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Abstract

As one of the major Ca** channels for Ca®**
influx in non-excitable cells, the store-operated
Ca” channel (SOC) is involved in a variety of
pathological and physiological processes. The
SOC has received much scientific attention
regarding sub-types of the receptor-activated
Ca’* channel. The activation mechanisms of
SOCs have always been an important focus of
research on Ca’* signal pathways. However,
a generally accepted theory has yet to be
established. The Ca® influx factor (CIF) model
and the conformational coupling model are
two widely researched models. CIF has been
extracted from various types of cells, and
it has been proven that Ca’’-independent

www. wjgnet.com

phospholipase A, is a substrate of CIF, playing
a crucial role in activating the SOC in certain
cells. These findings led to the ER-CIF-iPLA,-
CaM-LysoPLs-SOC pathway model hypothesis.
The structural junction between the TRP channel
protein and the inositol-1, 4, 5-trisphosphate
receptor is the foundation of the conformational
coupling model, and has wide acceptance.
Future research into the roles of the inositol-1,
4, 5-trisphosphate receptor, the ryanodine
receptor and actin in the Ca®* signal pathway
should reinforce the conformational coupling
model. Deciphering the mechanism of SOC
activation will represent a breakthrough in our
understanding of the characteristics of this Ca**
channel and its regulative mechanism.

Key Words: Store-operated Ca®* channel; Ca** in-
flux factor model; Conformational coupling model

Zhang ZC, Zhang ZM. Advances in understanding the
activation mechanism of store-operated Ca** channels.
Shijie Huaren Xiaohua Zazhi 2007;15(17):1873-1880

TR

Y Ca’ i@ 8 (store-operated Ca®’
channels, SOC)-2 4F 3¢ & 2a iCa™ MRty &
Wil —, K5 S HmEfe kBl A2, E4515
F il IR HF R P, SOCHI B EHUH] — A AL
XEWMEEZ—, LA Rk, BRI E T EER
(Ca” influx factor model, CIF model)#=#1 4%
B AZ A (conformational coupling model)5 2 )~
ZkE. AN FHECEMR SRR LR M
JéL P SR BCR CIF, JF4E 5245 JE AR b 09 5% i B
A,(Ca’'-independent phospholipase A,, iPLA,)
AE A CIF#y R, Ao 3k 38 X A 2m oty SOCig i
WAV REE LA, Fit— PR & TER-
CIF-iPLA,-CaM-LysoPLs-SOCi@ %5 A: ) . B i
%Ak 45 (transient receptor potential, TRP)i&
HEG 51, 4, 5-BRERILEL % 4k (inositol 1, 4, 5
trisphosphate receptor, IP,R)# 45 #y3% 4:4F
M) R ABBRABEAL 6 Il TA SRR, M AT
IP,R, Ryanodine %k, M3 & & 5 45125
B PT R ARAE R B IRNFT R, M) B AR ERAL
AT B R AN Ao & SOCHLE LR #9 2%

nx % %4

45 b 3 W Ca®'
@i (SOC)) 2
B A T ik e BT 28
fe.. Kupfferim
RS N
Fa 3R 42 A tm B
L, REAHRRK
%R EA
— AN RBE N
Ca’ @i LA, {2
HA AR 68 E AL
B RFE. BT
SOCH # i ¥ fm
VUi R
a9AE R, B
& BRI  IRN
A TFEAMEF
Fals RIE F 3B
AEREL
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45 3658 B [
B ER, REE
SR I IR R =
B ik LR R A %
PRy R B 45
HEG. L E
¥ A mpn
5F ¥ xSOC
(R G AR
A HFFHRER
B 69 BF 50 45 R o
RRETEASG
R AE A, CIFAL
A Fo My B AR AR
A4 5153 T R
% I3, BBk
& %4k MR
1 ak M %orail.
EAREAEZEOF
8% o F 69 KA,
AATESOCH# &
MU 0 B P AT
2| T #eh B

B HOAT AL A R E R R A

KEA: 15 iR Ca™ B ;45 IR E FHE; 1
SABERHE

K8, KR FSHRHIC BEEUEVIAIARERE.
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0313

58S F(Ca> WE R N A5, 5187540
AR 2 1A A BRI Bl AR, 4 B Ca ) A
TP A2 FlE., 26E0. RN
BRSSPSR Ca’ W (SOC)FE
TR ZHAR AT A A 20 XA 4 i | SOCTHK
WA FICa” N R(SOCE) AT 1 15 41 iy 2 b
SR AR, o dn M g uh . RIS RO
P A AR . — 2 RN IR R I 1 5 B
2y RN S g AL g 2
SHELRZ 4N B2 N J5 M (endoplasmic reticulum, ER)
AL A6 b R 0% 40 PRI C ™ T 3 P T AT A 4
Ha g Ca® ¥ B T, B SO CHIE i I H L e

A A AE.

1 SOCHITE MAID-F4ARK
SOCHE Rl Hi 2 Ca® Ja Iim i . fEET
I A L R R C 2 IS . (R0 i A HeCa®
TEE 1) FF BT AN T 453t 78 70 FE oy, 445 i
DB BG4y Ca® Bl e — X RS C 2™ N B K
FLWORE; A7 L5 AU Ca®, S H AL WINa
Ba’'. Mg %5 P B 1 PR AT A, Wi T
WAEE ] W2E . Mo 2 R E 2. &
THERMESESOCHr M W R, Bl Ca'-
SOC(CRAC)FIZ FiifH £ 1 (cation)-SOCY. Fifid
orail. J&JiiAC /B E [ (stromal interaction protein,
STIM)SAHSE o T (R BLET, HE— 25 (43 ALK
T8 0 S O C K B 5 A Il 18 73 ¢ i 1) 48 58 ok
e .

19894EMontell ez a/™ LU S HR 4y 5 1
fl7% I 52 44 B (V7 (transient receptor potential, TRP)E
K R HRIREE, 245 A MIC&emMILshyh k
LT TR TRPIEAL. TRPE ALy 145k B 53
B IS ECa™ i 8 (voltage-dependent Ca™
channel, VDCC)JE 5 FBL, (HE A L Hs BUZAE A
25, ARG AR P S MO ¥ Ca” i, T TRPIE
T8 8 5 SOCH AR 2 ALl 1 K A T fg,

P, s TRPE ESOCH = ZA oy, H 4
1724 # ¥$h TRP3l i (human TRP3 channel) 1
SANSOCH ™. B Z i s = P ISO CIiY
A, ik = i BEE PR SO CHIHIF, BRItk H Hir
WA RE S B AL AL SO CIlE I 2 1. 24X
TSOCH THMINBIF, 1 H TR PIEIE T
){:'%[12-15].

2 SOCHYBUEMNH

Pt A 9 AT B 0 R ) 0 T R 1B AR )2
BT NATTSE AR 2 ()ES MR -1
P (Ca™ influx factor model, CIF model); (2)f4%:
FIRAE MY (conformational coupling model); (3)%E
Rl & 4R (vesicular fusion model); (4)Ca™ 7
FER(Ca™ regulation model). A, CIFFHY I
ZRRIRB 42 445 B b5 2 1R SCRp 583 CIFAR
R S R AR Fi Takemura e a1 19894F 77
Sefeth, AR RUBRBA R P FE I 5 o A RS
{537, WESTRBOE NG 5T, AR5 4 5 ai
WIS SOC. Irvine et al' " FiBerridge et al'™'F
19904FEH2 H T M AR A, AT I W ER L1
1, 4, 5-T IR LN 52 1A (inositol 1, 4, 5 trisphosphate
receptor, IP;R) 54Ul ¥ SOC L [FAA L4 1)
R, PSR ICa G, TPREAEMZ L
A, i “HEE-EAT MEEMETAENRE S
Atz 366 21 1 S i) SOC T HL T

2.1 CIFAEA! CIFAE R AR A R BLAR (A TR (dif-

fusible messenger model). Randriamampita er a/"”’

T 5 NS I FE 58 P Jurkat 4 i P SR A5 —FloHL 32
e, ¥R TH41 0 B a5 RN Ca™
it PR IR AR A5 Y DA T (Ca” influx
factor, CIF).

2.1.1 CIFAR FWER HL2%E AR
H N AN 8] 5643 5l 3R A T ARLIR CTF S ),
HUGAUE T CTFAFAE 1 BT K 3L Th R fE P2,
Thomas ef al™”, Kim et a5z FH 3 (K3 4l 7773 M\
LIRS AR AT Rl A ), I R AT
SRR R FLE N A0 5 0S8 HOBUPE 1) S0
F-HLJ(Ca™ -dependent CI current), X HiL i i
WA HCa” W51 K. Trepakova et a/™
53l NI BE Je NS/l b R4S T H AT AH ARk
(RICIF. #5328 P B B8~ A 4 i AU E i 3 A
iR (anion-exchange HPLC)5 | A B CIFFHR4E 51k
b o3 IR BERE S AEAN T | RS IRE
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1 ER-CIF=iPLA,—~CaM-LysoPLs—SOCEERHERY. 2: 4EjhHE

e

SCa® 5, MRS A CIF; b: CIFE ARG S5

EYIIE; o CIEMGPLA, FFEBRCaM; d: iPLA BRI G~ LysoPLs; e: LysoPLsiEid B #2E FE & R AR AR RS

SOC.

JCa™ L IS Ca™ I, Trepakova et al™'
UEGAIE T CIFXS BN SOCHIAE . Al 17E B i
P TET 17 &M (insid e-ot) Ay FF 30 1 3 SRS X iE B
CIF( 4 LRk ISR I A CIF Jy Bo) REfS 7873
WS RANSOC. i H Fr s sugs &, #5r2
FINACIFIE B 7 1 K/ 4600 Daff) ok s
fif, BREHTI. PUBK, A4 E ABGHIA, (HiE
0k 1ol 2 il A S0 B0 R A% R A P ) 4 2% Ak PR
TSR, 3K EAE P 50 ) A P B A A 1% T2 A 1) B
BT IR R S5 F.

2.1.2 iPLA,#9 AR A 4E R HIFRE R, SOCHI
3 e RUASR CTF ph et 38038 75 R b T FFT8CIR
AP B3 2 Nk C IR 0 30 5 A i v
F IR T A,(Ca®*-independent phospholipase A,,
iPLA,)EMISOCIH. iPLA, 3= B4 F & 7K g Al
TR0 i P T, G A AN [ 2 28 A i R 4 27
HA LR EEIIAERY. iPLA B ALGPLA,B)
HAT — Bl ZRE R At 1 BOE AT Ca™,
M 885 8 F (calmodulin, CaM)T 1. 24
iPLA,B 5 CaM4i &, HIfeR A, #ErCaM
SWOEIPLA2B, I = fe A PUME R (arachidonic
acid, AA)FI I 1% 1 (lysophospholipids, LysoPLs).
Smani et al> TS R BoR, ANFRIZEAEfiSOC
HIBOE I R RS IPLA, S Y. Smani er a/*i3k
—SPUEH, K CaMMIPLA B bR 2 Bis B4~ SOC;
ANIEPEPI N FH Ly soPLs, Bef% S AN 40 f 1

www.wjgnet.com

SOC. H hH B, LI UFHE TR CIFREE NS
CaM MiPLA, #FY.

2.1.3 ER-CIF-iPLA,-CaM-LysoPLs-SOCi# 34
A AR X L T ORI, — AN AL I CIF A Y
Pt i, BIER-CIF-iPLA,-CaM-LysoPLs-SOCi#
R Yo o I & S by 2t A TI 11 3B
7, ERHEAXCa® JiF, 76 FE35 (F185 it Hhoid iod 5o Fh
RGN AR R AL 43 - CIF, CIFREJN 4
TS B O A S, A R 5 L R — &R
FIRI [ N CTF LS 41 J AR 45 & (iPL A, |-
T B A FHIVE H i CaM, iPLA, MG 5 77 24
LysoPLs, LysoPLsit ist B 24 F 5l JE i AR % 1)
) 35 RIS SOC. [R]INF, X AN th BE AL il R
SOCEE Wi g & 1E 1, BICa™ 1A J5 45 11
P ECIF, CaM 5iPLA, B 45 45, iPLA, KT Ji 15
1E7% 4 LysoPLs, SOCIETERICa™ P i tLAH Y 4%
21k, iPLAESOCHE 1 I CHEAE H L& 7R I
NS SEI LA . Jurkat4l . RBLAH AT HT
H i b 4 i Hp 45 2R s,

AR I P 45 TR B S 2 T S 4 S
LG4 R LA BRI RS, AFEE0 0 % rP
KRRy, AR 2253 AR T Hif il & (1)SOC
MICIFI) 531 BT 5 2 B FE? (2)CIF A2 7B
B A 12 (3)CIFE CaMMIPLALF R
A TFHUENEAT A2 (4)iPLA,TESH i JE BT J2: e
SERLI), 5SOCHAEM AN IEZR? (5)LysoPLsi

Bk B A AR
MW A5 AR
H ¥ (CIF), ER-
CIF-iPLA,-CaM-
LysoPLs-SOCid
BAER F ) % M
R AL R
0y 53 P 17 3
WAk, AHME
R F L
JE % T TRPi# iE
Ea L =B
B% % A (IP5R) i 55
B, T
EGECRS Rl WL
Ryanodine % &
3% & 5 45
15 5 BB P TR
BAERG 5H7, %
BT AETZH
A A ag ik % FA.
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P43 SOCis%
EHUH 0 R
RILIRIE, AR
LA L LT iE
A X TSOCHF
ML) 8 I & BAR
EAEEA, F5 ot
M T AT EF
L& P g 9] A &
Z A8 ).

V.2 (6)Ca® HE I th i {5 1E 7 A= CTF, 7640 i)k
IRICIF BA A 1T 77 26 [ LysoPLs 2 2 AR i 112
SOCE R A& EAE B L1412 (7) a0 S iZal 4% H 11
SELCTA I, 40 M2 TR ) e HER
A2 ZBCRA T RN D IR B ARG T, AR FF 2
BE— 2B (SR KA.

2.1.4 CIFfe 40431 5F CIFIEAZME R
WOHSOCIBREE AL, A48y 7P, 3 ik
P2 R TP A% B (cADP- ribose)™ .\ % - 1-W R &
(sphingosine-1-phosphate, Sp1P)™, ¥ il i IR 1R
(lysophosphatidic acid)®. 5, 6-FR% -1 =4
(5, 6-epoxyeicosatrienoic acid)”’ L4 LysoPLs
&, B REE IR L HA ML H Bk SO CEZR IR [ b T Ui
B BeloE SO C. AHANZ B A s SO CIIAE Al 43
T REMEFR A CIF. M1 2 % FH X “CIF” 1)
SE S, XA N 1% A2 L i IS L A 45 i FE o 5
FRAE L B SRR SO Clf 5 R Ca® it
IR B . AR EACIF 2 T . &
I R BT 2 /DRy 117 & Bk SGEA
A, BAE 2T I SE 5 45 3 DL A SR I 9T
A5 o FC A N BARK 3, 1R A HAhCa™ Py I it
i, “CIF” Nz tE A .

2.2 M RABBAEA MIGARIDAALZ tHlrvine ef al'”
FiBerridge et al™ F19904E5G G4, 2 J5 AR
R I 22 AB S, ST A BB A N
ER EIMIPRS 4 fu il i SOCHd “ & 1r-4
H” P EPEA AR, BE B& 4 S0C, i
B S T 51 K SOCE. XA B 557 5 L4 i
() AT 4 A G (excitation-contraction coupling)
GIRFEI P

2.2.1 IP,R&G & MFh 4t IP,RE Fr T EY
“}240-260 kDalfP a1, 25040 TR 1 A 5
PRI AN Z R, [l LA 45 A TP, N Ca™ il i (1)
Rk, DT AR AR TP, 5 A Ca” Tl IE. %
S AR 1) 40 5 53 A — BUR A I NOR g A —
BB () S T 0 A R CoR i, NOR Ui 29
428-650 2 IR HR Ik i LR AT, & SIP.45 & i)
SCHEIPF1). TIPSR [ 70 DU S A 4 g, AN S0 27
2734502749, B &5E— NPT,
MIIRE X A3 A TP 45 G IR S0 1
o, RS ARANE A N e KR B2 AR 2 —, AP AE
3FPEAY, BENTP,R1. IP,R2. IP,R3, [RZH4UR4Y
Ju S AR AN 7] 1y 43 A AN ).

2.2.2 IP,R5 TRP:@ 8 #9354 KR IK 45 R E
B, IP,RAf 5 BEN% N 2 M TRPAEHE 245 4141, i

TG TRPC3HIE*. Kiselyov et al” {77
7, HEK293 41 Jfid v 52 #£ (1) 1P;R 5 h TR P3 18 i 17
TEERAR I AR R AAH TAE FH, E57th FE3% JShTRP3
T TE B I PR, 76 M B S50 i IP, il ke &
G545 KON PR R, A DU TP, RIFINCR
Uit/ Ry AN S I R 4 X Sk 5 78 0 I S O C,
IP,R 1 (1) B R4 S X 6T 4E RE SO C IR AR T IR
AIE T, Boulay ef al™ R G g SLyiie 5 5
EAFPHTP,RAERS S TRPIEIE 45 &, JH 4 HiF2q
HIF2g TP, RA; 1 (WA X 5k, WS 5 TRP
TGP AN EAEFH, Faqdlib] 7 40 B LR
X Ca” P, F2gME M IELFAH I, 45k A
[P, REATWEAE, 40 N TP /K- Tt v i BE %
SRR Ca™, F5ith N Ca® R E T B I S RE
HCa” W¥i. Rosado er a/™" s Lyl vk,
UER A M/ Y AR R TA R TR P L E
IP,R2(1fj AN AETP,R 1 BRI P,R3) 775 45 A6 1 (13 8%
Tang et al"™F 52, 2445 Ca* #F4E N, IP,R 5 TRPIE
TH B ¥ 1 F E RS B CaM A, TA A CaMAITTP, R
TR T RPAd A fr i P A0 45 A AR A,
{HAS PP TRPIE I X A AT TR R A7 A 22 5
2.2.3 M FABBALAL 69 AN At B S WL, 7
RAIR 2 S0 45 R 5 W SO R A7 A5 i,
F UG8 20 2 3 B AR AR TR R AT T AT Y M b 78 0
.
2.2.3.1 IPGE W RE R () Ca® W Vi van er al™™iE
52, — P BT Y) T CR U IITP,R S AR PR 7E 41 i i
LG, BARANRES AR B Ca™, H1] LLLEIP,
MR N R AR S SR B Ca® . 7T 45
R Berridge et al” 5 A —FiE ¥ HCa™
PN LI T8 3 B2 I TP RAS B A A5 T B i C 2™, BTk
RTAGAE A Ca™ THIE R TE, 8 % T S i
TS 1A R R Ca™ SR A0 I B2 X B A S A5tk
FORIE E T 110 H-Huser er al™YE Xt A J2 40 i
(T Il 52, ERIX S MR i Ca, RENS T
100 pmize He4b () Ca® P, IXAREL T 45t 5 L1
I Ca> i 2 T AT F 3T i ohe, BRES Tt G
W LUERE ¥ 7 RV FE R S Ca” A1 il % T3
e FIRA WIS, Berridge X ERAI
[P, RIVAT & S S5 M R TR ik, I tHIP,
B 3 ok RO CBGE Ca® I B T
B2, F5ith ERFEUT 40 B ML X 31 R Ja 30
FIRFRIRFSHE, S TP, R THT 0 50 17 40 o s A
JRA S AB B 1A 45 F A, 43 BRE RORIAH it -2 [
(910 nm2 (8] Py 7 H R 1) 2 B AR A, IX
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Agonist  Ca™*

B 2 PEUEMMAZINEICA™ IR, A: 1P, EEAMIE SSOCTERANVIP,R,, J5& RAMSINES, $5(5 B4 5 2 ERNSOCT |
2 Ca> NI, IXFPIPRAEECa™ MBERHE; B: PG AR SSOCTERAIIP,R H 5 HEEER DB Ca™, iXFIX IR HiRE
WS SOCHEENIP R A M GHEELIHESOC. C: A2 IRKETEEET EEi HAb A5y, R AES ISR Ca i A2

HiEsoC.

JEIP,RAL A JEL I DX, 243l 7t b 2 T 2
A, E 4 M P AH I P 52 bR X 8= AR TP, Fil
RE AL SR Ca I 2% IR X
IP,R 5 SOCHIEHIX (K2A), 1P, HEIMIEIP;R,
G BRGSO, K5 B s 5 2 ST
SOCH|&Ca® Wi, IXFHTP,RAH % Ca’ i fF
P, BT AR A AN S BRI Ca™; W
IR DX AT % 42 X BT (K12 B), 1P s R S
SOCIERE TP R 5 A5 il X I LR i Ca™, IX
Toft X 358 P % R 0 1k 55 SO CIE B2 TP, R K A= 4
G LA SOC; 1 S 2 1R DX I 5 30 5t
HAb# 3 (B120), Higs R icCa’ A2
WOESOC. 1P, 1 B H0E A F Be % i R 25 th A
YT AEC A I SRR, 5 B 1 R
T4 it AR IR B AT KR Ca N, i
IR PR B e 5] & Ca®™ . Berridgeifidg i,
PR =X nT i RN A T A R, EARAT
W R BEIREA I AR Ry L EEG K%
PRI Ca” P, S5 —FhJ7 NARIL T 45 1tk )
H P Dhfe.

2.2.3.2 SOCHIP,ROC HARR L TRPIEIEfE
HIP R4 &, Hh A et S Ryanodine 2 f4 45

www.wjgnet.com

Ay W% B A1 UL TP, R AR % I 4 T R P 1 11 if
FIL AW BIR 2 HAbME 5 7 1, WISERCA.
caveolin-1. B§/lFH¥C-B(phospholipase C-B,
PLC-B)%%5, NAITTPRSEIP,R ) TR P I ) 34 B2 [X ot
T EESOCHE T AT 208 = e 2. ILA/PTRP
T 5 SOCZ IR R AT R E— 4R, #5y
U, TP R (Ca> JE I AN A T-SOC, & —
Pt PH 2 7l 38 0%, TRPHE (41 A 11X Ff
Wi —. AR, £ ANEHTFI R TR 4
J U461 gt A43 140 i RITHEK 29340 g S,
AN TRIZE A (1) C o™ 38 38 LA AN 7] (6 805 7 200 4
TR, TR T R — AN . ZERT A I L
A Y, o B B TR B 8 E A T R S
WOE, HF UK T iPLAL IS, 5 —Fhagis
BETP, PG T X iP LA, ANEEURR, v BT TP, RFI JE )
TR R AT L TG, A —FEE R T RE S OC,
KT TRPAMZRIX M AETRPL, J5 — P ir A .
Bolotina et a/™* I\ N A AR AL Ca™ il 18
RS 0T ARG 5 7E th R N, I AT e 47 1 A —
N A 40 P e . A ATT/EER-CIF-iPLA,-CaM-
LysoPLs-SOCIHll % Fl 4 5 AR IBCAR 2 (1 Sl |4
TR . PR R Y C a® il R N

iR EE

W FSOCH L 4
a ok, A5 AR
B A
Fem i 42, A
A By T iR St
P2 i 2 x 2
5 3E 2L 5 045
WA AR KA A
F . mE AR
AR B T fE
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W@
PEEE P
FHEE I, B4 S
Ttk

[FIALHIEGE, — e el r), BIsocC, 7
— P2 TP, REEAM, RPIP,REEH I Ca’ Sl
(IP;R-operated channel, IP,ROC). SOCHEWIH
iFER-CIF-iPLA,-CaM-LysoPLs-SOCiff B i
IP;ROC 55 AR (TP, RIE £, 45t 38 1L TP, RFE I
Ca’ i j5 & RAEM B SR, NIEGHIP,ROC. X
PP Ca® I 1T A8 25 i AEAS [F) 28 8 41 g rp ke A
FH, B5AE [ —4i H r) AC U I R R AN R A
IXFAE Y L) iR Berridge MR B AHIE 2 AL

2233 b HARBRABEA R R AL 2 AL T
“HEA-EAT ERRERN, X5SOCEM
XS WO AT, AT RBX T,
Patterson et a/UHRH T “ iR R LA AL

(secretion-like coupling model): £5itB¥EH 5, ER
(1) & [ 08 23 1 20 0 i B R F T % 1) 4 i EE,
f#1P,R 5 SOCIEHIF M= SOCE, ERIIT 1L f4
T EAAN I 8], 3X SO C Bt it FEAH X 22 18
(1) P AL IXAMER ) = AR 2, 544
i P RS 4N i v SR PHLAS TP, R 5 SOCTE i 2, %
Z M REAR I 3200 (40 Mt 2 i % 5 i AR
22 0 IS 1 P 2 - 20 T 3018 4 i P A HL AT
A eAr, PRICa™ PIRARAT A g 70 HLA IR BN
AR AR B4 40 i (whole-cell) ic SR AL 41
LAY, RBL-140 A1 40 i p 20 (R A2
A IFBEA XSO CHE M, (HAE oA J LK
TR A1 A b 7 100 U0 AR B 2, AT T ) 7 A —
AT AT RIPRFAE R % 5T 28 T4 A Ca™
W RE AR 2%, AR LART BT, 02 5 4
2-aminoethoxydiphenyl borate (2-APB)ff JIP;R
() LRI 77N 140 i, #0761 T thapsigargin
PSSO CH). SRif T AR B, 2-APBffs
T A0 M AP A E B HISOCP T, N A
IP,R P ILABAREIF, WG (heparin)%, SOC
(R AN 32 S ZEDT4040 g FpiB+>>% o
BR3BHFIATPRHE A, 40 AT TP AN AT SN,
{EABLP-AT58R AT IE % IISOCE. Kiselyov er al™ A
A, FEIXFHE B FRyanodine Z A n] A 1P,R 5
SOCH#EF. 4741 (ruthenium red)ff #yRyanodine’?
RIS PR, Bef% i IR D T404H i SO CE.
FERBL-140 i v ] £7 20 R )i, SOCEW A
I e

2.3 iR A AEA MR, EER RS T4
JlE EAAEAESOC, £ th FE b J 41 g ik — F
GBI, DASEIE RS 16 7 OB SO C ik A 4 il
JI5E. HL R R 2, SNAP-25 )58 AR AR ek L
24 AT A 7575 3 (botulinum neurotoxin A)f]I

T TS SRR B ISOCE, B BRI A& 5 K&
B B 22 AT A Y. FEHEK 29341 i,
AMINTFERFZR . AT RIS Z A(brefeldin A)FI
1497 RV B 2% 30 A LAAH AL e R4 I SO C B2
IR R IAE IR 2 A T B R R
0 1 F 2 5% T 40 R 4 i 3 AAX BELASG T
BWIT R SI4, AT A A E 2 A 4
AKIBESNAP-25, T A& Lk %] A B 5 3 AN UK
SNAP-23, iX{EScott et al'[{) 525 v £ 45 FIIF 52
ORI, W RIA I SNAP-23 58k, 58
A3 (N E MBI K 7 F1 4 il a-SNAPER (1 RE
8 53 A 2R AR 1 AR EA . ERIE RS A K
LI 40 B o3k, (EFEXTSOCEBAT S M™Y. i
2., 1R Z e U1 41 e o WA R PR 22 B G4 SOC
(RO I g, 2 /D7ERBLAN UATHEK 29344
Jirt, SOCE 5 4 i /3 WA e A7 1 SRTK R .

L UT20 aff1%5 77, ANITATSOCHUE LI
WEFC S T stk e, H AT, 7EECp] 4R
AR vh, CTFRE AL IR S KB IDCAR AL 15 51 By &
SRR SE . AN R SER /NGRS T CIFFRIAZAE,
[ IS AR 22 2 38 70K SRR RS R R R At B SCHR

IR AT T T, H- SRR N R,
CIFMISOCIH 7 1AL AR AN 4E. HHAE A AT
ek, SOCHAFHLHIE ST T, Rxs A5 wv 4
JIED % R R PR A S SR i AR A,
T IR A L AR 2 Ay 20 P A G 1) A B A

T3 B BEEA B LRI PR B VR SIS FE R
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Abstract

AIM: To investigate the expression and
significance of the inhibitor kappa B kinase
beta (IKKp) in livers of rats with non-alcoholic
steatohepatitis (NASH).

METHODS: Forty healthy male Wistar rats were
randomly divided into two equal groups. Rats
in the normal control group were fed a standard
diet, while the others in the model group were
fed a fat-rich diet that consisted of 10% lard + 2%
cholesterol + 5% corn oil + 83% standard diet.
At the end of the 16™ week of the experiment
all rats were sacrificed and serum and hepatic
tissue were collected. Concentrations of alanine
aminotransferase (ALT), aspartate aminotrans-
ferase (AST) were examined and the concentra-
tion of tumor necrosis factor alpha (TNF-o) in
serum was measured by enzyme-linked immu-
nosorbent assay (ELISA). Histological characters
were observed by HE, Sudan IV, and Masson

www. wjgnet.com

staining under microscopy. The expression of
IKKB mRNA and the binding activity of nuclear
factor-kappa B (NF-kB) were determined by
reverse transcription-polymerase chain reaction
(RT-PCR) and electrophoretic mobility shift as-
say (EMSA), respectively.

RESULTS: Serum concentrations of ALT, AST
and TNF-a in the model group were signifi-
cantly increased (96.63 + 14.2 U/L vs 39.50 *
122U/L,156.13 +14.7 U/Lvs 71.25+14.4 U/L,
4823 +34U/Lwvs6.74 £1.3 U/L, P <0.01). The
expression of IKKf mRNA and the binding ac-
tivity of NF-«B of rats in the NASH group were
obviously higher than those in the normal con-
trol group (0.85 + 0.03 vs 0.22 + 0.02, 10.12 + 1.34
vs 1.58 + 1.23, P < 0.01). Steatosis, inflammation
and fibrosis were present to different extents in
the livers of rats with NASH (25.63 £ 7.21 vs 1.24
+3.24,3.21 + 0.52 vs 0.49 £ 0.36, 6.26 + 1.86 vs
3.02 £1.17, P < 0.01). Further, the expression of
IKKB mRNA in hepatic tissue (r = 0.681) corre-
lated positively with the binding activity of NF-
kB (r = 0.864), the extent of steatosis (r = 0.930),
inflammation and TNF-a levels (r = 0.762) in
serum of the model group.

CONCLUSION: Increasing expression of IKKf(3
mRNA may have an important role in the patho-
genesis of NASH by inducing activation of NF-
kB and promoting production of TNF-q, thus
contributing to the development of NASH.

Key Words: Inhibit or kappa B kinase beta; Non-
alcoholic steatohepatitis; Nuclear factor-kappa B
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HH: KT [«B##HpB(inhibit kappa B
kinase beta, IKK )& 3F /B A5 12 A5 i M AT X
(nonalcoholic steatohepatitis, NASH) K J AT 48
L wy kR B E L

g4 %k#

B ATA A, IKKP
A% B F-xBiy
H &G L
HNF-«B & Ff
b F WA B
45, Had it E AL
NF-«B, # %14
A, 1t KA
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IKKB T A i i R
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Fik: 2 & Wistar K K402, ALY A B
st BB (n = 20)An & IR AL AL 28 (n = 20), &% %
T AR AR I Ao G IS AR I 16 wk R
7 BRAL 0 43R KR, KR o i e T 4 SRR A
#ml fe 7 P ALT. ASTAELISA A fo iF
TNF-aK-F; 48 T UM 208 9% 22 T AL,
RT-PCRAFEM S A & 4 A 4 | A 28 2 TK K B
mRNA % i Fo 45 B F-kB(NF-kB) & P %

SR A KA FALT. AST. TNF-ak
. AFLALRIKKP mRNA. ik BNF-kBi& M3
BOE AT R4 38 5% (96.63114.2 U/L vs
39.50+12.2 U/L, 156.13+14.7 U/L vs 71.25
+14.4 U/L, 48.23+3.4 U/L vs 6.74+1.3 U/L,
0.85+0.03 vs 0.22+0.02, 10.12+1.34 vs 1.58
+1.23, P<0.01); 5532 0 & IR B A2 5 64 B s
T, KxE,. XA ERF LG FREA
WA B E E F(25.6317.21 vs 1.24+3.24,
3.21+0.52 vs 0.4940.36, 6.26+1.86 vs 3.02
+1.17, P<0.01). 48K 57 27 AFZERIKKB
mRNA#) & & 5NF-kB#&E M@ = 0.930). A5hy
T = 0.681)F KIEIRFAZE(r = 0.864) 14
% i TNF-a /K- (r = 0.762) iEE A48 % (P<0.05).

518 IKKP mRNAK A3 m ENASHA &
M bR AEE AR, LB A FNF-«B&E
1, FIARTNF-a89 K2 £ & B, #H5FmE
NASH# & £ & .

XE9: I«BEESp; JEEFERERT R %; BEHEF
-xB

XEE, Tk BERE. «BRESsIRmE SRR
HIBIPEWER. BFREN BTG 2007;15(17):1881-1886
http://www.wjgnet.com/1009-3079/15/1881.asp

0 515

AW kNG W % (nonalcoholic
steatohepatitis, NASH)x& U4 JL iz 05 00AR < 71y
N ZEE A OERAE AR P RFAE, P FEMallory /)y
AATIAS [R) 4 5 2T YEAL 1R — 2R et AL - PR B A B
VAR DGR, by Bl v i 07 o e 380 R 107 1
JHF R A P e ) g B R, A 9T TR RE . BB IR
i~ e I U R B AR KT IR R v R AR
57 AR, NASHCECA 7™ 58 i AATT 50
el FRE () 5 e,

IxB¥4 M B(inhibit kappa B kinase beta, IKK )
REWE 22 2 1R/ 75 A B (Ser/Thr) & 1 U
KR, FEAFEIKKa, IKKBFIKKYy 34
WA AP TR K B A 26 DA 7 0 % I 1

kB(nuclear factor-kappa B, NF-xB)FT 057 H4
NE AT, 2 5 P01 S J0E AH O B8 A1 1
5%, I8 £ ¥ (lipopolysaccharide, LPS). ik
SEE a(tumor necrosis factor alpha, TNF-o)&5 A]
W Z A SR ARIELIKK, ff FifNF-«<BHl
X7 (inhibitor nuclear factor-kappa B, IxB)4¥F
A 5 22 58 TR R AT AR, 4R IMNF-«BH 2
filt BEA, SN, R BIAH G SRE A iU R
RSB ERITIKK BHINF-k BEENASH K
o I o 1) A AR A S LRI, 9 — 20 W]l
TENASHAR T HIAE R, byl WIN A SH AR AL
HIER AL H R LA,

1 SRIASE

1.1 At fdEE & Wistar KR40, 140+
10 g, IR AEBE RS2 8 5 ot KK
SRy 851, B-NBhE F(B-actin): Jbit SR}
YT AR; AMV RSN . Tag DNA
RO NF-xBEZ TR EMSARGI&: 5%
[EPromega/swl; INFHEEZ . N, NIV XA
fifi. DTT. PMSF. Hepes. Filfe. Wk
NP-40. Aprotinin: J[H Sigma/s #]; [y-"P] ATP:
Je st tas A TR\, TNF-oo ELISAA &
et ikF A wl; iR . EDTA. Tris%
hy [ 7= 2 B 2l 7).

1.2 7k

1.2.1 45854744 & 40 A Wistar K, b5
HETRLE NI FE1 wkm, BEFLSY 24 1E % 5%
120, broetapine s, BAA20 1, miatakt
MR, BILEARVE DRI Al 2% M ] BE+10% 54 il
+5% T K. 16 whoR, ZEEr12 hiS, Bk
AR BE AR R, 4°C 850000 35 M7, AR Y 24 R
RIEHBMALT). AR RASE B IE(AST)
HAITNF-a/K - TG 53 8 R IEFR B, 50
IRk 36 R A R X 100%, B K BF 454k, B A
WD DI P BT AL 2, 40 o/L S E, £
WA, PR, F TR g, RIFAN
WREIR IR, -80 CUKARRAT, FH T B RNA M %
SE3E

1.2.2 38 KA T % ALK HESL (O ST 4 21
FAE . HE; SudanlV 400 82 BT 41 i g By 28
P, DU S AT e 50k g B 4 ; Masson = F.
Yot LT AL LF Ak, SRYSEE 0 N B T 4T 4.
% Tyt i B G 23 A0 e HR AL 0 D 41 4 1
L, BETR D) DY S B S AN X, 10654
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A LB RT-PCR
HZEMSA 7 %
BNER 3155 -3) FIKEbp RWRECC)  BRRE AAENASHA R
: = IKKBANF-kB&
IKKB 315 AGC TCT GGA ACC TCC TGA AGA 246 60°C 30 K f, B L
T AGC TCC AGT CTA GGG TCG TGA NASH % % F 4
B-actin 5 TGG AAT CCT GTG GCATCCATG AAAC 348 55°C 29 HEmRALE, A4 )e
“Fii5 TAA AAC GCA GCT CAG TAA CAG TCC G NASE# A % #%
v AR b K Al

HEZFRAME

Bi T UE S S8 TR B (B VT AR S G v b T AR
B30, SR B AR A FRUE S A X RE
(P)~ /NN RAE(L) W JEFEIRIE(PN) M d%
ITE(BN)ATH, BEIAR Y AL L 7 1 1-47), 44
P+L+2PN+2BNA IR DL 3y s
A 2 50 1 BB RUE S TF 157

1.2.3 i# 4% F R &84t B P (RT-PCR)EMIKK B
mRNA# & &2 RHTRIzol il &
I ZURRNA, Wi 564 e DN AR, 71
Taq DNAZGHE/EH N9 KK A Fr Bt, BA
B-actinoy A Z . 514741 LPCRI N ST
(F).

PCR™“W)J{E80 g/LIE NI i fi Bt 12 180 ViE
HeHIPK2 h, 0.5 mg/LIRAL £ 0 %53 - 445,10 min,
M HIBIO-PROFIF B4 43 #1 R Ge b A7 o6 B 4
fii, AIKKB/B-actinP) LA 715 IKK B mRNAAH
Tk
1.2.4 MR 4 5 & 0942 3 2% SR RS hn ke
A RS TE, R A, 4°C 1850 ¢
205 min, FF B POECR A0 DT A TS
RARFAPBSZE A F (mmol/L: Hepes-KOH
10, KCI1 10, MgCl, 1.5, DTT 0.5, PMSF 0.5, f§/i%
0.15, WKEH%0.5, 6 mL/L NP-40, pH 7.9), ¥8%],
4°C 1850 g#2.0210 min, 7+ 3. 40 s
F3EARFA A PBSZE B 4 (mmol/L: Hepes-KOH
10, KC1 10, MgCl, 1.5, DTT 0.5, PMSF 0.5, k%
0.15, WKEN1%0.5, aprotininl4 mg/L, pH 7.9), VKt
10 min, #A] = RAJ32 150K, 4°C 2500 g 250215 min,
g bBiE. H2B 22 C(mmol/L: Hepes-
KOH 20, KCI 10, MgCl, 1.5, DTT 0.2, PMSF 0.5,
EDTA 0.2, aprotininl4 mg/L, 200 mL/L glycerol,
pH 7.9)F 24tz ytiE, TR0k, [FBn
AZE MR D(mmol/L: Hepes-KOH 20, NaCl 0.33,
MgCl, 1.5, DTT 0.5, PMSF 0.5, EDTA 0.5, 14 mg/L
aprotinin, 100 mL/L glycerol, pH 7.9) E %Ki
1 h. 4°C 10000 g&5.0230 min, Y8 LiE, “£4b
I3 ORI E B A UK T, 73 2-80° CIRAF.
1.2.5 &k it R BE A (EMSA)MNF-kBE
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W INEZ GRS U] ET: HX1.75 pmol /L
RARIC I FENF-x BEAZ AT IR EN (5'-AGT
TGA GGG GAC TTT CCC AGG C-3'; 3'-TCA
ACT CCC CTG AAA GGG TCC G-5")2 pL, T4
LT B ul, [y-°P] ATP(0.37 GBq/mL)
1 pLHHATAR L. R W 3R I25 ngd
T 10 pLEEear i 4 G o, 37CRaE
10 min, JIA1 pL Ebsic B 5 Z R4, 37°C
¥ F30 min, 60 g/LAEAS 58 A 4 Wt i ke i 8 0
VHLYK2 h, LB T8 E R, -80°Cilt A W%
72 h, Y& 5 N 2 E BIO-PROFIL K 1 53 # %
GEEAT IR, DA B X AT ST X
S8R FEAL.

Gt F AR R YR Limean £ SDEIR, K
JHSPSS12.0%¢ vH A A L BT £, WO RE A 5L
FEACR F A Bt ek 5, 7 25855 IR FH oA 56
TSR A O 43 BTV b AT AH DG 23 #r, XUP<0.05
HAT G2 R, WAMP<0.01 44T 3% 4i it 2%

FESE.

2 B8

2.1 RRA—MHAINE Mk ANIEFR T H4 K
FUR AT R IC 20, IR 41K RIER, BN
TR, AT R 0 i T TSR SR R B A4 B
SRR, W, A B R, EEALA
IGTTE. S 48 ROAF, AR AR 2 K R MR T S A 4
R 20% LA b, FFEE . FFE 2 DA R i s
ALT, AST, TNF-af 3 5 2 7t =(P<0.01), H
TNF-a7K¥- 5 I 2 E R FERE FE 2 IEAH R (r =
0.702, %2).

2.2 IR0 R BALEL 1E AN Ui Lr, s
BRI, BSEIERE, AR K U AR B 4 K,
Bt R T L a L BN, RS, V)
T GRS ) 8. B8 T I 4K U4 i 1B, /D
WS R T, A0 B R HE SRS iR 2K R
JF A M i BN B AN A PR
Di7A%, {5 WM allory/MA, sikiIR B S FERAE,
JHSEBRAS, 40 M A8 DL/t =X 3, A X
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papc| FRElg MHRElQ AHEH%)

ALT(U/L)

AST (U/L) TNF-a(ng/L)

[ESNIBE  259+4.7

943+14 398+36 3950+12.2

71.25+14.4 6.74+13

SASER/E  364+5.4° 17.86+2.8° 52.4+4.6° 96.63+14.2° 156.13+14.7° 48.23+£3.4°

°P<0.01 vs NHR4E.

paxi:) IKKB mRNA  NF-«BiEit el RESRE KRR
EEWRA 022+002 158+123 1.24+3.24 049+036 3.02+1.17
SisERse  0.85+0.03° 10.12+1.34° 2563+7.21° 3.21+052° 6.26+1.86°

°P<0.01 vs NIBA.

K ARG 40 M AR R K R R, I
AL ) B e e bk B AT A (3).

2.3 FFARIKKP mRNAK A ANF-kBEMK T
HIE#EAMLL, AR EFAZIKKB mRNAE
i KNF-x BIGPE it 25 19 5.(P<0.01); 1 — P AH G
T2, IKKP mRNATZERR AT AL 21 ik
SRR MR AT RIERIEFRE RS . NF-«B
TR LA R LS TNF-o7K P34 5 E AR G ({4 5l
70.681, 0.864, 0.930, 0.762)(#%3, Kl1-2).

3 1iE
H AT, NASHAPI AR LT A 58 2 W, A
R« kAT F BTk, B S
(insulin resistance, IR)&NA SHA& % i) 00
Sy T A 1 5 2 40 i g R £ A P 959,
PERE G AR ER, 51 A M s 10 A2 s 51—
J7 T, TRIE AT 155 R A A DB A 003 12 4 A i,
75 I P4 980 40 M IR 1 1R = A BRI, 51 R
JE 8 ALY, T SRIIR AT S 2 FAC T 4L SR I
At B R AP AT AN, NF-xBAE AR
V2 AFAE IR 0] S8 D SRR 1) — T B 2 i A
UL e s IR 7, AR IE LT, Hadld e
L B&S & OGS P 23R4k, A2 T, 2
YRR P TS A B R, A BE
RET, WEEE . ARG P A 55 A
F ] PIENF-«B | K TNF-a, IL-1, IL-655 K AE4N
JH BRI = A 38, A3 sh AR 20 S N, e
IR YERNT A IR, 8 B E S
B v A WA

WL, T BB BAEAE T K 2 £ 4 i ffa
B, fEIF AR IR Rk, 250 SIFAZU

600 bp
500 bp

400 bp
300 bp

B-actin

IKKB RNA
200 bp

100 bp

B 1 RT-PCREGUAFRAFALIIKKE mRNARIEHIZEL. M:
DNAZ Tl A: TR IRAL B: mllEia.

B 2 EMSAMIKERATAH
LINF-BIEMRIX. A: IEH

NF-xB A2, B: SR,

complex

NF-«xB
free probe

RIEIRIE, AIKKBIEHZ 5 FNASHHIR
IR BN . LPS. TNF-o2%nl il it
G H Lh S 22 245030 1) B I (M A PK)E
5B BOETKK B, 11k B ol iR1L 4%, NF-xB
filt s, RAERSAP, HDNA LK I A
SE4y, WPEIL-1. TNF-o 5408 1 021
I GEIE A O (P 2 B (R W2 0E, A sh AR
RAE S N TNF-o ) K BB AN H #5145
SHENERAERIE, ] RBUINSRIKK i1k, &
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JRIKK B-TNF-co& PEAE R, X — B 5 HOK B3
BN E — AR R B 3 AR IR (IR S) 15 5 %
SRS AR U A S A N R A
FRIDEHE -2 0k b LA R — Wl IR JI s 5% Dk A
LWL, B PIR AR AR, BeAL, IKK iR al il i i%
PENF-1B, ik A7 1 5 A DG DR ffg 2 3K 1 Jon
IR, oo 2 AN FVER 5 A2 308 I 107 1k T 98 1 A
7/%}{—%[31].

AHEGT R, e e TDRE IR FR T i Ly 24K
FNASHAEE R, NASHA RUF4IZUKKB mRNA
FIE. NF-xBiGE L MEHTNF-o. IS
T Wi /K -3 0 3 e, U s IRk B mr BL g KR
JEF 4t AR SRR 2R, Sl AR R TR AGIKK B A%
BRFEIR, ANASHIK K A RAIEA . [H]
AL IIIKK Bk o] 3 1 Tie p/NF-« B 5 1l % i 5
TNF-o 55 ZE N I R BRI, 51 R RAE A
WP, X5 T4 et al™ 5 SRS HF R
P30 X — 5200 45 B SE TIKK BAE WNF-xB
A, W VEENF-« B/ $NASHIF
YL RAE I I BELAE BERLFE, O e WINASH
BB LA R A Ja 1A BRI AR T B i
HEAil
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Abstract

AIM: To investigate the effect of endotoxin on
the expression of hepatocyte GUSB mRNA and
serum B-glucuronidase (B-GD) activity in mice.

METHODS: Twenty-three BALB/c mice were
divided into two groups: control (injection of Sa-
line without endotoxin) (n = 5) and LPS (n = 18).
In the Lipopolysa cc haride (LPS) group, after
injection of endotoxin, mice were put to death
at1/2, 2, 4, and 24 hours by breaking cervical
vertebra. Serum B-glucuronidase activity was
detected by an enzyme kinetics method; and the
expression of GUSB mRNA in hepatocytes was
detected by semi-quantity reverse transcription-
polymerase chain reaction (RT-PCR).

RESULTS: In the LPS 1/2, 2 and 4 h groups,
the activity of 3-GD levels (3.96 = 0.88, 4.40 +
0.55, 5.65 £ 0.58 Fishman Unit, respectively) was
significantly higher than that of the controls

www. wjgnet.com

(2.14 + 1.46, P < 0.05). However, there was no
significant difference between the LPS 24 h and
the control group. By contrast, the expression of
GUSB mRNA in the LPS group was significantly
higher after being stimulated for 2 and 4 hours
(1.10 + 0.23 and 1.81 + 0.04, respectively) than
that in the control group (0.57 + 0.36, P < 0.05).
There were no significant differences between
the LPS1/2 h and LPS 24 h groups and the con-
trol group.

CONCLUSION: LPS not only increases the activ-
ity of serum B-glucuronidase in BALB/c mice,
but also up-regulates the expression of GUSB
mRNA in hepatocytes. This may be another
mechanism by which endotoxin takes part in the
pathogenesis of cholelithiasis.

Key Words: Endotoxin; Cholelithiasis; B-Glucuronidase;
Pathogenesis mechanism; Reverse transcriptase
polymerase chain reaction

Sun SL, Wu SD, Dai XW, Sui DM, Cui DX.
Endotoxin regulates the expression of hepatocyte
B-glucuronidase mRNA. Shijie Huaren Xiaohua Zazhi
2007;15(17):1887-1892

%
B#: BF 5 W 2 F b ST R 20 JAB-3) B 483
B2 B (GUSB)MRNA & ik & A fn 7 7 P 69 %5 vm).

Fik: 4223 ABALB/c/ Ry A24, s
SR, MIRES RS NFRG ALK, L4000
RA FHen, RS4IPS, JF T2 41569172,
2. 4. 24 WR A BHR S A1 5 75 kAl MR B-
B AT B EH(B-GD) &, BAFIE, KA F T
¥ RT-PCR 7 i m GUSB mRNA #9 & ik .

GR: DRMEZSAEEL2, 2f4 WG, h
HB-GDEM(3.961+0.88, 4.40+0.55, 5.65+
0.58) %% & T A B 41(2.14 £ 1.46, P<0.05),
LPS 24 hA 53 BAAREHRZ 7}, NF&
R BALB/c/ A2 h#2LPS 4 h, H AT 2 e
GUSB mRNA % iA(1.104+0.23, 1.81+0.04)%
%% T *F PR 2H(0.57+0.36, P<0.05), LPS 1/2 h
#2LPS 24 h#3GUSB mRNA % ik L5 % F8 20 48 b
TR FEMWE T

¥ 3 %4
MR VER-H AR
B B T A o fR
R4 F 3 H) A B
BREE, Tz —aF
AR B 4T
RE ST HR
b, ARIELS
Reir 45, Ak he
LR, 1A
MR B-H E AR
Sl e R
EREE. NEE
T EAKG
wm e, Bk % A
HBF, do b 75 3R
BT, bW
IEHF, WAL T R
odm e, BN R
MR- H B AR B
BEOR? KT Rp
AT BAE LK
BRI
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WA B
NEELS @bk
@mACDI144% 4,
il A A AR 2 AR
45 I K A5
A% 4% B T -k BA e
REHZHA, K
7 & 3 4 B A 8g
AAHEZE LW
mRNA, ¥ mEG
1A%, LB A
AR AR IR AT R 0
S

££i8: BALB/c/) R 2 M A IZHLPSE, H
AP B-GDW B E L R E Mg A, LPSIE
=T 3G s R RE 28 IGUSB mRNA#) & ik .
LPST At it 3§ sl 2 B-GDE Lt ik 12, K
57t k%8087,

KT WEFR; A p-H A HREE 2wl
i, BRI A WA RN

NGB, RUK, BEMH, BARA ERB. RSRF DA
HER-FHBEETMRImMRNANRIE. HRENEERT
2007;15(17):1887-1892
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0315

HEATE 2 I R LA LR s, e
993 DR BT 95 BIL T G AN 2 AR 35 48, AT RE S H E
AN PRI R B R R AEH
(nucleation)™. BHIEZ) Jy 5. AHFEEE. AHTT
. MR AR R S N 2 00, Horh, Iyt
(45 B8 1 55 A 4 A ME 20 5 W BT i A B £ 3 4
AT R A B R phy 0 T A R 1 B
PRI (B-Glucuronidase, [FKB-GD, H4uhy
SEIA 8] 5 G U SBYHR T LA fif HH 21 22 BURT 4 TR
Be™, Pe 2z — AR gE S IR % 545 R M w1
VIR &s &y, A ARSS S IHAr 24, AU s
FAE A By, A e I ] A A 1 A%
O, BT IEH W R ) B R HIBTRIO d d i
29 UL B 1) 1 1T L, i Al S S AR 2
HENNRIE, PRI IR B A IR A SR IRy Bl 4
AR AFAEGN B, H 4054 1 N 35 35 (LPS)EImT LA
IRZE S RENTIE R ST, LPSH] LGS AR (1 40
H ), BB Bl B IR 1, R SR BE IR T
(TNF). 4 ZAL-8. TL-10)55. FAT M
T ISR AT IERZELPS, HISAT 40
M ARE R IR bRz . R A e, R
A ETER-GD, 2 5 AHAVEE (K & FRAi 14 ik
B, PALPSHIBIBALB/c/N L, T AN I H]
R IEGUSB mRNAZE L, LA ML o A U5
PEB-GDIE Tk, PRI N 7 35 5 A B R 22 [T 1)

1 RRTSE

1.1 A

1.1.1 E33h 4 MEPE6-8 8 Py 5 5 LR igU
(IBALB/c/NER, MEHEAS, 44 5T520-25 g/ity,
h i E B RLR 2= AL,

1.1.2 254 BoX A Wy Ik 26 0 1 IR X N 75

HCKHE.coli O111: B4), I HSigmaA#l;
MRNARINA S (II)Total RNA Extraction
System(I)HHEELEY THRAF M, &
HEPCRIX &BcaBEST™ RNA PCR Kit
Ver.1.1DNA Marker DL2000 % 544 T
P2 RN B2 7= dh. 514 i b A
WHEARA WA R G, o p-1 %00 1 i
M§F: 5 TGTGGAGCAAGACATCGG3', R: 5'
AACGGAGCAGGTTGAAAT3', WEiEA
(B-actin)F:5' CACCCTGTGCTGCTCACCGAGG
CC 3.

12 Fik

1.2.1 iR 4 &5 5m SH/Nip S W
IR B ER KA My AL LA BN SE R 4,
25 mg/kg LPSIEIEESS, I T4 51105, 2, 4,
24 hITSIAE AL BB/ B, ML PTEE 250, Bl
TERFN; BU IS T DEPCK AL P it i Eppendorf
B, <70 CIRAES .

1.2.2 B2 ) ) 5 o kAl o i 1 R PEB-GDE 1
KHZET et al®™WIGW 51k, TpHASSM R
& WIETEB-GDIEPE. BART 0k BIEW100 pL,
1110.01 mol/L I P9k 761 25 4 1 R 7K %5 90.1 mL,
BEPRZZ M 100 wL, W 1T pHIE 224.5, H T38°C
i, [N24 h, SRIGHAKAE, InH &R+
P EL R RN W (pH11.7)1.0 mL, M2 1K
1.5 mLyE%], 10 minj5 %4540 nm bt 1, e A
. DA K A BRifE i, 0-100 mg/Lik FE R 4144
Ty Ik br e 2, 1-5A0 &R (R ).

1.2.3 ¥ £ FRT-PCRA& M AT IEGUSB mRNA #9 &
ik

1.2.3.1 31433t AP HGUSB mRNAJT
A, M Primer premier SEAFBTHS1H). 514
b AR AR B R A B (1)GUSB.
F: 5 AACGGAGCAGGTTGAAAT 3', R: 5'
TGTGGAGCAAGACATCGG 3'; (2)B-actin. F: 5'
CACCCTGTGCTGCTCACCGAGGCC 3', R: 5'
CCACACAGATGACTTGCGCTCAGG 3'.

1.2.3.2 AFME 2 i B RNA R 32 IR BRI/ U
JEZH270.1 g, B 1.5 mLigcE 204 (Eppendorf
tube)rhr, BYREHTER IS AT, ) AT mL
RNAZREE, 15 mLVES 408 N R 3T
15 N IN200 uL& 47, 1R4A], T-4°C 13 000 r/min 2
215 min, W _E 2 KA A —0.5 mLfHR B0 T,
IS0 uL A EE, 4°CHE30 min®1 h, T4°C
13 000 r/min 0215 min, 75 E3E W, FSRNAT
¥E, IIA750 mL/L ZE#300 pL7e /0 veisiiie, T
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4°C 13 000 r/minf.L>15 min, & LG, =N
THERNAVIVELO min, RNA 5 K 4l 5 ] 15 it
UV2201 82403 000 1H260/280 nmi K&,
HH WK EIRRNARL R, -70°C{RA7.
1.2.3.3 R F A5 McDNAK —4 ()% N4
A RS C ) S 8 s SO G: 25 mmol/L MgSO, 4
pL, 2XBca 1st Buffer 10 uL, RNase Free dH,O
1.5 uL, dNTP Mixture (10 mmol/L)1 uL,
RNase Inhibitor(4 X 10’ U/L) 0.5 pL, BcaBEST
Polymerase(2.2 X 10" U/L), Oligo dT Primer 1 pL.
()% VLR 4 AP HEAT S e s [ B 65°C 1 miin,
30°C 5 min, 65°C 15-30 min(15-30 min P AJ3%E T+
), 98°C 5 min, 5°C 5 min. ¥ YcDNAT
-70°C A7 % H.
1.2.3.4 PCRE B % F H4H BB HIP CR WY,
#: 25 mmol/L MgSO, 6 uL, 5XBca 2st Buffer
16 pL, K #187K, 55.5 pL, Bea-Optimized Taq,
0.5 uL, EJF SEPCRE I L, Rk 2k
PCRG W1 uL. RN BN B i 3 55 S W 5 R
JEPCRI N, BREIRA]. 94°C 30 s, 25-30
FEIR, 37-65°C 30 s, 72°C 1-10 min, 72°C 5 min.
PCR =W LLLE) 8 1 (B-actin) fEX i, HUR
ME(5-10 uL)H20 g/LIEARHEEE i FL ik (60 'V,
1.5 h), I ZEE G R, BRI UG O EE, 1
10K odak 55840, HIES AR 71T R4
S HTHUE, AGUSB mRNA/B-actin mRNA ik
2650 LA AGUSB mRNA R IE &
fabr.

SEit R ALIR A s R A S AR
(mean+SD)& /R, W HSPSSI1.548 i1 4 kAT
Ji ZE53HT, P<0.05I\ R S 35 1 2% S

2 B8

2.1 BALB/c/ R A A KA it x23 HBALB/c
/INEip N BE 2 (5 mg/kg), 1EHI I ) 5124 h, JooE
T2, IRA R INA /N SR AR I I .

2.2 ipAFE A Rofe i B-H) H A IR B
M¥rh SABALB/c/MipNEEFR T, LIER-
R E RS S oL, el gevk o, A
LPS 0.5, 2514 h)i, (i B-71 25 B £ R B 15 1 12
Fm T AL, 24 WAL S0 AU BE M E
(#2).

2.3 LPSAF T @ leGUSB mRNA & ik 69 %
s LPS 2 hZHFILPS 4 heH B 2 s 1A T- X IR 4,
LPS 0.5 hFILPS 24 h{*JGUSB mRNAZKIX, 5%f
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FEE 1 2 3 4 5
SR 02 02 02 02 02 02
MEFOER 0 0.04 0.06 0.08 0.10
Ha#sDS 28 28 28 28 28 28

ZABK 20 198 196 194 192 1.90
paxcl B-GDEME HE PE
WiRAE 2.14+1.46

LPS 1/2 h 3.96+0.88° 2.548 0.031
LPS 2 h 4.40 +0.55° 2.896 0.023
LPS 4 h 5.65 + 0.58° 4.474 0.03
LPS 24 h 3.85+1.11 1.924 0.096

*P<0.05 vs WIBZH.

RZH TG b 5 22 (e 3). LPSHEM/IN U 48 i
GUSB mRNA %A [JRT-PCR&E (K 1).

3 1L

FRATIR T FR G DN 2 23 B- A1 2 0 TR g P 77 72 I
B 223 B- T 4 B T BRI A HL R & p HA. 545
&, AT UK A A B YR, A R R B-
ZRHTTIRINE, B ST, [ONVIR A T
BRI, FERRPEIAEE T WA, LA
5 B-GDIETERE EEMY, BA100 mLILy 4/
I 7K figf Py K 1 2 0 TR O R T K 1 ke
FKIRB-GDIWE T HAZ(Fishman Unit). A B-7i %
P IREE(EC 3.2.1.31)7%  Fh MR AR IR P /K A
Wi, LR GEA I B-D- ] 4 B T TR ] 26 W I TR /K
fitlf, (B-D-glucuronide glucuronosohydrolase),
HE 4 S PO 4 14 9 26 B R C 02 1 B 1 B 7K
i, B BERERR. B-GDJ Iz oA T AR
AL B . B ER. PRI,
P&l e A R R, A a(inLr g, Bl
M N ELREAN . AT Y AN ) A AR
(AL PR . Byt W, o
WO+ AR B s, M P E A T A
PR SRR SR A N, At — 2R DU SR MK o
[, 48 275 000. B-GD G #E§ AN fr] 2 57
BUK, AEAR NI ECIE AR BRI BE X2 4 i R 58 42 1
W1, WTREL B L AN . S W IR B A
B 3 b 2 BT IR KA % e vl RE
At i A R 1) 2 B I 5 PR V00 S A L)

WA # 5
HFRENNFE
T VA 3G e o) R
FOPR-F B AR
B EEEE, v LA
i A EHmRNA
Wk k, R
A T R Fe 0h 2
EEBTHER
JRE B A A A 4G
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e e SO S R AL BU B R K A T A T
BB L A P R 7 v 1 i

&, Bp i@ i Ak R
B LR P A F B
HAEH AN EEN
S, 3 Y R G
HEER - E
L.

R 2 2y 2 L PR L I I 3 K i - A 1 1
FERRIL PR MR SRR, e s = AT DL AR
Wi e W fre SR R0 I R, 3 B0 22 B AU VTR
(mucopolysaccharidosis type seven, MPS VII).

B E A ST LI60% IR LT 340, M (0 3K 4k
A LI40% B LT 24, T L8 I [ 45 41 TR
A NRLT A5 (1) %0, X B0 HT I A E 1R PR 5
21 Z AR DA ). Maki" BA K, 41 % B-GD
IKARENHVF R g G 5=, oA dEg S IHa %=
(UCB)FIHI A B TR, UCBT 585454, 1E0iR
WEANZHT, &5 F88 074, AR
[P ERE S AR | /A /N (P53 6 | TR Mol
ARE B IE BSE TR AR, 18 T —
EAAAEME N RS S A RE R . T A
PEB-G D[R ] LUK A JIH 213 X7 B e R e, )
KRGS G IRLL 3, DR I 3R 450 1) T8 AT
5. Ostrow et al'" ™\ IHIE J T4 2R A i
B-G DK fiff 4 G IH 21 2% 5 B0 32 PUveE 1 1 T e 4
fi; Ho et al"™ @WK I, B0 85 A 4107
R MEB-G DR 1 k2 v TN R AL, T HL i
T 1 5 I LT 3% 1R 93 A 25 S oy A e S AT AR i ) O
AHOCHE, HED A YR ER-GD AT RE(ENH L B &5 A 11
R AR . M e al™ T I G BTG
PEBREFHOR, P IH AT 32 45 7 25 T 4 B s 1 A4
WIEMEB-GDIFA T A, KILWEPER-GD S
WAL R 254 (e e DA oG, WIETEB-GDA £
P, HAER M EIEpHIE H3.8, 4.5815.2, 5
TE MRy p HARL AR 22 K, HL A2 IH v v A 225 B 184 7
-1, 4-PA 1R S IE B A, WL AR IRy rhE e
5500 R, R AR RS B, I IR Y
SR 40 o3 A RS 22, LA i g ) 3
37 IEOR, RN A [ o (1) B At 25 G . Osnes
et al® R, MHEE HYTHHLPSI/K -5 4540 1)
R E VIR, HEWH A — NP LPSil
Tk 240 6 7 25 N B0 IR TE R A i S A T IR
() 40 B, e R T80 U B-GD. i R E Y o ()
B-GDME i T HHIFII R, 5t 2 K if 4 G 2L
R, FEE AR

TATWBFIOR I, 1EHBALB/c/N B IMLIH
AR AR 0 38— i 05 1 I B-G D, L H I 4 IR
H—EMGUSB mRNAKIA. ip LPSLUS, i
JEIMIEBR-GDIE 1, N4 HIGUSB mRNA
ik, AN, X T B-GDIE M, XA i

pay iz GUSB mRNA HE PE
SHRA 0.57+0.36

LPS0.5h 0.85+0.29 1405  0.194
LPS 2 h 1.10+0.23° 2539  0.039
LPS 4 h 1.81+0.04° 6.775  0.001
LPS 24 h 0.94+0.51 1.301 0.235

*P<0.05 vs W8B4E.

Marker 1 2 3 4 5 6

7 8 9 1011

2000 bp

690 bp B-actin
407bp GUSB
100bp
Marker12 13 14 15 16 17 18 19 20 21 22 23
2000 bp
690 bp B-actin
407bp GUSB

100bp

B 1 LPSX/\EEFFAELBIEGUSB mRNAZIAHISEZIN. 1-5: %
MEZH; 6—11: LPS 0.5 hH; 12—15: LPS 2 hZH; 16—19: LPS 4 h
7H; 20—23: LPS 24 h#H.

TWEERERIG0.5 h, ££4 h3ng] =g, s
NBE, AE24 h U MU A R G 8
ZE5t: WT T4 GUSB mRNA KL, X Fhid
Il B A — & I )it BIZEL P ST
24 hZ N, B-GDif 1 BERIEIN Al RE 4, R ILSE
Thim, Ja NEERES, JUAR T XA i B RILPS
T2 hJE AR B A W& P2, 7524 hil
I B B 50 A AR 22 T8 JLIRZKSE. BRI AL I
MHMIGUSB mRN AL V34 I s iy s i+ 1L
B-G Dy LG I I I %, FATTIA A5 P A AT R
(ISR (1) S50 25 38 1L, (2)/M R #Eip LPS
Jei, M35 o B-G D PE I pLE], s T AT
EAEGUSB mRNAZKIA, B i B-G DG M)
BOARA AT RE L P SAE T il 40 M i 25 3. th
TEATMR <30 gIBALB/c/M i & |, Sk
WUMASZ0.5 mL, 435 41 s RN A FL A
M, ILPSXTBALB/c/) FAM & ML 4% 41 B GUSB
mRNARIE 5 M L, FRATTA .

LPSHE i i B-GDIEME ML AT e R
L PS5 T 40 Jf R & J& 1t 5 A% 40 i 3R T I C D 14
i JERP, B E S SO, W phre
ZAR4(Toll like receptor 4, TLR4)SZILIES 4%
SR AR N T -k BONF-x B) M 3% 56 7 55 4%
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P9 T I B 40 i P9 4 HIB-G DI¥ B K (GU S B
FEDRN#E S 2 IImRNA, 3 i1p-GD & A 14 K.
FATRA TR I, LPSHIBEBALB/c/MRJE, ANMH
A LA L 3 B-G DR, Gk mT BA ) iy
NERAFIEGN R XGUSB mRNA, Xt Mo+
ACTUEBILPS R AR In 4 £ 51 B-G DA A5 1A
BETB, At A VF AT DL RS TS S8 AN A 4t R S L 1
JIE €8 35 4 A0 I RO I L. b T O ddidE LI LI B
0] & 14 H (non-return valve action)F /718 % ik
(¥ 5 B 1 FH 1200 2 BI040 v AR A A 338 N IR
i, HLPSHIR A Y. SEANFIH ARG ILPSH 0l
AE RO L 40 e, BT bz 40 fe, B A
fitl, B4 I1GUSB mRNA I M4 i 7 A i
B-GDiE M, fE—E ML, B-GD iR & &I
213, N ARG B AT 25 (U CB) R 2 Bl 5 1R,
UCBH 5454, 3384 A2k,

M2, BALB/c/N i Zidip LPS)G, Iy
B-G DIl E M B A W k3 n. LPSikn] BAKY
I/ BT 4T iBGUSB mRNAK 3%, LPSHI fig
W I ZAB-GDIE &R, 25 T I
SEATRRA.
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Abstract

AIM: To explore the mechanism of acute renal
injury in severe acute pancreatitis (SAP) and
the effect of the conservative mechanism of
L-arginine.

METHODS: Sixty SAP model rats were estab-
lished by retrograde injection of 5% sodium tau-
rocholate into the pancreatic duct and then the
PAAF collected for reservation. Another 60 rats
were established as perforative peritonitis (PP)
models, and their perforative peritonitis associ-
ated ascitic fluid (PPAF) was collected. Another
ninety SD rats were randomly divided into five
groups: NS, PAAF, PPAF, PAAF + L-arg and
PPAF + L-arg. Serum concentrations of amylase
(Amyl), urea nitrogen (BUN), creatinine and
nitric oxide were determined at 12 hours post-
operation. The renal cell apoptosis rate and in-
ducible nitric oxide synthase activity were exam-
ined. Histological observation was performed.

RESULTS: The amylase, blood urea nitrogen,
and creatinine levels of serum in the PAAF +

www. wjgnet.com

L-arg and PPAF + L-arg groups were lower than
those in the PAAF and PPAF groups (Amyl:
1925.8 + 1024.2 vs 3328.3 + 833.3, 2128.0 + 795.9
vs 3599.1 + 1156.9; BUN: 9.1 £ 0.9 vs 12.4 + 1.0,
85+08vs13.0+1.1; Cr: 62.1 + 7.5 vs 114.5 + 8.6,
60.0 £ 6.1 vs 115.8 + 6.9; respectively, P < 0.01).
The content of nitric oxide and the inducible
nitric oxide synthase activity in the SAP group
were higher than that in the PAAF group, while
they were lower than those in the PAAF + L-arg
group, while the NS group was the lowest. Simi-
larly, the PP group was higher than the PPAF
group, but lower than the PPAF + L-arg group,
while the NS group was, again, the lowest.

CONCLUSION: Renal cell apoptosis and injury
are induced by pancreatitis associated ascitic fluid
and blocked by low doses of L-arginine. A stable
renal injury model can be established by PAAF.

Key Words: L-arginine; Pancreatitis; Ascitic fluid;
Renal injury; Apoptosis; Nitric oxide

Cheng RC, Liu QY, Su Y], Zhang JM, Diao C, Luo HY.
Curative effects of L-arginine on apoptosis of renal cells
induced by pancreatitis associated ascitic fluid. Shijie
Huaren Xiaohua Zazhi 2007;15(17):1893-1898
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# R(BUN). ALEF(Cr). fiF—AALRNO)A
TRELF AL, B B A B an i e A T R A
Al — AR A BEE(INOS) 89 R L L.

R PAAF+L-argZBfPPAF+L-arg4ly
Amyl, BUN. Cr¥ 2 %1% TPAAF4L#=PPAF
ZH(Amyl: 1925.841024.2 vs 3328.3+833.3,
2128.0£795.9 vs 3599.14+1156.9; BUN: 9.1
+09 vs 12.4%+1.0, 8.5+0.8 vs 13.0£1.1; Cr:

| L )
REHEFRHE
3£ 35 37 K R 4F 3
RRKIEH, 22
FE LR K
9 9% 5T F A e 8
& T %S
TR R IR (L
xS MR B
#. W) e
Wk E g (Wl
IR 5T MR B )
W A )
3§ 5% T SAPR
B mAE. A
b, B AKX Sk A
%I K IE 0 AL
3 ESAPE &
s KRG LA
T,



1894

ISSN 1009-3079 CN 14-1260/R

HRENBHAE

20078E6818H 51565 5175

WAL A 0%

AR 5% Bl A LR
Mo g K A8 K ML
K (PAAF) st iE
R A 8
Bt L-H R B
(L-arg)*¥ % 4%
W% om, Rt &
S GoM R R
Bt B e &
T DU B -Hh &
BR st 6 4% B AL
. F—F 2 E
PAAF# 5 M S Ik
BHG AR &

VAN

62.1+7.5 vs 114.5+£8.6, 60.0+6.1 vs 115.8
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+25)g(M 11 B W = 24 Bt sh ) sE B E 50 o0y, 2F
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F &8 B LA B A 7)), PTG
I H 2& EBD 2 ).
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%M, BEPLEIR18 L AEASAPAL; 60 il PP
R T hje 8 HOIE K (PPAF) % T, BEEDEES
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TR I T ST hy FLA AL T 52
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B40(4°C, 3000 r/min, 10 min), B 3% & T-20°C
VKA ARATFFI. NO i (umol/L), K FH AR A 5
Bt 5 SN O, /N Oy 55 i, (W) 32 [l NN O A=
B IMEBUNS CrflAmy K- 3 P A e i
SERAEA B AN A AT A B RIS RS,
SV ity it = w4 e Lt R Y S
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W IR K B 3 AT W U R ATHE S €1,
Bi M EEH L HL 2 0. 3R PINOSHIE
AT : INOSHUMAR I TAEMREE A1 & 200. $421iH
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YA G247 L (P<0.05, K2).
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SAPIIFET . Wl EHm el . AR
5 RLEE 7Rk K A B T, T sk
RS APIE R A SRR T, (HIX B Z 70 /2 (5L 50
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Abstract

AIM: To establish a Lovo/5-FU of human drug-
resistance colon carcinoma cell line, and to
screen possible drug resistance-associated genes.

METHODS: LoVo/5-FU of a human drug-resis-
tance colon carcinoma cell line was induced by
continuously exposing human colon carcinoma
cells to gradually increasing concentrations of
5-FU. The growth law was observed and the
growth curve protracted. The drug resistance of
LoVo/5-FU was measured by MTT assay and
the drug resistant index (RI) was calculated.
Genes expressing differently between LoVo/5-
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FU and its parent cell line Lovo were screened
using a gene chip, and several selected associ-
ated drug resistance genes were confirmed by
reverse transcription-polymerase chain reaction
(RT-PCR).

RESULTS: Compared with parental cells, the
resistance cell line had a slower growth rate and
larger morphology. The LoVo/5-FU cell line
showed drug resistance to 5-FU, adriamycin
(ADM), mitomycin (MMC), but not to cisplatin
(CDDP) (RI: 7.69, 2.78, 1.43, and 0.96). There
were 425 differently expressed genes associated
with drug resistance by the gene chip screening
method. The possible drug resistance-related
genes included CYP1B1, NAT2, RNF20, SNAI2,
and MAP3K2. The expression of CYP1B1 had
a significant difference between the LoVo/5-
FU cell line and the parent cell line (Cy5/Cy3 =
5.877). RT-PCR results were consistent with the
gene chip results.

CONCLUSION: The altered biological proper-
ties of LoVo/5-FU may be related to its drug
resistance phenotype. Several genes, such as CY-
P1B1, are possibly involved in the mechanism of
drug resistance.

Key Words: Human colon carcinoma; Drug resist-
ance-related genes; 5-fluorouracil; LoVo/5-FU cell
lines; MTT assay; Gene chip; Reverse transcription
polymerase chain reaction
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Guo WJ. Establishment and selection of genes expressing
differently in a human colon carcinoma LoVo/5-FU cell
line. Shijie Huaren Xiaohua Zazhi 2007;15(17):1899-1904
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KW T A R G0 W g, JovRy7 22
FR, A7 AT sk 2> 52 R FE iy A A7 2% (HLLS-
SR B E (5-FU) N T AT I 7 A AS BE 2 N i
B, L E R R R AT IR b R AN e
2. DRI, IRe I 24 3 DAL PRI AIE 9 ] RE AR Kok g ik
BT 7 SRS A . T DR
ARAE J 98 i 22 89F 5 v (100 I8 FH %o e 8 i 249 L Al
G, BT IR 24 35 DAL R B A i 245 AN A4 4K 12 i LBl
KAEHEAE . FeA 1 5-FUR Lo Vo4l it 47K 14
TSI 2587 Lo Vo/5-FUZR bk, x5 HiA
YR PEEAT R, [RIA, 8k DR GCS A 0 s
6 T BE RTINS 245 FH OCHE DR, FE50T 9 328 H (1) 56 I8
fTRT-PCRIGIF.

1 MRRTSA

1.1 A4 RPMI1640(FTH 75 i AV e 2 R AT IR
Awl); N MLEWUNUZEF YA F); TRIzol
W (Invitrogen 22 7] ); AMVIY 8 5% i, Rnasefl il
), 1SR (A3500), TaqZR &, ANTPA

PCRAR& (Promegaln ) AL (i 8 A2 2
RS AR AR, 5190 Bl R Y A&
B WEMEEE(MTT, Sigma/d 7); R MERE(S-FU),
22 34553 (MMC), Bl 52 3 (ADM), il #1(CDDP)J%)
=)

1.2 7%

1.2.1 @m o3I Bt 26 2 o, R oy 2 5 45 i
Lo Vol li#£37°C, 50 mL/L CO,, HlANEFE i
B AR G SR, BE RN 5100 mL/LIGKIE /N
A3, R 2100 KU/LFIEERE 2100 mg/LiT)
RPMI164035 759, K H 254 (5-F U) RS il
J5 366 19 5 S N N S I i 245 40 R Lo Vo/5-
FU, AI7E%5-FUKE 45.0-6.0 mg/LIfIE =+
1.2.2 AMFREIE M BILEFUEE: 17
Olympus 2% W iss PR EA. A K ih &l
S BOW A KWL o VoRILo Vo/5-FUZH i, ]
2.5 g/LJFEREI AL, RPMI16401% 55 HI A 241 i
B, BERNE244LAR b (LS X 10°4S, %38 1L
X7 d), 37°C, 50 mL/L CO,, WIFIGE R R %,
HH A3 FLIEAT V4L, 1E2E7 d, 2ol A K ih 28,
1.2.3 2545 3% FAIMTTVEK L o VoL oVo/5-
FU4 g%} 5-FU, ADM, MMC, CDDP[FEBUE .
LoVo/5-FUAI M 7EA 75 5-FURIRPM1164035 77
W REIR2 w6 FL BOR S AE KA Lo VoAl
LoVo/5-FU4H i, H12.5 g/LIEREH 1L, RPMI1640
5 5 0 PR A1 M R, B AR 296 FL AR (100
uL/fL, 5X10%/4L), §i9724 h, IIAARFKR ) -
R AS SR X ), FERE9R72 h, BEAL
IIAMTT#20 pLE5 774 h, B0, 7 B3F, A
FRAEAR100 uL/AL, RS, SRR i o b
QuantMbr (I & WO RE, K570 nm, L2k
FEE DR Rttt A0 BeA 3 e S A, 2 TR -2,
2k, 1 2 HEMEIR BE(IC ), THET 25 B (RT)
= it 25 40 MIIC 5o/ 55 A 40 I C .

1.2.4 AR AN WAEAKREFRLoVof
Lo Vo/5-FUZI i #EHUR N A Ji 84 T3 DR F A,
R el b AL IR DR B A RO REAT G A
%445 Biostar H-40S). %5 A 3545 AZKcDNA T,
40002 N, ALHEROT S (i Ji Jk R AN F0 g JE (X)),
ARP-SRP(4H 8 T F1 WU . B FAH DG R,
CCCP(4I L JA 12 FAH DGR [R]), FMIS(4H i 4
iz 2 8 (A KR SEH), SRRP(DNAG K, B
R 2L A AR OGHE ), CR(ANAEAZ AR A I ),
ECSCP(4i If5 ‘5 Fl A& i £ U AH G ), GC(k
A OCHE DR ) S5 ) Thir 55 DR 22 e 2 0k 1) 9 32 A
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450 r —@— LoVo liﬁl—i—i

2007 LR ABFR A 5-FUS
g 3 LoVo & fiLitt 47 %
% 250 | MZEHIR) = MZBIRIC,/ FALBIRICS, Pk R A 52
& 200t 5_FU 769 A A LoVo/5-FU%a
Z sl ~ ' Mk, 5 A4
S 100 | ADM 2.78 4Pk AR
50 ¢ MMC 1.43 2 MEGECE RPN
0 B a5 & T A
coDP 0-96 #5554 % R,
PR RO R

1 BRI

B-actin

MAP3K2

CYP1B1

RNF20

SNAI2

NAT2

B 2 LoVoFlLoVo/5-FUZREECICYPIBI, NAT2, RNF20, SNAI2,
MAP3K2EREE RIKEHIRIL.

TR - TR 24 240 0 2 55 556 A 4 B 4 1A ) 4 SR LA
>2.0(_E2F5)8<0.5(C F i 24%). a1t fE>5.08%
<02 N FER R IL ZE AR BE .

1.2.5 ¥ FRT-PCR K TRIzol LI
LoVoMILoVo/5-FUZIBIIRNA, A AL BRI
Invitrogen’ v [ER1EVL; BT pg MRNABEATIN
ek B e DNA, #HAE 2R WWAM VIl sk &
(A3500) [ 715, 0 AT A G IR B PCR
PEFR, VARG E St B 0 A 2 (26-284), Jf it
ITHLFERR BEPCR, LU 52 & 0 51 40 ) d5e A R
. PCREIMIHI BT R Primer3 ¥k fF, £
BLASTREJG th b iy S8R /L) 08wl 5 1, P
FUn R B-actiniF X FES'ccactggeategtgatggacy',
B-actin/x X §ES5'gcggatgtccacgtcacact3'(j7 4427
bp); CYPIBI1IE X 5%5'caggcagaattggatcaggt3',
CYPI1BI1 Jz 45" tcatcactetgetggtcaggld' (74315
bp); NAT21F X ff5'accattgacggcaggaatta3', NAT2
& X5ES'gatgaageccaccaaacagt3' (P77 41377 bp);

www.wjgnet.com

RNF201[: X 5#5'gaactctttcctcgecacaggl', RNF20 /&
%S ccgaagtttettcageteac3' (774388 bp); SNAI2
1E X A5 ctttttettgeccteactged', SNAI2 [ Bk
5'ttgaaatgatttggcagcaal' (#1530 bp); MAP3K2
1E X 4% 5'gaccagcttacggtetectgl', MAP3K2 v 4
S'tecttgetggtetcaggact3'(77 4320 bp). LhB-actin
mRNAKNAER NS, BAPCR&7JH10 pL
1620 g/LEE e bl #ER b riik, ] Alpha Innotechff]
KIS % 2 45 (FluorChem 1S-9900), Alpha Ease
FCHAR LIRS AT 7017

2 45

2.1 LoVo/5-FU%a it & #93% 5 K 29Ik 15 i
By, DiZ12 mo, B N &5 240 i &
LoVo/5-FU. 5-FURZ LGRS 0.1 pg/L, He24nify
REAE & 5-FUMK I 245.0-6.0 mg/LIJE I P ke e
Ak

2.2 LoVo#A=LoVo/5-FU%a itL#4 & 4 5 451 LoVo
Y0 M AR T, LoVo/5-FU4N I S Kk T, HAk
TR FLoVodl . LoVo/S-FUZN I fit 1 5 35 155 5
Lo Vo4l iy {2 & ik 2% (K 1).

2.3 W 25357 M 2R AU 5-FUR 24, 15 HA
ADM, MM CH 2 X i 2, {HXFCDDPIGTi 2451
(R1D).

24 KA RN R A ERRIENHERIL425
A, Hp K& R 32034y, £iE R 3E222
A, NHIEELS /N BE DA T RT-PCREGIE (F22).

25 MG HEEZFRABFOREABEAR
89 I e 25 R 18 o € #RT-PCRIT LS il ks
MLoVoMLoVo/5-FU4IMiF CYP1IBI, NAT2,
RNF20, SNAI2, MAP3K2IE R4 8 5K (1) 22
FIE. SRR, I 40irhCYPIB1 mRNA
Feik W B _EiH; NAT2, RNF20, SNAI2, MAP3K2
mRNAKILIR B, (HAWET B 2 (&2). CY-
P1B1, NAT2, RNF20, SNAI2, MAP3K2%E X ()
RT-PCRE UIF 45 H I R 0 22 e A o 5 05 1y i 2
g3

B # 47 RT-PCR ¥
iE, K BT
5 W gt 2h e
oL 25 A8 % 6 4
f*iklg, i Bt if
5 N ga w25 e X
by F R AT
B — W&
L.
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[ TaRa R Xt
AXLik#FEATHE
EALELY F X
;’*U% fifgo;og- ERES EREH Cy5/Cy3*
ii)ﬂi% I;AS}# 1}5: 3855c¢02 Homo sapiens cytochrome P450, family 1, subfamily B, polypeptide 1. (CYP1B1) 5.877
Aipik 27 4R 3854a04 Homo sapiens N—acetyltransferase 2 (arylamine N—acetyltransferase, NAT2) 5.765
HyRIE, T A 1256h07 Homo sapiens ring finger protein 20 (RNF20) 2.762
o) LA, LR 3599¢e01 Homo sapiens snail homolog 2 (Drosophila) (SNAI2) 2.272
BT B R, P g P '
B B AL 09 IR 1553308 Homo sapiens mitogen—activated protein kinase kinase kinase 2 (MAP3K2) 2.126

IR, AK
3% 0 F AN

Cy5(35uH), Cy3(WiRA), Cy3lESER LI —KRESHIFEBHICY3*, ITES T ERREARLIPHRAERERatio, Ratio

= Cy5/Cy3*.

3 e
A SE ST T LoVo/5-FUIMN 25 41 ik, %5-FUY
FEOOT T 52 B 482 AR Al 3 v 77 7.69 1%, HoRAR
0 M AH LU 2 20 2 R T R ek, 4 R R 4
K. At —Fh gk M 25 40 bk, A 2 22
FiPE, XTADM, MMCEALST 297548 Xiiid 2
W%

i 968 440 Ji 5 P 29 MR S, AN AREXT BT
F 259 77 AR 250, 56 45 46 F0 Dl e A [R] (¥ Atk
YA R AR 2, I R A R T 25
Ry 2 P 2 A7 RO TR . DLAEXTS-FU
i 25 LI BT 280 f: 5-F USE G i 1 1R
A (T S) G Mk s A8, 5-FUAC I BR S il 4
I 5 3t S (D P D)ty M e 28 B, i e A
PO (TR P BB, TR AR A+ 56 il i e
P DNABE NI, F 515 5755 0
KV B g iR 24 WL IR 1 S Ay R 243
¥ 7%, P AR AR R AR R, i
B g 3 b 3 TR A Rk /K 22 S B A B
TR 7R TR AT F FE DR AR
N & ki 5-F U 25 41 fL o Vo/5-FU S Hoe A4
Lo VolEAT i fr, 45 R, S5oEA4ELo Vo
ML, 2540 fiLoVo/5-FUJCYPIB1, NAT2,
RNF20, SNAI2, MAP3K2¥ Fii>2.01%. % _FiRS
Pl A I RT-PCREG UF 45 A 5 3L DAL Fr i) i 45
3, Hh CYPIBIE R 1k 7 e UL I 2.
DR B 1 A AN B T 0 5 e i 24 440
PR 25 FH DG R R L TR, 1) 1 502 W7 R T fS A
N5 AR, T EL6 R 258 (1) I Rk ok 7
E - Al

CYPIB1Blcytochrome P450, subfamilyl,
polypeptidel, J& TR Dy AE LA RFIX A 2 5%
DRRR S0 1) — By, Ja 2 2 AR e R rp d
L. X TCYPIB1S4LIT 29t 25 P 5T
IRZ, SR STIF SECY PAEME AT W A B 2R 05 4L,

ST 2%, b s e IR B 240 YA T T U
7 McFadyen et al™ £ XFCYP1B1AE Ay (14T
i 98g 24 s S L R A 9 R BC Y PIB 1] [
IR 40 P 0] e L8470 Mg 25 ) ) U PE. — 26 P450
filp, JUH IR CYPIBY, 75 MR 40 i v i 3 m) g
AR AL 00 Bl g B o, R S A (R
PUI IR 25 W) 4 F SR AL ) SR HEPA5S 0 5 KA
Rochat et a/" BRI HCY P FIG4L AT fiE
Lt 254 ¢, I I p 29 1 R, T
TR b ol — IO 0T A A A AR
(IR R BLCY P1B1* 1/% 23 R R T 40 i 5ot 4
I EEIIDN A 2 i 32 £, 22 4-CYPIBI
5 5-FUTiif 2 111 ¢ & v AR WARTE, 1 A 9T 45 1
SRt 5 s 40 L 11 S-F U 24 v FEE AR K.
NATH[IN-acetyltransferase(N- LB F2 i),
AFE3ANIEE: NATIL, NAT2, NATPCHRIER).
05 75 JN- IR A T2 11 26 A B AR i g,
PR 2 BE A B A ROBRIN-F1O- £ WE 1 S 07, S
HINAT2HE SBEATEPE 5> A T LR A),
H LA AR LA (SA). Silr—IoE T2
AR DR 598 78 A DG Ak 27 SRR I TR AF R B,
A LL FLATIE LA (RIS A)IAMA B 28 55 47 v JiE
AU TE, NAT2 EVF 2 6 &) (L FR I AE I
By ) SO AR ) AN T, At S 2k
A SIS AR 2>, Husain ef al" 32 H AZENAT2
SR 2 M5 208 w5 PR/ A [R) 412317 i g
&4 5%, Bradshaw er al™JHCIM126i% 5 H 3
e 40 B i 29 FRMCF-7(10 nmol/L CIM126) %
MCF-7(10 mmol/L CIM126), 737X} CIMI1264H
IR R 52, (RIS S Ae L AR I L IR AL, 25 )
X2, —HENATININAT2E A¥H Rk, T
HAENAT2H #IE 5MCF-7(10 nmol/L CIM126)
S B ORI SR fE A G, JLARAR S SR
HENAT2 5 | 1) SBEAAE 259 S B B— e 5%

uﬁ[lé-lS].
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RNF202Brel MY Z—, 5 —h
RNF40. Hwang et al"™'W5t K, S cerevisiae
protein, Brel, 1B R — AN AR SF IR TR A,
RN A B FTH2BZ FACHIH3 {ELys4 | 5EAL
JIT 6 5 1R, R SRR 1) 43 M UE 58 T AR 45 1 40 i
KA IIER. Kim et al™E 58 T AZXRNF202
A E, A4 S T H2BELys12072 F ALK HEA4K
S, FEINSE T WIS IR (K e 5. Zhu et al®VR
PIRNF201L % ik FEH2BH.Z F Ao, B2 5
{EH3lysines 45179 AL KT &, FITHHOX
WNZRIE. A RRNF20 5T 5B AZ, Rao
et al"GHEERNF2 5 254 ¢, AHZ &1
—H . Rao et al ™" —TXRNF2 5 A\ KP-Hii i
P42 DO LA T T 5T Hh A IERINF2 3 715 40 i
PN P-HE AR R, A G U Y A AR A R T
2GR R AR .

SNAI2(SLUG) /& SnailAH 545 8 (1 1 %
DAL, R Aol 4 Ut Y58 40 i ) R R AR L
Perez-Mancera et al® kI, SLUGIT FKIA T fg
B /LY FH PR (S S ) et b 98 ) P O 2
KT SLUGHTH 2T FUIRAZ L, Catalano
et al® e T 2 25t 2 3% 1R) 1 980 40 i v 14
WA /e-Kit/slugfs ‘5 4% 3 115 5 HIWFIT o,
P FSLUGHE LI 25 FR ¥ 1% i 24 vk 3 224
F. B A0 LI g T 2 4 Bk o 2k PR A 1Y
WIFE &I, AEHER2PH PE 1 FL IR trastuzumabifif
ZI JIRRIMT-1) 47 SLUGHE A 4 435,

MAP3K2, BIMAP/ERK kinase kinase 2;
MEKK2. MEKK?2J& T mitogen-activated protein
kinase (MAPK) kinase kinaseJ& A X%, 5 MAPK
G5 F@AWA K. KTMAPK SN 21
MIRIEFE AR 22, Ak JLALEE 5 4T 24 T2 He i
M AR, HL AR 9 R B L LR e A i
f()5-FUIi 2545 5. Hirose et al”"WF5¢ &I, p38
MAPKEERFDNAF S H R 2 G240 £
2, F T EDNAF AL Y1 2. Ding et al™”
MAE T FEBBEMERRYE 2 4H 245 H
MDR-11#F5E & HERK1/2 MAPK&/# 1] fit 5
257" 4 5. Gutierrez et al™ Sl #f 53¢ & PN
ER, HER-2, p38 ) ERKIH] [{JAH BB & Al fig 5 L
PR A B SR 32 5. Wu et al™ FEKTFLR
I8 240 M (¥ 5- F UTIR 24 B 5 UM A PR A1 14 5.
T3 IO UM BT ST R AR S E R K0S
5 L Mg 40 AR 1) 3R 43 E TR ATL R 52 45 OG0
I JRG T B e (R AT 5T R M A PR Jige i
SR A ) Ak 2 2 M OGP, Sun et al RIS
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R R IDD B2 K IA 51 )p381F 5 14 2 k59
A g2 SRAFHETNF-alif 52 1 Ji R 2 —. 5 A
52, Villedieu et a/™'ZHE5% Kk BIGEA VAT T LR
A TN 25 SERK M p38 MAPKHEAT P& Mt
KA K. TATRBEFT S RN 2 RMAPKA (2t
M Zi e E . T S SRR R I E A
W5 R I 24 AH G, X S BT O (L HR p3 8
M AP K) [ 74 Ay 8 1] v T 7 IR 5045 208
KR . IR ST BE 1R i 245 AH 555 N A i 24 40
JfIL o Vo/5-FU R B AR 25 HLHIE A 7 T3 — 28
5T,
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Abstract

AIM: To investigate and test differential mRNA
expression of new ESTs within HeLa epithelial
cells following infection with Shigella flexneri
2457T.

METHODS: HelLa cells were incubated with S.
flexneri 2a 2457T. A methylene blue assay was
performed to examine the ratio of bacterial in-
fection. Total RNA was extracted from HelLa
cells and mRNA was isolated for use as probes.
A cDNA microarray was assembled with about
3000 cDNA clones representing the same num-
ber of independent cDNA clusters, which were
unknown-gene ESTs. Using 156 EST sequences
obtained from cDNA microarray analysis as
seed sequences, the Siclone software was ap-
plied for splicing, proofing, and extending EST
sequences as long as possible. To validate the
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correctness of sequences after extension and to
confirm the accuracy of the differential expres-
sion of genes from the microarray analysis, three
new genes were selected and their transcription
levels in HeLa cells were analyzed before and
after Shigella infection using semi-quantitative
reverse transcription-polymerase chain reaction
(RT-PCR).

RESULTS: Forty-five ESTs were determined
as being differentially expressed, with = 3-fold
or < 0.33-fold changes, and 25 of these were
identified as known genes involved in several
important intestinal functions. Interestingly,
three strikingly different cDNA fragments from
unknown ESTs, name NPCCKH12, ADBCSBO0
and HTBAMGO5, were cloned by RT-PCR,
sequenced and their expression levels were
confirmed by semi-quantitative RT-PCR. We
confirmed that they were new human or pseudo
genes.

CONCLUSION: Three new ESTs from Hela
cells, differentially expressed after S. flexneri
2a infection, were identified. This investigative
strategy is useful for obtaining information to be
applied as a basis for further study of the inter-
actions between Shigella and epithelial cells.

Key Words: Shigella flexneri 2a; Expressed se-
quence tag; cDNA microarray; Electronic extension;
Reverse transcriptase polymerase chain reaction;
Gene identification
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993 J AT B0 S A7 5 FUAZ A 2 40 A B 7
SR SR AT 1R T 45 b R 4 e )
AP HOE SRR EER T 2 N B KR
S 5 R R WL A A5 08 D P SR AT 1R
HHA—N ] LAG D42 22 iR il IpaACD B
JIR R, 1 Mxi-Spa-TTT 43 W R 45 (TTSS)
RN R S PE e ) 7B Ml s ) N R BU
i B s B JA 45 i, AR N 45 L 57 4 PR T s 448 5
TERARUT AN YL, BRI A I RE . b)Y
MMIBET L Tt SO AR 3 22 7 A e 1l e R
S b R 0 B A R SRR BRI A RN, A
B2 BIFFRAT R N 2 5 A3 BT (R s 25 1
KB A BRI MU, ARt R, JER 2Rk
B &R A BN, LLAT TS B T
TR G 2 Y O HE IR 5 T A 22 ARG H
A6 SR AT B AR 28 b R A0 S, e 40
DR A= 1R A B A = 1) e AR AP LR AN 143
A,

e DR R TE 1 (B s 21) S W 9 41 i 2 2 AN 1

BEr)— N T H. SIEHNAURE, RIAEZ 5
FEBHASI, 40 M BT Ak A 355 o5 AR B 52 )99 i sk A=
MINAR I, HHE SRR BORBHS 2 KA s, £
YA AL TR 3RS I AR BRI,
5 DT ) 2 i 5 A 25 AR AR AR K, T 3K 8 442
TR LB ARG, Rk, XX R 2%
T 2 5 BRI AN 2 YR NN PRI e 2B R R
B, B2 A T Ra T R s B ) I .
S 2] RedR A — SR AN RIS T HIFR 25 (EST)
SOREPSWEIER P S oLyt )2 71l N o |1 W (514
FE ATV ) 22 S 3 IR RV R P A% G 1
A g AT IFSUIX SEES T34, il ik M DN A%
T B IR 41, SR, XA TR IR E
Aty HATSAL TR 50 B B, U2 K= 15
ARAF N Z W ok K R R R R S
A A0 A B AR T 9 R 2 2 R S
MIEST/ 41, [l I K H R AR A S B0 A A %
EST/41 I 40 A it 1 fE R (1) 7772, GenBank £
EMB L% 23 I 180 PE A7 /5 K= IES T/ 741,
MATTVF 2 13 B AH B H S 5 T ae AR 3R T AH A 1
cDNAJFHI, KK FIES TR 41 R LR I A= %k
PERE B AR XA [, 3@ 7 4 P S S [
ToE AT LB L P CR™. JRATT R B i SR s
PRI S 8 R ANES TP HIEAT i i s 412 0 b,
FH B9 1 52 40 R0 4 1 AH AR, R H
B 2130004 5 5 DA (19 8 1 85 A T SRR
R AR5 F3 Wi A bR 40 BT ES T 41 5L A
FIALMZE T, W2 Rk A ES TP ST T
FL 7 J0E AR o o AR . PR 360 I, 3 4 o IR A Ay
T A 3 R R A AR R A AT B e
T HERHAIHESE,

1 SRIRTSE

1.1 Ak KT B DHS o EF A= B0 B 4 G
2a i MR245TTH N A RAT. LI HT, FRIBAT B
K 2a 2457T HI K B A 058 52 56 %5 v HL 24P Jf- gk
—BHE. AT R4 R He Lad o h A%
TRAF-

1.2 7%

1.2.1 HeLa%a iz & = 3 N7 L 4 bk
HeLaZll 5 7745 %6 100 mL/L FBSTE 3 JR A
PLRPMI 1640857556, EAT EGL S50 10, Ky
2457 TH [ 2adR AT B85 7% 4R B K1, 1L
ZJ10°CF UM B HPB ST 3K i, &% T AN Fr i
THMRPMI 164085723004, FRIZZELI10°4N 1
HeLa#iiffil, 37°CAEH3 h, PBSIVE3IESL )G 1
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AN, INHT RS R (20 mg/LIFI PR K3 22) BA
AT AN A B, FREER3E24 h. AR I
FHRNAFE IR FIRNAlater(Qiagen 2 7] 77 i) - 47
FESL. T3oh, RS I AT G, PRI T KIS
FR(3 © DI E 15 min, 28 44410 min, 5l HeLa
0 e A R B

1.2.2 cDNA# M7 69 M SHL3000M0%K
9T 3 DR R RS DR (0 B v B el g R R T
B 2w B AR E 51 P CRY I P 75 v
B, I H B IRHE eI rL UK AT P CRY™ 44 =) 1)
SR, KPP CRy™ W) 7 A R DTTE J5 1 A8 Tk v i
(1.5 mol/L NaCl, 0.5 mol/L NaOH), |t F 1l
fE{X(BiorRobotics, Cambridge, UK)¥#100 pL &
PCR=WIIFI 5 F8 em X 12 cm[¥JHybond NJE
JEJE I (Amersham Pharmacia, Buckinghamshire,
UK), FAN S ERZ80.4 mm, £ cDNAK
B AE Al — 5K I I AN [ A2 s 27k DAADN AR
pUC18 DNAFE A FIHEXS B BE7K8 cm X 12 emf)
Je eI b AL AN G IR (43 ) G B A B 4K o
1S9, BWLLZ & 1. 3WEMR H i Al VX o
WAL . RPLIZAZE 4. 2 RC.
JIE RS A2 FIUCHL 1 E ) 1F A 5 o R PR, A
R DRI 34 5 by S A A SR S R 1 24 A TR (1 467 .
R G R AN BE DR 1 124 RO B K 22 S
HORT 1565, WA K A 4 & o).

1.2.3 RNA# B A=t KA UE TRIzol
RN A& U 77 725 b 45 06 21 R 5 56 41 (B 66
JEYL S 3124 h) M HeLadl 8 BRNA, F) 4
poly(dT)resin(Qiagen, Hilden, Germany)/ & 4i{t,
mRNA, FERMImRNA ) R4, i Lali e
FFEER (A 50/250>1.9). MRNAJFHEAKM(Lab on
chipf il #EE D IR S Noligodt [RI Rk i 5 F
ff 1 F- M, Lab-on-chipZ [l Agilent 210053 71X
BRAETFL, A BEe, e AR TRN AL
TKERAE, VPN RNA TS

1.2.4 3409 4 & HUKZ1-2 ng mRNAH T e 5%
SEREF IR 4liAk, L1200 nCiffia-"PAkRicH,
FAMMLV [ s B EAT B3 3%, WU e i e 3
PRI/ 10EATPCR W (94°C 30 s, 55°C 1 min,
72°C 1.5 min, 35 MEH).

1.2.5 &R A A H20 mLIZ A (6 X
SSC, 5 g/L SDS, 5XDenhardtf1100 mg/LA&
i FSDNA)TE68C 144483 h, Bl f HIE#(0.1 X
SSC, 5 g/L SDS)E6SC R UEEk1 h, 57Phs
1L IcDNATE6 mLZEAZH(6 X SSC, 5 g/L SDSA
100 mg/LIgKEDNA) H168°C 2448 1 7.
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1564 FrIMEST/FI A% 1751, LAANZKESTHL
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SV 164 90% I [RIJEPE.
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G3 BT 3AN LA 5 ()7 51 2 e ARk e R P, AR
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HBILES5. T ADBCSBO2(J& YL 5 T iH6.251%)
My EHTBAMGOS(E AL 5 El2.17F5)% 1)
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cDNATLFEF1) 3BT i S 23 Hicdis 2wl A 1.
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TEWTE N, SR R4 5 R P J % 1 ik A 40
21, Mt — DR MY B 4 S S A
Y, FECA P RN R H TR R
(I 0 £E R IR AT B 55 b R 40 i 1 A A
P friliPedron er al™F| Faffymetrix i B4 51
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R FEAT T PEAN RIS, UEE T E R 4 e 0 R
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SR B AR 28 b A0 R 1) £ 4 B s S AL il ]
BB — L6 N T e 5 DR 35 D) AH oK.

NT T REARIEE R RIA N AE, Eckmann
et al"XHP TR AR 22 b % 40 (1 2543004
EST/F A AT BES 4 17, ABATT A I LA 4 it
7 e, #se R ARHLA 1Rk B, A
B B ARSI 5008 S 1 — A AR EAE R
A ROTEN. R, BATBNH T cDN ATKFE 51
FORAG WA R PAT B 12 28 E I 4H i HeLa
ESTF A 7 463k, JHf H Siclone k{147 T
HL A, 25 B (1) KZ150% EST 741
SE MNP H AN G, () AN s T B A
JRLGT R0 T T 1) 452 28 LA ) RO N AL 3 et
cDNAFEF /W FIEST/F 41 1) H 7 A, HLAT 2%
ARIEMESTshA—F hCmER, 2575
SUEE Hactins 28, EFiakn. dpEFET M
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Abstract

AIM: To investigate the potential role of
infiltrating dendritic cells (DCs) in the biological
behavior of gastric cancer and any association
with tumor angiogenesis.

METHODS: Immunohistological identification
of DCs in gastric cancer using monoclonal anti-
body recognizing S-100 protein was undertaken
in 35 primary gastric cancers (PGC) and 23 lym-
phoid metastatic gastric cancers (LMGC). Anti-
bodies recognizing vascular endothelial growth
factor (VEGF) and CD34 were employed to de-
tect VEGF expression and microvascular density
(MVD), respectively.

RESULTS: The density of S-100'DCs was obvi-
ously decreased along with progressive can-
cer invasion of the gastric wall; a statistically
significant decrease was seen in gastric cancer
with serosal invasion (P = 0.04). Further, a sta-
tistically negative correlation between the den-
sity of S-100"DCs and the degree of invasion
was shown in gastric cancer (P = 0.023). The
density of S-100"'DCs in PGC with lymphatic
metastasis was clearly lower than that in PGC
with no lymphatic metastasis, though this dif-
ference was not statistically significant. How-
ever, the density of S-100"DCs in lymph nodes
with carcinomatosis showed a marked decrease
corresponding to the increase in the percentage
of metastasis; a significantly negative correla-
tion was shown between them (r = -0.923, P <
0.01). The density of S-100'DCs in VEGF-posi-
tive PGC was lower than that in VEGF-negative
PGC (P = 0.157). There was a negative associa-
tion of the density of S-100'DCs with VEGF
expression in PGC, but it was not statistically
significant (r = -0.128, P = 0.464). MVD in PGC
with lower infiltration of S-100'DCs was sig-
nificantly higher than that in PGC with higher
infiltration (P = 0.013). Similarly, the density of
S-100"DCs in PGC with higher MVD was also
lower than that in PGC with lower MVD, thus
showing a significantly negative association of
the density of S-100"DCs with MVD (r = -0.322,
P =0.059).

CONCLUSION: Biological behaviors of gas-
tric cancer cells such as invasive growth and
lymphatic metastasis were closely associated
with the level of infiltrating S-100"DCs. The
infiltration of DCs might be affected by the abil-
ity of cancer cell-induced angiogenesis. Thus,
pro-angiogenic factors such as VEGF released
from tumor cells might be one of the molecular
mechanisms of tumor orientated immune escape
in gastric cancer.

Key Words: Gastric cancer; Dendritic cells; Vascular
endothelial growth factor; Microvascular density;
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Abstract

AIM: To explore correlations among the
expression of gastrin (GAS), somatostatin (SS),
P16™ P71 Cyclins, and Cyclin-dependent-
kinases (CDKs) in large intestine carcinomas.

METHODS: Seventy-nine resected large intestine
carcinomatous specimens were randomly select-
ed. GAS, SS, p16INK4a, p21CIP1, Cyclin D1, Cyclin E,
Cyclin A, Cyclin B1, CDK2, and CDK4 were de-
tected by immunohistochemistry (Streptavidin-
Peroxidase, SP).

RESULTS: Positive expression rates of Cyclin
D1, CDK2, CDK4, and Cyclin A were signifi-
cantly higher in cases showing high or medium
expression levels of GAS than in cases with low
GAS expression. The positive expression rates of

www. wjgnet.com

P16™* and P21 were the reverse. The posi-
tive expression rate of Cyclin E was significantly
lower in the high and middle SS expression
groups than in the low SS expression group. The
positive expression rate of P21°"" was signifi-
cantly higher, and that of CDK2 was significant-
ly lower, in the high and middle SS expression
groups compared with the low SS expression
group. The integral GAS/SS was positively cor-
related with Cyclin D1 (r = 0.252), Cyclin E (r
= 0.387), Cyclin A (r = 0.466), CDK2 (r = 0.519),
and CDK4 (r = 0.434, P < 0.01), but negatively
correlated with P16™** (r = -0.385) and P21°"" (r
=-0.454, P < 0.01).

CONCLUSION: The regulation and control of
GAS and SS in large intestine carcinoma cell
growth may be directly related to the abnormal
expression of p161"**, p21“™, Cyclin D1, Cy-
clin A, CDK2 CDK4, and Cyclin E. The integral
GAS/SS may be considered an important evalu-
ating target for clinical determinations of the
biological behavior of large intestine carcinomas.

Key Words: Carcinoma of Large intestine; Gastrin;
Somatostatin; P16™*; P21“"*; Cyclins; Cyclin-
dependent-kinase

Wu P, Mao JD, Liang LH, Yan JY. Correlations among
gastrin and somatostatin expressions and the cell cycle:
controlling genes in large intestine carcinomas. Shijie
Huaren Xiaohua Zazhi 2007;15(17):1921-1927
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=-0454)F& & ) Rk Ry 2 i A P<0.01).

it GAS. SSxT K 2m e A K o9 Ay T
A 5P16™N*" . P21, CyclinD1. CyclinA.
CDK2. CDK4. Cyclin B& B F# £k H %.
G A ST X i & 4m e, JB) B 09 i 4 A5 & T 4k

Gl. S. G248, SSxt X M 75 4m At 8 21 6% 38 35
15,8 T A EGL/S. G2/MAR# -5, BFS. M
e T 3T K IEGAS/SSHAR 5 YeAE T, 7T
AR g W IR K & e 4 AT Ay 09 F B 5 AR,

XEE: KipE; BWR;, £KRWE; P16 ™y
P21, SRR E; AR B

M, ThFE, BME, F— ApEBMWER. EKIRNE
RREASBIBERBZEERNERE. BRENBHRE
2007;15(17):1921-1927
http://www.wjgnet.com/1009-3079/15/1921.asp
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W % (gastrin, GAS). 4 KAl & (somatostatin,
SS)73 sl ik H 52 AR 5 Ji 1 R B AL A 1y
AT /E, GAS. SSERFIRIEM T 5
Jiggg AT SN AT R B IR e 1) K
BB ENRERIEGEVIN LR, Wk
ST ESA A NI EGE N I NSRS PN
SRR, B R IE S A R SR
W 0 K s A K U 4 ) A o) LT A
A FRATISR H f s AL S PIJAS U 79451 K o
(&l H)dl2UhGAS. SS. P16™ %,
P21°""', Cyclin DI. Cyclin E. Cyclin A.
Cyclin Bl. CDK2. CDK4[{EIiETHM, Btk
i A GAS SSIIFRIE S AL L #4541 it &
W EAP16™N . P219" K Cyclins. CDKs#
ENIVEPS NS (=) 7Y &SN 7E T IR El
(R AR PR A A7 R

1 RIFSE
1.1 #4 I4E2001-08/2005-103% i K s T A

DB it b AL 79010, W& pisais. HrhE
Vs394, 4540, @334, Haefl, Tk
20-78(°F3450.9+13.2) 5. KRS Ky it 1 1146
], B T304, 323 3. 2 SRR i 4
Kl Ve A AR E: oA AL SR e 4
R THyrsdl, ot CGE R 1T Zhi
R4 1181, Ao s CEDIR IR L B0 4 i
F) 130, RArLIETH]; DukessH: Af1041, B
2841, CIA3 145, DI10%5. L0 432427 FLSR
g 710, AR MR 404), RN 14451, B8
Ji g 1 LA AR 23 Ak 9 7461, Dukes 73 3: AL BJ38
%, C. D414

1.2 7k

1.2.1 %98 A 240(SPi%) AW b st bl
AR A PR A Al Sk, B ARD B 7 &
A5 B, AN 7% K e (45 e . T i) 20
ZUPGAS. SS. P16™*, P21 CyclinDI.
Cyclin E. Cyclin A, Cyclin Bl. CDK2., CDK4
PR OL. LUIEH H SE2REAEG A SRR R,
A IE 55 (10 I 20 234 S S P 6 e, DA iR 1 21
PEP16™ [ BH P i, LAFLAR I AL 2 P21 BH

BB, DAFLIRE 4L ZUECyclin D1, Cyclin
ERHPEXT R, DL SRk 2 45 VEC DK 2BH 1 % 1,
DLIEH Bz k20 24U ECD KA PEXS I, FHPBSEAL
—PUAERIE T .

1.2.2 4R FI¥i 47 GAS. SSEIEF I
SEARE D) R oh i 4 s g R, At i TG B
o0y, IO 15y, KRB 25y, Kl
3435 FEHE D) v BE P 0 1 25 A e e 4 i P
153 B (L0 = A FR A, BN i A5 R o1
E100- b8 40 Bt v ) B PR 4 Bk, TH LT
BO<5% K155, 5%-10% K257, 11%-20% K34y,
>20% 4445, GAS. SSY¥E A% H i
Iy IRRFABOK 7, Hil-300 WARKIEYL, 4-87)
h IR, >85) A RIS U RIEFF T
2 W Fromowitz /5 V2 06 2H 2R A b o €8, S N 72 AR
P LR 2, BH VR g0 B ) o LA e i
AFE. JEAE (A T00), ERE (L, BRE 20,
FRAE 345, BH k20 K A e 4 i ) e
I LA (L0 e (5 AT, SRS e 5 WL T4
100 il 987 440 i v 1 BH PR 40l 5, o 3L 13
20, 0%-5%1104), 6%-25%11 143, 26%-50%112
9%, 51%-75%1137%, >75%44). LA E IR b,
<243 M BIPE), 343 BT (), 4434 b BEBH
(++), =573 A B (+++).
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1 GAS, SSTERIAEPDUIRETIIBIERE, IHEEMNEIRMISPRE x 400). A: GAS; B: SS.

+] 1 KIFEEGAS. SSEFiALAZ[EICyclin DI, Cyclin E. Cyclin A, Cyclin Bl, CDK2, CDK4 . P16™“ | P21°"'¢IpRI4E

5 " Cyclin D1 CyclinE  CyclinA  Cyclin B CDK2 CDK4 P16™ p21°”
-+ -+ -+ -+ -+ - + - + - +

GAS

High 14 3 11° 6 8 0 14° 13 1 13° 3 11° 10 4° 9 &

Middle 23 6 177 12 11 4 19° 17 3 20° 5 18 15 & 13 10°

Low 42 23 19 31 11 19 23 14 28 21 21 24 18 16 27 13 29

SS

High 11 6 5 0 1° 3 8 9 3 4 4 7 2 9

Middle 23 9 14 18 &° 7 16 17 7 16 9 14 12 11 6 17°

Low 45 17 28 21 24 13 32 13 32 10 35 16 29 24 21 25 20

°P<0.05, °P<0.01 vs NAIRRIAA; P<0.05, “P<0.01 vs NBAEXFRIALE.

BEit 2T R K56 R Spearman’ 2 4
KA. P<0.05h 2 7 WM. P £ 448
NGt 3L SPSS 1104 T 45 1 73 B AL P

2 $R

GAS. SSEEEN T4 ML, 5 T-4i i
JE LB ). 16N, P219"'. Cyclin D1. Cyclin
E. Cyclin A. Cyclin Bl. CDK2. CDK4H
Cyclin B1 322 i T4 5z, P16™ . P21,
Cyclin D1, Cyclin E. Cyclin A, CDK2. CDK4
AL T AN AL (K2), R AT s R
hy BH A, Al A ST A € B A A 4 T
FH P,

2.1 R EGASELLAR A F 4769 8 P16,
P21 EGAS T FRIL 41(28.6%, 35.7%) Hh KL
2H(34.8%, 43.5%) P PR IL ] BAL TR IE
21(62.8%, 69.0%), .18 22 547 5 M (o 161510 =
4.985, X2P16EP51EE=4'719’ X2P21%‘51&:4‘8917 XZletP
L= 4.048, $JP<0.05 ); Cyclin DI{EGASH K ik
41(78.6%) I FRIELL(73.9%) M PH 2 ik
B TAREILAL(45.2%), Z 0254 BTy

www.wjgnet.com

s = 4691, e = 4.945, $4P<0.05 ); Cyclin
ATEGASTHRIEA(100.0%) 1 Fik 4 (82.6%)
{107 BH P 2 12k 2 0 v TR R IR 41.(54.8%) (o s
= 9.586, P<0.01; x4, = 5.040, P<0.05); CDK2
EGASTHIRIEMH(92.9%). HRIEH(87.0%)H)
BH I8 01 5 TR IR 41.(50.0%), 2 i) 22
SR EME( e = 8.086, x ue = 8.715, %
P<0.01); CDK4{EGASH R IEA(78.6%) H&
K20 (78.3%) 1 BH Pk 2 1k e B W v TR R A 41
(42.9%)(x 51 = 5.364, P<0.05, % 50 = 7.539,
P<0.01). Cyclin E. Cyclin BIZEGASH K%
H(57. 1% 47.8%) "3 iE 4B IR & &
(92.9%. 73.9%)¥) 5 TAREIL41(26.2%, 66.9%),
H =2 AT b 22 S e B (= 5.608, ¢ =
4.417,P>0.05, %1).

2.2 KM JESSE& LA A 5470 Rk P21 fESS
1 AL ZH (81.8%) AR ILZH (73.9%) I BH 1 4
EF IR RRIA 4 (44.4%), 2 ME54 5
FE( i = 4.945, v e = 5.328, $P<0.05);
Cyclin EXES SR FIA AL 1 BH T #.(53.3%)
BT RIEAQRLT%). FRIEH9.1%), Z

AIE R, #
BTAE, BAF
L s
& R RAA £
R
F55& L.
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2 P16 P21, Cyclin A | Cyclin Bl, Cyclin D1, Cyclin E, CDK2. CDKAZERFEDHIRIMRIL, iR IRIEMIRRSP
B x 400). A: P16; B: P21; C: Cyclin A; D: Cyclin B1; E: Cyclin D1; F: Cyclin E; G: CDK2; H: CDK4.

] 22 A P e = 6.212, % e = 5.325,
¥1P<0.05); CDK27ES S Ik 21 1 B PE R ik %
(77.8%) W B = FSSmRIE A (27.3%), EZRH
B (= 8.151, P<0.01). P16™“ LSS & ik 4]
(63.6%) I RIELL(47.8%) ¥ B E %k ] b
TR R 2(46.7%), {H34L R M EL i 2 78
B = 1.049, P>0.05); Cyclin D1. CDK4
TESSACFRIE L 1 B PE R IL %(62.2% - 64.4%) 1
T-SSEIRIEL(45.5% 36.4%), 1H3LL A A LL A

FERIBFNEGC = 1.038, 1= 2.868, $JP>0.05);
Cyclin A, Cyclin BIZESSERIEL(72.7%,
81.8%). FHEILL1(69.6%, 73.9%). LFK X4
(71.7%, 71.1%) Ak 2 LA 2 5 00 5 P (y > =
0.039, = 0.554, ¥JP>0.05, £1).

2.3 XMEGAS/SSH AR X 547 R ARG AR X 1
GAS/SSZE EjCyclin D1, Cyclin E. Cyclin A
CDK2. CDK4¥-5¢ B 2R IEAH ', =
0.252, P<0.05; r,=0.387, *r, = 0.466, “r,= 0.519,
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Y= 0.434, $4P<0.01), H5P16™*, P21 E
I IERY A (", = -0.385, 1= -0.454,
¥1P<0.01); 1MiCyclin B15 R 2240 JCIH B AH
*(®'r,=-0.108, >0.05).

3 11E

KRB kB Z AW E. 2APK,
AWM B 2RSS AR R 5T 2% (R B I A,
Fot i YA B — AN LR 2197 - 40 B A ST 6 1
IR, WA 22 2 28 0 I 8 0k A 4 iR ) 30 ¢k 9
RO A MGl S. G2, M4 E
SR B, AN s AT BT, Re T S0 A
3, B2 4 1R 1 40 A A SR A m LT
Loy T IRAENLHID K 40 5 I 8 A (cyelin)y 4
i JE 3 B A B (cy clin-dependent kinase,
CDK) LA 4l Mo J& 3 & 1 g 4 il 4 (cy clin
kinase inhibitor, CKI)3F 4> ¥ [AH B AEH],
CKI%> Ay 4l B A 515 (TN K 4) FORUEE R P 52
(CIP/KIP)Pi, P16™ . P21°"" /3 5 HIN KA
CIP/KIPZK IR MR, 7040 J& i i 4 e £
VRS R 22 CDR R IR S i 40 P 0
FERURIRIAZ L, At OB T cy cLinfFy 4 i 4 ]
B S s AIPE R A . BB S R Nkl
Jfi =3 CDKA CDK1(CDC2). CDK2. CDK4.
CDKS5. CDK6. CDK7(CAK)™™. 4l Jf i 191 &A1
Cyclin B1. Cyclin A. Cyclin E. Cyclin DI,
D2. D3. MICDK 5 cyclinff4s 51 45 &2 41 i
JEI AL 3 B FIHEAT () 2 BE A 22,

AR, GAS. SSXTH A & I 45 (1t 5
AT —@ k. FRATHT ORI, Kl
HIRGAS. SSMIFRIEF 15 I 4 i 34 5 2% D)
FHOG, GASTRIL ATy, JE4H 38 58 7% 1 &
f, TS SR 5 FEAH e, 6F 40 1 34 5 A5 400 1
YEFIPY. Shen et alZ 3, GASHENEHE K 4N i
DN A KB I A5 i, TG A SIS PRI A %
REAI T 08 32 13X — Dy fg, A0 K Mg o 4 A
GO/G U 2SI AIG2, M. Torrisani et a/™"
N A 55 52 Ak 2k i JE i R 4 e 4 i
P16"™ 35 [R5 4% S S06F 41 i A 301 9708 45 T g
AT, Celinski et a/PWF58 B, SSH] AL
P16 N 1 LA A i R B BRL, H4 A
JL B G UIHE NS, DA T A 22 40 il Fen 9 4 i A<
(1. Song et al* &I, G-17REE T M 41 iy
Cyclin D1k ik, bl s AGLIEASIH,
1M 35040 ez A= K. Charland er al®" &3,
PR AN i AR KA e ERP21°T

www. wjgnet.com

SR ZUFIHICyclin EFIZRIAFICDK2 TG PE, [F] i
XTProfBERAATFHIE H, ek 40 e MG 1
IARISHARHLAL, T4 f3E 4. Zhao ef al™
RN, AR KA ZE I ALy B DK v 400 1 IR A
(R HE B, Atb, = B i e 40 B 3 R GO/G LI
A, T AN A I A Ak e R A ) O Tk S IR
(10, 3 — 240 ) 310 Sk 20 A 3 b k1 1
p27""(CKIsHLH 1L, FifCyclin E-CDK2E
G RIBERSEIN. R GAS. SSXHH
A T it 96 20 T 5 ) I 2 A7 T R iR A
LUK G, BATTI 45 R B, GASE
A 7K i, Cyclin D1, Cyclin A, CDK2.
CDKAIBHPERIE M, P16, P21
FAG. SR gk BB, GA SR HE K i i 4 o 184 4
A g el K4 fiCyclin D1 Cyclin
A. CDK2. CDK4H:H K £IE, fiCyclin D1-
CDK4. Cyclin A- CDK2E & Y)H/KF-1 5, 3
MAFIAFIGL. S. G2 4N s 2, sumd
Jit S B R RE, (e Bk R . ANG A SIE AT IE
REAMEIK A P 16™ . P21 B 1RIE, I
I 55 T P16™ < P21 SE PRI E 4N i 5 G 134
XFCDKAMFHIEHFAEGL/S. S G2/M XS
CDR2MHHIMEH], 3 CDK2. CDK4id FiX,
IR G U SHIMIERE XG1/S. G2/M
WA, R 3E K an iR B 5. DR FRATIA A,
G A SKF R 40 i S 30 1R 42 407 55 0] BEAEG T
S G2, MSSHKILMIA T, P21 PR
LG, Cyclin E. CDK2F) P IA FHAIK.
IS SO R 40 ) S 1 8 4 — T T R R
WRTAEEE T K 4l e P21¢ " R L A,
B T P21 AN A HIG /S, S\ G2/M
6T CDR2IHIHIE ), 33 CDK2 IRk, i
MM FING1/S. G2/M ML e 4 1R K S 1 BH ir,
0540 440 PR . 53— T TR A e 0 K A i
Cyclin E. CDK2JE[I {334, ffiCyclin E -CDK2
AWK BRAR, 128 R0 48 i G 19 21 S 3
Ak, A 1E NS 20 B diom b, LA 54 i
Je) BBEL S, P40 Mg g, DR, S SR e 4l
JH S I P 347 5 AT BEAEG /S G2/MIHIKAS 5
AL RIS, MR,

KIGFEH S HGAS. SSEEHAWITT R BLGAS/
SSEUAR AR B S IR K e (10358 3 A6 40 2
PE, WKW itk A R AL R 4y
TRFRE . IR 05, JLGAS/SSFy LUAE It T
MEMR R R P RAEEENE L. A
S SE R R GAS/SSRIAR A LA AR L
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Cyclin D1, Cyclin E. Cyclin A. CDK2. CDK4
o AR BB IEAK, 5P16™ . P21 R
B FOR K ALIGAS. SSI &
B, B 40 M 8 0 43 D8 7 Ak 2R
AT e A H I R AR K RN 2 —.
KRG AS/SSHr LUAE K 3BT, AT AE R IR
KIGHE A2 EAT A (0 TSP AL Fia b,
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Abstract

AIM: To explore the value of rectal magnetic
resonance hydrography (MRH) in rectal
carcinoma.

METHODS: Thirty-four patients with rectal car-
cinoma were included in the study. All under-
went plain scan, three-planar enhanced scan and
hydrography.

RESULTS: All foci were correctly detected by
rectal MRH, which showed that there were ir-
regular intraluminal filling defects (1 = 32), and
that “cuff” or “sawn-off” signs were seen at
the distal end of the tumor (n = 19). Main MRH
findings were: intraluminal soft tissue mass (n
= 30), irregular thickening of the rectal wall and

partial or circumferential stenosis of the rectal
lumen (1 = 26). The accuracy of rectal MRH for T
staging was 82.4% (28/34). The accuracy for T1,
T2, T3, and T4 staging was 66.7% (2/3), 76.9%
(10/13), 86.7% (13/15) and 100% (3/3), respec-
tively. The sensitivity, specificity, and accuracy
for lymph node metastases were 69.2% (18/26),
62.5% (5/8) and 67.6% (23/34), respectively. The
accuracy for adjacent organ invasion and liver
metastasis was 94.1% (32/34) and 97.1% (33/34),
respectively.

CONCLUSION: The combination of MRI plain
scan, three-planar enhanced scan and hydrog-
raphy could accurately stage rectal carcinomas
and determine the invasive depth of local le-
sions. This method has direct applicability for
clinical treatment.

Key Words: Rectal carcinoma; Staging; Magnetic
resonance hydrography
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Abstract

AIM: To conduct a review to explore the efficacy
of Tong Xie Yao Fang (TXYF) in treating irritable
bowel syndrome (IBS).

METHODS: Computer-based and manual litera-
ture searches from Internet databases and regis-
ters of clinical trial databases and references, as
well as related meetings were performed. Search
strategy: randomized or quasi-randomized con-
trolled trials for treating IBS patients with TXYF
or TXYF with the addition of other traditional
Chinese medicines (TXYFa), and controls treated
with conventional medicines or a placebo, or
with no treatment were included.

RESULTS: A total of 31 studies with 32 arms
met the inclusion criteria. Meta-analysis of these

studies showed that TXYFa had beneficial effects
for relieving IBS symptoms (RR: 1.30, 95%Cl:
1.22-1.38, P < 0.01). Compared with the controls,
23 (72%) showed that TXYFa had significant
benefit for IBS treatment (P < 0.05). Combining
data from 11 studies showed a global improve-
ment of symptoms in IBS (RR: 1.31, 95% ClI:
1.23-1.40, P < 0.01). Combining data from 20
studies showed that TXYFa was advantageous
in diarrhea-predominant IBS (RR: 1.33, 95%CI:
1.21-1.45, P < 0.01). However, all these studies
were of low quality. Further, a funnel plot was
asymmetric, indicating the presence of a publi-
cation bias.

CONCLUSION: Although TXFYa had therapeu-
tic benefit in IBS in the studies evaluated, the
evidence is not strong enough for it to be recom-
mended as a treatment for IBS because of the
low quality of the studies and the publication
bias. It will be necessary to conduct rigorous
well-designed clinical trials to evaluate the effi-
cacy and safety of TXFYa as a treatment for IBS.

Key Words: Tong Xie Yao Fang; Irritable bowel syn-
drome; Meta-analysis

Shi J, Wang CW, Fan K. Meta-analysis of the
effectiveness of Tong Xie Yao Fang in treating irritable
bowel syndrome. Shijie Huaren Xiaohua Zazhi
2007;15(17):1934-1939
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2 77 7(TXYFa)i& 5 1 5 i 45 A-AE(IBS) 89 J7 2.
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Xt G Fo H YR AT E AT
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A T AN 50 3BT AN GR B 6 R AR
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1.22-1.38, P<0.01). 2 #23/MNTXYFa(72%) %
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Study or Treatment Control RR(fixed) Weight RR(fixed)
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Total (95% Cl) 700 422 ¢ 100.00 1.31[1.23, 1.40]
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Test for overall effect: Z = 8.12 (P < 0.00001)
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Abstract

Gastric cancer is a common malignant tumor in
China and has a high mortality rate. Early diag-
nosis is important for prognosis in gastric can-
cer. Developments in the fields of immunology,
biochemistry, molecular biology, cell engineer-
ing and euphenics have resulted in the deter-
mination of many tumor markers with clinical
value. In this report, we review the molecular
constitution, disposition, and bionomics of pep-
sinogen (PG) and MG-7 and their relationships
with gastric cancer to evaluate the respective
clinical values for early diagnosis.

Key Words: Pepsinogen; MG7Ag; Tumor markers;
Gastric cancer
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Abstract

Capsaicin, capsaicin-sensitive afferent neurons
(CSAN) and vanillin receptor 1 (VR1) have roles
in gastric mucosal injury and renovation. Re-
cent research has demonstrated the protection
afforded by capsaicin for gastric mucosa. This
treatment could increase gastric mucosal blood
flow, promote gastric dynamia, regulate gastric
acid and excrete prostaglandin. The effects and
the mechanism of capsaicin on gastric mucosa
are reviewed.

Key Words: Capsaicin; Gastric mucosa; Effect;
Mechanism
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&8 FindhAa k. AFR BRI E AT B 50 A
AR AER, THeS LI F A i, ATt
BN, AT BRI E>LFREA
K. ORI FRME 2 B B 69 4 R B AL 69
BF Gt e AT 4738
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WL OLHE, BB, BEE. TR WaEZ
R AT A AN 9 R BIOE I O T R
xRS B B LA R R, 6 B i
W7 HATIEAE I N A B IRk R 2 ) 1
B B ILH LRI ORI 5 3k A — 2.

1 BRIV IR

B 2> T3 UC18H2TNO3, 1h2: 44 Hy J -8-
BE-N-F HLdk-6- T BEWEIL, J8 IR G ).
BIORUZE Alh 5 R TT TE R TG (&5 i, 68 R
65°C, Wb i210°C-220°C, ST LW LBE. 7%
LR, BT — A i

2 BERNNIEIER

KEWF IR, BREAEMEN )z, B8
VTR SR AN 717N 71 AN 1R 757203 s 18
JEEEAEH, A AROE B AR I . PO S5 7 1
Wl fetr—E MVER®. Epstein et a/WH9T on
B RTHPIRIEE G 20 . — XA ERR
BRI AT KBTI 8. B R, 2k
Bt FEREEAT BET R F AT T BRI R
S5 1L JB% I A EVE B B LA YT A AR PRI
JE5 I A SRR e i B, A IR T I ) 2 A
AIF 5 3 B R 1R B A HH 5 s A AL, HL L
N E R RE A, M MEEURE N RO 6 h, TTBRA EE AT ik
7-10 h. BB A 29N RSO, oAt AL - Ip I aE
FiEnrg e ming, S, U, WH. IR
PR SEREIR, BRARUER A T Bk A= 1 IR, O
5 [ SR S DXl 7 L, L 2 o 2 5 P T S

¥ % %4

AR ABRRE
T4, {23k E At
R G AN
%R AR B LA
AR &Y. AL
IR B A
B AL 4E A &
L AUH] oG B 5
R AE—tE



1948 ISSN 1009-3079  CN 14-1260/R WFRHE ARG 200766F188  $H15% 5175
maf £ A i 3 RIMRBREAMLTRRRRZE (DO 35300 T U0 A A 5 0 L A SR L 2 4 T

B PSS BEZ
—, B WA R
FEG TR AR
AT B 1 A AR
IR0 L PR
WAL F 4B
Ay BEAL W
S\ ME. PHR
(SP). A2 3Ak
A, BBELR
#8 % AL (CGRP).
i E Bk
(VIP)%t9 2 % B
B AP

SR 2% A o e M R Y] AT A2 TT R A
20 0 JBE b R 1) S AT P AR D, I AR
WM AR, R S | (vanillin
receptor subtype 1, VR1), HLAE AMETLAT 44
B R BB A A4S T (capsaicin- sensitive
afferent neurons, CSAN). 19974 JuliusfE K fl )
cDNASTPEF 1 %D we b VR #FT R
VR 2 AL BT MR AR . = X ey
MRRGEM R 2T b, B aA N
SRR RGURE LR AR, AR I — 2
AL WA VR AT, W E. I
Jif o SCAE S B B BE KA. S JmT
M. EWR4N AR, nTREZ LT 2 M4 G
BRI RS FFUIE S VR R A 252 1
A S R B ) R A, REA T T A
H(>43°C) TRYE(pH<S.9, & i) Rl A=Wk
PRI, 7 JERE 7= A FIR e p R 47
YEH. Caterina et al™' 55 & [FIVR1FHTE/N il sc b
2, W BUBUK TGP HUIEAT A, AN FRITVRI
P /N B IR0 20 S i o 28 ) 5 Tl A 2 SR s
IR GG T

BRUER 1 24 PRAE T B 2%, AR 1) 2 AN [ 51
SR MR BOBOUER 2 24 1) AN [] IR ST R L A4 7
A2 A I RACR A R AN TR] . BB ZE W it v 5|
B B AR (R R K, it P DR R I A K,
T AN o ol X I v 5 R A e Y O
i GREEAT IR, Ph& e A3 IR B, KA
B At — ey P BOR ARG S v, /I
A AR AR R NI X CSANAT 5
FURT R, E KRB IS AT 5] R A 48 5 5
HEB, FHCSANZ R FE, KEHE
AR NTRE, BN BRI “ Lmpa”
HI. BRSO — My tERe 28, R AT
LR, WLLEME ALK T4 3R
5e, WAl S AT lihe . fE8 A sh 5 B
AR BRBER, RO 0 AR B /N R o 22 T 4
WOZET, BETTIE Eh K AMEIR B . AR
(1700 5 5 2 A O H AT TSI 3, 240
FHEE WS EEREH E =50 mg/kgHin]
gl s “Lmz” AP, Richeux et al' i
FURIN29.3 pumol/L A BRARUER LA 40 i Jo ik 44
alpha-1RPERE R 1, 50 umol/LIIHMNE LSS
DNABEWTZL, 60 pmol/LIFJEH 2 nl LAFIHIS0%
(1) 15T B, DN AGE (1) W7 2 lifid 3 201 b
AN T L RAR, BRI AL, mikE

AR

4 BRERNBORANER
TRAT I 27 TORE R WM, e AR 5 BT I b A
bl H R N FH B Hb 22 N RS 3 4%, ok
[N A/ AT 0%, B KR 2 3 R T A 3%
BIT DR E AN R, AEE3 R B 4 E g
PR MUK RO ARV 2 B BAR T BRI
U1, SRR B AL RER PP 2> RS T R 2y
60%, T2 B N FE2130%" . T JLAERFIT
I I IR B0 R R A R ER, O
BE AR 35t 1. IR R T T B O
HERR . CWE. TR A o] ] DT bR AN H il AR e 55
IR R B B 5, WG et al B
T o KR T IREL T BAROR: T 2 Bt o A
AT T TR R IPE . 254Kk er a/t™' FHR00
/L BRI AR L, 1 hJE R L R ) 2
Hihi.

BIOBCEE T R 1 P 5 BORGE 1 R e
5%. Sobue et al'" ISR, /N B EREE T
KU P A RO R R, JEAE 00
BRBIEE, FRRIENEIRE kg
Jr A DRSS B . ¥R et al P WE RS AR
B, FENRSO g/ LBBUITR6 dAT (e Uk IR i I K
B B B A (4 . Takeuchi et a/'™
R SCIN R E RN A SR AR
TR, M EIR B HL0.6 ¢/L (5 mg/kg)Lh |
I, Sk R B AR DG I R L LR 4 5 5k
RIUAE e 45 T 98 I BN Pl 2 RIS, BRAR 3%
X} R R LT P B A LA 47 1R R B
WY, HAE AWK, Teng et al' WG4 T
K BRHEE (5 mg/kg), nI A SRR J AR v
BTS00 R ISE07, T T A 3R (125 mg/kg)
W=« e ” AR, Al B 1 R B Ok
PER T .

5 BRI SEREERE

SR WA TE N 7 AR F R IMCSAN &
VRIS A ATT A 2 T A ) 1 BILAE
Xt P2 PR 28 R 3 R T B /R T
Faussone et /% il %35 204k S Western Blothff
FIRTRNEE 1N 1 IV R e
AR VRN GAG, IERILAE B o Zebi Ak |-
WATVRIZM . BAEON B JE R AE LS E [
WMANTE ARG R, WTHE S R A A O

www.wjgnet.com



HiR, 5. BIRERN B0 ERREN S

1949

5.1 ¥m § B i CSANNIRREMZ, 7
A E B RN sl ik ) J BB, o g A 2 oK A
JIT T TSP 28 R a1 5 3 2 O R K A R
S, AEFE N TSNk AT 5Kk 5 B0E R 2.
Kang et al™ " WF5U 3, BRAEE ] a1 K A
I ifi g8 et R KT R R R . BT AIIR ER 12
A5K R, 58N BEIE M A EH. Arai et
alP IR, /N SRR U 1 e
FEA R TE TSR K12, B et al> R I
Pk 5 S TR A3l B R RS LA I, FRSE AR
TR BRI R R « phd” B, ATBHBE S
k5 RS 1) 8 R RS 385 I8, 58 43 BEL T 5 i
oy, CSANFINEHMENOZE B ks i
PR 3 2 F PN 8 22 30N Saeki e al* MY
SR BRBRUER T 5 5 1 S R R A7 1 40 o 4
FH 2 Rk B 45 ki ok (0 AL 4.

52 R F 3 A VR IZ AR EME T
H NP TT L B O I IE I VRS
S TE TR, 5 | A 2R T S I A YRR T
LR APYI FU(SP) . AL BIKA L 445 25 K A
KIK(CGRP). LA TE P W IR (V IP) R Ay 1 2
SRR UK 1A 2R, (il B iR Zittel
et al®WFFEAE A VR 1S 770 AT LUK i 6
ARG B Wash 1, wob i kA, e mAR
5.3 b At B B 5 ak g H e BRSNS %R
WA AR, AHICR w45 R WA K, 2
O /N B R R C S AN, )
I W 73 s Bilski et al "SIz 7 DL 2%
AN LR S R A, A9/ LK T W 2
B L. 0 et al®[FIFFCIN A, LLOKH R B
FCSANKAE “Lppa” M)A, B ks
1) B R 2> WA Uk />, Raybould et a/WFFe KRB,
BB “EMa” Ja, ¥k s s B Ry
WA IR BT [ 4IK40 % . Faussone et a/® W5y
VRN B R W (R, ILAE A 28 45 1) v
bRic VR [F] B AEAE T BE0 ik, 320K
CSANFIEELN M VR 1N 75 R 1K 73 3 v BEA 16
BN, A VRIAE T B IR /il b n] AT S 52
ARIERAR.

PR Z 6T R 43 v PR VAT A P nT eI L R
FUBLED: (D) BRI . /N TR 1) SRR 28 o) 3%
CSAN, 38T BRI ZR I 3 k. I JB i 2% e ok 41l
Gilk=E s ihleriY b9 G=R0/s NIk 2 K =
Ry WA RS . Li et al™WF 9% % B A v 255
T IR 73 Wb PR il F a1 C S ANAR N B 428 5T

www.wjgnet.com

LT, Q)FRZ K. BAEAEH T CSANAT 2 R K
PRERK, AFEMEBEIRA. S TEAIK(VIP),
B4 2 B KA 54 ik (C GR PN Hoh CGRPH]
070 65 B 23 WA ' IRDY. 34, Kato et al™'si
A FEIN A ST B R i E AT e S
CSANFBEUE A K. BRAE N H R 73 WA R VE H v
Rk — AR,
54 w3 E. REEKAT, BUAKET
B R Arai et alP"SEG 3 B /N BB R
L P & T P A YRR T A IR 2R 12. Ma
et al" 5L CS ANFIR [ A K N FAE I 5 A fr
AR H, I A e 0% ) Y e 948 R AL
LB E P ) RIL, ATRERRCSANA AT
T R OR A A H LA A e L —.
Vongthavaravat et al"*WF 57 K AN VE LS T 5
HAE KA (TGF-o) % B REAT R VER. /N
B EBIECSAN, M FTGF-25 B %
JEE R 140 T R APV L, AR AR FH 2 e iR
Bl LA fER L Aihara er al"
RR D E G R HEHCO,(-) /i I 1E . Park
et al®" W03 WU T LA RIRE o 5 2
L5497 PR 3 R v 18 i B A A s Y A R i ek 4
ARl

B, BRAEON E R HEAE A, W] Aeil
A R . B 2 R B 9
BLI A A 5. N 28 HIBORCE T4F, (HBRGR
X R AR B 25 B A P 5T
b, AR ARSI TR, 2530 i 4n .
53 B BRI AR L SSATS AT VF 2 AN W 2 Ak,
PR SR

6 SEX®

1 Satyanarayana MN. Capsaicin and gastric ulcers.
Crit Rev Food Sci Nutr 2006; 46: 275-328

2 MORSE, S, mit, i BURGRIZSE SN
PRIFFEARBL. | ARER24 2000; 10: 5-8

3 HUMESE, XUEEL BUREREMRITIER. SRS
2005; 13-16

4 Epstein JB, Marcoe JH. Topical application of
capsaicin for treatment of oral neuropathic pain and
trigeminal neuralgia. Oral Surg Oral Med Oral Pathol
1994; 77: 135-140

5 PRl KBRS, . BGRIRRTSTERE. IR
R 51R1T S 2006; 11: 126-130

6 Kechagias S, Botella S, Petersson F, Borch K, Ericson
AC. Expression of vanilloid receptor-1 in epithelial
cells of human antral gastric mucosa. Scand |
Gastroenterol 2005; 40: 775-782

7 MR, SR PRZE. SRS RVRITEREAIER
AN HIBULHLE. #REAREI 5% 2004; 20: 315 -318

8 Caterina M]J, Leffler A, Malmberg AB, Martin
W], Trafton J, Petersen-Zeitz KR, Koltzenburg
M, Basbaum Al, Julius D. Impaired nociception

Wi £ E

KEMRI T, 3
WME AR
Z, B4R, b
. A REA
VAN W
A EFEA,
i AR R K
e, REF
T &AL T R —
EAAE R, 123k
F Rl
A B AT R
& Sh A 3R 4 ARiE,
B R X 7 & 44 At

D



1950 ISSN 1009-3079 CN 14-1260/R HRENBHZE  2007F683188 165 H175
mZA2E and pain sensation in mice lacking the capsaicin inflammation in rats. Auton Neurosci 2004; 110:

P E NI
K IE T o AR
E TR AKE
W b B AL A AR A
YR, HamE st g
W b 4 B 15
A, B i
FEREET AR
B e R .

10

12

13

14

15

16

17

18

19

20

21

22

23

24

receptor. Science 2000; 288: 306-313

U, Zesh, B, BN AIENLE A N
. BB BRI 2002; 23: 96-98

Richeux F, Cascante M, Ennamany R, Saboureau
D, Creppy EE. Cytotoxicity and genotoxicity of
capsaicin in human neuroblastoma cells SHSY-5Y.
Arch Toxicol 1999; 73: 403-409

BUBERIATT DUREEI AR R EISMRZS -t 25 it
2002; 17: 222-228

WHBIE, R, MbEE, B, ThRIE. BURIGST R
REREAR 75 M5t S e SRR SEPE bR
2003; 23: 369-372

R, Tz, MRELT, e, BB ERSERE T
I M F R Rz LB RR 2R 2000;
21:133-136

Sobue M, Joh T, Oshima T, Suzuki H, Seno K,
Kasugai K, Nomura T, Ohara H, Yokoyama Y, Itoh
M. Contribution of capsaicin-sensitive afferent
nerves to rapid recovery from ethanol-induced
gastric epithelial damage in rats. | Gastroenterol
Hepatol 2003; 18: 1188-1195

Takeuchi K, Niida H, Matsumoto J, Ueshima K,
Okabe S. Gastric motility changes in capsaicin-
induced cytoprotection in the rat stomach. Jpn |
Pharmacol 1991; 55: 147-155

Teng CH, Kang JY, Wee A, Lee KO. Protective
action of capsaicin and chilli on haemorrhagic
shock-induced gastric mucosal injury in the rat. |
Gastroenterol Hepatol 1998; 13: 1007-1014

Ward SM, Bayguinov J, Won KJ, Grundy D,
Berthoud HR. Distribution of the vanilloid receptor
(VR1) in the gastrointestinal tract. ] Comp Neurol
2003; 465: 121-135

Patterson LM, Zheng H, Ward SM, Berthoud
HR. Vanilloid receptor (VR1) expression in vagal
afferent neurons innervating the gastrointestinal
tract. Cell Tissue Res 2003; 311: 277-287

Domotor A, Kereskay L, Szekeres G, Hunyady B,
Szolcsanyi J, Mozsik G. Participation of capsaicin-
sensitive afferent nerves in the gastric mucosa
of patients with Helicobacter pylori-positive or-
negative chronic gastritis. Dig Dis Sci 2007; 52:
411-417

Evangelista S. Role of sensory neurons in restitution
and healing of gastric ulcers. Curr Pharm Des 2006;
12: 2977-2984

Fukushima K, Aoi Y, Kato S, Takeuchi K. Gastro-
protective action of lafutidine mediated by
capsaicin-sensitive afferent neurons without
interaction with TRPV1 and involvement of
endogenous prostaglandins. World | Gastroenterol
2006; 12: 3031-3037

Mozsik G, Peidl Z, Szolcsanyi J, Domotor A, Hideg
K, Szekeres G, Karadi O, Hunyady B. Participation
of vanilloid/capsaicin receptors, calcitonin-
gene-related peptide and substance P in gastric
protection of omeprazole and omeprazole-like
compounds. Inflammopharmacology 2005; 13: 139-159
Horie S, Yamamoto H, Michael GJ, Uchida M,
Belai A, Watanabe K, Priestley JV, Murayama T.
Protective role of vanilloid receptor type 1 in HCI-
induced gastric mucosal lesions in rats. Scand |
Gastroenterol 2004; 39: 303-312

Larauche M, Anton PM, Peiro G, Eutamene H,
Bueno L, Fioramonti J. Role of capsaicin-sensitive
afferent nerves in different models of gastric

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

89-97

Kato S, Aihara E, Nakamura A, Xin H, Matsui H,
Kohama K, Takeuchi K. Expression of vanilloid
receptors in rat gastric epithelial cells: role in
cellular protection. Biochem Pharmacol 2003; 66:
1115-1121

Faussone-Pellegrini MS, Taddei A, Bizzoco E,
Lazzeri M, Vannucchi MG, Bechi P. Distribution
of the vanilloid (capsaicin) receptor type 1 in the
human stomach. Histochem Cell Biol 2005; 124: 61-68
Kang JY, Teng CH, Chen FC. Effect of capsaicin and
cimetidine on the healing of acetic acid induced
gastric ulceration in the rat. Gut 1996; 38: 832-836
Holzer P. Efferent-like roles of afferent neurons in
the gut: Blood flow regulation and tissue protection.
Auton Neurosci 2006; 125: 70-75

Kwiecien S, Brzozowski T, Konturek PC, Pawlik
MW, Pawlik WW, Kwiecien N, Konturek SJ. The
role of reactive oxygen species and capsaicin-
sensitive sensory nerves in the pathomechanisms of
gastric ulcers induced by stress. ] Physiol Pharmacol
2003; 54: 423-437

Arai K, Ohno T, Saeki T, Mizuguchi S, Kamata
K, Hayashi I, Saigenji K, Murata T, Narumiya S,
Majima M. Endogenous prostaglandin 12 regulates
the neural emergency system through release
of calcitonin gene related peptide. Gut 2003; 52:
1242-1249

Aihara E, Hayashi M, Sasaki Y, Kobata A, Takeuchi
K. Mechanisms underlying capsaicin-stimulated
secretion in the stomach: comparison with mucosal
acidification. | Pharmacol Exp Ther 2005; 315: 423-432
Harada N, Okajima K, Uchiba M, Katsuragi T.
Contribution of capsaicin-sensitive sensory neurons
to stress-induced increases in gastric tissue levels
of prostaglandins in rats. Am ] Physiol Gastrointest
Liver Physiol 2003; 285: G1214-1224

W, FERAR, AR, IR, R, BURRBURE A
FREFANOH AT B 5K 5 R EY B AR N R
e RAE L. s R A=A 2003; 19: 193-196
Saeki T, Ohno T, Boku K, Saigenji K, Katori M,
Majima M. Mechanism of prevention by capsaicin
of ethanol-induced gastric mucosal injury--a study
in the rat using intravital microscopy. Aliment
Pharmacol Ther 2000; 14 Suppl 1: 135-144

Holzer P, Painsipp E, Schuligoi R. Differential
effects of intragastric acid and capsaicin on gastric
emptying and afferent input to the rat spinal cord
and brainstem. BMC Neurosci 2005; 6: 60

Zittel TT, Meile T, Jehle EC, Becker HD.
Intraperitoneal capsaicin treatment reduces
postoperative gastric ileus in awake rats.
Langenbecks Arch Surg 2001; 386: 204-211

Bilski J, Konturek PC, Konturek SJ, Cieszkowski M,
Czarnobilski K. Role of endogenous nitric oxide in
the control of gastric acid secretion, blood flow and
gastrin release in conscious dogs. Regul Pept 1994;
53:175-184

Raybould HE, Tache Y. Capsaicin-sensitive vagal
afferent fibers and stimulation of gastric acid
secretion in anesthetized rats. Eur | Pharmacol 1989;
167: 237-243

Li P, Chang TM, Chey WY. Secretin inhibits gastric
acid secretion via a vagal afferent pathway in rats.
Am ] Physiol 1998; 275: G22-28

Okajima K, Harada N. Regulation of inflammatory

www.wjgnet.com



T3, 5. BINEN BRI REWH 1951
responses by sensory neurons: molecular ST, Harty RF. Functional interaction between W@ %44
mechanism(s) and possible therapeutic applications. transforming growth factor alpha and capsaicin- ~ AXLERFHE, &
Curr Med Chem 2006; 13: 2241-2251 sensitive sensory neurons in the rat stomach. Regul WA, sFik—F

41 Wang L, Hu CP, Deng PY, Shen SS, Zhu HQ, Pept 2004; 119: 163-167 B R E SR
Ding JS, Tan GS, Li Y]. The protective effects of 47  Aihara E, Hayashi M, Sasaki Y, Takeuchi K. ARG AF R &L
rutaecarpine on gastric mucosa injury in rats. Planta Gastric HCO3- secretion induced by mucosal Wi A F 0y 2
Med 2005; 71: 416-419 wAE L.

i ] ] acidification: different mechanisms depending on

42 Gyires K. Neuropeptides and gastric mucosal acid concentration. Inflammopharmacology 2005; 13:
homeostasis. Curr Top Med Chem 2004; 4: 63-73 179-190

43 Kato S, Araki H, Kawauchi.S, Takeuchi .K‘ Body 48  Aihara E, Hayashi M, Nomura Y, Kato S, Takeuchi
temp.erat.ure dep.end.ency m bafslofen—mdu.c'ed K. Stimulation by bradykinin of HCO3- secretion in
gastric acid secretion in rats relation to capsaicin- rat gastroduodenal mucosa. Med Sci Monit 2006; 12:
sensitive afferent neurons. Life Sci 2001; 68: BRL.7 ’ T

1951-1963
49  Aihara E, Sasaki Y, Ise F, Kita K, Nomura Y
44 L h Y B h H. Rol f ! ! ! / !
Ma L, Chow JY, Wong BC, Cho € oo Takeuchi K. Distinct mechanisms of acid-induced

capsaicin sensory nerves and EGF in the healing of HCO3 .. | and slightl bl
gastric ulcer in rats. Life Sci 2000; 66: PL213-220 - secretion In normat and sig ty' permeable
45  Vongthavaravat V, Mesiya S, Saymeh L, Xia Y, Ward stomachs. Am ] Physiol Gastrointest Liver Physiol

A, Harty RF. Transforming growth factor alpha- 2006; 291: G4§4'471 .
mediated gastroprotection against stress ulceration 50  Park JS, Choi MA, Kim BS, Han IS, Kurata T, Yu

in the rat: involvement of capsaicin-sensitive sensory R. Capsaicin protects against ethanol-induced
neurons. Life Sci 2003; 72: 1803-1811 oxidative injury in the gastric mucosa of rats. Life
46  Vongthavaravat V, Saymeh LA, Mesiya SA, Dunn Sci 2000; 67: 3087-3093

w4 BT i ERRE

ISSN 1009-3079 CN 14-1260/R 20074 RAN VAt 548 NiE A 4% &

Rt Re B ot PHAR B B B A A T L e

ATRR 4 T HEZ IR BRI R SR AR RN T RE, FHE RV B RE K 27 B Ja 365 — B B B DR BE AR 55
e NI ARG R 2 I (0 B R AR BB T H IR A MRS T R AR BIHAT 237 $0F-2007-08-03/05 7E I /R i
FHF. Jea K8 H AR K ] R RR AR S0 4 1 SREAT UF B RS ARSI, S RO iR R M L2 R TR i
WEFAR . MEEARIEFIBEF RSN Wil S5+ 38 F AR VIR LAY LIRS RR K # it
TR AN, 27 X208 N A e R AR FIBE &, (2 RS TR 2R . 5 2 B W e 57 [ R 1 4k 4
PEFI3 1205 I A7 T HBE SR OG8RI = 2.

TR IR PRV AR WA ARV T R B DX RO 23 5, W 2R B R K2 B S B — = B S AR R ARk B i
150001 B &R A AL BT 0451-53643849-5721, 13633621389, E-mail: wxs417@yahoo.com.cn

W B bRitE: S00TT(F YRk BT IR TR, S8 — 2t 2 FH B 2. 43 1 #H: 2007-08-02.

~—
—N

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

59

RN SEIZYRS 20078E65188; 15(17): 1952-1955
ISSN 1009-3079 CN 14-1260/R

7% He 3k RAPID COMMUNICATION

=SB SRIREMR ZPC-3 T R EANHI B

EH

XUk, RBUE, 2 #

mEE%H

MRS 5 AR 1
22 5% N B 49 SR I
B4, Bk ZEH
e Vb
AWz kE L
A5 B Ak, S
HFREFEREZ
% T ik B
“RIBMET bk,
12 5 K A bk,
B b A 4 5 B 08
K ARMATRIKS.

XEEK, FAE, PRAARMBHAEFAN—ERDERRE T
LA BT 210002

=3, LB A O RFEFEWEMNGEER LT 200032
AR EREFHA “+ - 27 3 RIRM, No. 02MA014
BHRMEE: =HGE, 210002, STHEBRHBAFTIRMS, PE
ANEBRNES) \—Ebe2 ZERPRE D ADERERL. ginsk@csco.org.cn
E8)5: 025-84453932 {&E.: 025-84453932

RS EEE: 2007-02-25 22 HHA: 2007-03-23

Effects of arsenic trioxide
on the pancreatic carcinoma
cell line PC-3 and inhibitory
migration

Jing-Bing Liu, Shu-Kui Qin, Jin Li

Jing-Bing Liu, Shu-Kui Qin, Oncology Center of Chinese
PLA 81 Hospital, Nanjing 210002, Jiangsu Province,
China

Jin Li, Cancer Hospital, Medical Center of Fudan Univer-
sity, Shanghai 200032, China

Supported by: the Medical Research Program of Nanjing
Military Region during the 10" Five-Year Plan Period, No.
02MA014

Correspondence to: Shu-Kui Qin, Oncology Center of Chi-
nese PLA 81" Hospital, No. 34, 34 Biao, Yanggongjing Street,
Nanjing 210002, Jiangsu Province, China. ginsk@hotmail.com
Received: 2007-02-25 Accepted: 2007-03-23

Abstract

AIM: To explore the effects of As,O; on apoptosis
and its inhibitory migration in a human
pancreatic carcinoma cell line.

METHODS: The human pancreatic carcinoma
PC-3 cell line was treated with As,O,. The rate
of apoptosis and the growth cycle of the cell line
were investigated by flow cytometry. The expres-
sion of gene proteins related to apoptosis (Fas,
Fas-L, Bcl-2, and Bax) and metastasis (CD44 and
nm?23) were observed by immunohistochemistry.

RESULTS: A visible apoptotic peak and block-
age of the S phase of the cell cycle (14.86%-63.66%)
were shown by flow cytometry. Immunohisto-
chemical staining indicated that the expressions
of Bcl-2 (+++~+) and CD44 (++++~+) were
down regulated, while the expressions of Fas

(+~+++), Fas-L (-~+++) and nm23 (+~+++) were
up-regulated.

CONCLUSION: Injections of As,O; can induce
human pancreatic carcinoma cell apoptosis and
inhibit pancreatic carcinoma migration. The
mechanism was thought to be that As,O, regu-
lated the expression of Fax, Fax-L, Bcl-2, CD44
and nm?23.

Key Words: Arsenic trioxide; Pancreatic carcinoma
cell; Apoptosis; Migration
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Abstract

AIM: To investigate the effects of ulinastatin
combined with panax notoginseng saponins
(PNS) on oxygen free radicals in rats with acute
pancreatitis (AP).

METHODS: Seventy-five Sprague-Dawley rats
were divided into five equal groups: group A
(sham-operated), B (AP), C (treated with ulina-
statin), D (treated with panax notoginseng sapo-
nins) and E (treated with ulinastatin combined
with panax notoginseng saponins). A rat model
of AP was created by retrogression injection of
sodium taurocholate though pancreas biliferous
ducts. Serum superoxide dismutase (SOD) and
malondialdehyde (MDA) levels in each experi-
mental group were observed at 3, 6 and 12 h.

RESULTS: The level of SOD in group B de-
creased while the MDA increased. Levels of
SOD in groups C and D were higher than that in
group B (274.750 £ 14.44 U/L and 281.420 + 16.48

U/L vs 204.440 £ 14.87 U/L, P < 0.05) while the
levels of MDA were lower (6.85 + 0.65 pmol/L
and 6.78 £ 0.56 umol/L vs 9.25 + 0.22 umol/L, P
< 0.05). The level of SOD in group E was higher
than that in group C (318.360 + 13.71 U/L vs
274750 + 14.44 U/L, P < 0.05) while the level of
MDA was lower (5.53 + 0.45 pymol/L vs 6.85 £ 0.65
umol/L, P <0.05).

CONCLUSION: Ulinastatin in combination with
PNS has therapeutic effects on AP by increasing
the protective SOD and decreasing the MDA
injury factors. The effect is more evident when
ulinastatin is combined with PNS than when ap-
plied separately.

Key Words: Acute pancreatitis; Oxygen free radi-
cals; Superoxide dismutase; Malondialdehyde; Ulin-
astatin; Panax notoginseng saponins
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Abstract
AIM: To investigate the expression and
significance of the ECM1 gene in colorectal
cancer tissue.

METHODS: Based on TagMan-MGB methodol-
ogy, real time quantitative polymerase chain re-
action (RQ-PCR) was used to detect the mRNA
levels of ECM1 in tissue from normal controls
(n = 46), colorectal adenoma (n = 18), colorectal
cancer without lymphatic metastasis (n = 25)

and colorectal cancer with lymphatic metastasis
(n=21).

RESULTS: The mRNA expression of ECM1 in
colorectal cancer tissue including those with and
without lymphatic metastasis was significantly
higher than that in normal and adenoma tissue
[(6.89 £ 2.96) x10° copy/g RNA, (5.01  2.22) x
10" copy/g RNA vs (9.81 + 3.16) x10°copy/g
RNA, (10.1 + 3.65) x10° copy/g RNA, P < 0.01].
There was no significant difference between
normal and adenoma tissue (P > 0.05). ECM1
mRNA expression in metastatic colorectal cancer
was higher than that in the other three groups
(P <0.01).

CONCLUSION: Over-expressed mRNA of
ECML1 in colorectal cancer tissue correlates with
the properties of metastasis in colorectal cancer.

Key Words: Extracellular matrix protein 1; Colorec-
tal cancer; Real time quantitative polymerase chain
reaction

Hou YQ, Lou JT, Peng L, Zhou L, Ni ], Kong XT, Zhong
RQ. Detection and clinical significance of ECM1 gene
expression in colorectal cancer tissue. Shijie Huaren
Xiaohua Zazhi 2007;15(17):1960-1964

i B
BRY: Fit@miest A mEa1k
o R BCHF L

B4 5z

ik ‘T‘TaqMan MGB%® BARAE AR, #E5
F A Kk E FRT-PCRI ik, ¥l i 4 A )
FELLA LR (n = 46), & H R E(m = 18), L AW
FEREEAES) 0 = 25)F s A B(HRE %
45) (0 =21)PECM 1A B 8 £ ik

GER: R AR, H?«Wﬂm,
ﬁi‘%ﬁy)éﬂm LHMBREEES)ER
FECMI AR é/m% A5 A 4(9.81+3.16)
X 10°# N /g RNA, (10.1£3.65)X 10%% /g
RNA, (6.8942.96) % 109#7%m/g RNA, (5.01+
2.22)X 10"%% M /g RNA. E5 &b Fo I 95 20 22
28] B 2 £ (P>0.05); 4 AR e s
REEB)AA LG TEFFEAIGERA

LA MG
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(P<0.01); A MmBEGREEHES) AR TS T P ECMISI. BP0 BiEs1Y): 5- ;éﬂfr}ﬁ;ﬁ N
LR i

H A4t = 20(P<0.01).

it ECMIAR AL AWmE Y k45, F
HE54 AmBaEsmxL.

X wRAMERERL SEWE, LHEER
A B RN

EZR, ZB, ==, BN, R LTk, AR SEmE
ALRPECMIERKEHNERIDREN,. HFRENBIIRE
2007;15(17):1960-1964
http://www.wjgnet.com/1009-3079/15/1960.asp

03I

AN MU 413577 25 11 (extracellular matrix protein 1,
ECM1)/19944EMathieu er a/"'E Bl e 5
JRCAN B R MINTT HR 93 125 SR AR — 4 P 2
H, EFRXMNECMITIRERIWI SR I B 2
Fhoifg, HorHan er a/®WH5URIE, ECMI A {2k
LA P 2 A )84 5 (FE A A B 57 v ) R I 85 )
A B(AERS R, [N EIEN] TECMIAFAE T M
AN PR BB 1 FLIR R 40 RMD A-43571
LCCISMREE T, i AR B A L AR 1 L
B4 ZAMCEF-7. Sk-Br-325 U AFIAECMI, 2
ZRECMI I T B 5 [ K kg (R e #4755
WK, 1Mo HIE 22 B R A ST S A 4
HNEE T IIPRT R B A R R N B B AT DD Y
KA, AWFFARI S 565 EPCR (real-time
fluorescent quantitative polymerase chain reaction,
RQ-PCR)F AR MIEF K- ERIFECMIAE 4 H
R F S S-S

1 RRT5A

1.1 AR KAEBE B 45 B G FAR VIR bR
A6t T B E U AR M B AL 2 1E
MR ZH 28—, b3 B 1 849 Ji e 20 SO R B
HEAARNI AR AT« 1807 s AR I
ST, BT A B B SE. RN A
BAE(QIAGENZA wl ); i il S 3 o3 Joe v
Z2 1P B(TaKaRa/x 7); 72065 #PCRULGHEPCR
TagMan universal Master Mix(ABIA #]); 7700
Sequence Detector /3T {1 (ABI/ #)); GAPDHAx
i (_EIE A BARAT IR A 7). MRAEGene bank
. ANECM1 mRNA /7%, FFJABIA 7] ff/Primer
Express2.05 | P FIERE B A sert- S5 — 11
FIPFIERE:, WAL EAN R A 81 |,
LLBE G IR N A A ZE R 4IDN A F¥5 JeBInids i i 18
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GACCTGCCATTTCCAGAACAG-3'; Nifis|4:
5-GGGACCACACAGATCATTGATG-3"; 4t
FAM-AATTTCTCCTCCTCTGCAC-MGB. F7H
W2 HGAPDH, H51Y). BEFFHIWF: L5
). 5-CCATCAATGACCCCTTCATTG-3'; Fiif
514): 5'-CATGGGTGGAATCATATTGGAAC-3";
X% FAM-CCTCAACTACATGGTTTAC-MGB.
CL 5190 AR B Y AE e e B AE B R AT BR 2
G A megi's

1.2 7%

1.2.1 2a22 20 i S RN ARG 2B RGBT E 4 2065
A <30 mg, MRNAFIQIAGENZA #] [ MRNA
FPERTR R, SR A AL Ul W B AT, KA
10 /L 55 b vt Jie Fi ik AR 55 41 43 016 16 B ASCRG il
P IR S RN A ST U, LIV RNAR
B, FEA-80°C A7 45 .

1.2.2 ZZMBEEERG LEFFE&E ECMI-
pPEGFP-N2ELAZ R IL BAR RN A S A 1, K42
I ECM1-pEGFP-N2 kL1260 nm A {H, 1%
P LB, I TERRE 1.0 X 10° #% I 8L, & T
20°CIRA7#5 FH. 3-T i H o s i A B (GADPH)
B i EH bR R AR B A B A ] B, 9K
JE A2 X 10° #2 DB/ UL, B 1--20°C{RA7 % H.
1.2.3 # 5 F(RT)R A K52 HUK) £ M4 21 4
JL RN AREAT W 5 536 O, R 4G T
DEPCALFE0.5 mL PCRE F IMAKRNA 2
png, Reverse Transcription Buffer(5X) 5 uL,
RNAasin(RNARFIHIF)1 uL, dNTP 2.5 pL,
Oligo(dT)2.0 pL, AM V(& & b 5 18 % S5 il
10 U)2.0 uL, MEwFRA12.5 uL, DEPCALEETE
b F KA E BRI 25 uL. RN 4 42°C 45
min, 94°C 3 min%X 1k V.

1.2.4 TFR/PEAR f AR 69 BE B B AR /B W K 69 246
(1)Be NI s 12 3 2 it &0 (G AD PH) b
FFTE 10 108 (2.0X 10%, 2.0X10°, 2.0 X
10*, 2.0X10°, 2.0 X 10> $% DU /uL) & Fh ik J5 1)
FER; (2B ECMI1-pEGFP-N2JFi ki FHTE 1 1054
FE(2.0X 10°%, 2.0X 10°, 2.0X 10%, 2.0X 10°, 2.0
X 10° # UUEU/UL) S PR I A S8 (3) K b
TR AN (7] i 8 ST P bR PR A A 42 LR S A 2R AT
K. AR R: FPCRE H I ATagMan MGB
probe(10 pmol/L) 1.25uL, Forward Primer(20
pmol/L) 2.25 uL, Reverse Primer(20 pmol/L) 2.25
uL, Template DNA 2 ul, TagMan Master mix(2 X)

# TagMan-MGB
KA R IR
ECMIA K £ %
N T A E €
BEXL, BRER
MNIREECMI &
LHEMET &L
ik, 5w s A
PEAR K.
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W2 % H 25 uL, ddH,0%50 uL. W 4fF: 50C 2 min;

TagMan-MGB#&
4+(TagMan Minor
Groove Binder
Probe): X #AMGB
#4t, MGB(Minor
Groove Binder, »
A6l WA 25 A 4)
FAZJK, AT A
%54 EDNA
AR, KR
#2 3|45 Z DNAR
SR A% G5 MG AE R
Z AT £ TagMan
AT #9338 % B
FAERAEFER
7 ZAMGB, 3%
RHERMN G %A
REAA £ =R
A2 H b F A, T
12 % RAE A £ %
4, R BEAR K
Jk, RER B
NERE =S i ik
TagMan3R 4+ # AR
# TaqMan-MGB
FAT RMGBIRAT.

95°C 5 min; 95°C 30 s, 60°C 45 sfEFR401K; (4))2
45 R 5 VE L A B0 A s G APDHFIEC M A5
e 2.
1.2.5 28 3 € FPCRAA M K30 4 5% I 1 45
HRN ML B A£E7700 Sequence Detector#y
AT BRSBTS AR R B S N 4% A TR
b, B FS AR ECMIFMGAPDHIN AE. & N 45
WG VS HUR AR A S AR e I 2 xf T, JR45&
SR KRR AR FECM 1L R 5 DUEL
Zit%E B 4 fImeant SDE R,
SPSS10.04¢ v 4 A 43 A Eictis, SR 75 72 43 #t.

2 BR

2.1 A mR ERNAK R 252 NAZ4N M
rhE IR RN ACK FH 35015 0 e IS HEL VKR RN A
SEREPE AT R, VKB R 18S . 28SHI &,
28S5EBEL N 18SIRI2 1%, IF SE R M RN ASE
$oRAMY I SO IIRN AR S, Tk il AnAx
RNAIA 550050 LA A 1.8-2.2, FRAS RN AWK Ky
0.12-0.58 g/L.

2.2 AR/ & Ae R ETE B KA R B () BE P bR
YRERRAR, [7] A 3E4 7 52 B PCRAGIN, A1 L i A
PCR™“PE NFREIE KIAME 4R 2L, BICYCycle
threshold, BITEIN)E AL, HCtiE 5 AN R E EAE bR
0T B AR, #3384 e shndE il 2k, DRk,
XF A JKIARE it r AR A it P CfE R 5 St o 2%
T HZAE S R G+ D13 ECMILFRTE fhZ2 11
FHIE 2 H040.999, GAPDHIFIFRUE IR IRIAH % £
$40.999.

2.3 B FHECMIAA R 89 R L KT 460
IEH R P TR BIECM IR R [k, 39(E N
(9.81£3.16) X 10°#% Il /g RNA; 184 IR 41 4140
AUHECMIMI 4 (10.1£3.65) X 10%% Il/g RNA;
25414 B R IR L85 R ) AL AP ECMILIE
H(6.89£2.96) X 10745 /g RNA; 214145 H Wk
(R S5 E R AL 2V EC M M (5.01 £2.22)
X 10" # Il /g RNA(FK ). it irss 5o, 1
i 0 MR i 9T 4H 2 A 18] G BH Wk 25 S (O ZE R 6
P>0.05); 45 H e AR 25 R R 1 5 i T 1
iR RN R A R AL (U7 2R, P<0.01); 45 H
Frgis bR EL &5 6 ) 21 W S v T LA 341 (O ZE 4
K, P<0.01). UL 45 R W], ECM LD 76 45 FL W
th R IE T, T HAE R RS 1 45 Y T v e
h B

DR n mean = SD
ERENER 46 (9.81+3.16) x 10°
IRIEBALR 18 (10.1 +£3.65)x 10°
ZEEWE

(6.89 +2.96) x 10°
(5.01+2.22)x 10"

MESERERE 25
NSRS 21

3 e

20 f A I 0B 11 R B R R T 40 R
MN7H 53 8 ORI R85 kDalf) /3 i PERE 2 11,
ECMIEERAG 3N A AR B PIAECM1a, ECM1b
FMECMlc, 73 5l4if 540, 415815594 s SR 1
WA, ECMlan] RIATHAAL, (HEERHE
K d T E e IR AL AL E, ECM b B HIPE %
IS, ANLE e B PR 11 A0 40 it Hp om0 2, T
ECMI1clfREIA AR E, HAE R 295
ECM1 RNA [J15%. % FECMI1ZhRERITT5T,
FAT E AR i oy A B Wb AR R,
WL CRILECM L — P | N i T B A0
FTERIF, AT B T 1 A R B A,
ECM L R 5E A 78 B 4 1 q2 VIR I 3 38 B 734k
HARX, ECMIT ReAE A4 Mo bk £ H
ECM 1L 1) o e e 2k v] S 808 IR B 1 DO
i PR ALY, A P e R I R A A R T
IECMI1 H &Pk, #RECMI ] g i M &
g E5 VAV B 28 (1 — A A .

Hay, &4l fush3E i (extracellular matrix,
ECM)ZEM R Rk A R R e B 25 D Thi A B
BAEH], JCILRAEMR R, — T TECMAE
S bR AN M R B . BEAE, 5 T R A
J SECMICIRT B TR 40 6 EC MV 12 28 K i
I8 A1 i fEEC M R I A8 S5 30 5 v ggd (1) 5 B % )
S SHFECMIS MR SCR, H T
PR >, Kebebew E er a7 3kiE, ECM1
AT A Sk S DRI P88 1 — AN 12 W 1 A 3 4,
i HL A B AT WA I IE A6 5. Han e al™'BF9%
F W], ECMI nJ ek iU P Bz 440 B (4 19 5 (FE A4
5 % ) RIS PR 2 B (PR XS R ), [ BN 34 1iE B
ECM A7-AE T P A % 0 R 265 v 11 L o s 4 M
AMDA- 435FILCCISIE R, 1A ESPERE
FE R () FLARE 41 il RMCF-7.  SK-BR3ZE AN
FIKECMI. UL (1) A 12 B e e ) — A~
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WEENE, EMETE T, K2 BMIEARNEL 7, Skl e 45 T M ok JE b i J8g 3 5 B % T ;@iﬁjﬁéﬂ N
A ARHFAEIY, AT AT, S, R, T IR ST % R R R e
i A A P R B ey, AR, (R SRS XA AT R AIFAT. iﬁ;j}f?iii
HELL 1 4M07, ECMURTT i 55 87 iy 2 A P B Ayarak:
TR 4 BEXE ; f& nj; % ﬁ;}?

SEH B B B PCREVTAE SR B L Sk i — 1 Mathieu E, Meheus L, Raymackers ], Merregaert iz si e #F %, 32

BB AR, & H AT B 2 AR 4 1 8 = 1
Pk 7950 TagMan-MGB#4H (TagMan Minor
Groove Binder Probe)/ & i1 42K /E TaqManfR £t 1]
BEAl bR JR ke I — o B i) bR il BREH B
AR, AR HT 90 € BPCRIMT, XARE
FE TaqMandR e 58 i IR U PR RIS S
TAFBRALERNAF= i DL SO i S0
RTREAAAEZEAN, h T ARUEAL H R FE I mRNAT
ik, ASZIG I GAPDH(3- M 2 H yih 1 i 220 Bl ) 17
H NS RIS AT 3. fERTECMILIS )
FIERER I, AT T ABIA ] i Primer Express
2.05 D FNERE B R A T SRR 15 1)
FEREE, B8 1B AEAN R4 7 B (9FI10
AT, DL EIRN A P HE I 4 DN A FRIY5 G fie
I B B V. X RE BT RTEC M I3 i [
JER(ECMla. ECMIbFIECMIc)#Ba] ki, 15
R RURANRE D 23 A A L DR 5

25 e 2 I R b s DL 2 g 2 —,
K HAE TR (B ANT, SET R R SR3AN. AL
e H &5 s AR AU 5, B S A A
ECMI1 mRNAJSEIN 5256 5E #PCRITVE, WL
R, ECM 13 K [ 3R I8 7K P 1E 45 11 115 il i
IR 4 2R A )G B Wl 22 7(P>0.05); 45 HL Wi
MR 2 R B ) 20 B Yl vy T 1 80 SR i e 4
U (P<0.01); 45 H s (K g5 ) 4L B W &
FHAh =41 (P<0.01). gfRKH, ECMIIER
R4 H e vh ik T, T HAR S 45
S TR S O BA R, R AT IA N EC M (R E 5
B bl Rk, I 54 HEmNE R
FHOG (EAFE RS, MR R E AR —
AR, BARTA TR I T ECM 1A )X
PRI S, (HECM I i 4 BRI Rk
B, XIEA Fr THE— DR A (FRATTE R
ST HAIE SCECM LR (17 8Bt ik, o
RF). FiAh, ECMILERR o 2R R 4% T BHE
AR, B RIAHDCA ORI IS, H it
JCIX 7 TH R0k, X R 75 E P i Y
N, BVFECML AT LA A —Fio il i ed i oy
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Abstract

AIM: To discuss the reliability of endoscopic
retrograde cholangiopancreatography (ERCP) in
a bacteriological study of cholendochal bile and
to study the bacterial category and antibiotic
susceptibility in bile of choledocholithiasis
patients in the Lanzhou area.

METHODS: Bile was aspirated by ERCP in 36
choledocholithiasis patients and 11 non-stone
control patients to assess bacterial category and
antibiotic susceptibility.

RESULTS: Twenty-nine strains of bacteria were
found in 25 (69.4%) of the choledocholithiasis
patients and 1 (9.1%) patient in the non-stone
control group. Twenty-three of the 29 strains
(79.3%) were gram-negative, including Esch-
erichia coli (14), Klebsiella pneumoniae (5) and
aeruginosum (3). Six strains were Gram-positive
(20.7%). With respect to antibiotics, gram-nega-
tive bacilli were sensitive to imipenem (23/23,
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100%), ceftazidime (21/23, 91.3%), and cefepime
(18/23, 78.3%), but resistant to ampicillin (23/23,
100%), ciprofloxacin (16/23, 69.6%) and gatiflox-
acin (15/23, 65.2%). Gram-positive bacteria were
sensitive to ciprofloxacin (6/6, 100%), vancomy-
cin (6/6, 100%) and levofloxacin (4/6, 66.7%).

CONCLUSION: ERCP is an easy, reliable meth-
od to obtain bile for bacteriological study. Gram-
negative bacilli (mainly Escherichia coli, Klebsi-
ella pneumoniae and aeruginosum) exist in the
bile of most choledocholithiasis patients in the
Lanzhou area. Imipenem and ceftazidime were
the most effective antibiotics.
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Abstract

AIM: To reveal the clinicopathological features
of high-grade colorectal intraepithelial neoplasia
and discuss treatment strategy.

METHODS: Thirty-eight cases of high-grade
colorectal intraepithelial neoplasia diagnosed by
colonoscopy biopsy were treated and followed
up for 3 to 36 months. A retrospective review of
clinical findings, endoscopic and histopathologi-
cal features, and prognosis was used to determine
appropriate treatment and follow-up for high-
grade colorectal intraepithelial neoplasia.

RESULTS: Among the 38 patients, 17 under-
went a preoperative endoscopic biopsy and
agreed to a surgical operation; lesions in 19
cases were endoscopically resected, while the
remaining 2 cases just agreed to being followed-
up. Seventeen cases were diagnosed with a ma-
lignant carcinoma, and 21 eventually showed

high-grade colorectal intraepithelial neoplasia.
Pathological diagnosis pre- and post-treatment
showed poor consistency; the Kappa value was
0.376, and in the cases of endoscopic clamping
biopsy it was 0.580. Of the patients undergo-
ing surgical or endoscopic treatment, one with
malignant carcinoma had liver metastasis, and
one suffered a recurrence 11 months later. One
case with high-grade colorectal intraepithelial
neoplasia was found to have an adenocarcinoma
at a previous endoscopic resection site after 3
months. There were no new tumors in the other
cases during 3 years of follow-up. In accordance
with the characteristics of carcinoma cases, can-
cer risk appears related to tumor size, endoscop-
ic features, severity of clinical symptoms, the
villous morphology of biopsy pathology, and a
high level of CEA or CA19-9.

CONCLUSION: Close attention needs to be paid
when using the WHO's new diagnostic stan-
dards of high-grade intraepithelial neoplasia
instead of the prestage of tumors of the diges-
tive system. Clinicians should be careful when
choosing treatment for high-grade intraepithe-
lial neoplasia, especially in cases of endoscopic
clamping biopsy.

Key Words: Intraepithelial neoplasia; Colorectum;
Carcinoma; Treatment
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Abstract

AIM: To investigate the value of T lymphocyte
subset determination and DNA ploidy analysis
for differential diagnosis of ascites.

METHODS: In 74 cases of ascites, 24 with tu-
berculous peritonitis, 21 with liver cirrhosis and
29 with carcinomatous ascites, T lymphocyte
subsets and DNA ploidy in ascitic fluid were de-
tected by flow cytometry.

RESULTS: In descending order of T lymphocyte
(CD3"), helper/inducer T lymphocyte (CD4"),
and helper T lymphocyte/suppressor T lympho-
cyte (CD4"/CD8") in ascitic fluid, tuberculous
peritonitis (CD3": 86.2% + 5.1%, CD4": 64.3% +
6.4%, CD4*/CD8": 3.20% + 0.30%), carcinoma-
tous ascites (65.7% * 4.6%, 32.5% +2.2%, 1.04 %
*0.11%) and liver cirrhosis (15.1% +2.7%, 3.6% +
0.5%, 0.36% + 0.05%) (P < 0.01) were determined.
In ascending order, CDS8", liver cirrhosis (10.1%
* 3.2%), tuberculous peritonitis (20.1% + 4.3%)
and carcinomatous ascites (31.3% * 5.2%) (P <
0.01) were determined. The positive rate from

DNA ploidy analysis in carcinomatous ascites
(89.7%, 26/29) was significantly higher than that

in tuberculous peritonitis (4.2%, 1/21) or liver
cirrhosis (4.7%, 1/27) (P < 0.01).

CONCLUSION: T lymphocyte subsets and DNA
ploidy in ascitic fluid show obvious differences
among patients with tuberculous peritonitis,
liver cirrhosis and carcinomatous ascites. T lym-
phocyte subset determination and DNA ploidy
analysis are thus useful for the differential diag-
nosis of ascites.

Key Words: T lymphocyte subsets; DNA ploidy; As-
cites; Flow cytometry; Differential diagnosis
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