATTHL.

(P<0.01); [F]I45FLPSHlelastase il ), JAK2
ik kB HINP<0.01); THSE4 T AGA90 4L 3
JaTE4 T LPS Flelastase i, JAK2 R IARICHL L
50 2 PR (P<0.01), {H 5B EL A A AT 39 0
(7>0.05, KI3).

3 11e
KCA2E TSN M E R, 2 kN EX
(1 I e R A R, 24 A )
80%-90%, A&7 AE JIE K1~ 1) 3= LERL N M Jid. AP
B, ER T R MR 4 K SR SRR T, (A
Pt S SO R ON I, [ B 98 i f i 4 2P URE
JROK B I RREA T, 281 TR K B FFAE. X 2e
T R 38 1o RO R K C S 5 7 50 %,
I — P A0 A2 I N G 5 RS B RO N,
BN T, WITL-18. TNF-o. IL-6%,
XL AR 1342 5 APIF R IF B3 1 R A R R
JEI AP, JFF AR JERE S5 N 55 A9 3 K % e
FEAN MRS AT, XAPIITEEARSE . IR
Joi i3k Ji B P A T A A A

JAK/STATA 5 0 % 2 40 W X 715 5 5 1)
HERE . —, TR O, AR —
G557 MNGH TS 40 Bk (045 5 5 AR, W
ol MBI L. AR T RIES LR
A BRI BSOS R TR . H T ORI 2 A
Hd 7, EEAIL-18. TNF-a. IL-6. IL-1p%%,
AT 144 T T L OR T AK/S TATAS 54 Sl ik, (8
RIEEI R A R I R o e ¥ A
S B o) P BEL KT T AK/S TATAS 5300 -4 1) fig
B e AP R G B R 1) B e,

0.97
0.8f
0.7

£
g 0.6

P 05¢
0.4}
0.3}
0.2t
0.1}
0 L L L
A B C D

B 3 FBBESDAREBAFAEIAK2/B-actintIURELLE. A: IEH
WFHAZH; B: LPSZH; C: LPS+elastase:[AILNHEZH; D: AG49074
JTA.

AK2

IL-182 — il R LR RAE R 1, 2 H
JHF AR 75 40 B LA R JHT A B 4 B = A= TL-18F
VFZ AW, T 35 2 WA A K sy 40
#. TNF-a. IL-1B5F 40 fu R+, Jfidid iz sedy
MR A S AL ST RAESRIE, (A B 05
FasLA 3 (040 B T340 T 80 M4, e
SEA G AR HE Tk 2 TR I,
APIIL-18 5 HyK-F- 33, 1145 I a8 i IR
D Sz b 2% B T e S 3 A5 I T RORE I, TL-183%1k
Bl O B, b T AP E R, T LUME
N AP TR R AG490 2 —Ff N T4
BRI R Y PR T — R IR AT AR, I AK2%F
SR, T LS 52 A I R T e A

Y N, BT R ILA G490 BEH
THITL-181% S IAK/STAT5 538 i (K156, Rk,
ARSI H il I AR A R FRK C, Bl A A A PAR
A, WEEAELS T AGA904b B K C i i HHIL-18
FKIEEDRK CHIAK2RIET L, HRITAPATIR
B, TL-18FA P47 2 A G &R, B K
IL-184) FTAK/STATSR ‘Tl 2 5 AP K Sk
JEIF LR,

AW R BL, IEHKC FIEHhIL-1847 # /b
HRIA, 45 TLPSHIBES, KC FiG i HIL-18%1k
B2 L, B4 FLPSHlelastase i), IL-18
FIRBGINTE O B, WiPisEss T AGA90AL B S
IL-183 5 M W] AR T APHTF A 4L, bl W,
LPSHlelastaselti i p [l /EHI, MK Cr=A:144EY)
RN AFLLBOR, I EME FIRKC IL-18% 111
KB, MTAGA0 NI R FFAK T KC EIE M IL-18
IE. F3A6, BT SO I 40 il G2 5 Tt J5 i
FiWestern blot/ A MITAK2E AR IA KM, K
K CAI ML pT I AR5 26 LR
S RAANGIL-18RIA /R BN AL, FIA—
. PIUHEN, KCH ] BEAF/ETAK/STATAS 5l
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XD HERAPHE, AT REIE R ETEKCH IMITAK/
STAT(Z S, N FIL-18%ik Fif, #mEAP

8 PR R, Bz, R RIRRTE
AP R S RIE R AR IR I R K
Je il R, JAK/STATAR 5 i it 2 7 20 45 1
H; JBAHIIAK/STATSS 5l % 115 5 5 S @12,
AT AT Rk AP JE e B, 3 1T O B ek A TR 4
YRR, Dk, 6522 5Latse it ih 3k al b, I8
FHATIRNSE A G IRWE S, DA 4t 42 AP
IR 03 1 R LT, 3 B 7T 19 3 1) T
B ERGRTT ik
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Abstract
AIM: To study biological characteristics of
immortalizing bone marrow mesenchymal stem

cells (BMSCs).

METHODS: Plasmid pCMVSV40T/PUR con-
taining the simian virus 40 large T antigene gene
(SV40Tag) was transfected into BMSCs. The cell
shape of immortalized BMSCs was observed.
Its capacity to differentiate into osteoblast cells
was detected through the activity of ALP. Its tu-
morigenicity was examined using the nude mice
experiment. Growth curve of cells in different
serum concentration culture was described and
its activity was measured.

RESULTS: Untreated BMSCs, after fifteenth
passages, could not passage, while immortalized
BMSCs of this passage preserved good activ-
ity but with contact inhibition. Immortalized
BMSCs differentiated into osteoblasts. The cells,

which were injected into nude mice, had no
tumorigenicity. The immortalized BMSCs, cul-
tured in 20% serum concentration, growed faster
than that in other serum concentrations. The
activity of immortalized BMSCs, which were
frozen by 50% and 90% of serum concentration,
were higher than that of 20%.

CONCLUSION: In vitro, the immortalized BM-
SCs, with pCMVSV40T/PUR, have good activ-
ity, but no tumorigenicity. The immortalized
BMSCs can provide a large number of cells.

Key Words: SV40T; Bone marrow mesenchymal
stem cells; Immortalization
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i
BH): KK A E RN LR T @8 (bone
marrow mesenchymal stem cells, BMSCs)#9 4

P

Fik: i@ RAEpCMVSVAOT/PURFA K R
BMSCs, & 37k A BMSCs. £ B AL T
WL A RO 25 SRR 4 M A b B B8R B 04 7 1k
T BARANBMSCsAF 7T 548 4 iR B 48 s
FORAR R R T 42 HF 52 3 A ) 4m AL vl BB M
2R R ) s R B AT G O3S I B A, R
LA KMERE F)Ge &R

LR K FAFBHBMSCsiEHF 15K )5 m
ARG AR, 2R RET R, mARAENR
BMSCs3% 7 25K G40 THRFRIF EiL, 12
ELA R R4k kAR K ABMSCsEA 5L
AR LA AR A, R G LB, 5
A o R E ARG, 20% o i 3 FR 40 64 m e
A Kk B M 50%%90%f ik 3 8 e 8
20% . 7 28 7 M 5 (P<0.05).

218 4RI, pCMVSVAOT/PURM 2 &9 &
A ALBMSCs £ A7 7 M 4K F 45 1, BRI
M, T ABMSCs# AT 50 B 5 A 3 K 2 69 2m
TR R
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ORI ISR W, 1 a1 78 T4l i (bone
marrow mesenchymal stem cells, BMSCs) 1777 #ix
B Ty B A AR (K7 A, R R BMSCs
HATYRON o) 322855, 1K™ T2 T BMSCs
HE— 25 BFT0 R AR I 2 A 5 Tk
pCMVSV40T/PURF N KA IE KIS VA0 T2 7.
T KAAEBMSCs, J0 AR AT 20 B

1 #ERSA

1.1 ## DMEM¥: 704 HHyclone A\, Jif
H AR B Amerscon ), G4 Mg B 2
GibcoA 7], If%ELWE  Amerscos & 7= i, BRIt
P B (A L P IR 7000 B it 5 AR ) T2 A ),
{55 A2 ) O A B T O A T, IR AR
Lipofectamine2000F1 /N7 & Uk 4 B 1) &)
A EGibcoA T, pCMV SVA0T/PUR TR [ it
. Jan HolgerssonZ{ 37 #1

1.2 7%

1.2.1 pCMVSV40T/PUR# %52 B 454 K]
percol I} JE .00k 20 B 4lith K R IBMS CsP.
PeiE A KRS B AF. 80%IL A M 253/CBMSCs,
LR A Lipofeotin2000 Jy &% 4 il o it ki
pCMVSVA0T/PURE L 5, 4 il Jok W v 5 25 i
5, selEy KRR, @ Uk AELBMSCs.

1.2.2 ALP# 5B 40 is: BUK ZE 4L BMSCs4il i,
AT X 10/’ 1A A 25 5 2 ol 1) 1015 5 3¢ 1)
INALEE TR R 5 7, A% T B  S In 70 0) 4 A 5
FEHE(FIHEDMEM 56 4 55 780 T I N Hb ZE K
100 nmol/L. B-H @R M10 mmol/L. 4EE
#C 50 mg/L)FFER: g%, MMk FR3 djm, BN
LR FRBOP I #5 3% Fr, PBSHES min, 39K, ¥
ALPIEY(F& ALPIAFIERACHI: A2 mol/L
O T BERE MR, AE50 mL £ - WEHZ10 mL.

MgCl,-6H,0 100 mg, FH#KERR£1.95 mLiipH A
10.0; B 430 mmo /LA X 2K 1), I FH AT
AL BIRSFEIRS), 2 Taa s b, g
PWALPEL % [V, B N ALEE, BH 40 i 5 i R
1.2.3 AR RAEAP M) a0 R BB P BB 1540k 2E
HEBMSCs, FHIG I3 35 75 55 i £ i o 4 B s i
(1X10"°/L). fETCW4AE B o mleefp 5 HUR
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2k, IO I A 3R, I TSGR IR A A5 Al An
J AL AR (B, 4 By PR s (1)5% IR 4 I
TH+95% DMEME; 77 k(14 FR 5% I 375 15 77 41);
(2)10%J1A 4~ 1115 +90% DMEME; 57 5E(fRiFR 10%
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FrHE(TRIFR20% M7 K5 72 4); (4)30% /iR /4= MG
+70% DMEME; 7 AL (I FR30% MLIH G 7R 4). A
SR H R LA 0 o B R AT 40 i R, 4R
Bl 1) I3 R TR IR

1.2.5 #mlk ABMSCs £ & 69 &tk KAAL
BM S C s LA A [i] 14 0375 % 255 20 15 A 7 40 o7
1£: 10% DMSO+20%ifi2F M.i%+70% DMEM#?
FEIL(TRTFR20% LI 2H); 10% DMSO+50% 1A 2f IfiL
1E+40% DMEME; FE R (TR FRS0%IM G 24H); 10%
DM SO+90%ifi 2 ML (R FR90% ML 41), KFLHS
AN ST G SR T G 08 G 1EAT A0 v
.

Bt 403 K HISPSS13.058 A k4T
i3, %R Llmean + SDE R, 2 AR 41
(6] 7 2255 I, R HIFRL 3 430 #r, JF38 i SNK-qifEAT
PRI ELASE, 5 ZEANTR I, SR FHIE ALFAS 56-Wilch
%, 1l Dunnett's T3HEATPI LLER. P<0.054 %
S W

2 BR

2.1 BMSCs#4 & 4 5k K ALBMSCshfi 5 1%
AR BN FE 252K WL B B 0%, 4 A% 4K
ESS RV 06 B ST R A Y SR S DS
P TEANAZ I, s, HWE1A), 5
4-5C KB Yep CMV S VAOT/PUR TR ) 4 Ji AH A
(KIB), £97-9 dfeAR—Ik, (B4 HA AL KRy
PE. RE YL BMS CsE 55 7AR I 20 i 185 4 ok
18, 2910 dfe—4%, HA1MEEAPTEcE. B
SLFTZR: M0 A 21 SARI, 40 i 00 H 45 4,
PRFRIER, MRS, IR A4k SRR (KI1C).

2.2 REFEFEMBAALPEEAEN KA1
BMSCsTEA&MFRFRAER IR wkiis, Ak %
e, A1 LK 2R GE H rp n] L
SR AN/ INRURE, H0 40 B3 ORI,

PUR i 4 5 N\ BT
BEminE,
BT IR E
¥R, fRK AL
BMSCsw# 3 —
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2 REES4 wkiGHYREBMSCSTFMEBEEREERE
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T HICTE PR 40 0 e (g 59, 4 i Y9G 2. 5 32
wkPL b, 40 B it by WA ORI
W4 wkisf OB O B 45715, Jetadg st
DURRIRI S 32 1 2 1 (1512).

2.3 s KN K AEBMSCsEE R Rl T-4-6
wkIFIBALB/c-nu/nudf /) )5, ME%4 wk, R WL
IR .

2.4 o FIE IR A ba A K ik 6 R I
THERIFRAI R “S” JB(KI3), HrLl20%!m i 41
AR AR R

2.5 s R E A RO IR UG R R R S AL
MIVRAE1 mo AT 5275, TG i W 46 gL et
AN A7 5 L T Ty 25 55 M A BT A 4% 40 [
Ji 255 (P>0.05). K Ji 2 S SNK-q7r Hr: AN
WA 2 18] K A BM S Cs 5 I Jim (14735 R ik
AT 7 220y s 26 5 A7 i 3 1 i X (P<0.01). i —
SSNK-q 5 L R 90% IS 2. 50%IfiL35
ZH 20 J A7 05 % 3 R T 20% LT 2H (P<0.01);
50% IfiL i 21 5 90% IfIL & 417735 22 7 LG il 2
= (P>0.05).

3 19iE

LB, BMSCs LA a1 B RS ilRe A%
) 7 A R, SRV 2, B 3R, 1T HBMSCs
ARSI IRNE, BT EYY. Ozawa er a3,

1 2 3 4 5 6 7
FEFRI R (d)

3 BMERELEXEMBMSCSHVEIKERL.

BMSCs# iz T 5240 MR ZA b g, I35 BB 5
A [N AT AT 5T R IRBMSCsTEAR M AT
A3 K I 4E ™) Dasa er al™ " B ABMSCs#
RENZ B K RAREE R G, o4l Ry s
A L, AP RGIK R BT, B R
ABMSCsH 204k e ai ™" [Ktk, BMSCs
S FIBRLE H AT iz —.

EAR T, HA WL YIBMSCstEAR 264K
J 40 2B KR W 2 18, LI E LR M. AT
S BMSCsAl fu ks 77 R I MR 275, 4
it LA S, AR I B A, Wi A
TEBCEAE . AN G R RSB, TRAT
S5 G MG J oy AR )N R A ) L, 7 R
M L —20 iz .

Zhang et al'™ R ILSVAOT HAT B S 41 fo i T
JHEK AN i A3 (R, B ¥ pCM VS V40T/
PURIURL S N FTHCH 4l i, A0 i 2R K 5
SIE, Bl K5 RIS IR ) A K, 40 A et bl 389 0,
i A TR R AR A L B g, LR E A i A K
IR AR 00 T 2 AL AR 304 AT G 1) He At 41 i
SAE IR H K AL BMSCs M e #E— 4R IE.

A5 Il i pCM VS VAOT/PUR STk
PR A FE RIS VAT T ABMSCsHY, #07 T 7Kk
HALBMSCs, IEAEACE 154, Kk 4L BMSCs
MOAZ A, M, SRR, AR an kA,
T 1SAR AR AL HE (B M S Cs H B 41 it 4% 45 45 3%
LIRS, BARMEGR S 1Y, R 3 A K AL
SVAOT & w741 K & 3K EBMSCs.

SR R K A ALBM S Cs & T BB 8 I 77
(1) 4% P 15 75 Bk vh 85 77 5 v] o0 A o B 40 i, el
T AT B BMS C s PR 6 AR P - 304Xk il
B A0 A . 2 I A [R] I R 5 TR % 40
R B 224 10355 94 A 20%% i 41 it 24 K e L.
TEERAT; kAL BM S Csii it 50% IfiL i 14 47 5.
T A0 R T 5 90% L35 40 TG e 2 1k 25 5, (H
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Abstract

AIM: To investigate the association between
HLA-DRB1 gene polymorphism and the genetic
susceptibility to HBV-induced liver cirrhosis in
Fujian Han population.

METHODS: Genotyping of HLA-DRB1 gene
was performed in 93 patients with HBV-induced
cirrhosis and 84 healthy individuals using
sequencing-based typing. The distribution of

alleles in control group was checked by Hardy-
Weinberg genetic equilibrium; association be-
tween disease and frequencies of alleles were
analyzed using genetic statistical methods to
find the gene polymorphisms.

RESULTS: The frequency of HLA-DRB1*04 al-
lele was significantly higher in patient group
than in control group (OR = 2.536, 95%CI:
1.292-4.97, P = 0.0068). However, the frequency
of HLA-DRB1*1101 allele was significantly
lower in patient group than in control group (OR
= 0.339, 95%CI: 0.119-0.964, P = 0.0425). Signifi-
cant difference was found in genotype of HLA-
DRB1 04 between the case group and the control
group (OR = 3.456, 95%CI: 1.553-7.692, * = 9.227,
P =0.0024). There was significant dose-response
relationship between liver cirrhosis and the
genotype of HLA-DRB1 04 (OR = 2.457, 95%CI:
1.274-4.737, %> = 7.197, P = 0.0073).

CONCLUSION: HLA-DRB1*04 allele and HLA-
DRB1¥1101 allele may be the susceptibility and
resistant genes in the patients with liver cirrho-
sis respectively.

Key Words: Hepatitis B; Liver cirrhosis; Human leu-
kocyte antigen; Gene frequency; Genotyping
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i

B ArR AL G MAe4i /7 (human leucocyte
antgen, HLA)-DRB1A I % A&t 548 @ iUk A
AT KT RRAC GG 45 ) B X &

Fik: vA934 A8 A M K Gk AR L AT X
FFae Al B 5 AR5t 5, VAR — 3 X 8449) 1
BN A X BARE, RIADNAM 7o A H K
(sequencing-based typing, SBT)*HLA-DRBI1
FALRAAR A A, A B E IR E,
*F BABEF A2 K R 4 A #t4THardy-Weinberg
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WAE T i, MR AR I g kAT R B
M, B RS TR KATRRALAE & 09 5 BOIK B &
EREA,

LR LA EIFACAHLA-DRB1I*04%
K H SR F 2 & T A RBE(OR = 2.536,
95%CI: 1.292-4.978, P = 0.0068), HLA-
DRBI1*1101% 4% 2 B 97 & 80 BAK T« p& 2a
(OR = 0.339, 95%CI: 0.119-0.964, P = 0.0425);
HLA-DRB1 044 B & £ )% ) 20 5 B 412
8] oA 2 5+ B %t F & XL (OR = 3.456,
95%CI: 1.553-7.692, * = 9.227, P = 0.0024),
LA EIFAEAL5HLA-DRB 0432 H A 7 &
ZHEAR K (OR = 2.457, 95%CI: 1.274-4.737,
=7.197, P = 0.0073).

54 HLA-DRB1*04 £ % {5 4 B A L A R
AT 48 2 TR K AT AR Ay 5 B B, HLA-
DRBI*1101 542 3k B 7T 4 A 4k AL ).

KA. ZRIFFSE; APREA ARBARETE, EE
e, B SR

THRR Z58 BBR WK, B75E, e BRX R
FFAT B L S AR BBETREDRBIERERE. HFREA
SEIZRTE 2009; 17(9): 886-890
http://www.wjgnet.com/1009-3079/17/886.asp

0 515

ZIURT 499575 (hepatitis B virus, HBV)& 4L it
)z R, ARG . BRI S

ToRREEE . BV R M. a2
Ji VT 440 M . 3 SO T AN [ 3 9 Jd R R I
PRES R, BT 590 2 A 5 10 R 3 G 4h,
B E ) T AR R HB VIR G i kAR
(1) G P S N J e B A AN [R]. N B 4l e e SR
(human leukocyte antigen, HLA) 5 144 G BER A
WYUK, JFAE QB 28 S Jm BL I ke
SR, o REseBL DA () 2 35 1 v R T Bl LA
G g% Dy RE ) 22 5w, N v] BE 2 I HB VI G 1)
AN TR PR VA1 e DR 9 R (8 s & B i 4% Al
W BAT BB AR ), AT 354% 2 PR AR AIE. 3R
AR 1] -%F BRI 9T 7%, T DN AW 55 284
(sequencing-based typing, SBT)Hi A, X 48 g Hi[X.
9345 LTI 98 A4k 58 % Je 844 it e N TFTHLA-
DRBIEERHEAT X RFTT, IRITHLA-DRB1%E
PRI 5 2T I 98 JHAE Y R a8 A SR DG &R

1 RIS E
1.1 ## B4l 2RI BT 4 TRl BB . M
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2006-12/2007-12 1 & A BAR T804 P 558 25 X A M
S B IE P B 18 B AT B 2 1) & B R T
B A s v 54, 3L TP AR S A Ak S 9 81 4k
PG IRFR I SEI0 S A A JOU B =4 A (B
CT. MRD#fi2, FEEVE 4k 3441 35 28 I TE A
2. Y570, L36Hl, V1) H1848.00+9.35%;
X FEZHL 84451, Ay 599 151 441 TG ifn 25 5K R (1) 1 A
KRN, BB 0S54, Jhd B a441, 2040
], FIHEERY42.68 £10.97%, T ANk 514
2T AR R AR AR DO N, TR
Wi R 2 A8 A DT 38 R M R K IR L s, T oy
I H FIORE i 9 25

1.2 7%

1.2.1 #on REF AL FHEAM10 mL, 5 mL
EDTA K24t T2 K 4IDNAR$E, 5 mLA
P ] T 55 A 2 E A AT .

1.2.2 s FHBVAF &4 AHBV DNAKR: FEk
BB (ELISA) LR M HBsAg. $ii-HBs.
HBeAg. #i-HBe. $1-HBc. HTHBc-IgM( Liff
SOV FHE YR AR R A T =), 986w R
5 W S N (PCR)VERT ML HBY DNAZKF- (U
PIVCIE ) TREA R AR A, A R 2
ZAH H<5X 10’ copies/L.

1.2.3 A HADNAFR A PrEkfi2000
r/min/0 10 min, AR PEAE, 9 E 40
MAAZANIB(PBMC), 400 L4 I AR
(50 mmol/L Tris, 10 mmol/L EDTA, 150 mmol/L
NaCl, 4% | e RN, pH8.0) /20 g/LEE
BFK 20 pL, 50°Cid . PBMCEL# ™Y, LAFI
1y, Moy-S 05 2 ST - B I, I3 AR
ToK LI, 10%AFH3 mol/LIEE B2 EH I B 0°C Ik
FEUTTE2 hEd_E, 13 000 t/min 50015 min, 371,
IR THR)S, LL100 pL TEZEM R R, HIZE0h 7
FeEEE I E (K260 nm)DNAWKEE, 10 g/LIE
JIE W B J P Dk A U 4 B e . ARARD N AR
17T-20°C 5k

1.2.4 HLA-DRB1#& F & 452 KHSBT, Hibit
A K AR R A B 2w A XU %28 4
RS54 F e R 1 26 R H 9415 v i 2 A& i 1)
FERS S (Group-Specific) 5 114 HI4EDNA,
P BN 4 38 7= 2 R R 9 40 S 2 5 i J/8 e v
(R 7 5 AT Y. AKHHL AP 51 550905 2, Jd
Lk A (MachMaker) 6 e b A HEAT
HLAZM Y. S RAIE 6 HL AL PR 5 28 45 R 1) vE
PE, RH T AR —FF 5 S g 5 16 R DL SR
HTHLA-AFER A ) 3L R AT DN AFE S AE 0 £

AT A 0
WEk, MEST
AR HE KA
EABAMFNGL
B, mERERE
FEHBV R F ¥+ 64
R ARTHEA
R LRy
iE, AR
P



888 ISSN 1009-3079 CN 14-1260/R WRIENCEIZYE 200938288 178 595
mia £ %1 WRABRDEERLSNHWERRZESR
&R I — b 7T 4
5 HBV R ¥ 48 %
‘;‘”iﬁ - ﬁf EREM SRR n BBF WEFs  HO) HE  HWief=1%)
g kmsfe  DRBI Group 13 75 9 0.893 0.897 NA
A By AE AR £ (n = 84) Allele 32 78 6 0.929 0.932 NA

B 5 AER, HLA-
DRB1*1302% 4%
L H5HBVA &
B A IR AL A £

H(O): INASE; H(E): HB

ROFE kA

Bt R Cervus2. 05442 315
SFEA L R4 5 A HLA-DRB1AT i 322
e Y 2R S DRI o6 el P2 45 57 i DR A
BT 1545 P 4T £ % (Hardy-Weinberg Equilibrium
test, HWE), X HPearson y K56 FlIFisherk fifi i
B EAT AT JE DR R 22 0 B, SRHTE P Logistic
regressionfii 1%t 55 A0 AH 5G A S5 ik PR A L E
PRI, Trend testr 4 v 55 JCIERIE PR 2L 1) ) -2
WK Z. v A S WSTR[

2 BR

2.1 RREARE S WA RSN 00 R
RDNAF & 4176-282 mg/L; 10 g/Li gtk
FEL K Sl s i R A Al v, a2ty tH IR D).

2.2 HLA-DRBI1A R % & 75077 50 i) 5
FEAR TP DRBI P AL AL 144 32 70 55 47 5 DA
(Group)39 MW EEAT KK (Allele), KK AN
DRB1*09. DRB1*04, DRB1*12, DRBI1*15,
DRB1*07HIDRB1*14% .. L. DRB1*04%
AR, LR ORI R SEA JE K, LAIDRBI*
0403 FIDRB1*0405 5% A ..

2.3 Hardy-Weinberg-F #4238 X I AFEAELL &
T HGFUWNAE S5 B AT G Hardy-
Weinberg b3, 1] DL A2 BB 20T F00 0 1
N ETIESNEINE

2.4 HLA-DRBIF = A R 2 % 2 F Ktk
DRB1*04(y” = 5.10, P = 0.024), DRB1*0405(y” =
4.74, P =0.035), DRB1*1101(y" = 4.32, P = 0.038)
FIDRB1*1202(y” = 6.99, P = 0.008)7EJ 141 5
X R 2 [B) o3 AT 72 e A v 24 (R 2).

2.5 HLA-DRBI1% 15 & B 5 T A AT X AT 21048
XM A NPER N FEE P Logisticlal 1434
R, PRI AN, BEA AR HLA-DRB1
EAADRB1*04FIDRB1*11, DRB1*04(OR =
2.536, 95%CI: 1.292-4.978, P = 0.0068) &G 4;
G- G ZLEASE s PN EER sl EE)
DRBI1*1202fDRB1*1101, DRBI1*1101(OR =

EEREIE; ef: HIEEHIK; NA: P<0.01, IAEHWIEE .

T SN — SN

1 EREEEREB(70 mV/2.5 h).

0.339, 95%CI: 0.119-0.964, P = 0.0425) L 4 it
i X (ER3).

2.6 HLA-DRBIA R A A 5 T AR KA AL
#8% & HLA-DRBI1JEF T £ K3 /0 b s HAT
HLA-DRBI1 0473k A\ LogisticFl -1 %, HLA-
DRBI1 04(OR = 3.456, 95%CI: 1.553-7.692, y° =
9.227, P = 0.0024){r i {51l 20 5 0 f 4 2 ) 53 Af 22
FERAGF R, SR T A RS
2.7 AARGH T X R ORI RIS
HLA-DRB1 042 KI5 AN EAHOGOR = 2457,
95%CTI: 1.274-4.737, % = 7.197, P = 0.0073).

3 111E

18 A T SRR APt i AN T e R 28 (g A 2 280 ) g N
o SR 1) S IR L TR s 5 Al B
(R4 T A P AN IR, B T2 R v, 3
1AL Ty A 2 D AR AN D T (1)K S 1) B J
PE. BIIFE 2R 8 T3 JsUn, I/ AN

Fr Sk g/ 1 BRPETE BR 1 v] REVE; (2) &0 S ik
B T TR R O k. BB IR 1 9 SR
J&i, ANTRIAS AR R BIAN [ 1) 9 9 2 200 e TR L
AW LA AR 8 DU 1 £ B R AL 2
TR S, DLTR]— B X fd B A k5 RN
T, SRR ff 1R R 23 R R, 12 FH 9 491 - 5 Ji
KIEWF T L % T 15 £ VHLA-DRB1JE
DA 22 A VEARFAIE 55 & BT 98 ST A R o SR P 11
KR, R RIMHLA-DRBI1*04%5 {7 HE 4] f2 H
FETY 5 R 98 4G IEAH DG, DRB1*1101

www. wjgnet.com



THRE F BEIX S S ALBBIEIRDRB 1 ERERM 889
WA #H g 5
AFFREIT
W5 AR
e \ FBIE \ XIBE 5105 igigﬁﬁg
v 4 ! 4 X P TP ERY
DRB1*03 10 0.0538 9 0.0536 1.0000 AN AR
DRB1*04 36 0.1935 18 0.1071 5.100 0.0240 ¥ THBV & %
DRB1*07 14 0.0753 14 0.0833 0.8450 BARALH.
DRB1*08 12 0.0645 10 0.0595 1.0000
DRB1*09 30 0.1613 30 0.1786 0.6730
DRB1*11 6 0.0323 14 0.0833 0.0630
DRB1*12 21 0.1129 26 0.1548 0.2740
DRB1*13 10 0.0538 8 0.0476 0.8140
DRB1*14 16 0.0860 12 0.0714 0.6950
DRB1*15 21 0.1129 18 0.1071 1.0000
DRB1*mx 10 0.0538 9 0.0477 1.0000
DRB1*0301 9 0.0484 8 0.0476 1.0000
DRB1*0403 10 0.0538 9 0.0536 1.0000
DRB1*0405 12 0.0645 3 0.0179 4.736 0.0348
DRB1*0701 14 0.0753 14 0.0833 0.8449
DRB1*0901 30 0.1613 30 0.1786 0.6733
DRB1*1101 6 0.0323 14 0.0833 4.320 0.0380
DRB1*1201 17 0.0914 12 0.0714 0.5630
DRB1*1202 4 0.0215 14 0.0833 6.990 0.0080
DRB1*1501 10 0.0538 8 0.0476 0.8142
DRB1*1502 11 0.0591 6 0.0357 0.3315
DRB1*sx 63 0.3389 50 0.2983 0.4260
186 0.9462 168 0.9286 0.5164

FEMEDERIRELI <6 % BAMADN, DRB1*mx. DRB1*sx D BI/IMREDPIILEV AR ASNERN S
HIN, 7 BERR, Wy Msrasi T3 £ SNEA R R —TFisherBiBumiE.

ey mean = SD x P OR 95%cl

ORT ORZ
Sex 1.7389 0.2421 51.5873 <0.0001 5.691 3.541 9.147
DRB1*04 0.9306 0.3441 7.3149 0.0068 2.5636 1.292 4.978
DRB1*11 —-0.8962 0.5402 2.7527 0.0971 0.408 0.142 1.176
Sex 1.6082 0.2365 46.2424 <0.0001 4.994 3.141 7.938
DRB1*1101 -1.0829 0.5337 41171 0.0425 0.339 0.119 0.964
DRB1*1202 -1.1365 0.6135 3.4320 0.0639 0.321 0.096 1.068

5 CHUF 5 FREAR 5 AH 5. ORI o LB
RIFHEAL ) S EIE R, 5 #5 4 £ R 2 R4k
ORI R (P ESE R, fEXTHLA-DRB1%54T
BEIR B L N R A BT b R op, BOARIE R I —
AP 25 7 6 DR 7 9 491 4 5 ) TR A 43 A A7 R et
S, AR, NN F RS A4 FLogistic
IR IE 3 J2 538, A G2 L, iR
RERIIS 5 CBURE 2 S REA 2 K sl K p T A OC.
DRBI1*0405, DRB1*12027F Fi[X £ K 56 b &
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AR X B 5 ) AL 4 A 22 S B Gl
X, ABAE 22 DR 38 S A 5k IR R S DR R AW TE i
2, R, ASRERA L0 £ B 58 AL 1)
IRy, A AR KRR A & R B gt AL 4y
T S gt — 2B L.

H KHLA-DRB1*04%5 v J PR Jo HL I P 7Y
5 FFREAL AR SR B D Aikawa er al T
53N W HL A-DRB1*0405%%5 47 3 PR () 47175 45 F)
THCVIE YLl AL, 5 A BB 57 45
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W@ 5 KB R, G- TRIEURDL, SN DU BURTRIRIT N B RV 25, B G

AT B 4 B,
Tk, RA
H—RlEREF
B, ¥ RAA

%, LRt R AT
£

B

%NEETHLA-DRB1*04067EHB VB4 55 41
{10 35 R AT 6 g T 1B MEHB VIR L. i
B X WF A A —BU R, nT g S Nk
F T G 1P R B RIAT 5%, & ¥ B 0%
G0 FEHB VI P G, 1 AT
WFFE % e 12 HEHB VI G v (¥ B AL 25
STHLA-DRBI*110135E K £ &5 SHBVIE 418
PEA BB A AR OGP IR AR TE AR AT A 22, 22 B0t
W /RHLA-DRB1*114 BT 208 PEAL 9t
IS AT 2 A 7 L RHLA-DRB1*11
Shy TR R JFF 98 JFAE A P FR e 1 5 DR, 3k SR 5
AW G4 JIEAR — . HA2E, A > FH R
(FIWF 574718, Amarapurpar et a/™ ¥} B[ EE PG 5526
15115 1k 2L TR T 48 55 AT 100 44 4 FEXT IR 2% 30847
HLA-DREEH A, RIDRB1*11 1] R E 12
HHB VY FFEL 5 R . 3 X P g AR —
ST REJE IR () N IEFFTRT S 15505 25 R
A5 (2QHL AZEALEE RIAEAN [F] N FE (1) 53 A1
ZER i, NBEEI S nT i AR I BH P DG EK
(3R A 5t Al /)N 5% 1) By Bk DR PR A, H e, AR
()3 A RIBRATE 7 N L& KRR, /Pl 52
FINREAHDC, TAE CARIE 1) — Se i 50 R A
D, AR BAR AT IR AW TR A= 1
SEARTLR,; (4)ERHAN R, BEAEXHLA
PR 2 SR AL 284 4 7, XM 7 A Be T
AR L LA 1) = Y, ASBE A WAL AN W) A
R IXLEZEAT 7 F(Allomorph) Z [BI A7 4E 3 %
5, HLAXTPUR (17326 5 8 7t n] fE 1R A 1 2 ik
B A 2 L R Bk 1) SO i R AR R AR K,
T 5% 1 1) A0 F5 H B VIS G 76 P 1R I8 G M 9
A, Rk, R R SRR 2 M r1E B
() B o0 T A7 —— s BB 8 A0k A 2 rpol 7 R
R AE FE N W DY 250 HB VI YL 36 I 1 S i), I
H, 22 H0 GO o TN 1) 25 07 3 TR 43 A A
W THardy-Weinbergittf& ATk 50, AL 5T
AT Z R0 )50 b, B, A T ReAS
(EEREINENES

HLAZEA LKA A, BT 26 HBV CTLE
PERANTR]. HBVIEGY 5 O B0 B R Sk
Yoo T FEAN P 1 e e A 5 R Y,

HBVIIAL. SRR S SR RSE
D2 M54, &0 THLABRHIVE 0 2s, BLK
F UG T 8 THB VAR S PECTLIN %, A7 ) TR
ANINTRHB VB 1) G328 05 BEATL . A FUAE
AP RRAT 93 27 £ B 15 IR IRHLA-DRB1*04
A DR FLHE PR AR 5 4 R R DU N LRI 58
JHFREAL S DI G, TRB1*1101 0055 A Hs X 2,75
JFF 9 AR SR AR DG, AR, H T X Sem o gl R v
RAFBILALBE R UESL, WARE T B 4518,
L PRSI A FON NS5 QT VA
KR FE 5 I BORAL R, IR B AR I OX 2247 1T
SR AT BN T47)? LT RERI = L
72 Rk R AT ST A BEHER A1 25
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Abstract

AIM: To investigate expressions of platelet-
derived growth factor (PDGF) and connective
tissue growth factor (CTGF) in cholangitic
stenosis, and analyze molecular mechanism for
innocuousness biliary tract stricture.

METHODS: SP immunohistochemistry was
applied to defect the expression of PDGF and
CTGF in 10 normal bile duct tissue specimens,
20 scar tissue specimens of extrahepatic bile duct
and 12 scar tissue specimens of intrahepatic bile
duct, and the relationship of the expression with
cholangitic stenosis was also analyzed.

RESULTS: The positive expression of PDGF and

CTGF was remarkably stronger in scar tissues of
extrahepatic and intrahepatic bile ducts than in

www. wjgnet.com

normal bile duct tissues. Kruskal-Wallis Test and
Man-Whitney Test revealed that expressions of
PDGF and CTGEF in scar tissues of extrahepatic
bile duct were not positively related to that of in-
trahepatic bile duct, whereas there was a positive
relationship between the expression of PDGF and
CTGEF in scar tissues of extrahepatic and intrahe-
patic bile duct and that of in normal bile duct (P <
0.01). Correlation analysis revealed that there was
a positive relationship between the expression of
PDGF and that of CTGF in scar tissues of extrahe-
patic bile duct (r = 0.63, P < 0.05). Moreover, there
was a positive relationship between the expres-
sion of PDGF and that of CTGF in scar tissues of
intrahepatic bile duct (r = 0.58, P < 0.05).

CONCLUSION: PDGF and CTGF may play a
coordinate regulatory role in benign cholangitic
stenosis, and the expressions of PDGF and CTGF
have a close correlation with benign cholangitic
stenosis.

Key Words: Cholangitic Stenosis; Platelet-derived
growth factor; Connective tissue growth factor; Im-
munohistochemistry

Chen WM, Li YX, Chai XQ, Feng XS. Expression and
significance of PDGF and CTGF in cholangitic stenosis.
Shijie Huaren Xiaohua Zazhi 2009; 17(9): 891-895

i %

BH: #aml fo AT A K B F(PDGF)fe 4
%2 A K B F(CTGF) R 8 KP8R4 2%
W 4 K, BAAGTFKF R IR o i iE
B T RALE.

Fi%: KR %R LAALSP A ] 104) SE G e
LA4%. 204 BT S Re 7 Je, R 4B 4% B 1 240 BT ) fe
BB PPDGFACTGF# &k, t#1
RURLER SO E RV S SN Y2
JE IR PRI AR KL

HR: TN, SMNeFRRALPDGFCTGF
kAW G, ERRREMBEARIE. 2K
YoiR, RFS. MRRE R ] £ AR E &
SL(P>0.05). # FLa L E5 A 3t B a2

[ L )

R SN R
RHERPAERKE
FPDGF#2CTGF
HHE, THA
5T R gwmmp
o EE I . IR
JR A R W fi# A
B 5t om e B F 89
Rz, FFFRER
¥ AE, W ALA Y
R, 2 KBF
PDGF#CTGF 5
R iE M e R
REWARE, TH
H A5 K
R B ITRAET
—ANF 3.

W& 5 SE
Ay, #ax, kW
X %% = E Rt
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;}iéﬁ f; - TR AT R E R E L (P<0.01). Spearmantd 5B BE 485 HLUIE SE IR A M B A% 9 R A
e, FANRA . AREERMARPPDGE (LR A0 (SN EHERAL), Hh 124,

#ERT AL %
A, A2AEAT — P 2w
Jo B F oy B R 4
RAK KRB
e bl 4 e AL A2,
12 5 % T & FF
oL B T 69 R A K
PRINFF 5, AT B
FTEB I LM
JOB F KRR
JBAF ikt A2
wiET AR, St A
A Ve R b o Y
A ¥e 6 08 T AL
e Bz,

FeCTGF#) £ 3A ¥ ZEAX(r = 0.63, 0.58, ¥
P<0.05).

2 B A, MeE ey, PDGFA#
CTGF &, MmEWM AL ZEME, Sz
i KM R R B A &

XEgiE: B, WER, MRITAERE 7 %
HHAERET; REAt

PR3, =218, &gt BRI BERMREDRAR
PDGFMICTGFEITRIA RN, WRENBEIRE 2009; 17(9):
891-895
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0 3I=

A R Aty 2 405 0, s AR ) 2R 23 4
SO A S T AT 4 4 i 2R 1B 52, 3 1T 3L
JIETE G I g A . R S N B AT 0 LA AT A
J7 1L, U R G RS DLORFR 4 2 T 58
AR RN R ] 5 ] B LA AR AR Bl
(R RE MR, 1 98 S N B AR ] 5 AR ) & R
BRAS, 1R T I D REREaG S5, an ] i Fva
7 RN SONR B 7 A (R AN R 5 R 2 24 4 s 2
FJT 16 W PR T ) . H A, A OC EE 2K
5 R L B 977 96 i Tt R AE 5 ) 2> L SR
8. R JE B2 A i R T A A
WL, SR A B A B A s T R AR A, JCRAH
PR S T LA R A e e . IR
AL L) 2 AN 53§ R AR RVEREIR Y BT 1
IRIE T R B 18 53 0 i (2t B 4T 4 4 ) 1Y)
KIS TA0E 9 SR 5T b IR i A
L R AR AT 80 M L D] 1 B DR R e =
()3 U 0 Z A BT 28 PRI IR I AR 4 2 il Bk
AT B35 20 AR D7 A I 1 L /N A 2R TR
T(platelet-derived growth factor, PDGF)F14f 4
N4 KK F(connective tissue growth factor,
CTGF){EAh . JHWIBEEIRAZ. I A
HLP I IE B L BV 40 0 K M 2 23 AT,
UG T AR AR IR R 5 2 T AL
i, RITPDGFHMCTGF 434 5 A 2 iR
TE IR AH DG, Ay il DR 97 v IEL A 98 P e 7 4 ik
PR A

1 #RFEE
1.1 A4 B4E2003-01/2008-06 8% 7% & 24 5 M =

L8, KIS 24-78CT351) % 5 N A Bk
A8 JEUIR A e LR A 1 2451 (JFF P IR A IR 4, 3L
w56, e, KIEFEE29-79(°F14152)% ; [
I, SOFF R R AL I (0 S A IR AL 2R 6491, 1L 3
Je DI (0 B A RS AL 2R 4] (L 1091, 4k IE & JH
B, MPTAPDGF mAb(E -1
AP TREA R w77 ), P ACTGF mAb(i
DU LA AR ) TREAT B W 77 ), SR )1 o
FICRAIA) M bR T R S GRB); Bl ALSPit
P AR LA A4 TREE PR 2 w7~ i ); DAB
KID; Lli Vision+Polymer HRP(Ms/Rb)IHC Kit;
PBSHIR Eh 22 P (K3 711)); Poly-L-Lysine; Fr 1%
BPURE LT

1.2 7k KM AT ARG EPUER
A - A G VR (SPYE) R I A1 L
P IHAT 26 MBI 412U E 3 IR 4L ZPDGF A
CTGFIHZIEFEAT.

1.2.1 £EAL8AFERMNPDGFH &AL Al
VIR B FIK AL IS, FHPBS(pH7. 41 YE3 IR, BRI
3 min; AP BAT AN B BE5K D) Inso
L 30 mL/Lid A A0, =59 3 10 min; PBS
ME3 YK, K3 min; B EPBSIH, &K1 A NS0
uLH—Hi(FHT APDGF mAb), %l R4 Cidk;
PBSHME3WK, £K3 min; BrZPBSI, Bkt A
50 pLERG D AIGAFIA), FiE\ FFE20
min. PBS#YE3IR, B3 min; FRFEPBSIK, £Fik
PR In50 pLEghrd RS PIGRAIB), = T i
30 min. PBSHUE3IR, £EK3 min; R EPBSH,
B VIR NS0 uLBr L FID AB I, WAl
MEE10 min; FRAKMEE, PR EEZ S, 1 mL/LE
2034k, B RZK YL, PBSIR W ; 66 15 A% i K T
i, HIZEW], R VR RS .

1.2.2 SRS EMCTGFe ik —P
%Pt ACTGF mAb, —HiHZEY) Fhrid Fhif
IgG, 42V B [FIPDGFEL I /7 2.

1.2.3 et BB 25 CAIFPDGFAICTGFRH M

1.2.4 FIHEAT R S5 2 X H0.01 mol/L
PBSAAH 4, HAR L IRAAR. B FIER
e R A ML V7 AR — Bk AT AH [R] 25 SR 1) S 5 44k
Yuttr,

1.2.5 &R 3|2 Anf: S 199644 [H Fu s 4121
W 2EHAR 512 Wi br AL & U 2 5 W 40
JREAZ P LR B R B S e T S e B
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A XM ma LBt
A r s B A Sk F K e
‘ L b o RS % F
1 il el 5{'_!- Cad A IR
5 YRS : £ B, 2t
S S e W, o R b Bk F
A ar‘!g . / . RALH BB %
L LA A 3 49 BF 70

v T A " I HRARIE.,

W o L 3 e : ’l-' ¥

A - - j v ‘ A pl- .'1 ; .‘i tn
¥ s, “' “ PF!? .‘; Hﬁ' LFAR, #'.*.--:- : _.". 1ad N
. & . I~I"~' ":; ; r"‘.r "y \ - i ti 3 %
=, HRSTY - ST R N
= L3 I'-I'.l"' "I.f: ¢ 'I.l'.’, -
- = i *l F i W Ay a
-_ "'JI' Ly ;l L

2 CTGFERERIFRIXISP x 400). A: [FFAHE; B-C: JERA.

a0 o, BHE 40 M VE e AR #fE: PDGFAMICTGF 3 %
DUAR €0 0RE A €0 1 o R0 0 JEE kg FH 1 40 . 4
M B BT 23 o LU e “-7 B4

M; 47 A A M A% RN/ B AN T G R
Cot T ONIREREE T NI 2 ).

B b A B HLES A e 5 (10045 ) 400 1 A0 52 1 v
S AN A, T H TR 4.

Bt A Gt A FLN FISPSS 12,05 A
A, HEAUACEE. B Hmean £ SDE IR, K
S HA I T Kruskal-Wallis TestflTMan-Whitney
TestdEAT Z 4L A1 LLE:. K30 ARHE: P<0.05K 7R
WAL ZE A W . R SpearmanAi 5% 4 M 2k
fTPDGFRICTGF 1k K & K177

2 BR

2.1 PDGF& A ®y &L IEHHEAZIPDGFE
TCRIE B> F ik, G (EI1A). fEFA .
JIFEE e 9 2H R Sk B BT, S A R A
Fh, BT LA, I N B an
M. BEATFB. EWEAE A, R A A Ik
20 6 1 4 R e, i b 2D SRk (8] 1B-C).

2.2 CTGFR &8 &k IEHIREHAZCTGFEH
TRIKE D B RIE, IRGL(E2A). TEAFAM. K
JIEE Je I 2 R 2Rk R PP, BH Pk A g A
pOlh, FEUEAL T MR, a0 b R g B
Tk, fEMRE L. M A g, sk
HIF B A 48 40 Jif rh 1) 45 5 S 11 e 15 (EI2B-C), P4
A B BIEX O A (

www.wjgnet.com

1 Z4APPDGFAICTGFEB DTSR (mean + SD)

D4 n PDGF CTGF

36.90+2.48° 34.23+1.30°
35.67+11.89° 32.61+13.20°
1.54+0.96 1.22+0.98

FFINBEERA 20
FFREEERE 12
EBEEAH 10

°P<0.01 vs IFEIBEZH.

2.3 PDGFACTGF& & k& o4 k4l 4i1)
Fr ARG A BE N (X 100) bl HLIE £ AN LEF, T
HPDGFHICTGFH [1RIA BN i L, 75
oM. SR A gt b, KILH TRk, I
Ahy PR IR 20 23Rk 3 B, 1R IR 4
HRIE TS, LW ELE, IFoh. WIHEERA
5] 25 520 i 25 M L (P>0.05). 1 P45 1E
0T R B A 2 S 38 A T 3 R (P<0.01,
#1).
2.4 PDGF#=CTGF% & % ik #) % % Spearman#]
Kot o AIREEIRAZUTPDGE
MCTGFHE F MW MRIEB M IEAH K@ = 0.63,
P<0.05;r=0.58, P<0.05).

3118
PDGF& —F i aa xkmAd KN 7, &

B0 A Al AASE 7 57 4. PDGF 2
H AL /NS 23 WA R o RTRE R TR, AABYE AL f F
FEN ML AE D 8 T e AAT
B URAL, EWRANNL . SR SRR N B
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iR EE

KB R MM PDGF
FCTGF AR
DEXR R ]
ik, AEBEE
X WY A8 % P Fe b
B, UM HF 7K
ok F IR R
ik F R
W), ARG
R A M e Rk
% FEAE T AR IR

JfL s 3% R A A ST A 4 B S5 T LA A A
1. PDGFX AT 4Ea i ~FHI LA, g
AN RN A AT A IR, SRR AN
R 2T 2 A P 19 0 S 3 S IR R £T
Y 5 H (fibronectin, Fn) 140 il 4L i (extra
cellular matrix, ECM)Z5 355, PLIEA ZH41 208,
e G A . pR T /N R e SR I URE i o)
M R G SN, BT LELAE DA O J2 61 T i
e e S

W RN, G047 J5 BT PD GF & 542 41
HIFBRI R AL, JEAEdE H IS 5E, WO B
M5 P F B A I It AR LT e e A, AT
JR T I AL, 71 T A D RE O AK) BE . FBAE I i 4
R P G R BE A 2293 2 I
IR T RV Z, AT RE S 41 R IPDGF 2
1R EAFA K. Haisa et al™RILKPEAZFB
M2 A K- LEAEH BRF B i4-548, 1P B
ARG ZE ). i Schneider er a/” 3l i A B
JBR i3 2 T 41 B (pancreatic stellate cells, PSC)J5i4t
BRI, AEa-SMAFHPE IRIMF BAE4H i b A7 41
PDGFaMIPDGFR3ZAA, fEREFRIEF NS0 pg/L
PDGFAI5 pg/L bFGFAJ & 3 It gi fu 35, A A
PDGF2 AT R 40 2. A2 & B4
PDGF(recombinant human platelet-derived growth
factor, thPDGF) KA 84 LG, HALHEE
RO 1B R Ak s B g,

CTGF & — il I AR T 3R 3 21 4 4
JHE0 54 5 R I S AR PR AR A DR 1, s v B AR ST 1)
CCN(CTGF. Cefl0/cyr61 fINovHI4i )% ik 5
B0, CTGE AN 2S5, 53492 Ak
MR, W EIEEIR, 12 h36-38 kDa,
AT AT AEAN I -V JUL AN B AT P Bz 4 5
Oy, BAEMT I WKL B Bl BTSSR
BRIk, NECTGFRER B T Y 1446q23.1,
BHESDMINE T, 4P NE T

CTGF& & e MR ML 7025, s 1) 78 5t

SN 45 L ECMIR =26 L (R 22 0 24 40 i g
B A BB IS YT A0 A B T R (R 3k
A FA LA REB TR A A T
TP T B (s R B I A A 45
CTGFRIE R &2 E MMM g EA
D7 ZERBDIRAL N, CTGFIE ik, Al AT
FLAE YT 100 78 TR U 40 o (o B 2T 4 ), ek
HAEFHFIECMI A, I REAE I TGF-BIK T i
HARA AN T LEAER, MTGF-pE

BN 2 R A LT A R AR 2R i &
AR SRR 25 er al R ILASMT
TR NI 2B 98 1k 20 AT 4N i 5 1E B R
IR EE, IR 4. CTGE M CTGFHE N ik
B XSGR er al™ I SRR HBRVER T
PRANREFR I N S PR AL SR 2T 4 40 i, R4 o1 3L
CTGF#£ik. KJEA . Garrett et al” )\ CTGF
XFFTGF-p1E S HIMFB 04k & 26 75 1, {H
IXCTGEA L LG HEMF B )73 A I Ji 5 I3 (1)
Wi CTGF & —Fh R4 R 7, 1E4
TGF/SMADSsIEE I NFN RS 5 R 2R
JE k. BHTCTGH1 ™ A J LA 7 A 30 1] R
h A JE B R PRI IR IR YT 34 T — AN IR
FHELTGF-B13K AL, CTGEXHLEF YAk A N % 5
RN 24, IR CTGFRIAEFAAE N Rk K
TRA, JLAE VGt 2 R PR T 45 4R 21 2. BH T
CTGFAZ HBLHWI TGE-B1 )5 vl fig /= 14 &
(IR R SR . PRI, CTGERIAE by ek T- 1 4F
YeAb g 25 24 U UV RE IR BE 1, CTGF R E
N IEFENET LT eI i HA 5 AT

A 2R KW, PDGFAICTGFLENT N -
AMIRAEEIR AL LA AR R 4. 34 A MFB.
LA PA) 32 A R —— 6 98 i 4 i v 1) A s BH 1
SrE S PSE VAR 1 o L L S o LK =
YglRIEES, ERILKIE. WHPDGFAICTGFY
JEAEJEIR I AT % D) 1 0GR Lading et al'"/E95
PRI 20 2R R FRFB S 5T 4R B, PDGF
HARIRET . O 5B PDGF & Fi% 4
N AFBR &G A, IFOEdE G 5E, Wk B R
4% B A IR R A R AP 4 iE B 1, JF
1 SR S Ak, TR T B AL T S8 . PDGFER
155 2 AR DR A A 0 THE 2 5 A AH B
SO VR, AR TAH BB A, 3 R4 T S e
LB 1A CTGFAEFB. 40D
T 101 4 55 2 ol 40 R 190 15 RN 23 RS Y
fER. fEIE R I HE 4%, CTGFI ALK
SPRIE. RS AR E R, CTGFRglE %
ik, Ay LR F T D) e ke U5 4 i (T
YEAN ), (2Rt A RTE CMI) A 1k, IS AEfE A
TGF-BII Mt A A e S ILAE L AR H,
MR IHE Z ZA P FB IG5 5 6 1.

HEHEE TR, PDGFMICTGFAI R4t
FH G 11 40 B DS~ 3 35 A7 0 AH L (1) I 2% 1 5 4
H, I B 2 18 5 4 I FR 5 58 15 43 4K, Heikkila
et al" T EKYIPDGFMCTGFEE P % ik &
fisk ST JUL 40 1 5 1) DG Bt R 25 N Ak 3 DR 3%
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Simpson ez al'" R, 2R AR AT LLBGE AN
i P LY AR 4k, 8 INPDGFMICTGFERIA,
R — RPN, it Spearmantf X
MR HPDGFRICTGFM # il EA I &, it
Y 37 0 A TR JETIRTE J P o et 2 A T B R A
F1¥5. PDGFRICTGF ¥ 3% Fi b [F 4 H nT g 2
5T FBIH A L 22 R A Ak, BRI &
B S R IR - P R 4 R O B 8 e
JRB42E . PDGFAICTGFER (110 s3I 5 RYEHE
WA PRI ALY R B A 2 VI A.

BRI, HEAh AIBEEIRA N PDGFH
CTGFHEE, WHES S T AR 440 M ¥ 7310 3
B R R B LA SR A i R U 4,
H-F BRI A, E MNP E IR A2 PDGF
FICTGFE AW # 1R IE SIEAE, AP
IR P PDGFRICTGFE AW (1) &5 JR
BGOEAR DG, P E BA AT, PDGFHICTGF
b5 R R P IR B DIAH K.
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Abstract

Non-alcoholic fatty liver disease (NAFLD) is a
genetic-environmental-metabolic stress related
disease, with its pathogenesis not completely
elucidated, whereas oxidative stress plays a
major role in the occurrence and development
of NAFLD. This article provides a brief review
on the role of oxidative stress in NAFLD and
its related factors such as the mitochondria,
microsomes, lipid peroxidation and uncoupling
protein -2.

Key Words: Non-alcoholic fatty liver disease; Oxida-
tive stress; Reactive oxygen species

Yang LL, Liu T, Wang M, Xing L], Ji G, Zheng PY.
Progress in research of oxidative stress and non-alcoholic

fatty liver disease. Shijie Huaren Xiaohua Zazhi 2009;
17(9): 896-900

5B

3F I8 M g B AT 9% (non-alcoholic fatty liver
disease, NAFLD)-Z — i 15 -S54 5 i
AR R, F R RAUHR R T A A, P
FAC R 3T TNAFLD#) £ A X g AL % A4 1E
A. ASXANAFLD L 8L 5 & AR % %@
B & (e & Ak, bk, BRI a4, 1%
BEG-DE—4A.

RE2IT: IETERE R AT, AR E R

. %, £# BHZE X, BBX. SRS IEE
BB RIARER. HREABAE  2009; 17(9):
896-900

http://www.wjgnet.com/1009-3079/17/896.asp

0351

AR PE I Wi PE 9% (non-alcoholic fatty liver
disease, NAFLD) & 45 [ 77K FIEL A B ff 140
JH DR 38 B 3500y, DA R P I A e Ry I 0 A
h T EERFAE R Wl PR PRG035 Bl 1 i
93 FHF CA B e Hs AR i AR 7 P2 I % (non-alcoholic
steatohepatitis, NASH)FIITAE{L". H 1, NAFLD
ST T BUGKEAR VE e 2 Mg T v 1) 1 2293 IR, i HL
A B it e R LRI, A28 5 1
JAT G fE S E Y. NAFLD & —Flisi i34 55
AR L JORH S e, R LI v R 56 4 W
ffh, 2R RER 5 R R REARR, P 28 A N
X FNAFLDIR A AR R A SR . T4k
XINAFLDF A AR H], S8 ALY e L 0T mT
fE A7 AR B0 1 P

1 SR

A0 PR FH 40 AR BETE AT PN, 28T A1
FH 2L B3 1 46 (reactive oxygen species, ROS)[1)™
Az A R FER AR e L # ( RE g, XA Al
AL SR A I A 2R T A4 RIR S FR
ALY, ROSTIEFEHL(OH-). H4 B2 T
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FEO™)s I AR L (H,0,) S 7 T AU R P b 2
DU A 1 A B AR A R AR R A I,
o3 1 A0 AR A AT 1A BN AS 0] 1R HL 7
A SN PEAR =, AE VS A BR, vRERE IS
(R A

TEAEBDIR DL FROSIH = A AR /D, I YERF7E
ARG H RACK, JEAT AR D) RE. 2
SR AR JRUE RR I H AR, A A
MK BRI R A, S5 A A AR
5 AW 22 RLI R IR A A1 T
B AL EEH K FROSH 7 A4 18
%, B P A R G B BE ) AR Bl A
P, JCBGHARIT A2 4, JE AR 1 512
AT TR, SEDNAL B EH A
I 0T A5 %) A A BT AR A 0 T, B R 4 i 45 ) A
IhRE M e dbE, 2= A A B

JHSE 54t i v A7 3B T 7 AEROS: Zeir
AL SRR S A 4. N AFLDIN 40 MY
T Bk B 3G I A A SO, AL Gk A T 1D
P 1) SR A R S Ak S L A K 4 i €5 3 P45 0
2E1(cytochrome P450 2E1, CYP2E1)FI14H il 4 2
P450 4A(cytochrome P450 4A, CYP4A)X} K BEA!
RN T R M o-224k, MRS T APt L
YT, (2 FEROSIHIE R, 7= AN,
HENAFLD1 3 .

2 SRR SRR

SR A4 I T 40 P e I A B s 2 —, AR
FRBEAT B-5A LRI R RGN . ATPA UFIROS
TE R = 25 . R R NG LS, 1 A
GRS B BT S AL, ETRBEC o A il
AN, HHATPHRALAE G, 45 7 TR 4% A8 1l 19
CoA, RIadE NLRAABEAT AL, HEIEC o A7E-
A R A A AL B 4l B (N ADFIFAD) A8
It J5 A (NADHAIFADH2), NADHAIFADH21E ;
L AR T W P, A e b DR ARl A I R IR
RAT, NADHAIFADH2 A I fL 14 33 45 W
WEE R A, AR, XS
HUDNE 2R e SRS C 2 LU RE)
AN, H5EFRT455 B UK, (H—/NiB4
IR AT ER S WSR2 B
I ABROS™.

SRR L A5 36 2R G0 n] T FE A0 90 % 1 48,
JEEAL N AR O STE i = 2347 . 1E 9 15 L
N, R LN TR AL, 2R A i s R A )
AL AT DL Y R T R, AU AR
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At LATPE U Ard ok, [\, 4RO SH]
Bl A Y B TR B, ASKERLAA = A= i 5 (H
NAFLDR, Jig s FUE i A5 0 e 34 2, Ak
X U 25 1 017 T kB 140 485 o Aol S H Ak B- A A 3k B
ARA L8 i, BE TS IR OS 77 H, 4l Hida
A 5 )3 Bk e T B RO SE ALY, ROS X
ATE SR AAAE b 1 B AT, EE T
PR EDNA(mitochondrial DNA, mtDNA), 5|
B ILEB RS b 7, AT ZR R A DN A BRI 6 Bk 2k
AR, AT U 40 i g 195 A8 2% R AR O S
T, R B EAEER. ROSIE i) H 4%
T LR IR W 52 4, T PR EE S A 1T
T AR] — AN 25 0 P 7 3 A2 2 LA, T 80
THESE RN RO, BHROS” A I
ATPZE .

R e A 1 B O A A 2 IR kg R AR Ak
SRR, PCRE R A O N, A
R ATPIRERSTS. Pérez-Carreras ef al 53l
FINAF LD (8 WG 535 M) 3% 1 LU ) e 2 %
fIK 730%-50%, HZR AT ASHL I i, oA 0
HIZREL . . Wi, EREEIR &SN
NAFLDZEIRR b H,0, 1977 42 525 58 hn, 2k
VRIPIEE R A T IS TERRT T735%"". Hayashi
et al'"WF5T R N AF LD i 2o R4 (AR ik 45 1
SR, SRR IR BT PR T B R A A B IR A
B, 5 B0 7 P W% 3 S v BEL KT T o A s 3
ST, A RENE T A AL, B TE
sy RNl SN

3 RRHASEILRD
TOREARJERO S A 1K 73 — AN ZL W . 7EHIE
T UG 107 TR 1ok 22l 4 b Ak S A R 0 1k =2 4
LI, ZeRL AR S0 5 107 R S8 A0 28 48 T Ok 4 48
1R GG AR A . 40 M 3R A
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Abstract

PDZ-binding-kinase/T-LAK cell-originated
protein kinase (PBK/TOPK) is a recently
identified 322-amino acid serine/threonine kinase
involved in cell cycle and proliferative regulation
of malignant cells. PBK/TOPK promotes tumor
cell proliferation through p38 MAPK activity
and regulation of the DNA damage repair
response. New studies indicate that PBK/TOPK
have a important potential to induce malignant
transformation, suggesting a potential target for
chemotherapeutic treatment of cancer.

Key Words: PDZ-binding-kinase/T-LAK cell-originat-
ed protein kinase; MAPKK; Serine/threonine kinase
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Abstract

Due to lack of specific clinical symptoms of
small intestinal bleeding and the limitation of its
conventional examination methods, diagnosis of
small intestinal bleeding is in a great dilemma.
The purpose of this paper is to review the value
of digital subtraction angiography (DSA) in
the diagnosis of small intestinal bleeding and
hope to instruct clinical diagnosis and therapy
sufficiently.

Key Words: Small intestinal bleeding; Diagnosis;
Digital subtraction angiography
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Abstract

AIM: To investigate the expression and
distribution features of islet amyloid polypeptide
(IAPP) in duodenum of rabbits during the
postnatal development period.

METHODS: Sixty rabbits were equally divided
into the 5", 15", 25™, 35", 60", and 90" d groups.
Immunohistochemical SABC staining and image
analysis were performed to detect the expres-
sion of IAPP.

RESULTS: The expression of IAPP was found
in the duodenum of rabbits at different postna-
tal development stages. Positive production was

brownish-yellow and resided in the cytoplasm.
In the 5" and 15" d groups, a few IAPP positive
cells scattered over epithelium mucosa cells, and
the staining was weaker. During 25" to 90" d,
the number of IAPP positive cells increased and
staining became stronger gradually. The positive
cells were mainly distributed in the connective
tissue of tunica propria, and some cells scattered
over epithelium mucosa cells. The result of im-
age analysis indicated the number of IAPP posi-
tive cells increased from 35" to 90" d (F = 24.19,
P =0.0001), and the mean grey values decreased
gradually from 15" d (F="72.42, P =0.004).

CONCLUSION: IAPP maybe involve in the
development of tunica mucosa in rabbit duode-
num as a nutrition factor.

Key Words: Islet amyloid polypeptide; Rabbit; Post-
natal development; Duodenum

Hu Y, Liang WM. Expression of islet amyloid polypeptide
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W 04 K B oA A
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A J55. 15 d, IAPPIR M an BaHAE 5-H T 4512
Lk tmpa), dam e sk B J €%k 25-90 d,
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1 SERELAEMERER T+ _I5AIAPPEIZRIA(SABC, x 400). A: 5 d; B:15 d; C: 25 d; D: 35 d; E: 60 d; F: 90 d.

R 1 EEESRKEMNRIAPPIEIEMRNBEIITER

(mean x SD)

M IAT
£5(d)

U mmeyE P TORER P
5 11.56 + 3.54 186.51 +11.03

15 10.01+4.13 0.3120 171.18+11.29° 0.004
25 10.67+2.51 0.5470 152.38+26.58° 0.015
35 28.37+4.27° 0.0001 151.19+29.92 0.348
60 45.36+2.09° 0.0001 150.41+24.93 0.111
90 52.48£6.22° 0.0001 150.84 +25.66 0.173

°P<0.05,°P<0.05 vs 5 dH.
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Abstract

AIM: To prepare a Metronidazole/ MMT
antimicrobial composite and study its in vitro
release characteristics.

METHODS: Metronidazole is intercalated into
the interlayer of Na-MMT with ion-exchange.
Metronidazole/ MMT was analyzed by XRD,
FTIR and TG, and its release characteristics was
detected by in vitro release experiment.

RESULTS: The interlayer space of Metroni-
dazole/MMT has increased to 1.3026 nm from
1.2345 nm, showing that Metronidazole has
already been intercalated into the interlayer of

Na-MMT. In vitro experiment demonstrated that
Metronidazole/ MMT antimicrobial composite
had a good characteristic of sustained-release.

CONCLUSION: Metronidazole/ MMT antimi-
crobial composite with sustained-release prop-
erty can be further developed into a sustained-
release anti-infection drugs.

Key Words: Metronidazole; Antimicrobial compos-
ite; Sustained-release; Na-MMT

Yang JH, Lu XW, Wei LP, Ding T. Preparation of
Metronidazole/MMT antibacterial composite and in vitro
release characteristics. Shijie Huaren Xiaohua Zazhi 2009;
17(9): 914-917
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http://www.wjgnet.com/1009-3079/17/914.asp

0 51

i 1 (montmorillonite, MMT) XK “Z2liA ",
JET2 L VR R AR, B R B8 i A4
SMRZEORA S, BT HEARKI R,
7£456-676 m*/g 2 1], DK AT B 0m (1 Bk, 4

www.wjgnet.com



R, 25 ERR S T SIS BRI RS E 915
AP WIRET R H R P, DS 900 il R
L R A 0] S gy
IO 2R IR BRI BT gy i
HRLHS . e BT E AR B soo0- I A o
ANEVZEE L, S 2 b TR A 8 4007 il
BRI S LS SR B, e 20 NoMT R
BUlt— Bk, RERM AR, FILEAE 0] Metrondome i
I B, o

F i (Metronidazole) @ Tl 3Lk e, 7F 2 4 29((5@3) 8 10

I R % T2 B T 96 97 4% Pl DR 4R R R e 1)
BT, HANHARRR, S Rch &, IR TT il TiE
B (H pylorn)E Q252 —. KEITUEIR,
FEIE30% (1) 78 A P 35 S5 AT A i 9T
kAR, BT 204 RO A% O X iR
W 2 FUIRS S5 I AR A IR 5 I B %, 53K
AR A 2 AT S i B I PR B T2 A711.5%
(B R 2 kya Ty, Hoh23 B K2 WA )
RN ZAEIRTT L Rk, 3 DR > 20
BERIVE R . B AR PE )BT 25, A4 T
W, REARBRH pylorrify7 W EZEHFIT T ). AR
5 DA Ak ol o5 FE A M/ 2 P A )
(Metronidazole/MMT), FHIEAT AR B L0 11
WP, R4 G it — Pt A Bg ALt

1 SRIRTSE

1.1 A PG I JORE 24t 2 2 05 A 27 )
24 PR TR LA S 06112402); 4K i 1
(Na-MMT) L — SR A R w2 A, s
TSHZ- 5 AR KA 5 A (F it Rk B g7 2 bk
), BioMateSH 5841 66 E A (Thermo A H]),
D/maxIITXATHA(H AR 23 ), 7 AR
LN REA (G2 E Perkin-Elmer /s @), 4T
X (€ [ Perkin-Elmer/\ 7).

1.2 7%

1.2 W aKw/ 2L L5 A 096 R % PRI
— e A T50 mL2E B Tk, A
AN S R, VR AR pHAE, B
PR 40 minJ5, ££100°C VA TEIRBERE— & I
i), FE, VR, UeEk, BT, L 200 H
i, B 7 R e S R B A, TR ARAT.
1.2.2 25 # R AE BRI 3K, X430 2 B by
FIXRDE, MR 41 CuK o it 26, HL 40 KV,
FIE S 3% /min, 25K 0,02, Fd AR
LT A CEAGHEAT MR, 14675 11400-4000/cm,
KBrk . FHAE S H7 G # ok B il 28, k4%
PER 733N, FHEE A H20°C/min, iR

www. wjgnet.com

B 1 PERBRINSHYERITESSWEIXROEE.

Metronidazole/MMT

Na-MMT

e

0 500 1000 1500 2000 2500 3000 3500 4000
Wavenmber/cm™

Transmittance (%)

2 PERRINPHE RETNESSYEIFTIREL.

20 mL/min.

1.2.3 W AE/ L LA 64 69 IR SR 3R
52 Bh PRI — a2 2 P M/ 5 i - Pl = A 240,
S EF500 mLAHE TP, LA T B g
HRETBA o, B HE TR BCE TR K IR IR %
H, #3480100 /min, L% (37 £0.5)°C, BTSN
B, 105, 1.00 1.5, 2.0. 2.5, 3.0, 4.0,
5.0+ 6.0 hEUFES mL, £800.45 pm/fLid JEfs L g,
H S I 785 mL TG R T8 o, HIE ok 4y
TG EEACI E WA, oS RARRRE, T4
il SRR 24 - I (] it 2k

2 B8

2.1 XRD %A 443 5 It A T A i/ 52 5t -t o
REYHXRDE W IR, 5521 1 120
FoNT7.160%, 2R84 1.2345 nm, 42 )5 i
T/ 5 W3t L 0 0RT 525 ) AT S 0 S R 5 i
AR EC R A AT A, T 1/ A%, 2041738
h6.780, I FEIE K #1.3026 nm. i B4
FERF e 3 = B R SR 0 v R e .

2.2 FTIRS AT 4438 5 It R A I/ 52 5t - Bt v
HEWa NS E 2R, B BRIt 5
O~ PR A/ 58 i L B TR 2 A ) ) 2L A0 D 1



916 ISSN 1009-3079 CN 14-1260/R WRIELNEKEYE 20098638280 51746 5957
mZAEE 100 | 6
A A o5 N
WLeMALE Na-MMT S s o
BUERRYRSE & 0 3
KEAREHE, R gl £Eg ¢
BB EHGEA 2 £ 3
Ve, BV H pylori 8 801 Metronidazole/MMT 23
BAes kMg, F o) R )
AR AL EF — = artificial gastric juice
A Ao B AR 70 ‘ ‘ ‘ ‘ g 1 — e artificial intestinal juice
0 200 400 600 800 0

Temperature/C

3 PWERRINPHY RBRIHESSYIITCHL.

JE A RRAE 2 E3620/cm Ak () A1-O HAH 47 3 5 Al
1030-1050/cmyts [ P4 55 ¥ Si-O-Si 1) 224 5
W Ueg, 7 VAR e/ 5 T - B B 2 S I LL A
O VR0, BIAE1550/em B BIN = Ofh 4k
5, [AIN3420/cmAl1640/cmAb -0 HI 38 2 U3,
55, 3K 2 PR A A Pk 2 i S D R 45 4 /K e
ek, KISk, 454 R M 52 00 1 40 R
A WXRD B 24, 280 A e CL 2 N 4h
BESE - 1) 2 1)

2.3 TGH AT M I3 3k 52 Mo - R il e/ 52
JBE - Bt B A B 4 ) R oy BT il 26 T DU HE R
LS L 4E200°C LAHT R E ALK, S TSt
S Mt = % 2 3 T W B K R TR 1 45 A K BT
3 fE500-750°CHLA IR E, X2H T
56 - ek R A 8 A T ) -O HLAE il I 2 K i T
Ji. RS/ M T P B SR I A ] 4y
3B BE: B BAT TR IR B B, iR A
20-150°C, 7E LI B 5 M - 3 T (i R Bt /K 43 2
)R 8545 K6, 5 FA e/ 2 I i R
YRR, RERLA N LATERT.2%; 20 B
JE IR N 230-340°C, HRFT B AR 254 kA R R
B, S I R B B, RE R
HBE11.3%; H3K B2 E500-750°C, [FIFf 2
H 158 Mt AR I8 2 A (R -O HYE vl T it 2%
B, KEZL LR E3.6%. FiEmL/ 5 i
TP E AW R L) R 230°C, L
W () T 05 70 R 180°C 42 1350°C, R E &
S/ NELY S e TE St

2.4 MRMEME E B K4 R Il an, 8
N T8 R I v P P 5 - R S A ]
TR FAE M, IR 2R TR R e K, L SR
R TS0 R T4 T, P e S T LA
h PR AR, A BR AT 24 )4 Ak B I ]
PREFTE . 205 LA T B RN T3 v
TR ZR A, ££0-0.5 hi BAURE Jis i 43 il ik F

0 1 2 3 4 5 6
t/h

B 4 PHE/FREINSSSWIVERLNL

4.7 mg/500 mLA14.3 mg/500 mL, X 3= I B
55 52 5 - 2 THD 1 VRS A R TS T B8, R B o
29 15 HRE M/ 52 B L 50 2 A 4% 0.5-6 hii
JAAE BN 52 I b FRR MR S R, H B BURE
HCE ) A #5.3 mg/500 mLAI5.7 mg/500 mL,
T2 20 5 40 2 A B 52 b A P PR 47 %
HI55%, B BOHE JE 73 045 HAE8%/h AT 10%/h. Bt
H5 I IR) R RE G, PR P N T Ji o 1R H
B S T AR N T A R, UM p HAE
(1R AZ A FERR e/ 52 it - B B 2 G ) R S R A
A M.

3 e
SRV Y, AN B MY LEEM
JEE U FPY . SR AR 5 o T i 2 R A,
PR G 5% 8 s T A e i, WM R e, A
SEAE RN OR B A TE R D) e, TR 259
X R0 o 87 A R A O T R
Z P R AR R 35, B 025 B 2hE DR 7 5 S &
P PR32 5, P 10 S Wl B R AR S, ek
TG 538 S e A, LA R b i A U
FER P LA AR 2 S AR 2 R 2 T S
H4s 5 dEIAE A s, Lo 0, o 249
WK, M2, FBUEEKMIEZ, Fm
TRIT . ARG T B R M/ T - P A A
YZXRD. FTIR M TG HHEATRAE, iF 5 F M
M L 22 0 N S T 2 1), LA AR i s 56
U0 B 25 )k RSP AR R I R 25K, HLRFER I
K.

I RN E RS 2 T LA HE, 0-0.5 h,
PR AR N T 9 R0 N T 8 9 PR s e b,
TX R it 55 WA B e S 1 3 T P A e ]
Iy T AN SR 2R 0.5-6 h, ANFEIFEIA ot
w1 R P SR RRE TR AR RS, P RR TSR
Ut v J2 T A R M B 25 5 - 5 4 6 F

www. wjgnet.com



B, 5. BRWSIRTNEE SIS RMAIMERRHE 917
T VERS, BAR S  t 7 J2= O BEL R A ] 17 24 5&%§§%£99§24%;;-]727 T e 5 ;\flﬁ*?szﬁr&%
B R 5 T L e A , 4 A, B f Tk, FH, $hE SC L MLEAT,
VORORE ORI, A S L U 52 2 D) i, R RS B R, AR
55 - 2 T B 1 P 9 o L e 2008, 27:100 102 f 47495 R
e N s 5 Polubesova T, Chen Y, Navon R, Chefetz B.
T W B, M0 s ey AN S Interactions of hydrophobic fractions of dissolved
2 DB R AR B K, RN [ organic matter with Fe(3+) - and Cu(2+)-
iE_E.JL(, E%ﬁﬁﬁkﬂ%ﬁﬁ*u% EF'EI% u’;‘lé/%ﬂﬁ:tﬁ Zr;g;—tzlrgg)?’rlllomte. Environ Sci Technol 2008; 42:
WE AR EESTRFE RSOk EESE, NiT 6 Dakovié¢ A, Matijasevi¢ S, Rottinghafus GE,
N N - Ledoux DR, Butkeraitis P, Sekuli¢ Z. Aflatoxin
BRI Z IR BB . B(1) adsorption by natural and copper modified
HI0.5 h P 28 7 0 PR s (R 86 3 18 B A montmorillonite. Colloids Surf B Biointerfaces 2008;
o Py 2 E 2 \, e 66: 20-25
h'%lmlqj E/‘]ﬁﬂl@r rx, —I @ Ehﬂ: Eﬁﬁﬁ@fﬂ(m 7 He H, Yang D, Yuan P, Shen W, Frost RL. A novel
A R ARPENT SR 5 b () E A A AR organoclay with antibacterial activity prepared
from montmorillonite and Chlorhexidini Acetas. |
AL B P g A T P 8 P e R JSCE LU Colloid Interface Sci 2006; 297: 235-243
EmEN T EWE; 1m0.5-6 h |8, N Lzt 8  TongG, Yulong M, Peng G, Zirong X. Antibacterial
effects of the Cu(Il)-exchanged montmorillonite on
PRSP R A S A1 XTI 53 RS e o Escherichia coli K88 and Salmonella choleraesuis.
PR R e A IR MR AT A=), L i v B Vet Microbiol 2005; 105: 113-122
" . e 9 Ma YL, Guo T. [Preparation of Cu(2+)-loaded
J:¥—I'%H Gitr AR T, N TR montmorillonite and its bactericidal mechanism against
yaL ik L [ 2 11 | PR Escherichia coli] Yaoxue Xuebao 2007; 42: 318-322
DA, AR R A B AR TR R T L cherichia e Xuc 4 N
u CH, Xu ZR, Xia MS. Antibacterial effect o
N B, ST B Z WA ], A Cu2+-exchanged montmorillonite on Aeromonas
&
1B TR IR PR RS e 5 25 S B hydrophila and discussion on its mechanism. Vet
EF‘EI%FI*JE*/%HJEJ*_HE/\%Eﬁ%%“%ﬁ % Microbiol 2005; 109: 83-88
2 HPISSH SR, 11 BHEE, BEET L, R B ERDCE. TR
A G T BRI, W PR T T g e KGR T R S B 777, PIELR]
SN 2 St 200810219931.5. 2008-12-15
N L, R FV BRI R, TS L b i S 2008, 8 1757
" e . e 13 Broutet N, Tchamgoué S, Pereira E, Lamouliatte
AR R R (R PR M 52 BB R A H. Salamon R, Mé ; :
, , Mégraud F. Risk factors for failure
T B S M 06 B AR i 0, s of Helicobacter pylori therapy--results of an
SR TIA . 4 . o individual dat lysis of 2751 patients. Aliment
T PR BOR B R, S 4 Tl — B Pharmacol Ther 2003, 17:99-100
BT 14 ERZHUESS. PEARIMEZR. Fk U
Pl Tl s, 2005: 372
A
R, WS ML VR TRE  15  qupar Feor sk, RANMGEREIRTE S
A Yol I 245 R SO e 25 R 2K, 4 v S8 A %ﬁ%@wjﬁ& MWT 9;71'1535 199%;?&9]2%
JURNIN YLy 16 B, RO, LR, P R A
L, B DH pylonESifs s N, RAT SRR A P M FIROLEER. 5
TR RS AN A [E#r25%% 2 2007; 16: 296-299
17 WEL L I%% SEMAT S FH A ISR 7 4
. M. 22N AR (BR 2R 2005; 31: 54
4 BEXH 18 A, S, EACE, BIKTT, ELEAE, 2, B
1 AR RS eBEE T ERMR. Sk T T, IS, GORSEDUA 6 2 o TR BRI B
At R, 2001: 2-40 . 8B FERFAHR 2004; 27: 98-99
2 BT, KIEA, ZBE, EANAN. A ORE TR 19 RS, BAEEE Red, EE PSRRI SR

WA R S S T, FEZ4 2002; 33: 291-293
3 AEE, GEE, W, BEX EAE 25 R. #

www. wjgnet.com

MEHO GRS LIERE. hEHAR TR SRS
2008; 12: 8091-8094

AT

i FRER LK



R EARMLRL®
wcjd@wijgnet.com

59

WL A SHLAYRS 200953H288; 17(9): 918-926
ISSN 1009-3079 CN 14-1260/R

R ERKATRES RN ETERSZE S

af {2, & 15, Thelg

n¥-E %4

w1 B H
(H pylori) B« %%
—At o Eik
AT A F A,
19 % 3wt 25 I %
0K &R E I
&, ARG T
LT RGBT K.
& &k bbby &
BRI RA
. mER, HF S
HFRA RS
A (lactoferrin, LF)
LA 3H pylori#
YR, M B A fE
A Zhe. RRER
Bl AR,
LA 2R

WA 53 RE

XK, EAEEIF,
TRAEMKFH
ZERHEAH

afE B TRIE SR RFWELEAEREAH LW
200040

& ok INEABIAERNT RSB, E5hT
%5?5%%52; HBDNTBNRSE SN, X SIEBBRE
TGN

EiES: 062 200040, DIEMTELIR2218, EBAZHE
HIRERDER. apollozou@hotmail.com

E3735: 021-62483180

WASEHE: 2008-11-03 {BOBEA: 2008-11-30

#BZHH: 2008-12-08 7EZHhREED: 2009-03-28

Meta-analysis on the
efficacy of lactoferrin
supplementation combined
with standard treatment
during Helicobacter pylori
eradication therapy

Jian Zou, Jie Dong, Xiao-Feng Yu

Jian Zou, Jie Dong, Xiao-Feng Yu, Department of Gastro-
enterology, Huadong Hospital, Fudan University, Shanghai
200040, China

Correspondence to: Dr. Jian Zou, Department of Gastro-
enterology, Huadong Hospital, Fudan University, 221 Yan’
an Western Road, Shanghai 200040,

China. apollozou@hotmail.com

Received: 2008-11-03 Revised: 2008-11-30

Accepted: 2008-12-08 Pubilshed online: 2009-03-28

Abstract

AIM: To systematically evaluate whether adding
lactoferrin to H pylori eradication regimens
could improve eradication rates and reduce side
effects during anti-H pylori treatment.

METHODS: Eligible articles were identified by
searching electronic databases. We included all
randomized trials comparing lactoferrin supple-
mentation to placebo or no treatment during an-
ti-H pylori regimens. Statistical analysis was per-
formed with Review Manager 5.0.10. Subanaly-
sis/Sensitivity analysis was also performed.

RESULTS: We identified 9 randomized trials (n
= 1343). Pooled H pylori eradication rates for pa-
tients with and without lactoferrin were 86.57%
(95% CI: 83.99%-89.15%) and 74.44% (95% CI:
71.14%-77.74%) by intention-to-treat analysis, re-
spectively, and the odds ratio (OR) was 2.26 (95%

CI: 1.70-3.00); the occurrence of total side effects,
especially nausea, for groups with or without
lactoferrin were 9.05% (95% CI: 6.83%-11.27%)
and 16.28% (95% CI: 13.43%-19.13%), respective-
ly; the summary OR was 0.15 (95% CI: 0.04-0.54).

CONCLUSION: Our review suggests that sup-
plementation with lactoferrin could be effective
in increasing eradication rates of anti-H pylori
therapy, and could be considered helpful for pa-
tients with eradication failure.

Key Words: Lactoferrin; Helicobacter pylori; Eradi-
cation; Meta-analysis
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lactoferrin supplementation combined with standard
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Citation Index(1945-01/2008-10), [ ]
4 SCBUHR 1 (1994-01/2008-10)F1 J7 75 $ 4
(1981-01/2008-10), 2 21 SCHR 12 7% kit
TR, AARAH SO, [ 0 — 28 3= B ]
B 1 A 25 DL Cn S R A JT . PRI A
R S A S WH pyloritit 5t
ZHMaastricht W) S BT F TRR,
I 1) 15 24 28 ) 5 R TR A 1 R IR B LG G
5. FEAG R 20595 AH G SCHR. AR H RS A 5 B
LR SRR SEVFIS. 1RIRYE. 25 & URIE,
405,

12 Fix

1.2.1 kg GINARAE: BEMLIRGRIRES; BT
M GAAENARILSZIEH pylorifRERIGT T FIHTG K

www. wjgnet.com

W S R A B 2 b v = B sl DU BT VR T, VR
T B2 LR =B VU TV EVR 9T H pylori
FRBR AR (BOA BN H 554 RBRGIT 220
4 wkig LIS A 202 8 PO AR B IE SEH pylori
SRS Dy SCERANSZ A BRI BT SRR g N
P A4 IS0 ML AT, AR R L2 B, H 5
AR E S H5POEMN G, ISR &=
PP R Tadad PP bRAE0-748), PP brdERE T
PLUR3 A BENLL . XCE AT R. By 4
FEEMALVESY, ACT 300 & MR, T LA
Bk, 22 R R IR0 A P H el R 2 R Al
1.2.2 ZAEFRBC NN SR T 2 OB £ 8, B
EH pylorifRERFM B R N KA, UL
NI B4, AFw . EZK. LFIF A
il Al RBRIEIT . IS B, SR
KR H pyloriks N 7555

Sit AR K H i A CochranelMERM
P RevManS5.0. 1O REAT 0 b, BAR
o 56 VP Ak - AF 9 TR S BT Pk, Il B B0, 1.
ANAFAE 7 PRI, R F ] WA (Mantel-
HaenszeliX); 7-1E 5 Bk I, SR F B AL D A5 Y
(DerSimonian-Lairdi%). 437 vH5.H pyloriFi BRI
ARG TT (ITT) 73 M A5 5 (PP) 20 #r (K AR
B, IR B iR O B RN EAILF
R 25 R WA AT 73 A R ARk 45 R A e
PEATHUBNE BT, DAY = A D R & i oy, AR
Egger& PE[H] U 73 Hr Uk Wik 2} 18] 45 L.

2 B8

2.1 SANSAk A0 STk B BR 135 0 5
B0 SCHR G, 38 3k 5 5 SR A R %
— 3D B B 9% A e AR 56 R 3 5 T8 G SCHR; ) 7l
AR5 R SCHRVE AN ) 152 4 5. Forha ks RIS =
W DU R YTV, 20 CAR BR R ANAS [ | A B,
g RO SR NI . (AT SR 2, s
T ok L[] — A TN LAL - B KA Mari o B4 4 1)
R AR TR it A0 A2 R 0 N AR 11 B
AW JE R R R, MR N, BT gh A\
R R AR ML (R ).

2.2 H pyloritkTh % 955 SCHRAH pylori iR B 2213
AT 7 HA, P ST URE LRI &7 VA e B 2
BUGE AR BR . 4T 5T 2R WA BR R W] B o3
FATT oA, B & I0 51697 267011 235 11580
WIH pyloriZfiFR, HERZH4186.57%(95% CI =
83.99%-89.15%); Xf HAZH 50145 55 673451 35 Ai
B, HRER R N 74.44%(95% CI = 71.14%-77.74%),

WA LA %

% AHB A, LF
T AR ZH pylori
AARER &, 2R TR
A 45 R A8 R 6y R
B, KA ALF
A AT TT AR
H pylori#) AL
&R R BE#ITT
BRE AT, BT IR
o Tr WA RO,
Ry WS
A,
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Wi £_E
T 8 Maastricht &
R H WH pylori
MG T T EAR ) 3 73 N i T 2 23 N ,
W A FE AT
BTG Ak, PR de Bortoli 2007 JA 206 - histology+RUT 1 Lf (200 mg bid) ITT 88.6 9.5 E (20 mgbid) 7 ITT723 40.6 4
T RAFT5%-98%44 etal™ (105/101) /HpSA+UBT E (20 mg bid)  (93/105) C (500 mg bid) (73/101)  (41/101)
ARER UBT(8 wklater)  C (500 mgbid) PP 92.1 A (1g bid) PP 76
A(1gbid)  (93/101) (73/96)
Pb (5 g bid)
Zullo 2007 JA 144 PUD histology+RUT 1 Lf (200 mgbid) ITT72.2 10.3 R(20mghbid) 7 ITT68.1 11.3 5
etal™ (72/72)  (8/144) UBT(4-6 wk R (20 mg bid)  (52/72) L (500 mg qd) (49/72)  (8/71)
NUD later) C (500 mg bid) PP 76.5 A (1g bid) PP 69.1
(136/144) Ti (500 mg bid)  (52/68) (49/71)
Tursi 2007 JA 70 PUD histology+RUT 2 Lf (200 mgbid) ITT94.3 17.6 RBC (400mg 7 ITT88.6 294 4
etal (35/35) (29/70) histology+RUT ~ RBC (400 mg bid) (33/35) bid) (31/35)  (10/34)
NUD  /UBT(4 wk E@0mgqd  PP97.1 E (40 mg qd) PP91.2
(41/70) later) A(1gbid)  (33/34) A (1 g bid) (31/34)
Ti (500 mg bid) Ti (500 mg bid)
DiMario 2006 JA 402  PUD histology+RUT 1 Lf (200 mgbid) [TT89.5 6.7 E(@0mghbid 7or ITT772 95 5
etal™ (134/  (102/ /histology+HpSA E (20 mg bid) (120/134) or9 C (500 mg bid) 14 (105/136) (13/136)
132/136)  402) UBT/HpSA C (500 mgbid)  or73.4 Ti (500 mg bid) PP 78.3
NUD  (8-10wk later)  Ti (500 mg bid)  (97/132) (105/134)
(300/402) PP 93.0
(120/129)
or76.9
(97/126)
Zullo 2006 JA 133  NUD histology+RUT 1 Lf(200 mghbid) [TT76.9 9.2 E(0mgbid 7 ITT77.9 103 5
etal"® (65/68) (133/133)  UBT(4-6 E (20 mgbid)  (50/65) C (500 mg bid) 53/68)  (7/68)
wk later) C (500 mg bid) PP 78.1 A (1 g bid) PP 80.3
A(1gbid)  (50/64) (53/66)
DiMario 2004" Ab 369 = UBT/HpSA 1 Lf(200mghid) [TT92.0 7.5 E (20 mg bid) 7or ITT76.0 10 3
etal"” (120/ (8 wk later) E (20 mgbid) (110/120) or9.9  C (500 mgbid) 14 (98/128) (13/128)
121/128) C (500 mg bid) or72.0 Ti (500 mg bid)
Ti (500 mg bid)  (88/121)
DiMario 2004" Ab 119 = UBT/HpSA 2 Lf (200 mgbid) ITT 80.0 6.3 E (20 mgbid) 14 ITT640 9.1 4
etal™® (64/55) (8 wk later) E (20 mg bid)  (51/64) A (1 g bid) (35/55)  (5/55)
A(1ghbid)  PP80.0 Ti (500 mg bid) PP 64.8
Ti (500 mg bid)  (51/64) B (120 mg qd) (35/54)
DiMario 2003" JA 74 PUD histology+UBT 1 Lf (200 mgbid) ITT 100 - R(20mgbid) 7or ITT769 - 4
etal"” 24/ (17/74)  [HpSA R (20 mg bid)  (24/24) C (500 mg bid) 10  (20/26) or
26/24) NUD  UBT/HpSA C (500 mg bid) PP 100 Ti (500 mg bid) 70.8(17/24)
(57/74) (8 wk later) Ti (500 mg bid)  (24/24) PP 76.9
(20/26) or
77.3(17/22)
DiMario 2003" JA 160  PUD histology+UBT 1 Lf(200mghbid) ITT92.2 137  R(20mghbid) 7or ITT712 164 &
et a/*™ 51/ (26/150) /HpSA R (20 mgbid) ~ (47/51)  (7/51) C (500 mghid) 10 (37/52)or (8/52)
52/47)  NUD UBT C (500 mg bid) PP 95.9 Ti (500 mg bid) 70.2(33/47) or 19.1
(124/150)  /HpSA Ti (500 mg bid)  (47/49) PP725  (9/47)
(8—10 wk later) (37/51) or
75.0(33/44)

Ab: 52 JA: £ C: whiE S, Ar FEPOMK R F5 DU Ti: BR0EME; B IRaSEh; RBC: MBERRNEEEZ T B: 45
L: 2258V Ph: 2B R UBT: 13C-FPSIRES; RUT: PuisiR EEIUE; HpSA: WA BT B (HPUE; PUD: MLIEEZE;
NUD, B ESSR; Q: JadadiFoyr; ™ B—EESEE—FRLERK2ENE.
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WA # g =
ABER AR ILLF I
Fdargyd
i i i R I~ =] HY
Study or subgroup Eveh?sf TOfemTrclml Evem(s:oerIToioI Weight(%) M_oHd@fxESf 95% 1 M_m?fxsgf 95% I P, Jf T AATEAR
- A kit A2 B ey R
Bortlli 2007 93 105 73 101 13.0 2.97(1.41, 6.25] — - BB 5. Tk
Mario 2003" 24 24 20 26 0.6 15.54[0.82, 292.61] T - AR R v A TR,
Mario 2003" 47 51 37 52 44  476[1.46,15.57] — LFJ& & 77 i FLAf
Mario 2004" 110 120 98 128 12.1 3.37[1.57, 7.24] —-— RAAER.
Mario 2004" 51 64 35 55 11.7 2.24[0.99, 5.09] .
Mario 2006 120 134 105 136 16.6 2.53[1.28, 5.01] =
Tursi 2007 88 85 31 35 2.7 2.13[0.36, 12.46] —
Zullo 2005 50 65 53 68 18.2 0.94[0.42, 2.13] —
Zullo 2007 52 72 49 72 20.8 1.22[0.60, 2.49] —
Total(95% Cl) 670 673 100.0 2.26[1.70, 3.00] ‘
Total events: 580 501
Heterogeneity: y° = 12.14, df = 8 (P = 0.15), I’= 34%
Test for overall effect: 7 = 5.62 (P<0.00001)
0.‘01 011 1 iO 160
Favours control Favours experimental
YN B EETER— RSB R RB2ENE.
Study or subgroup Lactoferrin Control Weight(%) Odds Ratio Odds Ratio
Events Total Events Total M-H (Random) 95% Cl M-H (Random) 95% Cl
Bortlli 2007 10 105 41 101 16.4 0.15[0.07, 0.33] —
Mario 2003" 7 51 8 52 1.7 0.88[0.29, 2.62] ——
Mario 2004" 9 120 18 128 14.4 0.72[0.29, 1.74] —
Mario 2004" 4 64 B 55) 8.9 0.67[0.17, 2.62] D
Mario 2006 9 134 13 136 14.5 0.68[0.28, 1.65] =
Tursi 2007 6 34 10 34 11.1 0.51[0.16, 1.62] — 1
Zullo 2005 6 65 7 68 11.1 0.89[0.28, 2.79] —
Zullo 2007 7 68 8 71 11.9 0.90[0.31, 2.64] e
Total(95% Cl) 641 645 100.0 0.57[0.35, 0.94] ‘
Total events: 58 105
Heterogeneity: Tau’= 0.25; 5* = 13.62, df = 7 (P = 0.06), I’ = 48%
Test for overall effect: 7 = 2.20 (P = 0.03)
0.‘01 0‘.1 1 10 160
Favours control Favours experimental

"N BAEE A AT ERERONENE.

5 IFORME H]2.26(95% CI 1.70-3.00, £2). 1%PP
YT, Y897 AR BALIAIH pylorifBR =5y 5 K
88.18%(95% CI 85.44%-90.92%)F175.75%(95%
CI 72.11%-79.39%), 5 HOR{E 42.50(95% C1
1.48-4.24).

2.3 RRR A AR Qi LHRIRE T AA
RN A #, o 2Bt 51 R I LF IG5 7
LR IRA R RN R AR, Bl &G, A

www. wjgnet.com

7 41RO BRCAL ) B AN RO R AR #5300 A
9.05%(95% CI 6.83%-11.27%)F116.28%(95%
CI 13.43%-19.13%), ©5HORTE }0.57(95% CI
0.35-0.94, £3). 73X REEA B R MR RBEAT
3T, G5 R B IRIATT A R A R R R(2.14%
vs 12.50%), OR{H }0.15(95% CI 0.04-0.54, #4).
MRS WS B i AN b I8 1) R A2 2R AT VR T 4
FIx I 4 2 18 625 5#(OR: 0.31 vs 0.50 vs 0.47;
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Study or subgroup Lactoferrin Control Weight(%) Ost Ratio Od<.is Ratio
Events Total Events Total M-H (Fixed) 95% CI M-H (Fixed) 95% CI

Bortlli 2007 2 105 15 101 885  0.110.02,0500 —J}—

Tursi 2007 1 35 2 35 11.5 0.49[0.04, 5.61] —

Total(95% ClI) 140 136 100.0 0.15[0.04, 0.54] s

Total events: 8 17

Heterogeneity: y* = 1.02, df = 1 (P = 0.31), ’'= 2%

Test for overall effect: 7= 2.94 (P = 0.003)
0:01 011 1 iO 160
Favours control Favours experimental

Study or subgroup Lactoferrin Control Weight(%) Ost Ratio Odds Ratio

Events Total Events Total M-H (Fixed) 95% CI M-H (Fixed) 95% Cl

9.11 Eradication rate—C+A

Bortlli 2007 93 105 73 101 13.0 2.97[1.41, 6.25] —

Zullo 2005 50 65 53 68 18.2 0.94[0.42, 2.13] —

Subtotal (95% Cl) 170 169 31.2 1.79[1.05, 3.05] >

Total events: 143 126

Heterogeneity: y* = 4.17, df = 1 (P = 0.04), I’= 76%

Test for overall effect: 7= 2.13 (P = 0.03)

9.12 Eradication rate—C+Ti

Mario 2003" 24 24 20 26 0.6 15.54[0.82, 292.61] —b

Mario 2003" 47 51 37 52 4.4  4.76[1.46, 15.57]

Mario 2004" 110 120 98 128 12.1 3.37[1.57, 7.24] ==

Mario 2006 120 134 105 136 16.6 2.53[1.28, 5.01] —

Zullo 2007 52 72 49 72 20.8 1.22[0.60, 2.49] -

Subtotal (95% Cl) 401 414 b54.4 2.54[1.74, 3.71] L 2

Total events: 353 309

Heterogeneity: y” = 7.10, df = 4 (P = 0.13), I’= 44%

Test for overall effect: 27 = 4.83 (P<0.00001)

9.13 Eradication rate—A+Ti

Mario 2004" 51 64 35 55 11.7 2.24[0.99, 5.09] ——

Tursi 2007 33 35 31 35 2.7  2.13[0.36, 12.46] —

Subtotal (95% CI) 99 90 144  2.22[1.06, 4.67] >

Total events: 84 66

Heterogeneity: x> = 0.00, df = 1 (P = 0.96), I’= 0%

Test for overall effect: 7 =2.10 (P = 0.04)

Total(95% Cl) 670 673 100.0 2.26[1.70, 3.00] L 2

Total events: 580 501

Heterogeneity: y” = 12.14, df = 8 (P = 0.15), I’= 34%

Test for overall effect: 27 = 5.62 (P<0.00001)

Test for subgroup differences: Not applicable
0:01 0[1 1 iO 160
Favours control Favours experimental

Y B —FETEE— LB RROENE.
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Study or subgroup Lactoferrin Control Weight(%) Odc.is Ratio OFids Ratio
Events Total Events Total M-H (Fixed) 95% CI M-H (Fixed) 95% Cl
8.11 Eradication rate—7 days
Bortlli 2007 93 105 73 101 10.2 2.97(1.41, 6.25] — .
Mario 2003" 24 24 20 26 0.5 15.54[0.82, 292.61] —
Mario 2003" 47 51 37 52 3.5  4.76[1.46, 15.57]
Mario 2004" 110 120 98 128 9.5 3.37(1.57, 7.24] -
Mario 2006 120 134 105 136 13.1 2.53(1.28, 5.01] T
Tursi 2007 88 85 31 35 2.1 2.13[0.36, 12.46] B
Zullo 2005 50 65 53 68 14.4 0.94[0.42, 2.13] —
Zullo 2007 52 72 49 72 16.4 1.22[0.60, 2.49] —
Subtotal (95% ClI) 606 618 69.7 2.26[1.67, 3.06] L 2
Total events: 529 466
Heterogeneity: x> = 12.14, df = 7 (P = 0.10), I’= 42%
Test for overall effect: 27 = 5.27 (P<0.00001)
8.12 Eradication rate—7+7 days
Mario 2004" 110 120 88 121 8.8 4.13[1.93, 8.83] I
Mario 2006 120 134 97 132 12.3 3.09[1.57, 6.07] —
Subtotal (95% Cl) 254 253 211  2.54[2.13,5.83] <&
Total events: 230 185
Heterogeneity: x* = 0.31, df = 1 (P = 0.58), I’= 0%
Test for overall effect: Z = 4.90 (P<0.00001)
8.13 Eradication rate—14 days
Mario 2004" 51 64 35 55 9.2 2.24[0.99, 5.09] I
Subtotal (95% Cl) 64 55 9.2 2.24[0.99, 5.09] >
Total events: 51 85
Heterogeneity: Not applicable
Test for overall effect: 7= 1.93 (P = 0.05)
Total(95% Cl) 924 926 100.0 2.53[1.97, 3.23] *
Total events: 810 686
Heterogeneity: 5* = 14.97, df = 10 (P = 0.13), I’= 33%
Test for overall effect: Z = 7.35 (P<0.00001)
Test for subgroup differences: Not applicable ‘ ‘ ‘ ‘
0.01 0.1 1 10 100
Favours control Favours experimental

" BB O —ENEERERN2RENE.

95% CI: 0.07-1.47 vs 0.21-1.20 vs 0.17-1.31).

2.4 oM Ao B AT N TERMR S PR
FIEPE. LFAE I 100 52 3858 AR B IS4 T
WA BT, AEPA Ik FR A, CHATRAL. CHTIE
HAA+TIW S X AL b 2= S 3 B B3
YE, & IFORME H1.79(95% CI = 1.05-3.05), 2.54
(95% CI = 1.74-3.71)#12.22(95% CI = 1.70-3.00)
(35). FELFff I IR 4, 7-day U 41 17+7-day W
4150 AL LG 22 S BT W, S JFORME N
2.26(95% CI 1.67-3.06)F13.52(95% CI 2.13-5.83,

www. wjgnet.com

#6). TR H MR A T, WA BRI 4
B2 IR B W41 5 0 L AR b 22 e 38 B 2
F, AIFORME H2.27(95% CI 1.67-3.08) Al
2.22(95% CI 1.06-4.67, 7). HUBMEIHT BoR,
HEBRAC & SCHk 5, VA7 45 0 R4 22 Al
H pyloritfRIF R MKRH BE X, HIFORMEN
2.11(95% CI 1.55-2.86); HER:— T 5 A2 A 1
W5t a, MERRAICH AR (OR = 2.15, 95%
CI 1.58-2.93).
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o Sy @ SUBETEL actoferrin Contro Weight(% Odds Ratio Odds Ratio
H pylori#h i 77 y orsubgroup piets Tofal  Events Total o9 i (Fixed) 95% CI M-H (Fixed) 95% Cl
RAET —H AT — :
k. 10.11 Eradication rate—first
Bortlli 2007 93 105 73 101 13.0 2.97(1.41, 6.25] —_—
Mario 2003" 24 24 20 26 0.6 15.54[0.82, 292.61] —
Mario 2003" 47 51 37 52 4.4  4.76[1.46, 15.57]
Mario 2004" 110 120 98 128 12.1 3.37[1.57, 7.24] —
Mario 2006 120 134 105 136 16.6 2.53(1.28, 5.01] "
Zullo 2005 50 65 53 68 18.2 0.94[0.42, 2.13] I
Zullo 2007 52 72 49 72 20.8 1.22[0.60, 2.49] ——
Subtotal (95% Cl) 571 583 85.6 2.27(1.67, 3.08] <
Total events: 496 435
Heterogeneity: x° = 12.14, df = 6 (P = 0.06), I’=51%
Test for overall effect: 27 = 5.21 (P<0.00001)
10.12 Eradication rate—rescue
Mario 2004" 51 64 35 55 1.7 2.24[0.99, 5.09] —
Mario 2006 33 35 31 35 2.7  2.13[0.36, 12.46] —
Subtotal (95% Cl) 99 90 14.4 2.22[1.086, 4.67] S 4
Total events: 84 66
Heterogeneity: x* = 0.00, df = 1 (P = 0.96), I’= 0%
Test for overall effect: 7 =2.10 (P = 0.04)
Total(95% Cl) 670 673 100.0 2.26[1.70, 3.00] *
Total events: 580 501
Heterogeneity: x> = 12.14, df = 8 (P = 0.15), I’=34%
Test for overall effect: 27 = 5.62 (P<0.00001)
Test for subgroup differences: Not applicable
0.01 0.1 1 10 100
Favours control Favours experimental
YN B EEER—ERTE R R E.
(1), HEgger& V[l H 73 B Whos o 8 2% k3 O SEealkh
i fa (P = 0.980). ol LR N
3 11E Lok
H pyloriz—FRE sk e 11T B 2R A4, ; |
FEHEFE P, FOER R IE50%, it L5¢ °
Btz MALTHR R 2401 1 R A5 BH AUT 2o - i o8,
H pylorifRRIGYT. ARJE, HETFRMET AR 2 0.01 0.1 1 10 100
> 7155k (V0. B R e Sy A
ﬁﬁE‘FB%, ﬁﬁﬂﬁzo /oE’J,w%ﬁI]m/nﬁ%Mﬁ’Jllﬂ B 1 %ﬁﬁ’fﬁ?\iﬁi@bﬁﬂ

Y, el B KL pyloritI69T 5 %, SRR R,
FSCR I PR AR TR ) — AN BB LE 2 —Fp oy
T h70-80 kDalf B [, /2 Rl L L,
B AN ub R BRI . AR IR R KRR,
FAAET-FL9T s ARYE B R L A A 9 LA K i
Hv R M. RO B W IR AELF.
LE&—F B A 2R A 2= D aeif 8 A i, b A

NZ 58z, e Ry . s
s P GBS D RES Y. LF AT DOdE i 45
EBHE T, SRR pylori K BT 7 )k BH
1LH pylorift ¥ WE L, 18/0 40 R & 5N L A5
HPiH pylorifIfEH. ILHEMITR I, LFA] LA
H pylorifIMR B> (R IRAT 45 SLM S i
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OB, KT H AT S A B AR —, ASOHLE
WA WIS T VAR BRE pylor A LI AR 56 3E 4 T
T RSN, SR BRI RILITT T, b
F&PPoI AT, LFIEGhRuEyT V2235 FoA o i AR
H(86.57% vs 74.44%, P<0.01), it WJLFBEA brifk
JPILREIR il pylorifBRF. RTHIURER R
PINHE, LE[RFE EA1EH.

TEMR BRI IR D, W R AEETE . .
WA o E R AU AR AR OGN RN, AR DY Ik
Jr i R AR Z LT i, XA [N 4t
BGAYT IR . L AT 224 m s AN RSO/
RF i, B A LFIGYT J7 RACARERA pyloriid 72
b, AN RN R AR FAAT T RRAIG, U0 )
RAEZ AR TU A B 2. 3 LRI &7l DAY
BRI FE TP A R RN, AR HTIE K, w
o7 55 22 0 A M () P A 2R 2 LA B AR B
K, H G FILF AT LGS & IR 4N R 10 4 i s>,
XPERLF AT e 5 v hr 8 22 F R e AT SE 41
R BEAER.

TR BRI ) BEL R A ZE AL 4)
MR 0. — 7 1, K22 25006 PR 52 56 B Mario Al
ZulloB# W MIFFEIABL SE G 53— J7 1, P
WEFAFAE MR 22 57, P Ao A BF IR B
A, D IABHBIX (R BERE. 2, AR M4l
R IRLFEC G AR ES T VA BE A e =H pyloriti
B2, I nl BRARAR B B vh AN BB i A 26,
JEHGEB O A2, HLF. sz &
WA R~ SR 0 I SR ZE R R 1wk v, wT BARscky —
A I PTH pylori — 2R R TT .

B B LA R FEFRB BT ER
B A FARARTE L RS @R AR A B,
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Abstract

AIM: To explore the value of combination of
gastroscopy, endoscopic ultrasonography (EUS)
and laparoscopy in discovering, diagnosing and
treating small gastrointestinal stromal tumors
(GIST) of stomach (diameter <2 cm).

METHODS: From August 2004 to September
2008, 23 patients were found with gastric sub-
mucosal tumors by gastroscopy, 16 of which
were primarily diagnosed with GIST by EUS.
The diameters of tumors are from 0.89 cm to 1.95
cm with an average of 1.42 cm. All of the 16 pa-
tients received laparoscopic partial gastrectomy
under gastroscope. Following up after operation
was carried out to check for tumor recurrence
and metastases.

RESULTS: All operations were successfully ac-
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complished within 45-90 min (60 min on aver-
age). There were no complications and mortali-
ties. The median postoperative hospital stay was
4 days (range 3-7 d). Of all the 16 cases, 15 cases
(93.8%) were verified with GIST by immunohis-
tochemistry and pathology, and 1 case was with
schwannoma. For patients suffering from gastric
stromal tumors, there were no tumor recurrence
and metastases at a mean postoperative follow-
ing-up of 27 months (range 3-52 mo).

CONCLUSION: It is helpful to diagnose small
GIST of stomach and predict the risk before op-
eration by combination of gastroscopy and EUS.
Laparoscopic partial gastrectomy under the
localization of gastroscopy is safe and effective
and the prognosis is favorable.

Key Words: Gastrointestinal stromal tumors; Gas-
troscopy; Endoscopic ultrasonography; Laparos-
copy
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Abstract

AIM: To investigate the expression of trefoil
factor 1 (TFF1) and vascular endothelial
growth factor (VEGF) in normal gastric
mucosa, adjacent carcinoma and gastric
carcinoma and to explore its role in neovas-
cularization.

METHODS: The expressions of TFF1, VEGF
and MVD (CD34 monoclonal antibody label-
ing) were determined by immunohistochemi-
cal method in 174 gastric specimens including
42 normal gastric mucosa, 66 adjacent carci-
noma and 66 gastric carcinomas.

www. wjgnet.com

RESULTS: In normal control group, adjacent
carcinoma and gastric carcinoma group, the
expression of TFF1 had a decreasing tendency
(209.40 £ 16.00, 199.12 £ 16.68, 189.17 + 16.20, P <
0.01), but the expression of VEGF and the MVD
had a increasing tendency (69.7%, 40.9%, 35.7%;
38.90 + 6.74, 28.68 + 5.08, 25.13 + 4.46). MVD was
positively correlated with grey levels of TFF1
(r =0.811, P < 0.01), in other words, there was a
negative correlation between the MVD values
and the expression of TFF1.

CONCLUSION: TFF1, a specific anti-oncogene
for gastric carcinoma, doesn’t have a close cor-
relation with tumor vessel neogenesis.

Key Words: Trefoil factor 1; Vascular endothelial
growth factor; Micro-vessel density; Gastric cancer;
Immunohistochemistry

Lai MY, Liao XX, Lin YG, Liang ZH, Chen H, Li SY, Jiang
DK, Liu Y. Expression of trefoil factor 1 in gastric cancer
and its correlation with neovascularization. Shijie Huaren
Xiaohua Zazhi 2009; 17(9): 931-934
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%*ﬁﬂigﬁfmﬁ #%3-5 "“;:2’;% LN ot L SR €, B 52
661, 1E % B AR 2424 b 3 4. 3R 57K VEGEPITE. (- 0k T ks o 11 .75 Py 1 40 ff 5%
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Abstract

AIM: To study clinicopathological features
of primary liver lymphoma (PLL) and its
diagnostic as well as therapeutic methods.

METHODS: Seven cases of primary liver lym-
phoma, diagnosed and treated at our hospital
during 1975 and 2008, were retrospectively
studied. The etiology, clinical presentations,
morphology (detected by light microscopy, elec-
tron microscopy, or immunohistochemistry),
serological tests of alpha fetal protein (AFP),
carcinoma embryonic antigen (CEA), hepatitis B
surface antigen (HBsAg), and lactate dehydroge-
nase (LDH), as well as therapeutic results were
systematically analyzed.

RESULTS: Of the 7 patients, 4 patients presented
with epigastric pain and fever, and 3 patients had

www. wjgnet.com

fever, night sweats, and loss of weight. Five pa-
tients were complicated with chronic hepatitis or
cirrhosis. Histopathological findings showed that 5
patients were B cell phenotype with positive stain-
ing of CD20 and CD79q. Electron microscopy of
B cell lymphoma revealed an abundance of blood
capillaries among tumor cells and organelles in
cytoplasm. The other 2 patients belonged to T cell
phenotype with positive expression of CD3 and
CD45RO. Scant cytoplasm and few of organelles
were prominent ultrastructural characteristics of T
cell lymphoma. Serological test showed that 5 pa-
tients were negative for AFP and CEA, and HBsAg
was positive in 5 patients. LDH level was elevated
(range: 675.54 U/L-1246.5 U/L). The longer sur-
vival time was achieved in the 3 patients treated by
surgical resection plus biochemotherapy (average
survival: 23 months), compared with the 4 patients
receiving surgical resection plus chemotherapy
(average survival: 9.5 months).

CONCLUSION: Hepatitis B virus (HBV) infec-
tion is prevalent in PLL patients. The major
clinicopathological features of PLL include B
symptoms, space-occupying lesion in the liver,
and elevated LDH level. Surgical resection plus
biochemotherapy is a more effective approach,
which prolongs survival time of PLL patients.

Key Words: Liver neoplasm; Malignant lymphoma;
Biochemotherapy
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7R SOIR 4 i dendritic cell, DC)IFIATT A 1,
il A B D)1 15 3 ) 3% 13 4 Jfd (cy tokine induced
killer, CIK) [/ #2(interleukin-2, 1L-2), o-T4k
#(interferon-o, INF-o), Fr 5 A% 4 o 42 7 i) %
%1~ (granulocyte-macrophage colony stimulating
factor, GM-CSF)] % 7% VAT .

2 B8
2.1 W AR TR E B G JEUR MRS R R 2
JIZWIbRAE. B AR X IR B IR AN & 4451
Bl R A R ILH A A2 7, 1A Hea s
R T ARTE AR, ToERA kA5
K. SRR 28 B0 S I 2E R A S
BIAFPFICEAI . 26 AFPIH ¢, 141CA19-9
FHE, SHIHBsAgkH M, 261HBsAgf %, LDH
657.5-1246.5 U/L. Py i A IR Fr¥ ok k&
TRAIHE 1 44 . 44051 7 5 25 o) 2 B2 K A oK R I
SRR, CT B T AR R AR B
AT AL kL, I RERR s L
22 BHFREAEABKRL AH TR Intbir &4
1], Y EAE IR 9.5 mo. 3BT AR InA:Mia)7
G A R 23,0 mo. SUARER A T s
PR ER AL TAS, K H A 100%. #1752 8 R 3
1], RI12242.8%; CTRIETIR; 12 WA 40 i
i SB, RI2 2 T1.4%; MRIVS Wi AL 988 4%
141, 1212 %:28.5%.
23 AEIRER S EALAT o IR
JIT AT I AR AS B 25 A B AN K IeE (B 1491 2 A 46
TR EAELE IR, 40467 T2, 246047 T
JHAT I, VAT b e DA b e 5 Ho At
Ji R O g 28 AL, A b8 D0 D+ 2 EAE, R
R G R W S RN Bk S AR S LA
Jlikiia

MR ERT A TR A0 S R R 0 A, 40 ML
K, BEJE, SNETESARNITE. BORH S, )5
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. TS/ IRERER s . N ZHiE
bosti]] ) AKIE RE ) RS ars 4RIN 47 (ol
1 /59 BLER 2P HBsAg+AFP (<)  CT: FFZNTAN AL BOBMEES 12
B, R R P20 CEA(-)BBERINE —ER8 cmiE® BRA, CHOP I, IR BXE
ZRLN(-) MIESR B, BBRUIAT o=6F8H @
=i
2 7/51 GLER  ZEFR  AFP(-), CEA-EFD) CT: FFEITAN FFAIRIED  TAREMHERETE 10
B, BHH 18FE R MEMEE —Bf£56 cmifE R, CHOP ISR, AR
i, X7 B, BBRIIAT Dx=6EH & BATERN
LN(-) & CBXEE
3 /25 BN, SRR CFHE  AFP(-), CEA(-)LDH CT: FFZAITAN FFAIINED EZTSEEMER 11
LN(-) BESE 125, IENES —B526 cmif® BARCHOPT B, AT
B BBRUIAT X6FHINT KRICEXEE
&7
4 /31 GLEBR 2R AFP(+), CEA(-),  CT:BFAITAR FFRUED TARMESMHE 5
B, R\, S B5F CA199(+), r-GTIZ  —BE#=14 cmfif BRAR, CHOP 8B, [BIRE It
FAETtE (L, 2, MBMIES BES,; BBRI JDX6FH K@, AR
SRZRLN(-) ANeaIV] OB,
5 SB/a BELIRE ZBFR  AFP(-), CEA(-), iF MRI: FiFES FOEDE: FESTABME 24
R k& SL10FE INER, MEMNER DEOURER K EET M, BIAETSR
LN(-) RIESXAR CBEXEH
2.8-7.1 cm, B#8
RIET ST
6 /52 TR - AFP(-), FFIIIEE, CT:FFADtA5  FFROINUED  ABZBRRME, R 14
B, RE F-HCV(+), B  cmx7 cmA/U\ BRAR, =¥ MATSERFNCE
LN(-) HIES RBELMMR T X
T, BBARUIET
GRIBRBAINZE
AT
7 2/53 BELEE JfE  AFP(-), CEA(-), BT CT: BFGITARR FF-RIIED  FESEBAER 31

P13
SRZRLN(-)

DIES, MEMIES

—EfZ6cmxb5 FRA, £WME M, FFIEASI D%

cmEBEF: B I3 BRLEN, BIA

BARUET ST MSEIRADCE
X=H

JE, G AN A). AR, BT, w2
JEAN L, ARG 2 WL(E1A). M R
EA 2N <o = P /U0 UG o T A N W (1 Pl
JIN T T 7B R R 388 ) 9 4 (1 B). 8
S AR N T BRI AT 4L 2R 4 X Y A
KA Bk (B 1C-D). Ho e AL A 2k 52561 4
JEE A B MR ER. XFCD20CD79a % i
MR 200 R A S TN bk 5%, XFCD3.
CD45RO ‘2 FHPERIE.

CERTR T el Al 1 U 2 N NP N N | W |
ML B4R 5K, IS e Emb. I A IR
THIE, PRARTE . AHAT AN I B e, 4
LR U Y s I AR NI W NS
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TR Je 25 SR (BI2A). RN 2 IR . AV I T A
AFNTE. Bk, B i bR, J&
TS, AR BEAR, GBI, %
P e G O TN ER S AZ I A A, R DAZAZ, R
b, 40/, B WL g AR 2 R A S N
KA TH P T (€2B).

317E

J5 R R BRI R 00, 1 A ta T 19654 11
UARIE LAk, B4 D SOk 25 141, JL93 R F0
RAFHLEI M ATE 2. SCERIRGE, s RERR,
B AR EE(HB V) N IR R (HC V)i & 118 1
TSI RAEPLLA A« R vl = 4 .

Wi £ E
Aozasa et al £ P
R #6916 PLL
B PHBVE &
et FH20%, 12
PLLA 5% Z Wl A
9.6%-44%4) &
PR N
Ohsawa et al & 'k
ki€ 7 EPLL»
16 84 3k €. 55 4m AL
P B HCV A&
B4, HCV# i
B X8 i R
AT 4w e, 5] A2 5h IR
NEX WS b &
PLLA A A .
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| PAE XA
bk F Rk B
Ak AL ST 6

X ik
By A BT,

1 PLBRSIEER. A: KRR YREISZ2TLAL, FFRBr2LHELLE x 200); B: PLUBIEIBLIFZEAEIF, RIS
N AR A AR AR (HEZR X 150); C: PLLEPRZHLRYIFr, JBARIRR AJF BN X AR IHE NTE RS . &

PRk (HEHets x 150); D: PLLIFARAIF, Radmifaias A HBEE R R R A X PONEAS |

BBk . SIPk(HEZLE x 200).

2 PLERMELER. A: PLUBAINOEES . KNI, A -BAMILED 5k, IXTEEmD; P AR, ik
TRk ARSI SR, MBS AU, Mg =T AN | £ehr iAo 254k R ( x 8140); B: PLUEZHIE A
WGE. RaBRELEIR, BRI, A HEEERVIRE, N S AeE Tak NIy, m A, Mamfee, aaiass b, = bads

PN N SRAR TR BT (% 7700).

Aozasa et al”"{E 5T (169BIPLL I # HHBVH
PERY % 420%, (EPLLA IR Z i3 9.6%-44%H]
BEA YIRS, ARG SPIAHB VIS, 2
BT 25T AR 204, Ohsawa er a1 YAt
T AEPLLY 1 bk 4988 40 Jfa vpoAS I B HC VAL [
4, HCV I E 2 JE 3l Ik Jk 4L JH- 4t i = | e A sk
U S SPLLAKA A K. PLLAZU KA e
AU TRV A DA (R bR 2R 1. A AU SR
) e A BV AR DRI DL 81K B AR B 4 M v
T, T WS 2198 40 B sk 8 2 AT, BT
DX ARAE RN 488, AT 7T 45 FAFSE T PLLAL
SR A LR T R4 DX () £ 40 i DA BT 58

o4 14 1 TR 8 SRR T % A Al S AR i P LL
KA EERE. H4h, PLLAA 5 %55 T
MR 2T P ARG A R I LA R R 2.
PLLZWrhs#EA—, HLHE SN IR 2 Ths
AENO: (DI PARREIR 32224 AT R4 S 12 1) (2)
TCHABLA, 2R E RO AL EL LS IR, (3)
AN A0 IR (4)E BRI IE . ARG B AT
& RS WbrdE. BEAE SO U PLL SR M
HEAES0L Tk, AR, R A B 5 B AT AR
J L ARSCHRE R AT S B, AR E25-59%
ZIB), 200 L, AFRE 4 0 318 FIS 1%, ST 1AERe
44.57%5 . B, S | 25 SCERRIE AL
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PLLIGIRFFAERIN Ny, A0 SRk
B MR AL R, R ERBAER, i
RS RS AR, PO, S E R A il
RN FLRIEE(LDH). p-2fEksEE A7t
&, MRS . IPRAR EI(AFP. CEA)EIE
W 30 AL S 2996 18] T A4 L R A R R R oK
B . PLLEE P ABAERE & —F LU L,
FEORAE A BRER B 5 AL PR AR, A B R
FIPLLEHIZW. Page et a/ B FAWEPLL
Ak, BIMARFTLDH BT, RIGPLLE FBE
BIEHE . AU ESHILDHA T &, K5
LDHP# 4 1% . IA JLDH ] k12 W PLLAI A Wy
T R br.

PLL N ¥ &I 4(60%), BT 4% K (35%),
20 kg BT PAL VA P (4% )™ R AR B 55 T 20 Ay
ORI ERAY, 2R g5 R RISRIg R A, b 2
Hohy PR BB T SR R I AR A LY. s
HALK 2 B RPLL 2 9 79% 2 B4 i 74 )F H.7¢
PLL A FCME 2 2340 B M vk L0 o A R B A
GEANARCURE A . PLLERE O H BE A & —
FEIR 0, I 22 WO T TR 5 1998 22 W
G 35 ALK 25 %65 T WA AP L L) 26 B R4 )2 i
HA EEMNY.

FTPLLIGPR > WL, IR > 48— 1iE9T
TE. 2HFFH NN TF ARV 2 HErPLLE =
SR B VAT M. HORAE AT ) B4k g
H T B #E W, o s s HILie 3~ —20 0
BT, IR

KFFREGFRMIT TR CH
i, Lei et a/™ )18 T 10BIPLLI AL A ET
A, S AETE22 mo. Avlonieis er al'RIE T
1AGIPLLFARINATT, 347 11420.7 mo, 4
RWoR, RAiTRAE T ARy 41 447 %
bR, Z= s git s L. AFFRAEPLLFAR
AT 97 sl L, SR AT 5097 &
FALH, BIAEY1L 227597 (biothemothrapy). 44
1BIT 2 LADCIl A YT A 3, S LLCIK 41 i A
IL-2, INF-a,, GM-CSFZ 9357677 . A4176IPLL
ARJG IR T, 4B G I T7 41, A= A7) a) P
¥1249.5 mo; 3R G INAEYITT, YA A7 TH]
423.0 mo. AWFFY &I, PLLAJGEEA NBEZE R,
FEPLL A 5 Sk IE 1) A A PLL & 3L R
YIZEAT AN, BB ABEPLLLABSEIR b B %
P, SR AR R I R, X R R R Gt
BIT RO 22, A AT .

FAR AL B B, R AEREAT S0l F AR,
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EATAR o, A FPLLFA G R AT fe s
PAFWREIIROR. I HAEBRATIRAR N v, 83
XA BAT R (R 32, B Mg 2 W)
WA RN, WS R R, YT XTPLL
PPN CRTE SId 8
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Abstract

AIM: To evaluate the relationship between
the plasma levels of pro-brain natriuretic
peptide (proBNP) with cirrhosis severity, and
to determine whether the plasma proBNP is
valuable for diagnosis of refractory ascites (RA).

METHODS: The plasma levels of proBNP in 38 pa-
tients with cirrhosis were analyzed by ELISA, and the
effect of proBNP on diagnosis of RA was by ROC.

RESULTS: Plasma proBNP was significantly
increased in cirrhotic patients compared with
healthy subjects (228.0 + 83.4 pmol/L vs 127.4
21.1 pmol/L), and was significantly correlated
with CTP score (r = 0.774, P < 0.01). Levels of
proBNP of patients with pre-ascites, uncompli-
cated ascites and refractory ascites were 169.8

+51.3, 238.8 £ 55.2 and 320.3 * 63.4 pmol/L, re-
spectively. The area values under the ROC curve
generated by the proBNP were 0.857 in the diag-
nosis of RA, and the optimal threshold values of
the proBNP was 264 pmol/L.

CONCLUSION: The plasma level of proBNP is
correlated with cirrhosis severity and is valuable
for diagnosis of refractory ascites.

Key Words: Liver cirrhosis; Pro Brain/B-type natriu-
retic peptide; Refractory ascites

Chen FS, Zhao JM, Wang AH, He RL, Ma WT. Value
of serum plasma pro-brain natriuretic peptide in the
diagnosis of refractory ascites due to cirrhosis. Shijie
Huaren Xiaohua Zazhi 2009; 17(9): 940-944

il

B RY: #8K5F fn 32 44 AR (proBNP) /K -F e BT 2
PRt = EAR AR L K R, B xRS IR
K(RA) G F) B MA.

FiE: AELISA #3841 7R ) JE /K A2 B 04 BT
AL B o proBNP/K-F, B AIROCH & %
2T @ARIFE U proBNP TR A #4 5] 7 414

LR FAREE R proBNPKFEH T
fi B 2T PR 40.(228.0+83.4 pmol/L vs 127.4%
21.1 pmol/L), E5CTPRyHMX(r = 0.774,
P<0.01). AL R AK EZ . EAEB M
KEBFH . MBI AKEFEproBNPAK-F 5 5|
4169.84+51.3. 238.84+55.2, 320.3+63.4
pmol/L, 18] £ F 7 it 5 & . f2 3 proBNP
FIBTRASROCH & F @A 40.857, & itls
JAE #1264 pmol/L.

258 LB F LR proBNPRFFZHHEE
etk EAR AR, R s s K A B
AF 64 ) B H1AL.

KD RFREAL; M SRR, MR PR REK

PRIEEtA, iXERER, ERHE, @R, D305, MRMIMANRITET
DA MR KEVHRTNE. BRENHEIAE  2009; 17(9):
940-944

http://www.wjgnet.com/1009-3079/17/940.asp
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03I
JE K L R AL 1R LT AOE 2 —, B AR AR
P HE7K (uncomplicated ascites, UA)FIHEYR IR K
(refractory ascites, RA). H:HRAFR LRI &I
RFEAL IR PRI ZE K 160 mg/d, B2 A TiH400
mg/d)JF V3RS R, BB YT LR YT TEIE
i 2 ) el K e 2 i 300 P K Bl 4 R,
RABE W, PAiNRIZIPI0T7 BURAE
a2, Sonfr BRI, BaYT, UL
1M B84 JJK (brain/B-type natriuretic peptide, BNP)
J& T H)H K (natriuretic peptide, NP)F G b2, H
AHANR K 0 B AR, BFT R,
JH Rl A, 5 27 1 BN P A LT R pro BN P/K -7t
far, HLR 17 7 B R R DA R T IK s AK i
P S U AH OGRS B AR AR R A 2
FE AN IR S5 (proBNP) 7K - FH A A I 155 1) AH
KFR, S H AR E v 1 B 7K P ) B A 11

1 #EREA
1.1 A4 I FE2008-03/2008-07 ) FF A fkAE
Bt £ 38451 g HFRE AL 41, L B3 22491, Zc1641,
FERY31-82(F159.0£13.0)% . BT s B 45
S SERAVANE . R4, AR AL
e, TS W AF 5200045 VG 22 4[5 £
I FH 2 28 HU 22 R S BUE T 12 Wibs dE. I
A 2B RGN S 0. R
O AR B OIREA A AR AR |
PR 25 AL B PR R P IALRE A A 9 oL
3 mo AT AR H I S HERRAE AP

T Bt 1E A B AR N 20401 S o) i 4, JL
R BR144, 64, Fi25-80(F1458.5+16.0)% .
Tl S B BRSSO AN, 0 IE
Mg MfE . FEIhEeE. MY IER, I
AR, JCI s, 1R TC AR 2 k.
12 7%
1.2.1 s AR5 BT NN G307 IS IR
2 AU Ef bk 2 mL, LAEDTASUEE, T2 hi
13000 r/mini 0215 min, 73 B I, & T-80°C
URFEORAF AW [ I SR B 3 A% M A 326 AH DG 5
B s AL R TR MR R
ML RE .
1.2.2 proBNP#g#i: K FIELISAVEATIN, {4 FH 3%
FADLA A 424t fproBNPIR &, U4 1R 7
U BRI R A AL
1.2.3 Xes& b AK 0 P BT P 83 A Bt 24 KR
sz B/ R C TS Ay, MK L, JF

www. wjgnet.com

D T R L YR 7 I R e, B A A4
FiE. R HIREARML, @ WS A BRI/
MEEBCT. M AR S hAe A I H . %
WSR3 11 B B 7K AHL SR #%B (International Club of
Ascites, TCA)REXTHE VA PRI 7K 553845 H ) 8,
FE AL 45 S G brifE, X proBNPHIWiR A 7 Af
PEHEATROC i 2 (ROC curve) 7347

[ B I /KA AR SR A2 Wi ER: (1) KF &
FI PR (R FEK 160 mg/d, B2 A EE400 mg/d)ia)T
i =1 wk, [FIR BREIX B (R HAR 5.2 ); (2)
FIRFNTCR, MRRF R PR 54 diR i
PR <200 g/dE R AR R < SR ERE N
GYBK RN K s SO I 250697 6 38, 18
KI5 4wk S H B A S IR, RN ELFE
NG5 TBOEK TGS dP BRI IE K, (4) HREIA R 7
PRI RE, BdE: HPERGW; B DhReaR, i
T VLT T R — 1% H>20 mg/L(176.8 umol/L); i fiL
B, IS <125 mmol/L FLA A8 I bR R FAAR
10 mmol/L LA I ; MiE#1>6 mmol/Luk<3 mmol/L.

Gt A ER T ACTRL N R TE R
KB Hmean+ SDE IR, 4140 UL A A By
ZEF M, 2 AR TR) L s B R 25 5 22 BT A
%i(one way ANOVA), W4 [a] 3540 7= F R ek
55 ), Z A EATIES BRI R K (Kruskall-
Wallis H Test), P41LH LAl HHMann-Whitney
UK. Ao BT R Spearmantf XA EG. 4t
T AT HSPSS15.0% 13k T; ROC k741 H
Medcalc9.4.1. 13T, P<0.05I\ 42 FH G2

2 B8

2.1 W RAFAE 38M LA, LI JE AL 3341,
IR0 I W HVR A M AR 249, s R M AR
PRS2, i W 1k A Ak 14615 3% Child-
Turcotte-Pugh(CTP) 732k, AZk 61, B214l, CZ
LI 32 BKREE 5), TolK 9, AEHEVR I
JEK2 141, MR PERE K8, LI LN
I I RARFAE LR 1. S FE AR AL A 48 .
2 TR 22 S JC G2 7 L (F4P>0.05).

2.2 AFERACAE % 2 ot B 40 o proBNP/K-F i
s A ZH R0 ) 1 L 1M1 2 pro BN P 7K - 433l $4228.0
+83.4 pmol/LF1127.4421.1 pmol/L, £ i) %=
Aaotm L ERD.

2.3 RECTP4BITH AL % HproBNPAK-F &
L 5CTPRAo4EEM CTPHHRA. B. CHIH
B FproBNPAK P2 510142.1£30.2. 197.0+

A7 B A 5

X 5 MR ST
RRAL # I K g Z
—, AR AT
JEYE £, WmTIPS
Fo B & MK K S
A F L Aok
#2 R AL G —
T FrIX. T
M EIRAE FH,
FFRE A K
#0897 ik TR
R TRGR
e kR
GE

W £ B8
Kalambokis et a/
i AR B B K
BEHERTEHFL
WK, B R E R
Iy e A B A
2, BB AT
X, ) B 2R
B & Ao Bk
F 09 & k. Ak
A B Bk xR AR
AR B MR K B
H—ZWEFE
.
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WA # & 5

A Xl At st I
A& b R
proBNP/K it 47
it EAR
MR AR B Z ) &
Zeyxkah b a0
ROC w1 & o #7 3%
B proBNP#| B A
AR AL A V8 P R K
9 AR NG AL

FH@LARIEXIER)

FehEK i = 9) UAIn = 21) RA(? = 8) £ILE N =38) el
FHR(2) 55.6 7.1 60.9+13.7 57.9+16.0 59.0+13.0 58.5+16.0
HBIEE/2) 5/4 1477 3/5 22/16 14/6
BREREFU/L) 28.3+16.3° 46.1 +28.0* 67.9+27.1% 60.9 +36.7° 206+7.3
SRBAHE(umol/l)  19.3£11.2° 62.8 +95.2° 88.1 +66.4™ 57.8+79.6 10.0+4.0
ERINASRYE(s) 12.3+1.6° 14.4 + 5.24° 15.8+3.0% 142 +4.3° 10.4+2.4
A& (pumol/L) 729+11.5 80.1+20.0 87.1+39.9 81.0+26.2 741+12.6
INR 1.10+0.12° 1.28+0.43° 1.40+0.27* 1.27 +0.36° 0.98 £0.08
proBNP(pmol/L)  169.8+51.3° 238.8+55.2 320.3 + 63.4° 228.0 £83.4° 127.4+21.1

°P<0.05 vs WIBLA; °P<0.05 vs UA; °P<0.05 vs ToIRIK; WIBAIE S EE, SRIEEME<45 U/L. SIBE<17.1 pmol/L. RINEE
[RBB<14 s. HEF<144 pmol/L. INR0O.8-1.2. proBNP<150 pmol/L.

DproBNP7K S 41|k

ICANREE ait
UA RA

UA 17 4 21

RA 1 7 8

ait 18 11 29

MIDEL BESRTHITSE RN, FisherfBUIEIEEP = 0.001.

48.2. 334.2+41.6 pmol/L, 418 % 747 4 it2F
® Y. proBNP/KFRICTPI /3 A R ¥ =
0.774(P<0.01), P& 2 1IEAH (K.

2.4 KRB MLAKARFE #ZproBNPAK-F JITf{k H ¥
H LK # proBNP/K - 4169.8 +51.3 pmol/L;
A dfi v TS K B 4238.8 £55.2 pmol/L; HE¥A
PEIE K 535 4320.3+63.4 pmol/L; 20 % 53
CENVES-9EEa)}

2.5 proBNP/K-F ) i 3 34 14 I K 69 ROC o 22 4
Hr proBNPH Wi A MK RO C I 28 TR
h10.857, 95% 1 {5 [X.[H] 4 0.677-0.958(€12). R4
YodendFH3k B proBN P Wi xfk 96 I8 K (1) B £
I FLAH 4264 pmol/L. LLiZIG A8l 2 btk
1fiL 2% pro BN P Wt J-Hi £ 3 v 12 M5 7K 1) 2R B0
87.50%, FF5 1% 480.95%, FHMEISR L H44.59, B
PERUSR LE 450.15(3%2).

3 111E

JE KA AT A f5 5 LI RAE . —, 50% 1K
TERE N IFREAL J5 (1 104E N £ NV BLAE K, BEK
NALFEUARIRA. MG TEREK b7 AL K
BH5%-10%, HwEE, painE2imiaT7
R ZE, VAENAET R K T-50%, BT LA ] R R

400.00
300.00 - e A
] S
3
£ : :
2 200,00 ..
z .
< .
100004 o ik
O {peiakE
NN
0.00

T T T T T T
400 6.00 8.00 10.00 12.00 14.00
CTPFRSY

B 1 proBNPRICTPARD XA E.

W S WrEE K, R4 T TIPS,
EE=YWINEIE TR SR ST WA

BNP = 2 Hy0 %7 AR 3, D= gy =
Rk 7 A R TR il (1 A A, LR
FEFLFILRKCTE, fERIE R e r 0=
PR TR 1 AT 134 S R IR R i i i B IR (pre-
proBNP). SZ IR BT, DIBRN AR bi26 12 3
Jo B B 1084 2 R 21 1 I proBNP, i # ik —
AR N 22 2 TR R I IR A T 240 O v 1
F1 76 KN AR ity i3 4 K J5L (N-terminal proBNP, NT-
proBNP)FI32ikA i MEBNP! ™, BN Pt 1L Al
JRENIE 32 A (natriuretic peptide receptors, NPR)%:
G AR BRON, BAE: (DI B HAE .
BNP A9/ LA P A B, ok Ay, BRI
B 40 L ey A B R ), deeb a0 i &
POt B, BRI . (2)PE T B IR BRIk
iy, AR 3R - o A R K A - I R A, ek
2RI 1] ] ) 73, A ) TR A ()B4 P
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BRIEHA, 5. (AR AT B A IR K SO & 943
MCTPRF IEAHE( = 0.774, P<0.01). #&/Ri13¢ ®wWZAEE X
\ AR A S

10 proBNPRUIFRELH ™ EREBE UK, [N s

proBNPAEBKFIVE AP RLIL GRS RE AL %5 6 77 2 R

08 . AWK T AR, W LUK proBNPAE I HFINREE 5 ki i s hr

Mz fabr s —. A& H b R

) o proBNP/K - Fa 7

06 TEPTA38% B h, OWITEIEIK, 8HIAMEE e mtas,

= PEBIK, TEPEIA B R A 21.1%, R RAR T
04 K B 927.6%, 5T AR SCRR[1 ST, 3L
Ji DRI T f 8 80 SR £ 5 A TE, 0 A

0.2 F
0.0+~ :

00 02 04 06 08 1.0
.

2 [M#RproBNPAIRTXMEE RS KBIROCHTL:.
TENERSEES, PR BNk, Hem
0B RE R R RV N BR Rk, G K IR HE
TS 21 R R B/ . Holmes er al™™'%5 7 Niv
BNP, w57 [ {73 Wb s> — 43 2 —, Tk v
HMmIAE. Q)P IR RS, MHIAC &Kk ),
FPOR AP L, F9KRANE LA, BRARA R ),
IO I 5 B A, (4) A Lo LT A A A0 P i JUL
A MG, 0L Ak, BNP S
787 P Rz 4 R s DR 1 DA R 21w il S Bt 0 o)
-1, W L e P R, AR T R IR, A
Ak H 5 1 3¢ proBNPAIBN P & 25 i T A HEu) 1R
2, Ak g A 7 R R R 1T K R ) A
. [dlILa Villa ef a/“'WF 9% & DU REAL & I B K
KoK Ah it 81 I BN PP B TR K 8 3 5
FHIbw, LR B EA (DKIER . sy
FRAEBE L% A BBNP; (2)FTAE Ak £ 2 Py 5 1
EAWE R E R, I RKED. 2FE
RS T L, REEBNPA G (3)FE ITBNP
AR B, R )5 EEBNP A S (4T
B hfe TR, BNPRIE . HEMA T, B B
W5 1% %2 i 933 T BN PRI A A 93 175 LA S Al
LRI DG ZR, R AR B/ A2 16 I
MWHFTE/b. (ABNPY- AR, 52 NEVEBNP
AT B, LRI IR — € B Ry PR, AL
PRI T BNPICE P i fApro BN Pl A4 g 15
FERRRE )% 28 S T AE v P G K () 4 A7 (.
CTPRAZ Ry L H T IR CAT4024F, 2 K]
W £ 2R R FT-9 28 8 T I £ % Dl e % TS 1) f o
BB M TR —. FEARH, sk
A M 2E proBNP/KF W 2 i g B0 4, H.
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BEAA R U ER, RABEKproBNP & # 5
TUAZLE, MG # I8 & & T MK, R
proBNP/KV-HUHAEAL K P R EAR G, IF S
51 BKIE ) 2 AR B A

2 H TAEFffE(receiver operating
characteristic, ROC) £k 43 #7, & X560 5 i
PR HIPE BE PP 11 5 S DORMEEA T 9 44 53 BT 1) de
WG Tk —, AN TR IZ WHE R
HIS W v 55 I o F) B A 1, BT 32 1
FZ W BRI VET. ROCHIZ N A (id AA ) W]
S WG PR 1t K. — B0 A 40.7-
0.9, Ko iZWrkafitE b4, 0.9 Eif &R
W HER PR E. DA B B 2K AE AR 02 W b v
& brdE, X proBNPIZ W HEva PG K B A P
HEATROCHIZ 73 #T, HXA3 1A, 240.857. Youdends
o= REPFEHRERE-1, 7] DLERA e i R B0 A
FES L, REBLAF VPN TR AR RN A ), 2k
5 vh Z2 4 Youdendse K b Ji WA 5 S5 £ I 1L
A5, AR YoudenFE ZU 3K I proBNPF| R A
() B A S, O AL S8 R A2 T B AT
BT (R S JE N R U, ¢ 7pro BN PAE ) 7
PRI K 7 A B R HERR . IR TAE
ML T A4 H 3 1l 2 pro BN P /K4 B TR A K
HUWTRE AW, DL G ST T .

S, HEAY 3 1 3 pro BN P/KY- i 2% 7
rer, ELRR 17 7 ER R A A G, I DR S
ALK B3 1M 2 proBNP, XMk v 1 I /K B2
R BANS I B AT — € 2 E A
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1 Runyon BA. Management of adult patients with
ascites due to cirrhosis. Hepatology 2004; 39: 841-856
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3 Moore KP, Wong F, Gines P, Bernardi M, Ochs
A, Salerno F, Angeli P, Porayko M, Moreau R,



944 ISSN 1009-3079 CN 14-1260/R HRENBHZE 200933288 175 595
W@ 53U Garcia-Tsao G, Jimenez W, Planas R, Arroyo V. The 11-19, table of contents
RKILHRT f management of ascites in cirrhosis: report on the 11  Mair J, Hammerer-Lercher A, Puschendorf B. The
Ji 4 B RS AR consensus conference of the International Ascites impact of cardiac natriuretic peptide determination
A 7 1 IR 89 Club. Hepatology 2003; 38: 258-266 on the diagnosis and management of heart failure.
Fl AR, AR 4 Gerbes AL, Gulberg V. Progress in treatment of Clin Chem Lab Med 2001; 39: 571-588
LA & A o 3 massive ascites and hepatorenal syndrome. World | 12 Holmes SJ, Espiner EA, Richards AM, Yandle TG,
proBNP*"T’-ﬁ% Gastroenterol 2006; 12: 516-519 Frampton C. Renal, endocrine, and hemodynamic
ﬁﬁu%%’mﬁf" 5 Yildiz R, Yildirim B, Karincaoglu M, effects of human brain natriuretic peptide in normal
EJH%’ Q‘jﬁ.’_:’i Harputluoglu M, Hilmioglu F. Brain natriuretic man. | Clin Endocrinol Metab 1993; 76: 91-96
éﬁiﬁ‘& Ao %A peptide and severity of disease in non-alcoholic 13 Tamura N, Ogawa Y, Chusho H, Nakamura K,
A cirrhotic patients. | Gastroenterol Hepatol 2005; 20: Nakao K, Suda M, Kasahara M, Hashimoto R,
1115-1120 Katsuura G, Mukoyama M, Itoh H, Saito Y, Tanaka
6 La Villa G, Romanelli RG, Casini Raggi V, Tosti- I, Otani H, Katsuki M. Cardiac fibrosis in mice
Guerra C, De Feo ML, Marra F, Laffi G, Gentilini lacking brain natriuretic peptide. Proc Natl Acad Sci
P. Plasma levels of brain natriuretic peptide in U S A 2000; 97: 4239-4244
patients with cirrhosis. Hepatology 1992; 16: 156-161 14  Mueller T, Gegenhuber A, Poelz W, Haltmayer M.
7 Wong F, Siu S, Liu P, Blendis LM. Brain natriuretic Biochemical diagnosis of impaired left ventricular
peptide: is it a predictor of cardiomyopathy in ejection fraction--comparison of the diagnostic
cirrhosis? Clin Sci (Lond) 2001; 101: 621-628 accuracy of brain natriuretic peptide (BNP) and
8 Redfield MM, Rodeheffer R], Jacobsen SJ, Mahoney amino terminal proBNP (NT-proBNP). Clin Chem
DW, Bailey KR, Burnett JC Jr. Plasma brain Lab Med 2004; 42: 159-163
natriuretic peptide concentration: impact of ageand 15  Salerno F, Borroni G, Moser P, Badalamenti S,
gender. ] Am Coll Cardiol 2002; 40: 976-982 Cassara L, Maggi A, Fusini M, Cesana B. Survival
9 Matsuo H. Discovery of a natriuretic peptide and prognostic factors of cirrhotic patients with
family and their clinical application. Can | Physiol ascites: a study of 134 outpatients. Am | Gastroenterol
Pharmacol 2001; 79: 736-740 1993; 88: 514-519
10  Berendes E, Schmidt C, Van Aken H, Hartlage MG, 16 Metz CE, Herman BA, Roe CA. Statistical
Rothenburger M, Wirtz S, Scheld HH, Brodner G, comparison of two ROC-curve estimates obtained
Walter M. A-type and B-type natriuretic peptides in from partially-paired datasets. Med Decis Making
cardiac surgical procedures. Anesth Analg 2004; 98: 1998; 18: 110-121

it kw4 w4 FTAA

ISSN 1009-3079 CN 14-1260/R 20095 RRALIA TH: 4 Nyt A% i

ERFARWNRLEXB LA

AHIR AT AR, Ik, 4R 450, BEER G P Oc 8L AR Rk R ()84
SO AN R RS, TR R, WSO8 2 DA 104 S50 H, M5 S0EZ —3G QES BEL—HRA
SN, AEE LA DOE P PFEEME . 4, el B RERS, WA Z T2 “-7 2JF, 2R8Ik
ZIHE S A DA MPOEHFSTLHR “Bo-Rong Pan” ; 3)HAL SeE/EH, 55 SAL M AFR K& 44 T 1R
B gmht. %140 Xu-Chen Zhang, Li-Xin Mei, Department of Pathology, Chengde Medical College, Chengde 067000,
Hebei Province, China; (4)3£4: %8I H #% 3 W1: Supported by National Natural Science Foundation of China,
No0.30224801; (5)ill il fE# #53Ll: Correspondence to: Dr. Lian-Sheng Ma, Taiyuan Research and Treatment Center
for Digestive Diseases, 77 Shuangta Xijie, Taiyuan 030001, Shanxi Province, China. wcjd@wjgnet.com; (6) 5 K 14|
H 3 # 2 40: Received: Revised: . (45 Fl s s 5KiEET* 2009-03-28)

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

R A LAY 2009523H288; 17(9): 945-949
ISSN 1009-3079 CN 14-1260/R

& Jk 2.5 CLINICAL PRACTICE

HERRS E B AR S TE RSB AN

B, &R, THEW, FXE BEE

BRI, PEAARBHRES _FEXRFALE—N LET
200433

BES, IFm, =XE, BEE, TEARBHRES —£E
XF 5150 ERAF R ABRA IR 54 E I SN 2 7
T B &R 471031

AFEREFHI “+—L" HXEEFR A, No. 082006
1EE RS BFTES S5SNI AT ECIBNYE, IhRMB
BHEE. &85 TEM. BEELRSKERT HRIYEB
BFESTEEMRETWN, ARABIAFAEONTIEBRTES
TSSXIFERE, FUBOITBEEFMSBHTETR, 1B EIED
BSHTETEAR.

BIRSEE: §&5, 471031, TFAEBMEH, PEARBRNESE
—FERZS1500 VW ERARERSIBAREEALIZINIH
XBf7. gaochunfang150@163.com

E835: 0379-64169327

RS EEE: 2009-02-04 {BOEHA: 2009-02-23

BZHHE: 2009-03-02 ek EHEA: 2009-03-28

Comparative analysis of
differential serum low
molecular weight proteins
between colorectal cancer and
other malignant tumors

Xin-Hua Sheng, Chun-Fang Gao, Xiu-Li Wang,
Dong-Hui Li, Guo-Bao Zheng

Xin-Hua Sheng, the First Team of Graduate School, the
Second Military Medical University of Chinese PLA,
Shanghai 200433, China

Chun-Fang Gao, Xiu-Li Wang, Dong-Hui Li, Guo-Bao
Zheng, Institute of Anal-colorectal Surgery, Joint Post-
graduate Training Center of the Second Military Medical
University and the 150" Central Hospital of Chinese PLA,
Luoyang 471031, Henan Province, China

Supported by: the Medical Research Foundation during
the 11" Five-Year Plan Period, No. 08Z006
Correspondence to: Chun-Fang Gao, Institute of Anal-
colorectal Surgery, Joint Postgraduate Training Center
of the Second Military Medical University and the 150"
Central Hospital of Chinese PLA, Luoyang 471031, Henan
Province, China. gaochunfang150@163.com

Received: 2009-02-04 Revised: 2009-02-23

Accepted: 2009-03-02 Published online: 2009-03-28

Abstract

AIM: To evaluate the diagnostic specificity of
differentially expressed serum low molecular
proteins for colorectal cancer by comparative
analysis between the patients with colorectal
cancer and with other malignant tumors.

METHODS: A total of 218 serum samples from
patients with colorectal cancer (1 = 68) and other

www. wjgnet.com

malignant tumors (breast, gastric, esophagus,
liver, lung and kidney, 25 cases each) were col-
lected. Their serum protein fingerprinting was
read by surface-enhanced laser desorption/ion-
ization-time of flight-mass spectrometry (SELDI-
TOF-MS). Biomarker Wizard software was used
to analyze the distinct proteins between colorec-
tal cancer and other malignant tumors and to
create receiver operating characteristic (ROC)
curves. Then Fisher’s discriminant model was
established using the distinct proteins with the
area under the curve (AUC) > 0.8.

RESULTS: Relatively 12 proteins were highly
expressed and 102 proteins were lowly ex-
pressed in the sera of colorectal cancer com-
pared with that of the other malignant tumors.
Of all the 75 proteins with AUC > 0.5 by ROC
analysis, six proteins (AUC > 0.8) were selected
to establish the Fisher’s discriminant model.
The accuracy of distinguishing colorectal cancer
from other malignant tumors was 91.7%, and the
sensitivity and specificity were 88.2% and 93.3%,
respectively.

CONCLUSION: The significantly differentially
expressed serum low molecular proteins have
a high diagnostic specificity for distinguishing
colorectal cancer from other malignant tumors,
which deserves further research.

Key Words: Colorectal carcinoma; Proteomics;
Surface enhanced laser desorption/ionization-time
of flight-mass spectrometry; Mass-to-charge ratio;
Discriminant analysis

Sheng XH, Gao CF, Wang XL, Li DH, Zheng GB.
Comparative analysis of differential serum low molecular
weight proteins between colorectal cancer and other
malignant tumors. Shijie Huaren Xiaohua Zazhi 2009;
17(9): 945-949
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HFRENBHE
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WA B A

J% A SELDI-TOF-
MSH R #AT b4
EOQRAFHR
LRARREE
Ji 45 BT 5 6
&, RE AR
MEST SAR
I 0 e 7 SR, 28 4R
EY R saEs
BiEEA R T —
M F LK
>FEERORS
AR, i TR
iy AR, 5t
TRFGHET
EAEAAE G R
X,

GUBE. Bl RER. TR, MEALERE
B2506)) dn A ARA 2180y, A R E 3G R HOE
fEeR /o, B - AT B 1) - R kAR MR AR
%, JABiomarker Wizard®3 - oW A gL
H e TR G B e E P WK T ARG
J&, 5 AAE %X F TARSFAE(ROC) % B .
FiEBRROCHZ T @MAAUC)>0.80 %G, &
st Fisher#| 3| A2 A

R SAMBES LT R B, aF
T A 124 & G A & AGA, 102405 & 483K
%35, ROCHMZE R, AT54 & &G AUC>0.5,
A F8911. 8919, 8964, 11726, 14049,
14139 M/Z# & aAUC>0.8. X 6Ar & & &
S FisherP) AIAR AL, S0 4 A W & e SRV E
88.2%, 45 F1£93.3%, A F91.7%.

St LA MES LA AL, i
HEN R EFREGIKS T &G, x4 LW
BAY WA, AT — AT

XEEE: HEMMIE; BB BRAS, REERBULHE
MR/ PR S — AT BN ) - B B b AR AT

BWETE, 855, TEm, EXE, XEX. SEhRSEMTM
IBIERES TEREDNLER. BRENBHRE  2009;
17(9): 945-949
http://www.wjgnet.com/1009-3079/17/945.asp

03I

45 H ¥ (colorectal carcinoma, CRC)2 @ A
KA 5 AR Mg 2 —. I E, fE
NV R RS i S 2R 7 U
A, CRCII R 2 EFHEH. ImERATA
MLVE & A AR SOEWEFTON T, I HI 2 1 1 5B
AR/ 3 - AT B 8- Ui (surface enhanced
laser desorption/ionization-time of flight-mass
spectrometry, SELDI-TOF-MS)# A, #1377 CRC
IS 5 IR 7 B2 Wi s 2, H A5 e 1
S R U AR S B0 B AT AT R 3 2
T RAB T, WCRCE TLAh A Mg i
F MG e T B R 2E R RIE K FEA.

1 #ER5A

1.1 A CRCS HAb A i 8 255 10035 b A
H2006-06/2007-12 1 [E N FEAR B2 55 1500 B
BEAE B FAR B, WERGHERZ. CRCA
6817, H336M1, 32/, Fikd<40% 1141, 40-60%
324, =608 2561, L Dukes A6, BH28
Bl CHA23%1. DRI, HoAth Sk o 241 L 45

FUIME. B, 'R s, e A
2511, 557841, Zc72451, <402 314, 40-60%
6711, =604 5211, 1FH AXRZH67H, J3354,
L3245, <404 1441, 40-60% 291, =60%
2441, Sy [F] A Rt A R A N BE. DA b = A B
TEVE AR B W oA BTG 2 .
A9 X ok R i I3 P R T ) oAt
LEP RS a7 -2 v <RI SN A CINS W SN
Z i (acetonitrile, ACN). =% L (trifluoro-
acetic, TFA). JFFM(sinapinic acid, SPA). =
J R R S B F e - Bh R 2 P (Tris-HC D)y 3-
IR 2 5-1- N R (CHAPS) J 55 2 3L NRIGE 211
(HEPES)Z: ¥t H 26 ESigma’/A 7. SELDIE
JFS P R G8(PBS 11 -CHY) K LR 1) 43w s flgk
[Hi(immobilized metal affinity capture, IMAC30)
] 12585 Y90 1 56 [ Ciphergen 22 .

1.2 7

1.2.1 S AR Ay R4 35 = 25 I A G ik 1f S
mL Tl TR, Wil N CEA L4 hak4C
VAN 12 b, Hr IS )5, 1000 1/min 2020
min, U EVEWI AL, BRH7100 pL, H-80 CUKFIEL
WA P ORAE. TSR I 1 3 B TR A e R
N, —IREIE100 mL, 43%% T EppendorfE 1,
B50 pL, B T-80 CARME VKA ORAT, VEAERX
S PR LA AL

1.2.2 #m by £ 4 4°CRLAEINLTE, 20 000 gZ0010
min; B20 uLiiF, &1 1.5 mLELEF; 40
uL U9ZEME (9 mol/LJK#E . 2% CHAPS. 50
mmol/L Tris-HCI, pH9.0); 4°C#23%30 min, f# 2
FITARPE; B0 pLAR PR J5 BOAE bh, B IAN120
uL &5 2 e 22 B (5 100 mmol/LI IR . 500
mmol/LEALE, pH7.0); 4°CIRA). ffif)a LFER
LB MR L1401

123 YAMTRAEARLS hFEass: D
FAEALIN100 mmol/LERFRHIS0 pL, =ik 5200
t/mindE %5 min, BIFRGERE; H &8 TR
PesUE BT, BEFLF TN 100 mmol/L R HY
(pH4.0)50 pL, EJH F200 r/minf&i%5 min; 25
FKIPVES UG B R B LI &5 /0 10 22 bl
150 pL, B FI% % 1, SR ES min)5 2k
i, LR, JBEALINIAS0 LA R 4 1) i
HREG, BT R E, 4CHE60 minfq k2
SRR B 150 pLgh & /v 2 v ph k2
R, BRI S min, 551X AT mmol/L HEPES
(PH7.0) PR, BUHL S P, A Ot RIDRE AT
IIAHIFISPA(SPA 1 mg# 15 puL 50% ACN.
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15 pL 1% TFA2{K, £:X0.5 pL. KT )5 LAL mia £ BiE

.
1.2.4 %Rl 5 Kk £ 42 SELDIE M
O 7 ol A A A W RE i B F 2085 R
TN 23 1 ot & I A o 2 1 i R E, R
7£<0.1%. i) % SELDI-TOF-M S0t
SRIEEA1TS5, REE A8, WA B 0 e b
(M/Z)75 il 242000-20 000, W 547 & 20-80. H
Ciphergen ProteinChip 3.2.0%14 H 3l R,
HIBiomarker Wizard 3.2.0%K {450 F Al #5 21
(1) 2 ) JBORE 0 5 SR 1 MY Z 8 s AT 53 A
AP, Biomarker Patterns#k {4 r X 4340
NP 254

SihF A RS R AR
RISPSS13.040 . %0t bl L il
Krge. N2 E LAVERHiE(receiver operating
characteristic, ROC)#i £k X} 2 57 85 [ HEAT VEAT,
I E S AMROCHZ T fif(area under the
curve, AUC). IEEAUC>0.8HIbr &8 A, #or
Fisher #4731 & 4.

2 BR
2.1 R ey e H bR AU TSELDI-
TOF-MSH A KR PR, H5 s i35 2 e

ZE 5, ARIGAEANF L5 H W =458 B n B
R, DOV LA R 1 2 5. 45 R BOR, S
RS 0 1) P[] — A S S PR b P R AT T A
BB R0.3%F10.5%; H W bR v 4k 5 B (1
i) FRIAEE A R ) A2 S 2R 50000 001 A 9% A1 14%..
22 ZAABER R 5 EM LR E FIHBio-
marker Patterns®A% 1S 21 132 A HF)
15t S0 B EAT B 124, L ) P SR 4y
FRPEERICRC A 2 o8 S 1 i N ) i
%599 97.1%(66/68) 93.3%(140/150)
95.5%(64/67), SHEMI#£94.7%.

2.3 CRCALY Hple Tt b i 40 o S Ak F 2 54 %
8 HBiomarker Wizard 445§ o 40 i iy b
(AR 23 ¥ 8 SR 808 B s dEAT %5 L a0y, 3%
RINZE S8 11440 (P<0.05), L ECRC
Hh s RIS B 120, AR RIE A 10274

2.4 23 FQROCH &3 F 0 X 114102 FENH
5153 9 HHIROC - ek T PEAfT, AUC>0.5 HH:95%
AERR T IR>0.51 2 3L A 754, JHLHPAUC>0.8
PL BRI 64, M/Z4 58911, 8919, 8964
11726, 14049, 14 139(%1, E1).
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wEEE  MAN3SE

—————— PE AUC (95%CI)

Wz  EERE HithhhEs

8911 0.648 4577 0.000 0.859 (0.808, 0.909)
8919 1423  7.896 0.000 0.829 (0.773, 0.884)
8964 0.441 2.867 0.000 0.909 (0.870, 0.948)
11726 0717  3.456 0.000 0.849 (0.798, 0.899)
14049  0.225 1.500  0.000 0.853 (0.804, 0.902)
14139  0.173 1.033  0.000 0.804 (0.747, 0.861)

2.5 Fisher#| Al 5 AT A 6922 5 LIAUC>0.8
M I # L I Fisher A & F: CRC =
-1.244-0.01X,+0.054X,+0.005X,+0.062X -
0.002X+0.198X; oA EE: i = -2.16+0.015
X,+0.188X,+0.132X,+0.225X,+0.468X,+0.46 X .
HdX, v X0 Xov Xov Xso X ALK,

8919, 8964. 11726, 14049, 14 139 M/Z
A B SEAT R oy AT IR, KR R
1R AE R 5 1 2 AR N R 24N 4 ) ok A
SKRAA, WIE— A0 ) R BB R, T2 0 ¢ B A
s T W28 A SRS v ) C R C ) B
88.2%(60/68), Fi 5+ 1£93.3%(140/150), kR
91.7%(200/218).

317E
TEAFRYEE N, CRCIIRIZELE Y . otEdhay 5l
A7 i FEARNER 30T, FET 2R 53 AT it S 4RI S0,
RECRCI R IRAZE R, 7 5 g P A4
(5 O . S R RS W AR T, SAE
A A7 HMG L F190%. IR, Ko B AE
iz O TR RS AT R, B T
(9697 & T 1. CRCHI2 W i E 4R 2
FEF M ARES TV R V% 40 P 2 A 1 S AR 2
R 7 A5 5 AN [ 2 b A7 A0 SR 5 ke e Ve AN v
(10 1) REE, 1A 3 ) TR b R 0 AT R S RE (1)
K. H R IE RY FH 85 22 1 C R CAH I i 988 A
GWAHCEA. CA19-9MICA242%%, T T AR
JEIR e TS, Hh CEAfE A CRCIIAR
HEYIN )z, ARSI E93.5%), 1R
AL K47.3%0,

W RO, MRiE & A R R T
— ZR 540 O A0 KT AR AR, AL B R
SER RN Th e A BCAs . N AL FP A B A 24 R
B IEANWIAS Ak, B — LT R b R A A DL I
E SO AR B 40 M . 412, R B4 S
SE A2V A8 A G T I 7 B 1 ) 2 A )

Engwegen et al%-
WT AR E
F 5 EH AW
FHE G g, A
4 T (5L
B 97 R
RN
m e R ) AF At
i RGP
BEA TR 25 A M
T 0 BUR M 5 4
M 4 65%-90%,
KRBT R E
ac-I. #E%g
A1 &k aRaA
Kk &
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mZA2E A0+ B 1.0- C 1.0+
SELDI-TOF-MS
¥l 3 ZROC 0.8 0.8 0.8
LM IFE 6964~
aikika T ER 5067 £ 061 £ 06
Kk Fakiw 2 z z
B armna 404 & 04 & 041
HEBFGENS 0zl .
7Ry, AT E ' ' '
HE & T 'Y —
4 AR R 00 02 04 06 08 10 00 02 04 06 08 10 00 02 04 06 08 10
4 KR ‘?’ RE|T 1-Specificity 1-Specificity 1-Specificity
TEAA. 107 E 104 F 10
0.8 0.8 0.8
£061 £ 06 £ 0.6+
& 0.4+ & 0.4 & 0.4
0.2 0.2 0.2
0-0 T T T T 1 0'0 T T T T 1 00 T T T T 1
00 02 04 06 08 10 00 02 04 06 08 1.0 00 02 04 06 08 1.0
1-Specificity 1-Specificity 1-Specificity
B 1 Z£EpESHETREMBRINERD FESEBROCHLZ. A-FORILFESI11, 8919, 8964, 11726, 14049, 14139

M/ZEH.

12, XA R PTIE) “RETR AL . B, BT
ANGUENIE R “5—hrEW) 7 2R i
R ) “ 2R bR S PG N 2 iR g
P, XA I A A 154 A e R IR A
T H AR A b e 12 W 3 i 7 B 22 i) S R AL
S, il ESELDIA AT BA 1 H 3 i
TH R “WAEFRLC” M. %A
ARG BR S PO ECRAH S S, A
Adam et al™. Petricoin et a/""" ¥ H: N T 14
g ON SLE A ST LK, k)i N T
PR DL g U AT . AT R iR,
ML 2 A 27 50 i AT, 257 T CRC AL
WAL KO0 I IC R CEAT Dukes 73 3911 43
RIS U2 W ASE R 14 16 B B PRy
ARHTCRC & FH BEATUEM 73 1, bR IR T 4t
M.

H RT3 T R 1 e 03 2 A R AL 24,
PNE2 SR S EP QIR e N N ()
ST e At 2 e e 87 A N R HEAT I E A
%. Engwegen et al' FHCMI10:t: 5 34T T 7741
CRCHEF 5804 1EH A B M35 8 H 5, A
TEHX 38451 FLAth 22 458 (1) SV e (LG FL I L O
U9 T A0 R A A /N Al g ) B AR 4 B
BN Ay R P C R CIR AU 5 R 57
PE465%-90%. ASHIFFTBATAE 1 3 A (¥ B A
b R R A DL R R (L . &
L L B . BEHME I, JF
DA FE N AR IE W0 B S IR R R 4 SRR 1)

CRC. A g S AE 5 N R HERf 2643 53k
97.1%- 93.3%-. 95.5%. Mk CRCY H
b B bR (0 LTS AR 23 1 2 RIS S, W H
ROC & Hr ik I AUC>0.8/F EE 18911
8919. 8964. 11726 14049. 14139 M/Z, LAt
OFP R [ #  Fisher M AR, Fe & sk BB, @
ST (PRS2 5 55 C R C 5 At 335 17 it 988 1) S0k
88.2%, 5 1£93.3%, HEWIF H91.7%.

H T SEL DI A A B HAT 400 IR 454 40
PE, S50 25 SR DRRE ol ok 5 R0 A B A% AR I AS —
e AR A AR R UEAL, 3 RS IR 4 Bt R
1) B[] A AL AN [RGB 2 8] PP AT
BTG 2, Al S g5 ALK n] {5 R R i
SEUST AT AR S v T A B TS R A R
B, XTRE S A . PRAFI TR) L VRl ) I
B USRI I 36 R LA RS 2 B 1 A
BT HRREAT TG, 57 T SELDIECA A%
HEAGSE 6 AR S AT ] — AN IE N I
T A N R I, A SELDI-TOF-MSHA [ e &
PEHEATVPAN, &5 330, JeA T L et ksl g
EEA R R E v

M, AR E A RS AR T
CRCL LAt A g 55 3 i i P IR 20 7 22
RIKE [, R I8 (g8 S 10 A5 43 Hr s 7
HABGF S0 W Ge ), 450 75 2 K
A R FORIESE. [, XS br 0k 2 SR
AIRETECRCIR AR e il 2] T EZA/EH, X
XL T e RIA R I S e AR AT .
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1 Zhao G, Gao CF, Song GY, Li DH, Wang XL. 2006; 5: 1720-1726

[Identification of colorectal cancer using proteomic ? Powell K. Proteomics delivers on promise of cancer

patterns in serum] Ai Zheng 2004; 23: 614-618 - fgmarll;irs. Nu;ng 2903;‘/9\; 95\(’) d MD. Cl
2 HES Rk AES ELE TAT AR am BL, Qu X, Davis JW, Ward MD, Clements

ER AR Dukes ASEEEGE. WERZEES: MA, Cazares LH, Semmes O], Schellhammer PF,

= 2005; 30: 460-462 Yasui Y, Feng Z, Wright GL Jr. Serum protein
3 WG, AT, MES. TR, A, PHEE. & fingerprinting coupled with a pattern-matching

ElpEDukes B. C. DHIEZMIEIRE H R algorithm distinguishes prostate cancer from

BF3T. rhAESEIA SR 2yt 2006; 23: 1348-1350 benign prostate hyperplasia and healthy men.
4 Parkin DM, Bray F, Ferlay ], Pisani P. Global cancer Cancer Res 2002; 62: 3609-3614

statistics, 2002. CA Cancer ] Clin 2005; 55: 74-108 11 Petricoin EF, Ardekani AM, Hitt BA, Levine FJ,
5 EAE T, FLAE, ZOEEE RO, PEERS Fusaro VA, Steinberg SM, Mills GB, Simone C,

HLO003F B i A R R EEF AL thE g 2007; 16: Fishman DA, Kohn EC, Liotta LA. Use of proteomic

494-507 patterns in serum to identify ovarian cancer. Lancet
6 Engwegen JY, Helgason HH, Cats A, Harris N, 2002; 359: 572-577

Bonfrer JM, Schellens JH, Beijnen JH. Identification 12 Azad NS, Rasool N, Annunziata CM, Minasian L,

of serum proteins discriminating colorectal cancer Whiteley G, Kohn EC. Proteomics in clinical trials

patients and healthy controls using surface-enhanced and practice: present uses and future promise. Mol

laser desorption ionisation-time of flight mass Cell Proteomics 2006; 5: 1819-1829

spectrometry. World ] Gastroenterol 2006; 12:1536-1544 13 Engwegen JY, Gast MC, Schellens JH, Beijnen JH.
7 Chen YD, Zheng S, Yu JK, Hu X. Artificial neural Clinical proteomics: searching for better tumour

networks analysis of surface-enhanced laser markers with SELDI-TOF mass spectrometry.

desorption/ionization mass spectra of serum protein Trends Pharmacol Sci 2006; 27: 251-259

pattern distinguishes colorectal cancer from healthy 14 ~ Poon TC. Opportunities and limitations of SELDI-

population. Clin Cancer Res 2004; 10: 8380-8385 TOF-MS in biomedical research: practical advices.
8 Zolg W. The proteomic search for diagnostic Expert Rev Proteomics 2007; 4: 51-65
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Abstract
AIM: To study endoscopic diagnosis and
management of colorectal carcinoid tumors.

METHODS: Fifty one patients were certified by
colonoscopy and pathology during April 1986 to
August 2008. Morphologic characteristics, trans-
endoscopic treatment and prognosis were docu-
mented for further analysis.

RESULTS: Male patients significantly outnum-
bered female patients with a ratio of 1.83. The
average age was 53.0 + 13.2 years. The most
frequent occurrence location was rectum with
almost 86.3 percents. Most carcinoid tumors,
about 74.5%, were smaller than 1.0 cm in diam-
eter. The classic characters were submucosal
tumor with yellow color and rigid or tough tex-

ture, and always were lack of activities. There
was metastasis of tumor when it was bigger than
2.0 cm, and there was no recurrence for smaller
ones (< 1.0 cm) after EMR. Six patients had un-
dergone endoscopic ultrasonic examination and
it was very helpful for EMR.

CONCLUSION: Understanding the endoscopic
characters of colorectal carcinoid tumors was
helpful for correct diagnosis. Deep biopsy and
EMR can help improve the correct diagnosis
rate. EMR is safe and effective for carcinoid tu-
mors with a diameter less than 1.0 cm.

Key Words: Carcinoid tumors; Neuroendocrine tu-
mors; Colonoscopy; Endoscopic mucosal resection;
Endoscopic ultrasonography

Han JY, Zhao JX, Kang JW, Wang Y. Diagnosis and
treatment of colorectal carcinoid tumors with endoscopy:
an analysis of 51 cases. Shijie Huaren Xiaohua Zazhi
2009; 17(9): 950-953

i 2
BE): R348 A R0 AL T IS BT 267

ik M 1986-04/2008-08 3%, % 22 45 M oo &
FR IR L K IRS1) . AT TG A4 B
LT BT RTE.

SR ZHAMEBIHAL S THH01.83: 1),
P FEE53.0113.2%, AR % IL(86.3%), &
K42 % F1.0 cm(74.5%), RELT % R I A0
RO FERE T M4, &3, AR, EHEE,
=220 cm% R AEA, <1.0 cmFEMREIR
KR, 66 RATATH B Ntk &, P # N4
TG IT e T AR ML,

it FRAETEREGM LAY TRS AR
B, IR A REMRWIR SR B TR S
B & <1.0cm#y £ N T IR24s. A

KGR K9 MENTUME, EHE NE TR
MERA; BERE

FhEREE, BX4rSC, REME, £ SEBEEAR N2KET
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053

e B TR oy W, R TR 2 P A i
M, ZoKUE TR AR, AN R, 8
T 2R A VT PR i i A4 5 R iR (amine
precursor uptake and decarboxylation, APUD)#
o, HA R REBERE, o8 RIYE. e
G R R B DORR Y, b L, G
KT RGE(67.5%-73.7%), HI AW RS
(25.1%-25.3%)7, LT, P H. A, oY
S5 AR IR 190.05%-0.2% L AL
FAE G W s R 110.4%-1.5%. gk
1986-04/2008-08 k[t 22 & 11 B Aoy 1 -9 L IIE 5K
MRS LA, AT N BE FYRYT, UL AU,
R UK.

1 #RRT5E
1.1 A B8 1986-04/2008-08 Tk 5 45 45 1 s i
A EE S S 11, A %0.16%. %533
i, L1845, G5 A T P, AR 20-88(<F
1%53.0+13.2)% . SIBIB N R, T2 Rk 17
SE N B R A SR R O AT . VS . R (R
iR 5 A 55
1.2 7 & WEE T RIEVIER AR (endoscopic mucosal
resection, EMR), Titlid g B FE1 A ek
% mES0.05 g/LWE FRRE AR ER/K1-8 mL,
P8 S L A R S (FR AR BR ), 3 FH P
AR A R TR B D IE R RN, AT S
HIDI R

2 B8

2.1 & F RILBAW

2.1.1 J@IEA: HI144151(86.3%), LARE: 2141
(3.9%), B&EEI111(2.0%), 1545 17 141(2.0%), T+
S5 13150(5.9%), WA T Bl G4k 2 4. 44
151 T i 288 vh 34451 (77 3% )5 kA2 T BEAT 2k 8cm
DL, 4451(9.1%)47 1-8-10 em(1).

2.1.2 AR A NEL R LIS R i
Yok (4401, 86.3%, 44/51), ikt K 1H Fh G
W, Hha151(9.1%, 4/44)Tii A TR B 3
111(5.9%, 3/51)3IN K o B AU BE P4y, 2451
(3.9%, 2/51)FRI N ERR Y, B Rma; A
-, A BERE SR g 141(2.0%, 1/51)R A 43
M EVARIR, il JC RS, 140(2.0%, 1/51)R A
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Akt ER(cm)
<05 06-10 11-15 16-20  >20
n 20 18 1 2 10
% 39.2 35.3 2.0 3.9 19.6

E K7, RSN, AR, 49T, B
IR, BTG &, R s k. 42410 i
HHEA TR, HoA3961(92.9%) B s fifl, AT
3I(7.1%) 4R TR, 3490 %F (R T A Ik, 3
H254(73.5%) (b, 8451(23.5%) (i R 41 B E
AV E SR R RERES Y S W SRS S i aps B GEH) 4]
IR LB =, 18491 (35.3%) F i Ok JE WA 23
s, R AR

2.1.3 St oL RICA R T it 444 & &
o, A TH(15.9%) N BE T 2% 18 D S, H A AR
HHE20004E 7, L4x 212 W7 13 LR sk m) 5
i, BESWOR MR . IR AR, bR
K istim TS Wi ok 4 E V.

2.1.4 ABLEA: 2012 KGR B2, of
28 ORI R EREMRIE R 12, 361240k}
F ARG BV LA 2. A EA4-6

22 WAL ARk B A TR AR R
B RO, 10 LR G 2 i WA 1
TR S, S E AL AR R MR, 1641
B2 R

2.3 #8 WKLY, H15.7%, m/IMEA1.6
cm, Wk ELEE SRS 4401, Ik L 2l e R 4491

2.4 3497 P12 A (2301, 45.1%)HHT T
WBE T aTT, Horhafil ok is R 2 2O A I (v
I KRN T0.4 em), 9 FEIESE D) K A 1) 4%
JotiE; 190147 NEE FRTT, HDIARANI, B kAt
/INF0.8 em, HA2BIU1E, 141 (5 K420.8 cm)b]
SGer] WAL, UGS AT A 2] e, 1
il (I KA£0.6 em) DIk ] WA 41ZR, s
HUREA1ZA8 R, K WLjaE; EMRIEVIER 156164 A
RUATHE A W BERLAY), R A20.3-1.6 cm, 249(F50K
1.5, 1.6 ecm) VI n] WA LR, 1697 h & bl
Vi3 mo-184F, R WE K. 136I(EFEAEE FiaTT K
W3 B BEAT IR ARV BR. 461 5 A7 (1451
DR H BT 1B RO BB SEAE T 5 2491 TEREAR
1735), SBIEEFEANCIR YT, 9l iR V]

31
P S — b D LKA 2 A s BrbgRd, SR T g

RS AR 8
KA BT R
S0y LR T O
EXUE W RO
REE.

| R A

ALt R B S
Wy B g 7 AT T
B2k, s A
TFRHHITT A
B F a9 5 R4,
HE NG E N
ERA®REHT &
A FEE.
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_:;z; fi ;%i . A0 ERK ultschitzsky i i, W RAET SR S ACATUNBUR(TIWD 2R 5 FIT2 AL
i{é‘% g#,}ﬁ;ﬁ WAL, AL TR RS R . AR E RT2WDRI EE 5. ST DL 4 R T

# 7 N AEMR
HARW A, T A
REERZLELM
ey AR R S

H1.2-2.1/10J55) BRNMGAE R I35 2%£1.95/10 )7, T
SOt a7 Q i A N L L SR TR B
R 1K0.5%-1.0%, 1M HEZ R ET/ME™, Berge
et al (BT SAG TH#E L 1.22%), 3 12 4E 1%
59.9-61.4%, WYL+ L&tk, 2.08 1 19, ATHRE
B R R TG 2 2 U, A R, /)
WER15-25%, w2 T 51k, KiEh65-75%, 5
PE LA, K T50 8 4l bk i,

WEE N LRI BRE R e, &
RO A, TEE), Jo B3 EigE),
E IR ED i Nt N DL SN oh S Bl
TH] 66 5 5 ke 5 408 v, I 90 A AN A2 B T R
T O 00 AN R DU 1 B [T B L JBE 2 B 35,
AR B R PR IR R BE R AL, RO B T L3R
TR T VIE R . 35 O F IR iR P WU,
TR R RN b IR (E L S LY
P ER BIE PR, UK, 12628 B (R
T FIRLEAE), S5 A AT L 3 C NG D7 0k 6% (BRI AIE).
S VR P BRSO, % R AR TR,
il YN, JoFEIM. hp A K R DL 4
[ PO B 2801,

PN B VS AL 465 A 7 LR Y 2 T L AT ALK 2
Wi B, (A2 TR T, 5 2 JUR g
K, 0B AT 22 KB EMRYETE S, A415141
BEH, 82.4%%4 — ISR MR ELAG 2, 11.8%
20 YOS K B EMRIE K W2, Rl &
94.2%. 5 SCHRARTE S5 FF 5 R A A B 4 T35,
L SR b T A A 11 B Bt S BT, D ¥ A 1
s L

R PN B A A AT B T e R R S K
A BB, AR S N B R 7 mT LA
A TC LA LA, 784 I B R A
7 RATAT IR, @ E H T B FIRIT, B
ASLFEI MR A AL 6451 e A HEA T HE
WELRL A, 4R ML, EMRIE I VIRR. i
RN BL R T 32 R (endoscopic submucosal
dissection, ESD)[¥IFFJi, Al kL )k 5 5 431

IR XL R I 5 AT . K/ KR
IR G, XERRBNE I 5 CTAIMRIA]
LA I 280 2 P 5 45 P P e 386 . X S X
HIE R ] RS R . CT 87 i g 52 it
PR 2325 B34 5], MY SR i R s AL LU LB 2,
AT ORI MREZS 2 AN, 23k, 2%
by KA FEATIRGE, B REANS). IR EMRI A

W R 5 2 5 % . e S B IR i AR L 5 R T
R nT OB R CT BT 7 R I (HIX 26 i A -
ANREIX F3 e 15 45 F e nl s T 1 A 2 2
o, TGS A KN E ZAR SR
FARGR AN G O, AT S5 1. SRR (0 i o it
P 5-FE 0| 2R (5-HIAA) & 0 i — AN T
PR, 24 WK T30 mefem I 2R Gk, B EKRL
HEAACgA)ZE T —NEZEA R EY), HIE
125 7K P 5 g s SR AH S (AR R
J2& i Cg A (35000 pg/L), 7i% HR AR, A4
CgAFATEZ484.6%(11/13).

2 R0 A oIk, TERT A I AR AR R IR,
o3 KR T RIRE A OK BIOR AR BERE L i i e AR
SRR, A SURAT W Ih e, M A& £,
I KIS R T, BRI A0 M RS B E,
LG WA PR 2 B 4% P 0 R ek T e Bk L e N
PEER, T B BRI EE SR T &, IER T
AL R i~ LA, 15 R R 2R Ak, WiE
V5~ R 0[] W ) R R A AR A R I R
i B B8 75 7 A A Y A O 0t B ol A, KA
FEE IR, R GIERE, BB EME
S — AN G0 W AR /D A 5 - 000 JHg A5 1% 1k ) o
P

BB 1) R A2 R K N R VR
JOR AL B PIA G, DR Sk EL Ll . i R
WRELES L IS Uk A e B S e B 2 W,
SHOTH R, RAERBEE10%!", £5E
16.4%(EL 13, 7% 23 M7 117 2%)", 184 5
IR, AR R By BRI Bk 57 4 48 R A
#, >2.0 e #70%(7/10).

AN EE FIRTT 23600, 461<0.4 cm, Bi
NI TR, WERENA, 4491(<0.8 cm)HLD)
RIGIT, I ZT75%(3/4), 1541(<1.6 cm)EMRIA
JT ) %86.7%(13/15). EMRIZEH] BAL T3
VIR H 0 22 (1) K/ B 320 4 % % 11 A 86y 82 AT
R, AINFE(<T em) EWUZ KL 8552 82, R
DIsRnl s A @ttt iR B -2 emE
BN 1.0 em# BETHE, 1£23.9%", HZ
Bz LVEE BRI, WEEE 762 V) B N AE,
I LLF A 3, A4 K215 1.6 e P41l [A]
DI A F AR VIBR, B 0] LUSEREAT 8 75 Y B
AT A B N IRST I ATAT R, HARK T2 em#&
2 80 e AR B B AL R RS, N AT AR TE
H IR AR,
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