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S6 kinase)™, {H 2 X i £ 2 I Fosi 1 g T
(1) T2 A T e 75 1 A
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FESER L AMG 1%, Fdun-BEE AR Jun, Wifs T
BTG, 76 BT 4 A0 5 Jundit 2 AH DG P53
Fcyclin D5p21 P23k M5 HIFE P, RW7E
JunBR B DL R, Jun-BRENSAE I — AN IEMEAE
KA R, ST v o T B A R K
NS PEIun-Jun-B 244K, Jun-DEEVIEE K.
ST A A0 P 3 5 v 43 o R AR R R
I Jun-DE A0 o 34 5 ik i v 1 VR FH HR T 40

S 27,42
Ay,

3 AP-15RAET
AP-1ZK IR Junts (3650 — 2 2 55 41 i Y.
W5 5 R TR DT A S OTE . AEJun A2 98
THRIE R R, AR 22 # G A Fas LA e 34 2E I8 1
a(TNF-a), - FHH#AHAP-1HISE 47 /5. HIFos.
Jun-D Az Jung I AP-1 S8 44 55 617 S IR IM
JIEE 20 5 T A S, Jun TP o 454 ANFas i 5l
¥, HerhuniFask it ) s L i, (1
JEFosHI F5dun g T RS, d T-FasLid 87X
o — 2 AR T AL R 4 A Fosii AN & dun,
T LAFosth i) BE 6 PR 1 1T FasL ) 2Rk, S FosA Ll
135, FosBAIJunZl ¥ 5 54) 5 TCRICD34 7
Xt Fas LR IA 175 3 S 75 3 I T4 M kT
(activation induced cell death, AICD)AH <M. /|5 i
TR A 28 70 41 i 7E G AR K TR T A7 AR TR T
A A T INKJuny P17, g L3 7k Jun g 8
GEARAA ) 40 I B m PRI R A FA, 0026 Rk 4 i
L ECHIRT™, B HTINKIunG AL LE N 3805 5
M BRI T8 AR TR R AR . M R4
Juniik RFIKTAL IR R W, 1284 oot
TH T 2 R A £ Fos-/- P53-1-XU i
Bk /N B R A e 1 B DA 2B R SUVL AR,
TR AEP53-/-H AR D WL, 7 O 2R 1 fih g 4 i b
FiLFosH MR T, XK /RFosh] P53 1
FH T Ik I U O 1 S s TR B A7 9 R T
KR AHE AR 4 O,

AP-115 7 o] DUE HE A T2 ak v LA I8 T,
1] 41 F o s 5 ¥ 1 21 5 2 IR 5 3 TRV I R 1B

www.wjgnet.com



BEE, & AP-1 0B XARIARHRE

T R AT TR A BT, R WFosER A1
ZI RS AR RE. AR BRI iR
A, Jund TSR TR A4, AP-15 K
() HoAth B B I Fos. FosBAIJun-D I AN J2& b 45 ).
b6 40 M 75 L Jun LAE 40 B A7 35, 1T EL 401k
JFF &40 6 1 40 3088 o 5 E0un, JunE 40 i 1
T U0 2 B Mo T 40 i 10 0 R AT, 28 #A than
HOAIA 24 i, Jundsh 2k S S0M TR, 78 R
FSCET 24 40 i Jun v g I PE 3 4 A I BT KL A
p21PI A Bh 1 X R T P53 Th AE™Y, fe i 2 1
JDP-2(Hi IFIAP-11 1) i 3 i 41 I PS 3% 55k /K P
(1) 82 I8 SR DR A7 F 2T 4 4 FR R UV I3 5 | O P 1
709 X 4 Jun-JDP-2 — BRAK I T A HE UV AL
(1) B ET 4 20 1 R0 At ol 24 40 B o 1 98P 5 31K
hiie & 2 KT ).

4 AP-15hbEEEVRZE R
AP-LU 5 IR 22 B R ) 2 5 il oge 4 122 28,
IR T B A A0 9 I T B ARSI 55 T
KA T, AP-1Hb 2 c-FosFIFral iffl 15 3 i
%)@ E AR IIMMP-3FIMMP-11 [ 1559 % J
UG£ S5 AL (UPA) 2R 2 HR LRI 05,
Y AME BT 4E 40 i b Jun-B AT c-Jun i i % Ak,
B H 5 A A R R Y. AP-LIRIAE
FMMP-1, MMP-3%1, MMP-2F°, CD44P",
2B L B M T S5 fio 3 2 M G IR 1
i JR 15 28 FH G B P AR K 1) R R TE RS BN
R 0 ) A A R AR A 2 B Juin
FiFosZ 5%t e, H.c-Foste R it i 194t
FRABLT- 57 K 460,

L IR B, AR 2 259 0 B R s
PE, 2l AP-1RSEHL. Nobiletin(—F
K5 B R ) E H T-29 N &5 1 1y 9 b 3 ik B A
AP-1IDNALZ £ iE 1L HMMP-7 1 %3k,
Ascochlorin(#2H [ 3T 5& [Pt i 245 90 18 i
ERKL/2M5 5l BN AP-1/ T I SE R ik, )
FHIMMP-9f{ L ILTD, Z Wy /v T (I AP-LIGE 6]
AT DA I BH r i 55 AR RSORT R 42 28 K A 2% iR
AR, 72 LR % , G2 ORI
HH X R 2B KRR B MR . K S
YA B 0 38 3 40 BN F-xe BRI AP-13 1 Sk 461
UPAFFI 434, 3L T s L e 4 RO A R,
N GE BB P B U 35 A FLI R M C F-7 40 i o
IR INF-x BRIAP-LK & $£ BT il iR 28 4%
I, AR B4R A0 Lo i S A d 4 F O, dx g
HE R BATT AT LU I A AP-1, 2 i 40 i

www.wjgnet.com

TIRMR RIS A SCHE R RIE A SR 2540,

5 AP-15/fiRE AR
JunFlFos e 710 7L 2P 41 i o VE Ay 0 8 S5 9 5
i B 1100 [RD V40 o A LI, i L2 K DR - R
RS 7T LA SAP-LIG Ik, 3K AP-1[7] 41 1
A A IR MR TR BB ZR A R AP-106 41 g
A K ) AR 2 B Pl 0 4 M R 30 1
fiicyclin D, cyclin A, P53, p21°. p16™“*“fu
pLO™ 47 e S B A % AP-15%F 4 ) 391 P4
HESH IR A S 40 b AP-18- 4100 R Lol
5, ABHG T4 BRI e T Ak RO B AR
0 RN i 41 Jun-BRTATF-21 i cyclin Al
FIk, MAEHCE AN, Foskh 2 i 5 1 ZARE
(23 S AR B, 5 ARAT F-278 HCH 40 i A
40 b 2 56 A A DL Y. AR
I 40 P BELIBT AP- 13 TR 4 34 G LM i ) 39 2%
(223k, SE40 A A IR, JERIRCDKIE T,
WIFT R B TAMG7(C-Junfy 4 5k 5 A8 44) ki 51,
I 4 e A K 3 B 1 5 P2 75 CD K1) 4l il
Yy, WSS 5 GL-SHIE AL 140 i A 1 2 1
FIEKLILM, 3K R R IR T 18T 25 K 3L
JIRIRE YA IT B8 T JERAEN,
AP-1Z 5 M ITE & 1R B S
SRR, AP-LERAS R B A AE Bk i A o A7
EAS XERF FEHUEH. B ATXTAP-1% i Bt
P RIE R TR IR A 2, T 2 SR 1) R I
A B T FCAP-LLE A A AE A FE R0 ORS i AL o
2 A IR IR T B LB I 5 ).

6 ZENE

1 Landschulz WH, Johnson PF, McKnight SL. The
leucine zipper: a hypothetical structure common to
a new class of DNA binding proteins. Science 1988;
240: 1759-1764

2 Glover JN, Harrison SC. Crystal structure of the
heterodimeric bZIP transcription factor c-Fos-c-Jun
bound to DNA. Nature 1995; 373: 257-261

3 Alber T. Structure of the leucine zipper. Curr Opin
Genet Dev 1992; 2: 205-210

4 Ryder K, Lanahan A, Perez-Albuerne E, Nathans D.
jun-D: a third member of the jun gene family. Proc
Natl Acad Sci USA 1989; 86: 1500-1503

5 Hartl M, Hutchins JT, Vogt PK. The chicken junD
gene and its product. Oncogene 1991; 6: 1623-1631

6 Hirai SI, Ryseck RP, Mechta F, Bravo R, Yaniv M.
Characterization of junD: a new member of the jun
proto-oncogene family. EMBO | 1989; 8: 1433-1439

7 Nishina H, Sato H, Suzuki T, Sato M, Iba H. Isolation
and characterization of fra-2, an additional member
of the fos gene family. Proc Natl Acad Sci USA 1990;
87:3619-3623

8 Aronheim A, Zandi E, Hennemann H, Elledge SJ,
Karin M. Isolation of an AP-1 repressor by a novel

WA # A 5
AL A%
X FHRE &L
FALiEEAP-1
JENE B0 K A
Kt A2 P g 4
RS i -2 F |
it AP-1i& 12 37 4)
I 5 0 AR AT
TR AAesg
A FFHEEAT
AP-17E R AR
Fo K M 5 2
4.



4 ISSN 1009-3079  CN 14-1260/R WRELIBRE  2006F1888 145 15
i AEE method for detecting protein-protein interactions. 2476-2489
ARSIy 5 R Mol Cell Biol 1997;17: 3094-3102 25  Agarwal SK, Guru SC, Heppner C, Erdos MR, Collins
EREZIREANAYS 9 Angel P, Karin M. The role of Jun, Fos and the AP-1 RM, Park SY, Saggar S, Chandrasekharappa SC, Collins
“Eft ki &Aptléﬁ complex in cell-proliferation and transformation. FS, Spiegel AM, Marx SJ, Burns AL. Menin interacts
Ir % HATT LRiE, Biochim Biophys Acta 1991; 1072: 129-157 with the AP1 transcription factor JunD and represses
&”%ﬂ AP"}”& 10  Angel P, Imagawa M, Chiu R, Stein B, Imbra R], JunD-activated transcription. Cell 1999; 96: 143-152
I f‘g Ax QZFZ P Rahmsdorf HJ, Jonat C, Herrlich P, Karin M. Phorbol ~ 26 Deng T, Karin M. JunB differs from c-Jun in its DNA-
::3 %Fi] /ﬁi 7}5 3 Zg‘ ester-inducible genes contain a common cis element binding and dimerization domains, and represses
" A recognized by a TPA-modulated trans-acting factor. c-Jun by formation of inactive heterodimers. Genes
T Cell 1987; 49: 729-739 Dev 1993; 7: 479-490
11 Mechta-Grigoriou F, Gerald D, Yaniv M. The mam- 27  Passegue E, Wagner EF. JunB suppresses cell proli-
malian Jun proteins: redundancy and specificity. feration by transcriptional activation of p16(INK4a)
Oncogene 2001; 20: 2378-2389 expression. EMBO | 2000; 19: 2969-2979
12 Johnson RS, van Lingen B, Papaioannou VE, Spiege- 28 Davis R]. Signal transduction by the JNK group of
Iman BM. A null mutation at the c-jun locus causes MAP kinases. Cell 2000; 103: 239-252
embryonic lethality and retarded cell growth in 29  Deng T, Karin M. c-Fos transcriptional activity stimu-
culture. Genes Dev 1993; 7: 1309-1317 lated by H-Ras-activated protein kinase distinct from
13 Thepot D, Weitzman JB, Barra J, Segretain D, Stinna- JNK and ERK. Nature 19?4; 371:171-175 )
kre MG, Babinet C, Yaniv M. Targeted disruption of 30 Chen RH, Abate (;' Blenis ] . Phosphorylatlon _Of the
the murine junD gene results in multiple defects in c-Fos .tran.srepressmn domain l.)y mltogen—act%vated
male reproductive function. Development 2000; 127: protein kinase and 90-kDa ribosomal S6 kinase.
143-153 Proc Natl Acad Sci USA 1993; 90: 10952-10956
14  Allegretto EA, Smeal T, Angel P, Spiegelman BM, 31 Meixner A, Karreth F, Kenner L, Wagner EF. JunD
Karin M. DNA-binding activity of Jun is increased regulgtes lymp. h(.)cyte proliferation and T helper cell
through its interaction with Fos. ] Cell Biochen 1990; cytokine expression. EMBO ] 2004; 23: 1325-1335
42:193-206 32  Elkeles A, Juven-Gershon T, Israeli D, Wilder S,
: . Zalcenstein A, Oren M. The c-fos proto-oncogene is
15  Cohen DR, Ferreira PC, Gentz R, Franza BR Jr, Curran ¢ vation by th 3
T. The product of a fos-related gene, fra-1, binds coo- a target Ajrltéazsg,c?vla;géﬁlgyzth I;Egootumor sup-
peratively to the AP-1 site with Jun: transcription factor pressor. Mot el Bio o i .
AP . . . 33  Hess ], Angel P, Schorpp-Kistner M. AP-1 subunits:
-1 is comprised of multiple protein complexes. Genes o .
Dew 1989: 3: 173-184 quarrel and harmony among siblings. | Cell Sci
16  Chatton ;3 'Bocco JL, Gaire M, Hauss C, Reimund 2004; 117: 5965-5973
’ L . 34  Eferl R, Sibilia M, Hilberg F, Fuchsbichler A, Kuff-
B, Goetz ], Kedinger C. Transcriptional activation
X . i erath I, Guertl B, Zenz R, Wagner EF, Zatloukal K.
by the adenovirus larger Ela product is mediated . o
o Functions of c-Jun in liver and heart development. |
by members of the cellular transcription factor ATF . e
family which direct] iate with Ela. Mol Cell Biol 1999; 145: 1049-1061
amy wien can diwecy associate With 214 V07 35 Behrens A, Sibilia M, David JP, Mohle-Steinlein U,
Cell Biol 1993; 13: 561-670 T .
. e ronche F, Schutz G, Wagner EF. Impaired postna-
17 Hai T, Curran T. Cross-family dimerization of trans- . . . .
otion £ F 4 ATF/CREB al DNA tal hepatocyte proliferation and liver regeneration
Cljlpt?on aCtOiI; . os/Jun an / ) alters o in mice lacking c-jun in the liver. EMBO ] 2002; 21:
binding specificity. Proc Natl Acad Sci USA 1991; 88: 1782-1790
3720-3724 . 36 LiG, Gustafson-Brown C, Hanks SK, Nason K,
18 Schorpp-Klstner M’ Wang ZQ, A.ngel P, WaS“er Arbeit JM, Pogliano K, Wisdom RM, Johnson RS.
EF. JunB is essential for mammalian placentation. c-Jun is essential for organization of the epidermal
EMBO ] 1999; 18: 934-948 . leading edge. Dev Cell 2003; 4: 865-877
19 Schreiber M, Wang ZQ, Jochum W" F?tka L EH.IOtt 37  Zenz R, Scheuch H, Martin P, Frank C, Eferl R, Ken-
C, Wagner EF. Placental vascularisation requires ner L, Sibilia M, Wagner EF. c-Jun regulates eyelid
the AP-1 component fral. Development 2000; 127: closure and skin tumor development through EGFR
4937-4948 . ‘ signaling. Dev Cell 2003; 4: 879-889
20  Kovary K, Brax.zo R. Existence of dlff.eljent Fos/Jun 38  Andrecht S, Kolbus A, Hartenstein B, Angel P,
f:omplexes dl.lrmg the GF)—to-Gl tra}nsmon and .dur- Schorpp-Kistner M. Cell cycle promoting activity of
ing exponential growth in mouse fibroblasts: differ- JunB through cyclin A activation. ] Biol Chem 2002;
ential role of Fos proteins. Mol Cell Biol 1992; 12: 277- 35961-35968
5015-5023 39  Matsuo K, Owens JM, Tonko M, Elliott C, Cham-
21 Lallemand D, Spyrou G, Yaniv M, Pfarr CM. Varia- bers TJ, Wagner EF. Fosl1 is a transcriptional target
tions in Jun and Fos protein expression and AP-1 of c-Fos during osteoclast differentiation. Nat Genet
activity in cycling, resting and stimulated fibroblasts. 2000; 24: 184-187
Oncogene 1997; 14: 819-830 40  Wagner EF. Functions of AP1 (Fos/Jun) in bone
22 McCabe LR, Kockx M, Lian J, Stein J, Stein G. Selec- development. Ann Rheum Dis 2002; 61: ii40-42
tive expression of fos- and jun-related genes during 41  Szremska AP, Kenner L, Weisz E, Ott RG, Passegue
osteoblast proliferation and differentiation. Exp Cell E, Artwohl M, Freissmuth M, Stoxreiter R, Theussl
Res 1995; 218: 255-262 HC, Parzer SB, Moriggl R, Wagner EF, Sex] V. JunB
23 Sonnenberg JL, Macgregor-Leon PF, Curran T, inhibits proliferation and transformation in B-lymp-
Morgan JI. Dynamic alterations occur in the levels hoid cells. Blood 2003; 102: 4159-4165
and composition of transcription factor AP-1 com- 42 Weitzman ]B, Fiette L, Matsuo K, Yaniv M. JunD
plexes after seizure. Neuron 1989; 3: 359-365 protects cells from p53-dependent senescence and
24  Macian F, Lopez-Rodriguez C, Rao A. Partners in apoptosis. Mol Cell 2000; 6: 1109-1119
transcription: NFAT and AP-1. Oncogene 2001; 20: 43 Passegue E, Jochum W, Behrens A, Ricci R, Wagner

www.wjgnet.com



BKE, 5. AP- 1 PBERARHFHRE

44

45

46

47

48

49

50

51

52

53

54

55

56

EF. JunB can substitute for Jun in mouse development
and cell proliferation. Nat Genet 2002; 30: 158-166
Herdegen T, Skene P, Bahr M. The c-Jun transcrip-
tion factor-bipotential mediator of neuronal death,
survival and regeneration. Trends Neurosci 1997; 20:
227-231

Lasham A, Lindridge E, Rudert F, Onrust R, Watson
J. Regulation of the human fas promoter by YB-1,
Puralpha and AP-1 transcription factors. Gene 2000;
252:1-13

Baumann S, Hess ], Eichhorst ST, Krueger A, Angel
P, Krammer PH, Kirchhoff S. An unexpected role
for FosB in activation-induced cell death of T cells.
Oncogene 2003; 22: 1333-1339

Lei K, Nimnual A, Zong WX, Kennedy NJ, Flavell
RA, Thompson CB, Bar-Sagi D, Davis R]. The Bax
subfamily of Bcl2-related proteins is essential for
apoptotic signal transduction by c-Jun NH(2)-term-
inal kinase. Mol Cell Biol 2002; 22: 4929-4942
Bouillet P, Strasser A. BH3-only proteins - evolution-
arily conserved proapoptotic Bcl-2 family members
essential for initiating programmed cell death. | Cell
Sci 2002; 115: 1567-1574

Raivich G, Bohatschek M, Da Costa C, Iwata O, Galiano
M, Hristova M, Nateri AS, Makwana M, Riera-Sans L,
Wolfer DP, Lipp HP, Aguzzi A, Wagner EF, Behrens
A. The AP-1 transcription factor c-Jun is required for
efficient axonal regeneration. Neuron 2004; 43: 57-67
Kalra N, Kumar V. c-Fos is a mediator of the c-myc-
induced apoptotic signaling in serum-deprived
hepatoma cells via the p38 mitogen-activated protein
kinase pathway. ] Biol Chem 2004; 279: 25313-25319
Zhang J, Zhang D, McQuade ]S, Behbehani M,
Tsien JZ, Xu M. c-fos regulates neuronal excitability
and survival. Nat Genet 2002; 30: 416-420

Behrens A, Haigh ], Mechta-Grigoriou F, Nagy A,
Yaniv M, Wagner EF. Impaired intervertebral disc
formation in the absence of Jun. Development 2003;
130: 103-109

Vogt PK. Jun, the oncoprotein. Oncogene 2001; 20:
2365-2377

Piu F, Aronheim A, Katz S, Karin M. AP-1 repressor
protein JDP-2: inhibition of UV-mediated apoptosis
through p53 down-regulation. Mol Cell Biol 2001;
21: 3012-3024

Hu E, Mueller E, Oliviero S, Papaioannou VE, Johnson
R, Spiegelman BM. Targeted disruption of the c-fos
gene demonstrates c-fos-dependent and -independent
pathways for gene expression stimulated by growth
factors or oncogenes. EMBO | 1994; 13: 3094-3103
Hong IK, Kim YM, Jeoung DI, Kim KC, Lee H.
Tetraspanin CD9 induces MMP-2 expression by
activating p38 MAPK, JNK and c-Jun pathways in

www.wjgnet.com

57

58

59

60

61

62

63

64

65

66

67

human melanoma cells. Exp Mol Med 2005; 37: 230-239
Lamb RF, Hennigan RF, Turnbull K, Katsanakis
KD, MacKenzie ED, Birnie GD, Ozanne BW. AP-1-
mediated invasion requires increased expression of
the hyaluronan receptor CD44. Mol Cell Biol 1997;
17: 963-976

Hennigan RF, Hawker KL, Ozanne BW. Fos-trans-
formation activates genes associated with invasion.
Oncogene 1994; 9: 3591-3600

Reichmann E, Schwarz H, Deiner EM, Leitner I,
Eilers M, Berger ], Busslinger M, Beug H. Activation
of an inducible c-FosER fusion protein causes loss
of epithelial polarity and triggers epithelial-fibrobla-
stoid cell conversion. Cell 1992; 71: 1103-1116

Fialka I, Schwarz H, Reichmann E, Oft M, Busslinger
M, Beug H. The estrogen-dependent c-JunER protein
causes a reversible loss of mammary epithelial cell
polarity involving a destabilization of adherens junc-
tions. | Cell Biol 1996; 132: 1115-1132

Kawabata K, Murakami A, Ohigashi H. Nobiletin, a
citrus flavonoid, down-regulates matrix metallopro-
teinase-7 (matrilysin) expression in HT-29 human
colorectal cancer cells. Biosci Biotechnol Biochem
2005; 69: 307-314

Hong S, Park KK, Magae ], Ando K, Lee TS, Kwon
TK, Kwak JY, Kim CH, Chang YC. Ascochlorin
inhibits matrix metalloproteinase-9 expression by
suppressing activator protein-1-mediated gene
expression through the ERK1/2 signaling pathway:
inhibitory effects of ascochlorin on the invasion
of renal carcinoma cells. | Biol Chem 2005; 280:
25202-25209

McCarty MF. Polyphenol-mediated inhibition
of AP-1 transactivating activity may slow cancer
growth by impeding angiogenesis and tumor invasi-
veness. Med Hypotheses 1998; 50: 511-514
Valachovicova T, Slivova V, Bergman H, Shuherk
J, Sliva D. Soy isoflavones suppress invasiveness of
breast cancer cells by the inhibition of NF-kappaB/
AP-1-dependent and -independent pathways. Int |
Oncol 2004; 25: 1389-1395

Rao ChV, Li X, Manna SK, Lei ZM, Aggarwal BB.
Human chorionic gonadotropin decreases prolifera-
tion and invasion of breast cancer MCF-7 cells by
inhibiting NF-kappaB and AP-1 activation. | Biol
Chem 2004; 279: 25503-25510

Eferl R, Wagner EF. AP-1: a double-edged sword in
tumorigenesis. Nat Rev Cancer 2003; 3: 859-868

Liu Y, Lu C, Shen Q, Munoz-Medellin D, Kim H,
Brown PH. AP-1 blockade in breast cancer cells causes
cell cycle arrest by suppressing G1 cyclin expression
and reducing cyclin-dependent kinase activity.
Oncogene 2004; 23: 8238-8246

w5 KA R T AN Wik kAT

[ BACK L4
MMP: % B % 3%
PR SR E R
B AT AR ok, A 4m
FoL 9N R G B )
JE#E, Kl R
A 29 i3 AR 4o BE IS
KA. A fem
REM, ek F
K Fn b 5 04 245
k.

Cyclin: %%
M AERS
CDK/EAL T # 1%
BHEREARFT
LM, RTHE
#8543 CDK 4h, &
T Am 3% CDK 2t 4%
RS AER.
P53: ZmAtL A K
P SRR BT
5 2m e ) HA 64 3R
¥, DNASA. @
AN ) 1 B
ST RN EMF
fe A X, p53L R
0R T R KOS
WAL F 2 S0 98
K AMREZ—



HHEALEL®

www.wjgnet.com

TN SEIAYRS 2006EE1885; 14(1): 6-11
ISSN 1009-3079 CN 14-1260/R

J #h#F 5 BASIC RESEARCH

ﬁ.—é‘.

B3t PDT B2

AR, BALEE, IR, BEAR A, RIRI, Jahn M. Nesland, & iF

RS ARTSX RIRIESE ST PpIX F=ERI=0H

| L )
PDT2 20 ak
B TR E M G
W& R & I7 09 — FF
BEF RERFT %,
ek s A
K e E BRI G Ao
J AT o A 1E IR
TR A E LS
J7 A, 12 5
— WA AR AR
8. % aPDTHF 2
WHEEIR S, R
A KA ST
FASE, I fa i,
WA M R VA R
R S
B 69 Rk E AL
TR PDT AL
. ®APDT#E
09 A 20 AL R
T3 % PDT & &
I AR S AT
PDT#FR P8 &
& AR BT AR
iR G e e
R B AR &
F}L,Lﬁ\'(‘;f:mﬁ’l 20
R R R A
KT Fo R ARRF,
% R PDT
YA LB N
B # L AR
o R B fa e
%, AALAYE A &
R, BFRAE B
IR ALK &
xR P S B R
PpIX /= 4y %a
B AFPDT 8 i 45

Bk, &SEE, IR, AN KRFEFRT L EFHF
BEGCPT T d B AR T 450052

RIRS, &R0, Jahn M. Nesland, #it
T I 8 BF 7T BT 0310 1R %,
BERRD, AMRFEFZR,TEFETELRT Th b
450052

NIRER, B, 1965-08-13%, UHBERE A, 2003FXBINAZ
BT, BIFRER, T2 MSIPEED SEDAR.

211 TAE EF LR B, HE HNo. 2002-2

BIAEE: Vi, 450052, STEERRBINT, FINKZES DT
ERESZRIZIHRT. yangguanrui@yahoo.com.cn

€8)F: 0371-66912679 {&£E: 0371-66912679

RS EHEE: 2005-09-03 < HHA: 2005-09-30

. REE ZA G E

Effects of differentiation of
human esophageal cancer
cells on 5-aminolevulinic
acid-induced endogenous
protopophyrin IX production
and photodynamic therapy

Zhen-Yu Ji, Li-Qun Zhao, Guan-Rui Yang, Le-Xun Xue,
Zhen-He Suo, Jahn M. Nesland, Qian Peng

Zhen-Yu Ji, Li-Qun Zhao, Guan-Rui Yang, Henan Insti-
tute of Medical Sciences, Medical College of Zhengzhou
University, Zhengzhou 450052, Henan Province, China
Zhen-Yu Ji, Zhen-He Suo, Jahn M. Nesland, Qian Peng,
the Norwegian Radium Hospital, University of Oslo, Oslo
0310, Norway

Le-Xun Xue, Key Laboratory of Molecular Medicine, Med-
ical College of Zhengzhou University, Zhengzhou 450052,
Henan Province, China

Supported by the Key Item in “211 Project”, EMC No. 2002-2
Correspondence to: Dr. Guan-Rui Yang, Institute of Med-
ical Sciences, Medical College of Zhengzhou University,
Zhengzhou 450052, Henan Province,

China. yangguanrui@yahoo.com.cn

Received: 2005-09-03 Accepted: 2005-09-30

Abstract

AIM: To explore the effects of differentiation on
5-aminolevulinic acid (5-ALA)-derived endogen-
ous protopophyrin IX (PpIX) production and
photodynamic therapy (PDT) in human esopha-
geal cancer.

METHODS: Well differentiated KYSE-450 and
poorly differentiated KYSE-70 cell lines were
used in this study. Intracellular PpIX production
after incubation with various concentrations of

ALA was quantified with spectrofluorometry.
Moreover, Cell survival after ALA-PDT with dif-
ferent light doses of red light (> 600 nm) and blue
light (450 nm) was determined by MTS assay.
The apoptosis of the cells after ALA-PDT were
detected by flow cytometry with TdT staining
as well as fluorescent microscopy with Hoechst
33342 staining.

RESULTS: KYSE-450 cells had a higher PpIX
production than KYSE-70 did, and a significant
difference was found when the ALA concentra-
tion was reached above 0.5 mmol/L (315.2 + 88.3
vs 156.9 £ 79.2, P < 0.05). However, the sensitiv-
ity of the well-differentiated cells to ALA-PDT
was lower than that of the poorly-differentiated
ones. Cell viability assay showed a significant
difference between KYSE-450 and KYSE-70 cells
when the red light of 3.6 J/cm’ and blue light
of 0.16 J/cm* were employed (red light: 88.0 +
7.4% vs 252 +4.9%, P < 0.01; blue light: 97.4% +
7.3 vs 40.8 £ 42%, P < 0.01). The apoptotic rate
of KYSE-450 cells (12.5%) was lower than that
of KYSE-70 cells (23.2%), and necrosis was the
main death style for both kinds of cells.

CONCLUSION: The differentiation of esopha-
geal cancer cells can affect the synthesis and ac-
cumulation of ALA-induced endogenous PpIX.
The efficacy of ALA-PDT don’t just depended on
the amount of intracellular PpIX, and the well-
differentiated cells with more PpIX production
are more resistant to ALA-PDT than the poorly-
differentiated cells with less PpIX production.

Key Words: Esophageal cancer; Cell differentiation;
Photodynamic therapy; Aminolevulinic acid; Proto-
pophyrin 1X

Ji ZY, Zhao LQ, Yang GR, Xue LX, Suo ZH, Nesland JM,
Peng Q. Effects of differentiation of human esophageal
cancer cells on 5-aminolevulinic acid-induced endogenous
protopophyrin IX production and photodynamic therapy.
Shijie Huaren Xiaohua Zazhi 2006;14(1):6-11
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A R REBFIPPIX B AR TR, A
STPDT 8 i A AL

Fik Ao d 8% m iKY SE-450F= 14
HACAR S 8% I 2w JUKY SE-T0 A AF 73+ %, #) A
R AN R BIREALAL G 2
R RPPIXEG IR, 4 34 B R 7 289 4ok
Fe 35 ot dm f it AT BB AT AL 22, MTS %M 2 PDT
32w oL 04 S A AP TdT-7 X e ek 2 PDT
P50 B KT, SR T R AT 2

LR 5 5 LKYSE-4504m i b A& 54K Y SE-70
m A P RAPPIXA R R RART, BH
PpIX % stk AL/ 3 T0.5 mmol/L ALAES 2
F 2 %(315.2+88.3 vs 156.9+79.2, P<0.05);
B RS mIPPIX = & & Tk da e,
12 T4 A4 PDTE A ¥ KPDT, LA MY
02 £ TAKHsfbsm i, K 7% 43.6 Jem’(«
£)420.16 Jem?(FE ) A, 7% fm et s A
BB EZ F(88.0+17.41525.2+4.9, 4% 97.4
+7.3 vs 40.8+4.2, ¥ 5&; P<0.01); KYSE-450
P T % (12.5%) 7R 4% T K Y SE-70(23.2%), it
FEVIRFT XA E.

Bt RE B ML Y a T MIREE
HAIPPIX Y 20 i, 1 K- PDT RO S R 24k
BT 0 R 69 B A F, ey A AT AR
de AR AL H v T PDT IR & o se it
3R 4B L ) A —AH) TPDTAEA.

FEEa: REE; WAL, Kesh T 8 E B
PAIER; R AR IX

RS, BXYIEE, Wik, B#ARR), IR0, Jahn M. Nesland, &
iT. BESRARDIRENARIESEEHTPp IXF28FI0 5%
SPDTOVE. ERENHBHAE  2006:14(1):6-11
http://www.wjgnet.com/1009-3079/14/6.asp
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W5 112497 1 (photodynamic therapy, PDT)FH T+
IR K367 £220 a. Photofrin, 5-2 5k Z.BE A
12 (5-ALA) AUl i i VEAT A=) (Metvix ATHexvix)
Jem-THPC(m-Tetra (hydroxyphenyl) chlorin,
i 4 Foscan) CLRE GRS, PD TR AT LA
PEAE BT e 40 A B DG REOR), 28— B I
WSO G, PR A E (O AR
YJse, AEAER Ry s o, IR IR A P AR AN
AR AR, SO SR DR BE, Sk
20 MY T EIRAET. BAR DAL AT G BB T A4
Y IPDT(ALA-PDT) L& H T & 0 S i
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BHAYT, B BAARBHUREEA s 2, 1M
HFZ I EBERMPDT IR, XSS E R T
B, Pk IR D6 B4R o 1 DA, Sk f 455 e 4
JELFT A 400 2 PR R 4 L pAy i 6 (g 1 RE DR
FIETEPESER i TN [ SR A& (1 i3 41 i
PGB L RS BR X (protopophyrin 1X, PplX)
(1) E P R v P — S A T 1 T A7 A 2
T T e 52 M6 2 DGR e 40 i 4 R 7K, 9
A g S HOSPD T HIAN R S B2, BeATT R FH i 4y
PRI A0 1A £ DR 40 e 40 PR 2%, 9T 9 4 i
P A IR DG BB 1R 2% 238 B P DT W 25 7K
S, DU IR RS 5.

1 RASE

L1 AR B W 41 1KY SE-450 FIIK
I3 A e 41 K Y SE-701H1 55 AT CCHR it
5-ALARIPpIXHiPhotoCure ASAMRE) L. ¢
Heo e HLS-5% (Perkin Elmer). PDTY%
FESHCAPCI BiotechZA &) ()80) 47, TATHE A
RocheA Al 77, 25 -FITCH AT 5 VK
“AJAmersham LifeSciencer” . Bradford BCAZL
TN E R A F Pierce A . AR
BD FACSDiVa Option(BD Biosciences’A 7, &
[¥). 9% 4357 4 Nikon Eclips E800, ff#i—60°C
5> R CCDRUR X #. MTS hPromegar™ i,
RPMI 16403 790 M HoAth 120771 1)) H Sigma.

1.2 7k EKR80% ALl A FIKY SE-450F
KY SE-7041 g i 1 i-EDTATN AL, #eFh4 X
10441 g A2 64L1E 374k, 37°C 50 mL/L CO,555%
FEEE TR A, A 40 M 7 W BE . O H S AN ]
WIEALA L MIERPMI 16407 54 h, PBS
Ve 05 I IR Ik Al 42 95 9 (1 mo I/ L 5418
[HE, 10 1)1 mL, 37°CHFE30 minjs skl
g, 1400 r/minZ05 min, 92565066 v
& ARG AR (U W 1405 nm, Kb
PK603 nm), FFEIIAGE ORI FE P p I X
e, A9 6 B 1Y K & RO M 1-1.54%, %
IR IEAE TSP IXR 2. DL B AR 208 3E 1T,
FT AR R B3 TAT AL, B2 E S .
i FiBradfordJy ¥2:(BC AR ) & 5 1 Tk
&, ANMIBRASIALASE, HoAh b3 TR b 4n
HOcsk 52 800 r/minfZ.010 min, 41 HEITHE H]
100 puLZ#H (520 mmol/L Tris-HCI pH 7.2,
4 g/L SDS, 5 mmol/L EDTA, 5 mmol/L EGTA,
10 mmol/LEERERE #h) &7, vK E30 minj& s
AbTE25 s, o E U TR, TS

i A2E

AR 4 R A R
BREIGEEH
# R R PDTJ7 %
£ EZFAPDTA
FERAARTFEL
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?gréf%%hen 1.2.1 PDTA R 20 foo /5 7% il & KY SE-450F/ 1000 e KvsEso
N, Brissette K'Y SE-7041 fitd #4¢1.6 X 10*/> 41 Jfa/ L Fh £196 7L 500,
{\,/[ E;;f? IR, CHHERL mmol/L ALAIIEMLTRPMI 5 . a
Hasan T. 16403 F A4 W5, SLEIPDTAHE. 51K 2 eo0/ a
E;fiir;re‘z?i'c B, AR AT WAL (B K600 nm bk F) gﬂiﬂ w0l .
increase in 5, B E0.45, 0.9, 1.8, 3.6, 7.2, 14.4 J/cmz, EQ_
Aavinduced  GEERDEMAAEALA AL RISEE % 0
phyrin IX 7RI EE B 6 57100 mL/L AR L3 (R 15 R,
?ri)urrirrlrﬂi;ion 37°C 50 mU/L COETRHIIT 24 h. R 4L 06.0 0.5 10 15 20 25
mouse )\MTSW{ZO },lL, 37C 1 h, il}lﬂﬁ490 nm&i‘ﬁ‘]%ﬁ ALA JERE (mmol/L)
lgfr]"‘tci;‘jfjje& M. IR BN TATAL, BAOEE2K. 81 REMRSREEMIPPIXERE. $<0.05 1s
1998; 77: UGALAH AR FED R E AL B 0 AL E Ay KYSETO
2 Kreg RO, 100%, AR5 7L LA 0 HETHSE40 M A7 37 120 e
Fickweiler (%). WIEPDTAREL ik [F E, AEADERIEH0.08, = 100
G obets o 0.16,0.32,0.48 Jem®, Sk K450 nm. : b
R. Cell- 1.2.2 e Ao TdTEED & 40 Ml T, 5
e I AECILAL L mmollL ALA - € 00
pmi{;iglo{ém KeH4 h, 1.8 Yem EHRIEPDT, Kk, 4l E 40|
in human B[] 5, —20°CAEA7Ar . MIFTPBSYESS, Bl 4 B
bladder  JUTUEIIATATRE(580 U TdT, 15 mmoll. = -
Soncer M99 CoCl,, 0.5 nmol/L Biotin-16-dUTP, 0.1 mmol/L O

Photobiol 2000;

72:226-233

DTT)50 L, 37°CH% 730 min. PBSYEH i, VK I
IINEE 55 22 -FITCUOGAT 5 R M (7750 g/LMit
e @Ky, 1 g/L Triton X-100), ¥K L% %30 min.
FTriton X-100 PBSYE1IK, 40iiE /1 mL
1.5 mg/L Hoechst 33258/f/PBS&EF, v\l
A P T A . 5 B 3AFAT AL, IRA S
HLEM. Rl FHHoechst 3334244 (a3, T /EMk s
4 mg/L, Y010 min, Yo3R40H, PBSYER:L
G 96 B LS A I T TE .

2 B8R

2.1 B B am B W PP I XGRE 41143 591 110.05,
0.1,0.5, 1, 1.5, 2 mmol/L ALAKLHE, ¢ 5000
FEVHIASIRIP p IX 2GR S5H, &P A IPpIX
P RO, ARG R DA i S R i, £
HP P I XL A (). WP 4 i 24 B A L AV
JE 380, 4 N PpIX 7 HE K. MALAKK A
F1 mmol/LIs, 40 A Pp I Xk f5 Bz, 2%
P& HE G B, WS 2538 1 mmol/L
MALA. =74 B8 B 41 K Y SE-450 5% 4>
HEKY SE-704H Lt B A B 5 IFP p I X5 sl A 52
e 1(I1), W& 0.5 mmol/L ALAWKEE 5 IT4h
R 3 22 :(315.2+88.3 vs 156.9+79.2,
P<0.05).

2.2 Ppl X3 R B 4k A 4a il 64 6 & PEAE
KYSE-4505KYSE-7041 ffg i1 mmol/L ALA4L

SR (I/em?)

2 4I3PDT (>600 nm) WREBEMBNRAIERS.
"P<0.01 vs KYSE-70

120 1 —e— KYSE-450
—o— KYSE-70
100 b
80 -
60
40 1

20 -

YHIEAFRE% (% of control)

0 ‘ ‘ ‘ ‘ ‘ ‘

0 0.1 02 03 04 05 0.6
FFE (I/em?)

3 IEXPDT (450 nm) NEESEMRARAIER.

"P<0.01 vs KYSE-70

B, G T AR RIS L GIES, 24 hja R
A AEE A L. BAR S EKY SE-45040 1%
HR IR IPPIX, (HXTPDT & MIREE, #H 2
HARIKEPPIXHIKY SE-700 % PD T M Agk. 24
JeFIE K 3.6 Jem’if, KY SE-45041 i f7 3 %
4188.0%, KYSE-701X 425.2%, W# 2 7 2 3%
(88.0+7.4 vs 25.2+4.9, P<0.01, [K[2). Jyitt—&
RS S0 25 L, FRATT I FH A 7] 7] = 1 8 6 JRE
5, WATE] T AL 45 R (97.4£7.3 v5 40.8+£4.2,
P<0.01, ¥3).
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2.3 ZafeL ) T A 45 R KYSE-450 1KY SE-70
Sy AL 6 7.2 Jlem?R13.6 J/em?,
P A AL TR A h75% 247, PDTJR24 h
KY SE-4504 it i T- % 4 12.5%, KYSE-702
23.2%. HARMEA AN IR T2 2 T A i,
(EHPE EZEDLA IR . PDTALE JS24 hit)
411 i FHoechst 3334244 (1, 5¢ )6 1 i M 5%, 45
AR E T 40 M A% e (03—, R A0 i A%
WHEEAR S, RGBSR, BAET N id g
S MR TR IR S TR 25 A (14).

3 e

5-ALAAR G ANHACHOEIER, bt kYL
BB P I X AT, 40 R HHALAS B 20 2=
(heme) ¥ ftrlr, F= AL )= 4PplX. s b
BR— & AE ML T, — o AR SRR N AT 4
JE P AL AT B2 b H 2 1 R 3% A T Al il A
ALAG Bl A & . ALATENL s 285
JIF €2, 38 J5 — PRUBBRR— ZE Nk — J5t bk R T 42,
HEN BRI TR PP I X, i 78 V4% Ji Rk 25
JlHi(ferrochelatase) Ak~ ploh I 2r 204, 78
LT 35 A el 2 P A7 8 5 A PR D RS, 25—
AEALAFA DR, S2hemel 53l 247 4b
PETEALALEAE RSO0 N WIARRR 73X Fh e At i,
TRATARI AR S =, SG5R TPpIXI& . 54h—
A PRI RS P p I XA: scheme b £y, Hi PR
Vit IV 2K T S OB g U A TR T P X A
UG PR P AR 22 S, 4 R P p | XTE 2 bar 14
IR REA ARG R BOR, ma b R i £
B A Y AMNEYEALAG A S OL T, 3
R E R A AP I X, HAN A PpIX
WFEMH T IR B ALARIIKREE. (HPTEPpIXIT
PSR B2 A W] 222 5, Wi 2r LK SE-45041 i
AP A T IR PP I X (&1 1). Ortel er a/™™*SiF sk
VIR /IS A T4l g (primary mouse keratinocyte)
(1734 BE R iR 40 L N P L X & B, 5 AT K2
W25 AL Krieg et a/* 't K30 AL JBE e
PR A MIRT4 PpIX BB AR iy TG 244 118241
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BTIEEYHoechst 333422 4ER . A: KYSE—4504 IH2H; B: KYSE-70%JH4H; C: KYSE—450 PDTZH; D: KYSE-70
PDTZH.

J, 3000 5 40 i N AR D bR R PR T,
PLRTAZN M 138240 e, ¥ W] =1 4> thRT 441
JiL 2R A4 A E P p I XA e I 2T 35 (3 3 PR AT, 4
RN RS R T 2T AR R R, JF R
Wi FIPp LXK E. B TPpIXTELR KRN &
J5, 4 M AP p X HT A4 S bk S I 25 6z
By L RAR N PP I XA AT, FEIZ T fg
2R AR HMIE 2 FIPBR(peripheral benzodiazepine
receptor)&H > A4 L H PBRER 114635 7K
SRR T AR E T Pp I XI A R0 sk b
PRI 48 A IR IR BE 17 Morgan et al* 3538
SR R TR At i B KPP BRER 3R IA,
A2 TR A0 PR RN 28095 40 P B RIS ARAIE,
XA T HE S A R A AT R R A R P pI X
(SRR 2 —. AHIE ST b £ 9 40 K'Y SE-450
HIKY SE-707EPpIXH S fie ¥ 7 1), &P Heme
AR IR T W 1 (1 2 e 5 1, I8 EPBRIKSEAS
[ 5 L, A2 5 a0k — 20 ] A D i .

B SR v 204 40 B 5 vk B2 (P p I X, B
PDTH MUK, Bl AEPD T A 1) A M0
5 6HOR > 7 HOH A ¢, BRITTP DT 1) 41 i 25 1
5 T I 5 Y BRI FEAH 56 1 22 SE R JRIE SE
I, SCHR R E 7 25 W 11 40 P p | X 7= 6k
g (CaCo2)> 1 434k 4l g (H T29) > 4>
TR0 L (SWAB0), PD T2k HLAH N b 2 i 2 AL 4 i
>th A4 > 40 AL 40 P, Ortel er a/* 1%
SR SR I LN CaP 4l i 1 204k B B 2 4%
A PRI XK BE, JFAHR IS5 T PD T A 4%
YER. AHAWFFTHKY SE-450 S SRPp I X7~
KYSE-70, {HXfPD TN % B 2 2 T-KY SE-70
ML, LR GPDTIE & W CPDTIA —24h
F(E2, 3). HIEFHALAM LR AJETEPPIX
F A LR BATTHET T A
PpIXXIPD TR (5 M. AMJEPEP p I XAE 41 g P
BRI AT, SEA AN TN PR P p LX) 43 AT
B FERIFE I SEE 54T, KYSE-4501/548 L
KYSE-70 54 W] W HEPD T BE J1. T3 MR
TS50 % R I e 3 Ak 45 i 41 fiEHC C P 2998

W@ 7R

SRR LR HT AR, BF
RANBGREE, #F
RRET AR
HLHEE, A —
AN R AR 0
B EEJE MR, A5 A
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Abstract

AIM: To study the lipopolysaccharide (LPS)-induced
liver injury in D-galactosamine (D-GalN) sensiti-
zed rats at a sub-lethal dose.

METHODS: Forty eight rats were randomly
divided into three groups (16 for each). The rats
in each group were further divided into model
(n = 8) and control group (n = 8). The rats in the
model group received intraperitoneal injections
of LPS (50 pg/kg) and D-GalN (300 mg/kg) in 1
mL stroke-physiological saline solution (SPSS),
while the rats in the control group were treated
with SPSS only. The tissue and blood samples
were collected at 6, 24, and 48 h, respectively.
The contents of serum alanine aminotransferase
(ALT), aspartate transaminase (AST) and total
bilirubin (TBIL) were detected. The morphologi-
cal changes were observed by hematoxylin and

eosin (HE) staining. The apoptosis of liver cells
was detected by TUNEL assay, and the expres-
sion of tumor necrosis factor-a. (TNF-a), inter-
leukin-1B (IL-B), and bax gene were detected by
reverse transcription polymerase chain reaction
(RT-PCR).

RESULTS: Blood biochemical indicators, such
as ALT, AST, and TBIL, were significantly
higher in the model rats than those in the con-
trols at 6 h, which reached the peak at 24 h, and
sustained high levels at 48 h. By naked eyes,
sporadic, punctiform and lamellar hemorrhagic
spots were observed on the surface of swell-
ing and pale liver with tenacious texture in the
model rats. Congestion, piecemeal necrosis and
infiltration of inflammatory cells appeared at 6
h, and cellular vacuolar degeneration, engorge-
ment, focal necrosis and neutrophil infiltration
were observed at 24 h. At 48 h, vacuolar de-
generation appeared in a majority of liver cells,
and structural disorder of liver lobule and spot
necrosis were observed. The apoptotic indexes
of the liver cells at 24 and 48 were 20.6 + 3.3%
and 21.2 £ 5.7%, respectively (P > 0.05), whereas
the apoptotic index was only 4.3 £1.2% at 6 h in
the model rats. The percentage of apoptotic cells
was 15.83% in the model rats, and 0.39% in con-
trols (P < 0.001) at 24 h. In the model rats, the ex-
pression of TNF-a and IL-1B were significantly
up-regulated at all time points and reached the
peak at 6 h. There was no expression of bax in
the controls, but 6, 24, 48 h after LPS induc-
tion, the relative expression rates of bax were
0.193 £ 0.062, 0.191 £ 0.043, and 0.209 + 0.031,
respectively.

CONCLUSION: LPS can induce acute liver injury
in D-GalN-sensitized rats at a sub-lethal dose.
Apoptosis is the important morphological fea-
ture in this process, which may be associated
with LPS-induced bax expression.

Key Words: Lipopolysaccharide; Acute liver injury;
Animal model; Apoptoss
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B
BHEY: KT 0 2 B (LPS)xD- ¥ 5L K
(D-GalN) A K KA T 537 = T 69 445
YEA.

Fik: 48 A KK MAAS A = K4, BP6 hy 24 h
Fo48 hIRAHM 4, AR K16 R34, HAKEFE
oA AN, Bp AL B A Ae 3t BE2H, B8R K
R PR A2 K R ALPS(50 pg/kg)+D-
GalN(300 mg/kg), 1 mLAH A2 #HKE
)G BB W ST, SR K BAUE I M2 4T 1
mL A 22 2K, JEAR R B R, R &S A
BH(ALT). 5% 428 (AST)A 24 % (BIL);
FFLR 22w #E 2, HEZ &5 Aot &, 4R
A W TUNEL AR R % R Wik 2
FFLBLR S Pk om i B F TNF-an 1L-1pF= 28 i
T -5 A& W bax i) £ ik 18 i RT-PCR#Y 77 kA6

HR: TEAEMAKAALT. ASTA#TBILE
6 hMBp 2 %735, 24 hik B)3414, 48 hintk
BT oK, FIEXERT SR 7 FER I
Bk, AEXEFLBELEFMRTSE. L@
A SR B K s MR, HE R
E T ILh AL P26 h, ATLALRBp 2ILA do, A2 R
KIS KT P 2 i3 08, 24 hiF aa i T %4
T, BPRK, FFILK R SR AP M aa e
7ZE. 48 hWU % AT = AR Tk, 4L
Db M AL, BORIRIE, KR 83 A AAT
B, V. TUNEL AT 2.7, B840 & LA T o4 I
e, 6 haL P20 Y = B =i, A I8 4
(AD)A4.3+1.2%, 24 h=48 hiL I LA AT 2122 A
W LA % 698 = 4a e, AL A 420.613.3%.
21.2+5.7%, 12 % % P>0.05; 24 h4k 22200
T E 2 E A 15.83%, TR T b
0.39%, P4 A1 2% %57 (P<0.001); &2
YL &0 8] ETNF-o. TL-1p89 £ A ¥ B st a2
BEFG, L% MEIT6 h. sTRAELNL
bax kA, mLPSH B JAJE6, 24, 48 hegAaAF
Fik % 40.1934+0.062. 0.1914+0.043. 0.209
+0.031.

22 EH LA ZLPST#mD-GalNE A X
R ST B, iAo 2% 2B
TRRBEBEFHE, MATHEETRSE
LPS# Fbax i & ik A %k, AR R E I
N Z0PE ST 45 09 SR 3 S R A

xR MEX,; SRS, SRR, BT
U8, SXOWR, KM, B NERMRMFHRID SIS
BUERTI. HFRENBILZE 2006;14(1):12-18
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W8 2 (endotoxin) e =% [ [ 4 41 11 41 i e ob
Ry, e B A ) T N AR R R AR
FHI 4772 g 2 B (lipopolysaccharide, LPS). f&
S BRI FREVE S g . B4 A e
SEHRE R, WEEER MU SRR L. A
S SR R R S S, BT b b
LIy R 1R P2 AL AN/ s I 5 A% 15k 40 i 28 G5 e )
FHAS 75 40 B R B 4, A4 5 A Tl P 5 32 0l
SiE. BRI E 19954 it DA R T T Ih Ak v
(1) A B 2 AL, DAk YRR 3 LRERT A2 s vk
B A MUAE & D Re vt K AR I ) Bk, H i L
SR T R ELPSEURHM1 IFES, HIEIR b
i Z FER A 0BT B — AN BB B ]
REAE T LPSIHH0 sh WA A ST AT IR HE, PRI A
ViR s R 2 X LPSAFAEHPY. BEAE R F K
FHLP SRS )77, PRIa] 3 st 4 JE AE
1) 22 N2 L) £ 365 vy, A7 P-4 477 9 B2 R E R P ¢
N FAFAE— 5 WAE, 11/ SMEL P SIH A H
SAEAE M LA 3R AR K S KA. AT B I K,
D-¥-FL B 1% (D-galactosamine, D-GalN)J W FH g
ORI IS5 RO LP SR, AELPSIZIY)
BRI N2 50015 BA . AT A ST
fifi b, SRH /N LPS/D-GalNA B By 3 7. 51
g Eit

1 MRFSE

1.1 A4+

1.1.1 334 {@EE & Wistar K i, /4 #200+
10 g, HIFg B OR2E B 2= B sl Rl o Al

1.1.2 S8 Wl SCHR[21,25], SEERHTT wk4i
W, 7358 m3E, 4T B R ROK. il g
F£25°C, HABERG12 hIFXT L.

1.1.3 3X#] LPSHID-GalNIlJ [ 3 ESigmal wl;
DeadEnd™ Colorimetric TUNEL Systemll [ 3%
[E Promega /A 7.

1.2 ik

1.2.1 a2k 48 HUR RN o = K4,
Bl6 h. 24 hf48 hHUM 4L, FF4l%16 5, A
KATE AN, BIAL B4R 4L, %
8H. AT b B4 K 2 ALPS(50 pg/kg)+D-
GaIN(300 mg/kg), 1 mLIGH 4= &K St G
JU J ALY S, ke PR R AN B P ¥ T mLAE
HEERK. AEAH RN 5, BP6, 248148 Wk H JRRI%E
Wb HESNH), NITHERIK T s 5 kR L AT ALT

AST. BILAS; DI IEE WA 1PB S,

AT A 0
A T A Ak
AT 145 BT 3% 58 &
g WA Fo AE ) AU
B B HE T H
FIRT.
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TNF-a IEW:5'-CTGGGCAGCGTTTATTCT-3'
N 5'-TTGCTTCTTCCCTGTTCC-3' 249
TEWY: 5'-CCTTCTTTTCCTTCATCTTTG-3'
& W: 5'-ACCGCTTTTCCATCTTCTTCT-3' 372
bax [EW: 5'-GACACCTGAGCTGACCTTGG-3'

R NY: 5'-GAGGAAGTCCAGTGTCCAGC-3' 310
B-actin  [EW: 5'-ACACTGTGCCCATCTACGAGG-3'

& WY:5'-AGGGGCCGGACTCGTCATACT-3' 621

IL-1p

BY /N E(2950-100 mg) B % LA RT-PCREY
W5 8 52 23125 6B FITUNEL S M7 o125 1 40 1o &
W% U 4 A
1.2.2 TUNELa#7 ZIICHR[26], ATZ12U140 g/L
ZRWEEE G, AT asal, U, s
RS . 7KAk, T TUNB LA IR A & 9% Ui
TP BRAAT. B W MDABE A, HFARFETY,
SRR o i R = W (3 S D a2t R
ToRRRE: A Az B gLt o B, R e i
Hey a5 S Ik
1.2.3 RT-PCR S SCHR[27], HF2H24(50-100 mg)
MRNAFIUHTRIZoIAF(Invitrogen, USA)%
BEVEUOI AT, 2 mg B RNASE R H T 28—
HEcDNAIA K, RHAIM-MLV RT kit(Promaga,
USA)RFI & REAT. PCREIE A HPrimer
Premier5.0%f(PremierBiosoft, CA) il 5¢
B SIF A B A B LT RN A AT R
TNF-a. IL-1pFIp-actin: 95°C A5 min; 95°C
AF 145 s, SSTCIRK45 s, 72°CLEfH1 min, 3538
AMEIR; e MIEH72°C 6 min. baxF1B-actin:
95°C 5 min; 95°C 45 s,57°C 45s,72°C 1 min, 3&
38N 5 72°C 6 min.
124 FXgmie A il 4 HLEIR, F4FITC-Annexin
V Apoptosis Detection Kitf§fE, X4l db4T
Annexin V/PDXUH, i ot X0AR 5 i X 40 AR )
ML T

St F AR S5 B s Limean + SDFE IR, 4
F) LB I 5 293 #r

2 BR

2.1 Ao A4 4R FTE B B I ALT,
ASTHITBILYE6 hpy B 28 2 10, 24 hik
FIEAH, 48 Wi 4ERF T mi7K-F. {A75:48 h, ALTI)
K24 h A 53 M FRK(P<0.01)(K2).

1 KEBFFEXGERS. A: WIHA; B: 24 hibFA; C:
48 hAbFHZH.

22 FFRAHE ST WML, % 4T
A IE W, B, R, R
24 hH148 hALERALZ R B S K . k2 IE
LU DG EE TS WA . R T O ORI ROk &
FORH I AT P iR, 48 hARERALF R H I
B/, i B A (D).

2.3 AEAEE LR W RAFAZ, HES (4 EoR
JEE /N 5 K S, O Al AR PSR B IS 6 h
MR AR, Wb e if, W R IRIRAE, K
RYENMIR I ; 24 hACBRALD) ), HTALZEE 4 v
AF, JFat b i, S50 4 B e AR v, JF WK
JEARINGE, Lm0 2 S PR R4l R, 48 h
AEFRALDI Y, AU g R EL, o Tl
PR IR AR, FE A b B, A RRIE R, A
RURIRAE, [R5 25 58 5 40 M 211 (1€12).

2.4 A = TUNEL S AT X641 i AR ) i
] g2k V) b, BRI D) o A SASRLEE, B
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= 2 SEARIALT, ASTAITBILIGNILESR | B A
1 &% %A F
LPS/D-GalN#j 5
4B h ALT (nkat/L) AST (nkat/L) TBIL (umol/L) AR AT R A
WERH 11022+53.4 5292.2+6263 9.4+12 'g”;ﬁ’i fﬁi
" H R IE D
R3EA 6 6656.6+ 1386.1" 10689.6+1873.7° 16.8+6.7° WE4745 20 My 8
24 53 072.6 + 10 604.5™ 67 250.9 + 15 748.1" 59.6 + 8.7 2 WA TR
48 25 150.2 + 9 452.2° 66 1565.4 + 13 694.0™ 58.8+10.1% A HR IR
) I Mk 9% 22 5 B
.
°P<0.01 vs XWIRLE; P<0.01 vs 6 héH; P<0.01 vs 24 hé. 3 BF 4 A 6
M) T 38 5 Bel-2
RuEaH £

2 REFFHBANBHELR (x 200). A: %R B: 6 WOHIZ; C: 24 WGHEAL D: 48 hihFHA.

3 KEAFALMBIRAETBITUNELDHTLEER (x 200). A: XTHAZH; B: 6 hihFRZH; C: 24 hibELE; D: 48 hithFRZA.
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iR EE
1 AEEFHER
JF 4% 45 BT 3% 38 AL
EINERCR G > D) 483 XHRLE 6 h 24 h 48 h
B TNF-o 0.368 +0.037 0.664 + 0.083" 0.605 + 0.056" 0.474+0.017°
2 A TNF-oub AT . . .
2 98 4F AL A IL-1B 0.043 +0.004 0.701 +0.061 0.407 +0.038 0.389 +0.045
BT BT, bax 0 0.193 +0.062° 0.191 +0.043" 0.209 + 0.031°
°P<0.01 vs YBBLA.
A Data 097 Data 097 Quad % Gated
o <+ - _ __
§ S H{z 8.% 500 bp 621 bp B-actin
28 &g L 99.03  250bp 372bp 1L-1p
.:ig:‘ g %NO LR 0.26
08 g "
° 5 oy 621 bp p-actin
©0 50 100 15020025  10° 10' 10 10 10 249 bp TNF-a
FSC-Height Mouse IgG1 FITC M 9 10 11 12 13 14 15 16
B Data 098 Data 098 Quad % Gated M W4 6h 24h 48 h
E y 5 q.'-' Ul 3.17
) - UR 13.86
2 S S LL 81.00 500 bp — W 621 bp B-actin
';i%; 8 o - IR 197 250 bp B 310 bp bax
28 o O ik 203 4 56 7 8
n - £
2 O” f M W4 6h 24h 48 h
o i b 2
0 50 100 150 200 250 10° 100 10° 10 1d 5 ZAKRERTINF-o. IL-18F0bax mRNAZRAIRASHEERIX
FSC-Height ANY FITC

4 24 WMMBAKREAEABATHARNMEREE. A: XK
2H; B: 24 hhFH4H.

ANVLEF TR ECL00 Al k%, TS T A
Sy Lei %, BRI PE TiE £ (apoptotic index,
ADYL BB N, R T AN i 2 Ik 4h e
44t (cell shrinkage). 0 )iiik4E(chromatin
condensation), 4 Jfifz BEAFE O (O, FT-/ME
RS . S IRAFAZD 7, ATl
Jil; 6 hAbFEA, JHAIZA N Wb R T4, ALY
4.3+1.2%; 24 hF148 hibBR 4 420N W) W8
Z T4, AT 820.6 £3.3%. 21.2+
5.7%, P LLBICGE v 27 22 57 (P>0.05) (£13).

2.5 AR miekE R (K4) 24 hibBEA: )
T e E A3 (R AN O R T A ) Ay
15.83%- IIEAHM E 43 £ 3.17%, 4435 41
I3 E R 81%; X HEAL: P T4l 170.39%. TRFEAN
M5 0.58%. IEH AEIE A 1 99.03%. P41 IA] A7
1 235 25 5(P<0.001).

2.6 TNF-o., IL-1pAmbax ey & B £ ik AbFEL] %)
(B ATNF-ou. IL-1B IR IA IR BEL 8 35 T i,
HormgE I T6 hy X IRALUR Woax 3k, 1
LPSI1 R FH % S T bax 1315 (33, K5).

3 118
PR TR R i AR B R

RRRIE.

W2, Forh e A KRN A IR . s
FG 9144 40 s 26 1 40 i R i A kv 1T DA RV T 5K
FETULPS, P iE N AR A K& ILPS. fE1E
WROLT, NE R EE T TE K LPS, #7HF
i RS VAT A A SB[ RLl N 7 <o U (g
L P S & 3 58 I FH /sl Al 5 40 R Ih e AR, 51k
JFJFE R 5 07 1 B . L P SSF I ) 25 e S g 3
A (D2 ALK A ML (HS Cs) 539k 2 Fh 58 1
A7, WITNF-o. IL-1BHIIL-6251, ixuk g5
PEPR 75 ) & TN F-ou 14 I RT3 Bl 3 T 4
JROBE T B 98 11 0 M P 923 . 35 1D 4% 40 it ] 3k
I O A R B, TR RCE DR ER, (2)LPS
AT 42 B 58 DR 4 A R LA P R
JR IR e B, 3 A L 405 B Ak A 1
5 RS P H It R T 40 L PR S A EE,

TG A R B XL P SR S v, R
AR HID-GaINBUFCK Bl LU T 7 E s,
D-GalN[¥ AN ], FEA SIS aET, A
SRS AN A T BE, X I3 P A% 1k A e IR 1
AP A = 0. D-GalNf 24 e T4
iy JHE A0 9 U T P A & 1T DR KBS i L P S TR 53 2
Mignon et a/'WF5¢ &I, A LPS/D-GalNAL
L, LT SR B R M R (R I, 7510 h
N 100%3W B0 T, FT 2 2R 1P 99 HE 224G 2 WAET™
) T 4 B R 5k 95 %, 1y HL Ay T 38 O U L U R0

www.wjgnet.com



NS, F. ASRMRMFHRIH S YR AEVEETT

17

i) () 20 23 2 K 1 W)oK AT AT B £ 2 B, X 4R
LPS/D-GalNi% -3 1) 40 fu 45 47 H A 248 B R 57
Pk, HAbAE# FHLPS/D-GalN4b #5256 B 5, 5]
& T SRR R, 6 hpA RIAT LK i
LY T B AL B 5 T R LR SRR B, (R BN
MK ZAE6-12 h ERZET=P 3R AR & i sh 4
T B ANH T FEH 0 AL R 1R R 25 v o7 s 44
BN IR FE. H R — A BEAR) Bl A 1
A LA A 5N R IR B, 95748
BH—EMRELRE, BECE R, TR, HE
PEGF, ERITEE S AT, R, FRATRH WL 7]
HLPS/D-GalNA: 3 5.

ARSI, LPSTE6 hN B IE il T D-GalNEL
UK RO AR 2Bt . D Re 2o, 24 hilk
NP HERE (1) e ], 4 i A= AL PR ARALT. AST
ATBILIAWEAE, FFNVEH . R T 40 i 3R
Bo. WTIREWZ, 48 h, ALTIFURI BT
RE-L5 A0 BT 418 24T %), I s, &
HA BT, (T P 25 vE AR v ) S8 22 (i) g
T FF P e A R AR R T L 4 L e AR
JHF- 4 i N 7K 23 3 22 I 25 L), Si 4k, FRATTIE TR 52,
07 B2 RAEAE A7 TNF-o R L- 1B
FARAER 07 I R I 2 Y o A U (6 h
W), M H BN T NEE R, SCiikk
], LPST IS TollFE 52 /44(Toll-like receptor-4,
TLRA)P. AE N — AN Rk s 2 40 (1 4% 1 3%
(sensor), TLRAMEIH R T Mz BV R4,
5 59 2 JHE AR 5 40 6 TN F -0 25 28 44 41 i R - £
KEPIEY, TNF-a /e LPS % 5:D-GalNEUAS AT
P05 (0 Bk oy 1110 ZEL P STE 2k 4
A 58 VRN i DR 71 7 A ot oo T,

L 201 0 302 0 119 A 2 P A ) 2 ik oK
OB T ANBE A 0 R AR TR 1R 45 P FAn
KI5 I A 2 A R A8 T 3 28 U0 IR
SERA T, oAt (R RIF S0 UE 52 200 T 2 v 18 3 T
AL ZET R IIR A T T AR BE, AR T
s L A B B O e R R R P i R A R
9o BB R 5 RS 1 45349 (RO E 0 4 i SR
P S I T A T PR U, DR P A
SR VA 2k BAT e S AR
LR RN ) 4 S P S T R T R
JFFAAG 26 0 1 40 P 20 1 i EE AR AL B
TEIN A, B 40 PR T 02 56 9 43 - L) e
RGP T AT A T SR R (R
5 P9 7 2O VEH I 58— A4l B 2™, i 3R 6 )
AERBLFA R E T2 5", B Tt
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0T Bt 2 H P JH 4 R A6 1D T ke A 2 G T
SRR RN BT LA 4 R T ML R ST R 4R
RZV MR R N B B S SR 1 A
SRR, Bel-2 5 £ 112 4N M 8 1 1) T 220
P AP R S B 403 R (0 4 FH PR RIE 5 8¢
b FRATTUESE T LPS ] s 35 b g5 5 40 o 1
Hh IR S L R bax (1 6 . bax (1) 2635 W] J3 Sh4H
JHOR T 1 R AT 2, 56 Py Jo X R 3 0 ¢
A N, L P SI ] F Oy i Shax )
Tk, bax XAt % KFEEE BRIt 4t B i
T AR R, IR T BAERE— S T AT, BFICIN G
SEAT AR T B A T ] SE R S R

M2, WESEFIELPS/D-GalN N H B it
SRR RLAE A LT N R R S R 1
EWibsE: (HNFRGER; Q)M m RN,
(3) R M4 MR 7 32 BURTNF-a /5 943
(4) PN 25 26 I P I 78 A0 AR s e 1) JEF A S
(S)WRFERITE T2 EZ M BB A, BRI, 1A
HBATRAE T — A5 NE A= SR
P ERE 5 IR ASAH O e R T o] SR 1 5
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Abstract

AIM: To investigate whether human L02 hepa-
tocytes can survive after implantation to the
normal, immunocompetent rats.

METHODS: Human L02 hepatocytes were in-
jected into the peritoneal cavities of fetal Sprague
Dawley rats to induce immune tolerance to hu-
man L02 hepatocytes. After Dil staining, the
hepatocytes were implanted to the 2-week rats
via the spleen. Immuno-fluorescent staining, SP
immunohistochemistry, and Dil staining were
used to detect human albumin and specific pro-
liferating cell nuclear antigen (PCNA) in the rat
liver. The distribution of human L02 hepatocytes
was observed under fluorescent microscope.

RESULTS: Dynamic distribution of human L02
hepatocytes in the rat livers was observed from

www.wjgnet.com

1* to 10™ week after implantation. Human albu-
min was detected at 2, 4, 6, and 8 wk, and the
most content appeared at 4 wk. Specific human
PCNA was detected in the rat livers from the 2™
to 6 week after implantation. There were the
most PCNA positive cells at the 4" week.

CONCLUSION: Human L02 hepatocytes can
survive for 10 wk and proliferate after implanta-
tion to the normal, immunocompetent rats.

Key Words: Chimeric liver; LO2 hepatocytes; Animal
model; Rats
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Abstract

AIM: To investigate the effect of Matrine on
the apoptosis of hepatocytes and expression of
regulating gene during cold preservation and
reperfusion injury in rat orthotopic liver trans-
plantation (OLT).

METHODS: Eighty-four syngeneic SD rats were
randomly divided into control, Matrine, and
pseudo-treatment group. The rats in Matrine
group were treated with low (40 mg/kg) and
high dose (80 mg/kg) of Matrine, respectively.
After the donor liver was preserved in Ringer’s
(LR) solution for 5 h, the orthotopic implantation
was performed. Four and 24 h after reperfusion

www. wjgnet.com

of the portal vein, the serum and tissue samples
were collected for analysis. The cell apoptosis
was detected by TUNEL, and the expression of
Fas-L and Bcl-2 protein were determined by flow
cytometry. The histopathological changes were
observed under light and electron microscope.

RESULTS: In comparison with that in the control
group, the apoptosis index was significantly de-
creased in low and high dose Matrine treatment
group (6.07 £ 1.68, 6.17 * 0.83 vs 14.87 * 2.10, P
< 0.01), while the level of Bcl-2 expression was
markedly elevated (59.32 + 14.09, 58.90 + 16.70
vs 17.00 £ 8.01, P < 0.01). The expression of FasL
was not notably different between the control
and Matrine group. The apoptosis index, Bcl-2
and FasL expression had no distinct difference
between low and high dose treatment group
either. The pathological changes of liver cells
were severe in the control group, but they were
obviously ameliorated in Matrine group.

CONCLUSION: Matrine can protect hepatocyts
against apoptosis by inhibiting the Bcl-2 express-
ion during cold preservation and reperfusion
injury.

Key Words: Liver transplantation; Matrine; Reper-
fusion injury; Apoptosis; Rats
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Abstract

AIM: To investigate the effects of rhubarb polysac-
chrides (RP) on the apoptosis of colonic epithelial
cells and peripheral blood polymorphonuclear
neutrophils (PMN) in mice with ulcerative
colitis, and to explore the mechanisms of RP in
the treatment of ulcerative colitis.

METHODS: A mouse model of ulcerative colitis
was induced with 2, 4, 6-trinitrobenzene sulfonic
acid (TNBS) by enema. The mice were divided
into three groups: nomal control, model, and RP
treatment (400 mg/kg) group. TUNEL method
was used to investigate the apoptosis of cells in
colon, and the expression of Fas and FasL protein
were measured by Western-blot. The level of Cas-
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pase 3 expression was detected by immunohisto-
chemistry. Meanwhile, flow cytometry was used
to examine the apoptosis of PMN.

RESULTS: The apoptosis level of colonic epithe-
lial cells was dramatically higher in the model
mice than that in the normal controls, while the
rate of PMN apoptosis was significantly lower
in the former (40.5 £ 7.8% vs 57.7 £ 8.2%, P <
0.01). However, the apoptosis level of colonic
epithelial cells in RP treated mice was markedly
lower than that in the model group, while the
rate of PMN apoptosis was notably higher in the
former (46.3 + 6.5% vs 40.5 + 7.8%, P < 0.01). In
model group, the expression of Caspase 3, Fas,
and FasL protein were significantly increased in
comparison with those in the normal controls,
but 3 d after treatment with RP, the expression
of Caspase 3, Fas, and FasL protein were re-
markably decreased as compared with those in
the model mice.

CONCLUSION: Rhubarb polysacchrides can
protect the intestinal tract against ischemic in-
flammation by down-regulation of Caspase-3
expression, which leads to the inhibition of
apoptosis induced by Fas/FasL pathway.

Key Words: Rhubarb polysaccharide; Apoptosis;
Ulcerative colitis; Epithelial cell; Polymorphonuclear
neutrophil

Wang ZP, Zhang R, Liu L, Mei QB, Liu LN. Effects
of rhubarb polysacchrides on apoptosis of colonic
epithelial cells and peripheral blood polymorphonuclear
neutrophils in mice with ulcerative colitis. Shijie Huaren
Xiaohua Zazhi 2006;14(1):29-34

ik 2

B WET K% S 5tmEsm £ (UC)
R4 R B R tm e A Sh R P b e R
(PMN) B =89 % w8, 3t —F A Kk 45877
B AL,

Fik: A2, 4, 6- =K KX a8 (TNBS)# i 5

| L )

oo K
(UC) R A& MR, iE
R, LA R E
BTG A
MR TAEMA, B
ATk, UCAE —
GRS R R
9@, FLRIE 2 bn e
(APC). Ttk
AR, &

W 1 2,5 R
TEALE, —2

APCAT#m L " %
o, Eagey
A VA B 4y tm L
B 89 2 4k 3L
J, ¥asl A
ey S,
ER KR, M
Mk am i eY AR
IR, Ak, BAETH
R FTEEERR
BT S, S5 A ) )
{2 B % f &8 R
BB AL R B
. MAEGuad P 3
% F K& AR
FWOH RS R
78 J7T UC AR, A i
P



30

ISSN 1009-3079 CN 14-1260/R

HRENBHAE

2006E1H8H 145 H1H

WA B A 0
PRI EY,
o e A
it 4F 3% fn 28 22 09
BsE, LEm
HEIT BH R
TRy LR fa e, VB
RiE, B 4a e
E & 2m it & 3% A
$# B F (GM-CSF)
B ITUCH — &7
2, T Akwh AT
¥ KRR
2m BLBEN S R S
HF o, T
kR B A
Fels B R R AR
A. B EARE, 7
B A% AL BT A K A
B % A AT
JE R 2 i K R
KR89 BB, AR
Wi bR fm R ts
8. FRET A
H MpiE K gE, LT
VIR HE B i kR
G 5A 5 AL
o # AT R
H R k6 B R
5

HARUCER, Shap o A AR, AR,
X3 % #2(400 mo/kg)ia 77 20, TUNEL &4
G LR MR T, BIRMEBAT T IEILK
Caspase 34 ik 4 2L, Western-blotik 44| Fas.
FasL& & & i&, AR mpsun 2 PMNA = &
T 1L,

R BAMHYEH L mb A TR
& T AR, mPMNA T & 0 2 FK T % B
20(40.5+7.8% vs 57.7+8.2%, P<0.01); K&
AL T LR m AR AR T AR A 28,
PMN A = % (46.31+6.5%) 0| 8 2 & T AL A 20
(P<0.01). HaFmmAgrt, A R4 L
¥ Caspase 3. Fas. FasL% & & ik 20 %3¢
Jm; K3k % #8497 )&, Caspase 3. Fas. FasL%&
B RARTRFRD, AT AR 2,

2P K% % #Eid L K Caspase 3&i&, M
Pkl Fas/FasLig 12 3] A2 4 25 Iy L & 2m fe by o)
T, F A3 APMNZ = &, i ) PMN &) 25 1 )
B, TR R M i By B8 S R R, ALE) ST
WL I K AR

*8E: KEZH; AT, BEESH %, LR 9,
e P 240

TGS, K&, XUF), BENR, XME. KEENWRZMSmSE
NSRSk E BRSNS PR E T EIE. tHFRAEA
EILZYRS 2006;14(1):29-34
http://www.wjgnet.com/1009-3079/14/29.asp

o

sl
Tz Ik 45 1 % (ulcerative colitis, UC) 35 R4S s
S YE. T RERAE, T Y B A
RV R . SO LRI b R R
1 R S B EE GV 177 w1 R
W% P g L R R BRI 2 L
AN, A I b PR 44 i (neutrophils, PMIN)JE T ()
AP M INCLE I A1 R R 98 RE A 11 18 FF ) [1)
REK, FFREBCE A 0L, N AAE I N, HE—2P
G LR, X th U CRIR A X — AN T B
5

HITUCHI MR 20, Jairi, e
T2 U CHIT U . UK 25 B 0760
T e P 45 i 98 97 3T 3592 % LA A a M
TRER B R o BT BRI 2 b, AT
AT IR, K2 P2, 4, 6 AR
R (TNBS) 5 T (1K Bt M 46 1 4 L R 3 ey
R0 ML AT B S e A e . B

il

AT~ A RIHNEIC DA T 40 i 1) izl B S 4, ok
B2 C DA T I M fish 5 (1) 1y T8 b 5o 340 988 N A1
S BRI, K EE 2 4 i L 41 L RIPMIN
JH T2 IX 6 C R I B ZHLHE A R, WG
R, Ry BRI T UCTILE], BeAr %%
TR ZBEXTUC/IN L4 i b R 4 i F0 A J o
PMNR T 50, BARE W

1 #RFT5E
1.1 A4+ SPFBALB/C/IN R H 28 VY %2 s K24
SEEENYITRL. 2, 4, 6- =R (TNBS) N
SigmaZA w77 i JT AR £, Caspase 3%
REPUR. Fas. FasLZ wiBEPifh. BARFR LI
Fhi Pt DABROIANE H sl il 482
AU A A R L AR AR ) R
HIRAT]. RPMI1640K; 7531 -6 EGiBcoA
A, ANE LSS ABUN DU Z 5 R TR A ).
12 Fk
121 S rm 584 54 SPFBALB/C/ R
2411(18-22 g), MEMESY:, BEHLSY R Xf A L 48
BYL, By, SN RARTIZE 24 h, HHX
K, JEREIN ZIRRRI /N UG - F482.0 mm, &K
2510 emFEERAE T T AR 224 ANVRZI4 em, B
I /N8I, L7150 g/L TNBSH380 mL/L
LR HE NS5 (150 mglkg), % FUCHE
. RN 2 TNBSHENS £E K N R B4 A,
HENJE KRR R, RFERfEIE30 S. FFLUAE
K2 mLRES, 1k/d. KB 2RI 4L/
8, TNBSALEE[H] |-, FLLK 1 2 55400 mg/kg
HEW, 1K/, 3 dJE ALESh .
1.2.2 At BIARVALRGTT 48Pk 5 A8
Rl B, WP RALE BT 4 em AT BB, &
40 o/L I 2, Ao, TUNELVEAS I
b b R A M T R U B T R
Western-blot /5 i: Al fFas/FasL i (1414
(AR, ks, SR A A & i rh s
(G PE70.1 mol/L PBS, 0.2 mol/L Tris-HCL
pH 8.0, 0.15 mol/L Nacl, 1 g/L NaN; 10 g/L
Nonidet P-40, 1 g/L+ ke EhisiR4h, PMSF, =
W, (H,0), 7Ki#10 min, 14 000 g.0215 min,
4°C. W ETHKEARNEG 4120 g/l ke 5L
R B — 5% T 0 Tk et 1S (SD S-PAG E) HL K, HEL
J£120 EV, HL¥K2 h, SR)5 % RAHIR AT 4 22 I
(NCJE), ¥:#% /5100 EV, 2 h, 5%/ /l5 ¥
3T CE ML h, EH MR 4 # K4 PBS-
TweenZz MRVEE: T, 70 ml Ii AN Sedit/) il Caspase

www.wjgnet.com



IS, 5. AEIEN RN SRS\ S5 ER AR NS MR B a0

31

1 RESREXNRB SR RIE CRARATAVR
0@ (x 40). A: %FJRZH; B: HRILH; C: 1Ay 4H.

3flIFas/FasLZ s HTR(L - 200%4FF), 4°Cilk,
TV SR I BRAR AR L I E PR 1 gG bt (L ¢
500% k), il fiF 1.5 h, DABHL{h.

Ga e 42 T ikl Caspase 3 IA T
AR, AEY) A B E oK, 30 mL/Lid A
A FEW10 min, KL AL YEE; 0.1 mol/L PBS
YU E, IEE L2 = EE 20 min;
b/ flCaspase 3% [ Hifhk4Cid 7 ;
0.1 mol/L PBSA LS, IN-Fhite —Prasit
20 min, 0.1 mol/L PBS# /)i, SABCER
520 minj, DABIE (7,

WA AR IPMNII TS, FHHanks#uE4i
MUK, VHEOF AN MR . 40 M 22 ey
K IPMNZEE>90%, 5 Wi 1 4% (4375 41 Jitd L >95%.
¥ B IPMNE T4 100 mL/L FBSIWLiE 1
RPMI1640%5 7231, A 40 Mo i 2 X 10°/L,
F50 mL/L CO,. 37°CH:Fe. THigijE24 hiu
FASIIPMNYE T, B 7% 5 PMNHpH7.2 PBSYE

www.wjgnet.com

2 REZENHRBZMEBI /RIS R MIRCaspase
3 RIXBVFZIM ( x 40). A: XA B: BAUZH; C: /ATT4.

BR2UR, YHEEAN MO FE g2 X 10°IL. I NBILAK A e
(P1), ZEUEBEECE30 min, g0 M 4T
DNAW. A ARSI T4 4T

Bt A Bl I mean£SDE R, R
SPSS10.0 4t v+ # P F A B, 15 241 1a] Eb 25 K T e 46

2 S8

2.1 £ kg an e A R TUNE LIS A
gl bR AR T S5 AR, 6 RN B
RO L B AN A > S R T4 M, B A B 5 T
TG, K3k 2 400 mo/kgiady 4L/ B 4G
J¥ b 5 240 B TR Y 2 W Yl g (1 1).

2.2 Caspase 3& & #iml Fuse 412Uk 2% 7 VA
“hl b 41 i Caspase 33RIA UL, B B &5
Yy bR 4 fiCaspase 33¢IA I 35 5 T-0) 41 (12).
KK ZFE400 molkgiayr 4L/ &5 1 bR 40
Caspase 3EK A BRI 55,

2.3 Fas/FasL& & #:m Western-blot )y i 45

mia £E
1Markus F.
Neurath,
Susetta
Finotto,
Laurie H.
Glimcher.
The role of
Th1/Th2
polarization
in mucosal
immunity.
Nature
medicine
2002; 8:
567-732

2 Ryuichi
Okamoto,
Mamoru
Watanabe.
Cellular and
Molecular
Mechanisms
of the
Epithelial
Repair in
IBD. Digestive
Diseases and
Sciences 2005;
50: S34-S38



32 ISSN 1009-3079 CN 14-1260/R HRIENBHZYE  2006E1888 145 157
WA %G 5 = 3 3 REDRENFHIEEHI\FIHE CRMERFas/FasL
AXERAKR¥S : i FARBIRAN. 1: WHIRLL; 2: BRI 30 VAIT4L
¥ 5 RUC, Fas §

HRENK) S

¥ W T B M
EEmiaA T, X
T 3 A 51 R fo o
PR L0 A .
PP )
VA3 3t 4y ) B iE
Jo, o R AR R Y
FpiE bR A T #
NRBREIEBTT
Ucwy e A.

FasL
1 2 3
A G:SSCusFSC B  G:SSCusFSC C o G:SSCusFsC
8] 1 ) 2 S 1 2 8 1 2
— . — —
z
4 4 4
~
: 1000 1000 1000

Annexin.v

Annexin.v

Annexin.v

B 4 REZFENRBIEEHISNEPMNATZREIEN. A W HHZH: B: BRI C: /ATT4.

W bR an i Fasift 25 R W], Sx AL, B
/NS5 b 2 Fas. FasLiE £ is 5
BN, KB 28400 mo/kgifyr3 diE, DR
i fiFas. FasLiE (IRIAE R EWD, (KT
T2 (P 3).

2.4 PMNZA T B30 2 i i 3o ) /s Bl
PMNJ T2, 4R, BN HPMNYH T3
40.5+7.8% ] AL T4 i 4157.7 +8.2%(P<0.01).
KIEZHEA00 mg/kgifiy7T 4IPMNE T % 46.3+
6.50% U] {2 =y TR 4 /)N B (P<0.01).

3 111E
UCRE P EEAKHM . 4 mE IR
SEVESORE, DU IRYS . FRRONE . REURE
A EBIGARRI. AT AR, IR R A A
(A BEPEDSS PR b 4 A B R S AR VA 5 i,
] 5 (1 S A S I O BRI AN 2. Ha it
i, Z5UCKRMBILEIMR AT . Bk, I
Bi. A BN ORI AR R,
1 IR T i Y 45 R R LA B4 RN S
LA A E R,

21 M T A0 M B 2 A T S R )
0 E TR O DR s o ) 4 B R RS T
2 WFTCRIN, LB M 45 1 2 (K ik, s T
Sl bz A B P R T AR A 40 L) O T
8 R i FELAA R 1 i, [ A B
T 45 W 9% J i 68 ) B B SR N 920, T )
W bl A AR D e AR T, AH M UCHT, TR &5
W bR an W) 22 iE SO CRR I I b Rz 4n

AR, 3 A Kb J 203 1R A 9 AR b B s b R 4
JHT N, AT AE H b Bz 40 B A R 1 6 o e
TR, S 304 B 40 07 R 2, Xk ol
¥ 1 5 240 B B O T ) RIS, T A R AR
%} Caspase 3H1Fas/FasL/ ik 42 144117 %, Fas
T FEPC A F as Loz — X 15 40 e v i) 2 e B
FasL # I fe S Faste et ok, WodFast A
SHfE S, fEUCH LT, AU FKIEFasL
R E A A R PR 4 MR O 22, i HLAE 4 g
Fe 40 st Fasids S 10 T UK P, Caspase 3
JE T CaspaseifB K G 1, fEFas/FasLifs S HI40
Mo TRk AR R A EELA/EH . Caspase 3—4&
oG 3 SUR D ZEAR, A0 LI TR AN W] A
BEAT T 25, iXFECaspase 3l 40 b T 1 =
FhR AP, UCH 3l e 38 e e 7 R 2L 5 — A
B B O, K A N R ) i B R 8
WA 2 HC A2 SOREAE, T 28 40 ) 9 T gk A )
ST X RIS EE R AL BE A XU C AR L
TR, 5Pk S 40 A P 5 52 FA .
P M NZE B R X BILAA 1 By A 3+ T2
WIVEFH, R0 g 22900 HL A 20 23 3 M i 335 i
HAMAIER, R R RN, W s
A NG A PR R AR A A
TR JEAE SN, PRI P MING ik R rh 5 i 21
SR A7 (1 T A0 . T 0 b PR N e
W 40 J A 6 o 3 B, — 5 TP MINAS TR P 2%
Y, 55— 7 WA T PMNA S 0 5 (1
LTI PSS e R v v 11 R e v RN E S R B
A R s i

www.wjgnet.com



TEIS, 5. REIEWREI SN S5 CRBRI NS IR R BR B a0 33
B XATUCHETL IR AR N, #bUCH iy - KRG IATT. R AT 2000;3: WA R EE

BT, I i R B 847, LRSS UC#
S A PR R T, T 9 2 OB, R R AT
I UCHIA 05 %0, AR B2 2 52 g v i
T8 AT B0 1) R B2 T FRATT S T ) 7 I
K HAE B GG K G2 1)
2, a2 T B E s ) )R 24, ¥ UCHUS AL
PRI A 50 SR, AR S S R UK B K I o %2
B, HITUC HiRYT. LMERIBTFUR Y, KIT2HE
XITNBSIE FIIUCTT AU 2, SO RIF
AR R R R Z R RS KBRITUC
A R85y 2 .l ek b Rz A i v
B AT I R e 2. teah,
FIHIC DA T4t M ) I TE R 54, Jk£C DA T4
JHE0 i K %) I T R MBS S 3 e 95 SN, 3K T
BT KBt Y5 W 2 B HLH 2 —. FRATT I A
FORIN, K2 P n] 82 U C/ il bk
AT, Rl f#iCaspase 3. Fas. FasLiK[1#
R BRAR. DALtk FRATIAED, K3 22 0 nl fg i
flillCaspase 371k, Ml Fas/FasLig {2k FH iz
S5l b Rz AR T R, kb i b R A AR A,
SR B, &Ry UCTBLEL . —.
Ji4h, K3 ZERIMUCEIPMNIE T4, Bl
N 45 Tl AL SRR, DT 2 A8t 465 1 Jmy 08 1) %
iE SN, R TE bR A B FE T, X AT R
S HIRITUCH Iy — AN B ML

4  ZENE

1 Jiang XL, Cui HF. An analysis of 10218 ulcerative
colitis cases in China. World | Gastroenterol 2002; 8:
158-161

2 EE, MR, A, TR, EHigi ars
BV EE DR ETRIER. R N IEE
1998; 6: 87

3 Cui HF, Jiang XL. Treatment of corticosteroid-
resistant ulcerative colitis with oral low molecular
weight heparin. World | Gastroenterol 1999; 5:
448-450

4 MRk, ok DT, £ AT SeuiEdls. 1R
e NIkA, 2002; 10: 431-432

5 Brannigan AE, O'Connell PR, Hurley H, O'Neill A,
Brady HR, Fitzpatrick JM, Watson RW. Neutrophil
apoptosis is delayed in patients with inflammatory
bowel disease. Shock 2000; 13: 361-366

6 Kruidenier L, Kuiper I, Lamers CB, Verspaget HW.
Intestinal oxidative damage in inflammatory bowel
disease: semi-quantification, localization, and
association with mucosal antioxidants. | Pathol 2003;
201: 28-36

7 Mallolas J, Esteve M, Rius E, Cabre E, Gassull
MA. Antineutrophil antibodies associated with
ulcerative colitis interact with the antigen(s) during
the process of apoptosis. Gut 2000; 47: 74-78

8 ZRRER, BEER, Bt R EF KR 25N

www.wjgnet.com

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

338-339

SRRAH, AT, BT KRB IR TS s D
R190(. PRPGHEE 1993;14: 13

SUFT, MR, EREME. JoE 2N TNBSE 4D
RAF PR, PEFZRE 2003; 28: 246-249
USRI, U, EREMS, Evlid, Sk, XRME, HHA.
FE R 2R R b R IR T . TS
. FREZGHAEEIR 2005;21:486-489

XU, EEMS, MHIR, 2R 20 40 6-—RHEANTARR
ARG RCDA TN, ER IR AR
7. 2004; 20: 347-350

Kirsner JB. Inflammatory bowel diseases: from the
mystical to the cellular and now the molecular.
World | Gastroenterol 2005; 11: 4127-4128

Cao YB, Zhang JD, Diao YY, Yan L, Wang D], Jia
XM, Gao PH, Cheng MH, Xu Z, Wang Y, Jiang
YY. Effects of Changtai granules, a traditional
compound Chinese medicine, on chronic
trinitrobenzene sulfonic acid-induced colitis in rats.
World | Gastroenterol 2005; 11: 3539-3543

Katz S. Update in medical therapy of ulcerative
colitis: newer concepts and therapies. | Clin
Gastroenterol 2005; 39: 557-569

Freeman HJ. Collagenous mucosal inflammatory
diseases of the gastrointestinal tract. Gastroenterology
2005; 129: 338-350

Pardi DS. Microscopic colitis: an update. Inflamm
Bowel Dis 2004; 10: 860-870

Bu P, Keshavarzian A, Stone DD, Liu J, Le PT, Fisher
S, Qiao L. Apoptosis: one of the mechanisms that
maintains unresponsiveness of the intestinal mucosal
immune system. | Immunol 2001; 166: 6399-6403

Xia B, Yu YH, Guo QS, Li XY, Jiang L, Li J.
Association of Fas-670 gene polymorphism with
inflammatory bowel disease in Chinese patients.
World | Gastroenterol 2005; 11: 415-417

Ohd JF, Wikstrom K, Sjolander A. Leukotrienes
induce cell-survival signaling in intestinal epithelial
cells. Gastroenterology 2000; 119: 1007-1018
Vetuschi A, Latella G, Sferra R, Caprilli R, Gaudio
E. Increased proliferation and apoptosis of colonic
epithelial cells in dextran sulfate sodium-induced
colitis in rats. Dig Dis Sci 2002; 47: 1447-1457
Bregenholt S, Petersen TR, Claesson MH. The
majority of lamina propria CD4(+) T-cells from scid
mice with colitis undergo Fas-mediated apoptosis
in vivo. Immunol Lett 2001; 78: 7-12

Neurath MF, Finotto S, Fuss I, Boirivant M, Galle
PR, Strober W. Regulation of T-cell apoptosis in
inflammatory bowel disease: to die or not to die,
that is the mucosal question. Trends Immunol 2001;
22:21-26

Suzuki A, Sugimura K, Ohtsuka K, Hasegawa K,
Suzuki K, Ishizuka K, Mochizuki T, Honma T,
Narisawa R, Asakura H. Fas/Fas ligand expression
and characteristics of primed CD45RO" T cells in
the inflamed mucosa of ulcerative colitis. Scand |
Gastroenterol 2000; 35: 1278-1283

Abreu-Martin MT, Palladino AA, Faris M,
Carramanzana NM, Nel AE, Targan SR. Fas
activates the JNK pathway in human colonic
epithelial cells: lack of a direct role in apoptosis. Am
J Physiol 1999; 276: G599-G605

Jones SA, Butler RN, Sanderson IR, Wilson JW.
The effect of specific caspase inhibitors on TNF-

X& % HEdid %
#FEHZREIFUC, 57
ZEHF, BAREI
MR, TR
KR — T
UCH #7125



34 ISSN 1009-3079  CN 14-1260/R HFRENHAYE  20065F1888 146 H15
W @ 50 alpha and butyrate-induced apoptosis of intestinal G. Therapeutic effect of adenoviral-mediated

AR T
Rt msmk
B2 K& 54
B JE % B R
4@ fe Fe 51 ) A
P 2 L T 84
T4, IRt
T H P TR AL
B, A TR AT
5T R IR B L ad
H#—FRAHR,
BT KR 8 g ik AF
L HIEH A, I
14— w ey 4t
TP E %
IR 45 B K AL
H IR A — &
#E L.

epithelial cells. Exp Cell Res 2004; 292: 29-39

27 Le'Negrate G, Selva E, Auberger P, Rossi B,
Hofman P. Sustained polymorphonuclear leukocyte
transmigration induces apoptosis in T84 intestinal ~ 30
epithelial cells. | Cell Biol 2000; 150: 1479-1488

28  Wu HG, Zhou LB, Shi DR, Liu SM, Liu HR, Zhang
BM, Chen HP, Zhang LS. Morphological study on 31
colonic pathology in ulcerative colitis treated by
moxibustion. World | Gastroenterol 2000; 6: 861-865

29  Mukoyama T, Kanbe T, Murai R, Murawaki Y,
Shimomura T, Hashiguchi K, Saeki T, Ichiba M,
Yoshida Y, Tanabe N, Kurimasa A, Harada K, 32
Yashima K, Hisatome I, Ito H, Murawaki Y, Shiota

hepatocyte growth factor gene administration on
TNBS-induced colitis in mice. Biochem Biophys Res
Commun 2005; 329: 1217-1224

Fedorak RN, Madsen KL. Probiotics and the
management of inflammatory bowel disease.
Inflamm Bowel Dis 2004; 10: 286-299

Siegmund B, Sennello JA, Jones-Carson ], Gamboni-
Robertson F, Lehr HA, Batra A, Fedke I, Zeitz
M, Fantuzzi G. Leptin receptor expression on
T lymphocytes modulates chronic intestinal
inflammation in mice. Gut 2004; 53: 965-972
B, BERE. BITREBIRARTT IR D
19061, FPEITAZRAE  2004; 24: 44

Wi FH B TEN Fik kAT

ISSN 1009-3079 CN 14-1260/R 20064 A V-1 1H 5 8 Wi 2% 24 i 41

T AL R B 2R BH% 752006 & B 909 Ak X 2o

AR (hAEBmARERE) SWTA NREE B E T-2006-04-21/257E AT N IL R28 95 “ W ALIE b8 SMEHAYTY
B FPRts, BEBGHHACEE T AT A RIS, AR IE R LT AR R L
BN AT BN T R FE G, IR ERE AR, (e A TE IR ARG T R R, i) R A
FHTARH AR,

1 SWEERS

WM HAAN BRI T ARG N UE A AR R Gt RV 5 (2) BHIH AR SR T ARk £ O%H
ARV . Q)AL RGMIEINZREIG)T GERII DR s () BRI AR T 2E R CB L E9h) 5 (5) BN

WIEPEFAR (BESCEEDD ;. (6) B T BEREAR (R EDD ; (1) BIREREERE MG CRIEN
FUH ;. O B AN TR GEAFEUE (9 e T g BT AR CBRETIE . (10) IVEm
TMET- AR AR e 1) (% = 3F) ;. (11) B AMNRNG 7 it e (- Foc 1)

2 EXER

NN 5 A b (DL g oh ) MBS A 2. K Hword SCRYHS R, 208 500747 2647, 2500742

(AL NS,

3 NEEHET

rwsd () e IBOEBCRR . R AESC AR B AP AT, 1] “IHATE IR A RHATT 20064F Mg igds " L3,
S SRR IS —AE# k4 PSR zhwewk@2len. com. (2) MBZF: FTERFGFHA4 (BHARAD) ,  BAE
FEWIWHSEH . 1.

4 XA R B

A H B 2006-01-31 (DL HB MR R A HE) . BEERMbE: TN 1 = %585 (510080) F Ll k27 i 55 — = [
(B mAMEEY ditil—4, Mg 020-87335945.

www.wjgnet.com



HHEALEL®

www.wjgnet.com

WFRAL N BAYE 2006E158H; 14(1): 35-38
ISSN 1009-3079 CN 14-1260/R

J #h#F 5 BASIC RESEARCH

S EE QR K

3 E, AR, ®F, (EIRI8, 2ER

(R ZE -1 mRNA By

KE, AL, FIBE, T EARERS@E A oM s

Fa 7 550000

B EERE, WSLEFRAEHEAE TN ST 563003

K, 5B, 1974-08-044%, FRFGAHD 1A, NIE, 2003FE—=

ﬁ?ﬂ%ﬁ?mﬂ%ﬂ%r, EID, EEMBRHZIEFEERERSEY
San

T AR FAHEEH AT R AT, %A N0.2001-06

BIRAEE: G5, 550000, S2)N&SRIEHDLIZRES3S, SN

B ARERZIEYMI. zhangyingdoc@163.com

IWFBEHE: 2005-9-28  #2&HER: 2005-10-19

Effect of Salviae Miltiorrhizae
on expression of endothelin-1
MRNA in rats with severe
acute pancreatitis

Ying Zhang, Cheng-Xian Shi, Ping Huang, Juan-Juan
Ren, Yu-Xiang Li

Ying Zhang, Cheng-Xian Shi, Juan-Juan Ren, Depart-
ment of General Surgery, Guizhou Provincial People’s Hos-
pital, Guiyang 55000, Guizhou Province, China

Ping Huang, Yu-Xiang Li, Department of Histology and
Embryology, Zunyi Medical College, Zunyi 563003, Gui-
zhou Province, China

Supported by the Nomarch Funds for Excellent Science
and Technology Teachers of Guizhou Province, No. 2001-06
Correspondence to: Cheng-Xian Shi, Department of Gen-
eral Surgery, Guizhou Provincial People’s Hospital, Guiyang
55000, Guizhou Province, China. zhangyingdoc@163.com
Received: 2005-9-28 Accepted: 2005-10-19

Abstract

AIM: To investigate the expression of endothelin-1
(ET-1) mRNA in severe acute pancreatitis (SAP)
as well as the effect of Salviae Miltiorrhizae (SM)
on ET-1 mRNA expression in rats.

METHODS: Forty-five Wistar rats were random-
ly divided into 3 groups: model group (MG, n =
15), SM group (SMG, n = 15), and control group
(CG, n = 15). Severe acute pancreatitis was in-
duced by intraductal injection of 50 g/L sodium
taurocholate (1.0 mL/kg) in MG and SMG. The
rats in SMG were then treated with Salviae Milt-
iorrhizae [2 mL/(kged)]. Sham-operation was
only performed in CG. The levels of ascites, se-
rum ET-1 and amylase (AMY) were determined
at 24 h. The expression of ET-1 mRNA was ex-
amined by in situ hybridization in pancreatic tis-
sues. The pathological changes of the pancreas
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were observed 24 h after modeling.

RESULTS: The levels of ascites and serum AMY
in MG (9.87 £ 2.34 mL, 359 + 5.93 pkat/L) and
SMG (5.27 + 2.81 mL, 23.96 * 5.56 pkat/L) were
markedly higher than those in CG (0 mL, 3.60
0.62 pkat/L, P < 0.001). The level of serum ET-1
in MG was significantly higher than that in SMG
and CG (185.47 + 20.80 ng/L vs 164.27 + 18.53
ng/L, 72.90 + 17.27 ng/L, P < 0.05, P < 0.001).
ET-1 mRNA expression was notably higher in
MG than that in SMG (28.22 £1.15 vs 23.81 £ 1.04,
P < 0.001). Pathological changes were obviously
alleviated in SMG in comparison with those in
MG (score: 10.45 £ 1.42 vs 12.05 £ 1.28, P < 0.05).

CONCLUSION: Over-expression of ET-1 mRNA
in pancreas plays an important role in SAP, and
SM can inhibit the expression of ET-1 mRNA
and alleviate the pancreatic injury.

Key Words: Salviae Miltiorrhizae; Severe acute pan-
creatitis; Endothelin-1; Rats

Zhang Y, Shi CX, Huang P, Ren JJ, Li YX. Effect of Salviae
Miltiorrhizae on expression of endothelin-1 mRNA in rats
with severe acute pancreatitis. Shijie Huaren Xiaohua
Zazhi 2006;14(1):35-38
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Abstract

AIM: To construct rat pcDNA3.1(+)-antisense
TBRI (transforming growth factor beta receptor
I) eukaryotic expressing plasmid, and to provide
the experimental foundation for intervening the
pathogenesis and development of liver fibrosis
through TBRIL.

METHODS: TRIzol assay was performed to
obtain the total RNA from the rat liver tissues.
The integrality, concentration and purity of total
RNA were detected by ultraviolet spectropho-
tometry and agarose electrophoresis. The frag-
ment of TBRI cDNA was obtained by reverse
transcription polymerase chain reaction (RT-
PCR), and then amplified by nest PCR. CaCl,
method was used to induce the susceptibility
of cells. The eukaryotic expressing vector, at its
multiple cloning sites, as well as the fragment
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of TBRI, was digested by EcoR I and Xhol, and
then, was purified and retrieved by agarose elec-
trophoresis separation. pcDNA3.1(+)-antisense
TBRI eukaryotic expressing plasmid was con-
structed by a directional inverted joins with the
purified linear pcDNA3.1(+) and the purified
fragment of TBRI. This recombinant plasmid
was transfected into E.coli JM109 by means of
heat shock. The recombinant was identified by
restriction endonuclease digestion and DNA se-
quence analysis.

RESULTS: Agarose electrophoresis showed that
the strips of 18S and 285 were integral. Further-
more, the luminosity of the 28S strip was twice
as high as 18S strip. So the total RNA was con-
sidered to be in integrity. The ratio of A,/ Axo
was 1.915 0, and the total RNA was considered
to be in good purity. The concentration of total
RNA was 770 mg/L. The two fragments digest-
ed from pcDNA3.1(+)-antisense TBRI by EcoR [
and Xhol | represented 5.3 kb and 432 bp after
agarose electrophoresis, indicating the success-
ful construction of pcDNA3.1(+)-antisense TBRI.
Sequence analysis showed the same sequence as
expected.

CONCLUSION: The pcDNA3.1(+)-antisense
TBRI eukaryotic expressing plasmid is construct-
ed successfully.

Key Words: Antisense; Plasmid; Transforming
growth factorp receptor I ; Liver fibrosis

Xu LH, Zheng Y, Zhou T, Li R, Chen Y. Construction
and identification of rat pcDNA3.1(+)-antisense TBRI
eukaryotic expressing plasmid. Shijie Huaren Xiaohua
Zazhi 2006;14(1):39-44
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BE): MERRALH#ELEREFRI B x4k
(TBR I )& FpcDNA3.L(+) ikt Rk ik,
Bt —F AR BETPR | TR b ay &L £
KPR S 36 3K 7k,

Hik: BROKAZEAEGRXKAFAL, B A
TRIzOIEFZELERNA, 705 48 5 I v, sk Abm)
RNAZEM, JF R % 5h o LA B & G 5 M AL

¥ £ %4
JF4F AT R it
2% 3| X % e
BfeET, B
WK R EE
# e B T A
PDGF (s /s b8 47
A KHET)F
TGF-B(3 A K
B FpB). TGF-pi
BF &F 4 d tg R A&
KRt A2 P KA
BT BEECM ) &
PRI m,  BAE
7 H ECM 8 %
%, TGF-pIz 5 4%
SR P EY
TGF-Bst % 5 48
L6 4 B AR
o, A a5
1% 5 TGF-BR
%9 4 je N AR 5
4FSMAD, F¥
15 5\ B R
AN Bt d, A
4 M R
TGF-pie i B ¢
Ak, FFHSCHY
AL FTECM B9 A
R St
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IR A) R R B
TGF-B#9 15 5 i
3% T TR L et
N RS
I PR 0 AR R A
%, ARMIEN
W7 ) 4E B T4
TGF-B#9 15 5 i
T A A 4 T
AT 4 et oy & A&
AR, BWEH
BRI E R %
X % 3 R ARAT
TBRI. TBRI %
AR, {2 ) 5
FAAR, *TGF-B
# BT ML KR
AR, AFHSCHE L
J6 - 4m ft ok Er 6y
TRRI 2 FH &k
mTRR 1 3 n 2,
BHRE, FiAA
T HSCHE
V=78 ¥ D]
Ao kHE. BATE
RENEC R N
FIHTPRIL
Foik ROE T ¢
Y A o A2 4G 52
WA %, it dp
HTBR I 89 K ik
@ T AT TR
I+ TBR I m A
ARG ) R T
FRAT 4 YA 0 &
A KR R IR

J.

MERNARZE b &, 2 A —Fkif %R
4845 B B (RT-PCR)IRA &K F A AR
TBRI cDNAX B, RAELXPCRF HTPR
[ XE A ¥, ACaClykif FRAZSmi. ¥
AR EBARPCDNASBL(+) £ L As b 4
JEcoR 1 . Xhol 1 Bt & AL, bnlk sk
=D TRR T A B R B B30 )5 b fic 4h4b =)
B LA R K A pc DN A3 L(+) & L E AR
FeTRR I A H R B A& R R & &4, #d
PCDNA3.1(+) A H AR89 L LTRR T A B Atk
KA. HALIMI09 K AT . Bbrik 55 ¢ e
S AT T 4 A

R SRR B IREMNRNAZ M, I
28S, 18S4& i 7 %, M H.28S% 4 55 E 4 18S
W UE £ 4, INARNAZ M B 4F, 58 % 4t
D AR E G AT AN E RNALSE A 560/A 560
= 1.9150, A ARNAZ%L FE B 45 RNAKE A
770 mg/L. [abE 5% Rk 2 B )5 4710 g/l
7 B B A, vk ZEDNA Marker 430 bpAe £
44 G pCDNAS.1(+), 5.3 Kb P 7T L7 £
R4, BATE B R BRI, IEE
A 2[4, T4 A RS, DNAR 54 %
5 A0 B 69 R BT — 3K

ghit: KR SLTPR I IpcDNA3.1(+) Ak k ik &
LB R A A R

KBS L BokL; B AR E P 1 B fFE
#1t

wmm, XBE, BiF, T8, BE. BRNEEKESBI
RS ERARKRAFNOLNRSERE. BRENBEKRTE
2006;14(1):39-44
http://www.wjgnet.com/1009-3079/14/39.asp

0315

ETGF-Bf5 5 it B i L M T GF-B 75 5 A
I I 4 B I 52 AR 5 5 A e R FEAVE L. IR TE 4N
JI(HSC)E A6 & 1 i 4H i A1 35 5T (EC M) 72 JH- 41 4
ARHTEC M 3 SR ™M, BTS2 40 M 35 A s
YR TR I 22 /b, MTRR T Bk fr
FEARARR SHERTTBR 1 K435 N I AE RELZ T 4T
et B b T Re AV AR R AR AL 2R
TR ATk i R TR T A%
FIR TR, A IE R ABITRR T HIRIE T T £F 4
TR R AR R S AR AL T S50 LA

1 #RIATE

1.1 A FFALZ0 A i) 7 K 2% 5 — B J s e

L2 SEH % -80 CUKVR IR AF I HFZHZY; pcDNA3.1(+)
FORL A AR AL DR B BRI A% R N VI EEEcoR
I . Xhol 1 ¥4 1 3 [EIPromega s 7]; KR4
PRIIML09 5 A7 AT 1 K 2% A T 1 = 2 e AR A S 5
E T, Tag DNAZ EM. UNIQ-104::{PCR
DI R 74 . UNTQ-10/08 5 5 i ks i 12
&, DEPCHINE LiFSangon/A+l; Triaol
Reagent RNAZ B 4 € [E Invitrogen s & )
P WS PCR— A & N [E Qiagen
ONE P TADNATEBERE . BB A s K
BBIA A=, HAPCRA . 51w, ¥
H_L#ESangon A |l & Ak, AN Ah51H: Fo
5-ACAGGCGCAAACAGTGGCAG-3; R;: 5-A
GTCTCGTAGCACAATGGTCC-3'; N514: Fy
5-TTCACCTCGAGAGTGGCAGCGGGACC-3}
R,: 5-CTACCGAATTCTGGACCATCAGCATA
AG-3'. (FRAAES S s i) BRI 1 A DX Aol T
HEcoR T Fe SR o AZ AT IR 7 41).

1.2 7k

1.2.1 £ X # FZ R84 25 (RT-PCR)3K B 49
AHETBRT cDNAK & HHAH L BRNAHEEL,
KR AZR, FEALZ D) R HL LIRS pmid ),
109K/ N0.1 mL/L DEPC/KALHiL f92.001) &5
DV, ARG IINAC YA [ Trizol 1 mL, 4°CK
FTCEL h. IIAN4CTA 200 ul, 4!
Y% J5 55 min, 13000 g 4°CE5.0015 min, X
W, BN EAR200 pl, FIZRE Y G
%5 min, 13000 g 4°C #5.0215 min, H_ 3800
NEFRIA-20°C 1% N Y, BERIRA), H-20C
VKA FFE 10 min, 13 000 g 4°C 20325 min, {4
18] S, RFUTUE P4 BLEC 750 mL/LiR
K50.3 mLUEHE IR, BRRVEE: 513 000 g 4°C
B0 min, 5 RE R 2 BIEW, A
+10 min, BIfSRNAYTIE, H30 pL 0.1 mL/L
DEPC/K AL B ¥ JC B A K Hi AR, 15 g/LE IR
B I L KR T RINASE 38, I R Aoy e k%
T3 8 120 A4S0 52 RNAJK BE NS, —20°C {RA7
RNA% HI.

i F—IERT-PCRIRF £, M MNAKR: 5X
buffer 5.0 uL. dNTP 1.0 puL. 54F, 0.3 pL.
5/%R, 0.3 pL. Rnasein 0.1 puL. Enzyme mixed
1.0 uL. Rnase free water 15.3 pL. RNA#HK
20 pl. BSNAREA25 pl. WS O i SN
A (1)cDNAG S T 50°C 30 min, 95°C
15 min; (2PCRY"1: 94°C 30 s, 55°C 45 s, 72°C
1 min, 35/MEH; (3)f G LEfH: 72°C 10 min, =)
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2810 g/LBENRBE I FRLAAS . ZEE A ) Marker WA # g B
b - ) BT AL AR
HCPCRY METRRIFE A Fr Wr: & W4k & i+ U K

50 uL, ¥ JCRIAZE7K38.2 uL. 10X buffer
4.9 pL. 10 mmol/L dNTP 0.9 pL. 5|#F,
0.5 pL. 5I%R, 0.5 pL. 25 mmol/L MgCl,
3.75 uL. Tag DNA%#§0.25 uL. RT-PCR/™
Y)1.0 uL. PCR M A4 (1) Az 1E: 95°C 4 min;
(2PCRY"1#: 94°C 30 s, 55°C 45 s, 72°C 1 min,
35MIEER; (3)dRe i 4L 72°C 10 min, #EAPCR
(3 B2 10 o/ LB B e e H K ARG ).

1.22 BSLTBR I /[pcDNA3.1(+) Ak ik F L0
Ky M (1) B I #5 IWIRAE KW
P75 TR I M 109 B Y ity HC /D BT 90 4 ol B Al T
Amp(-)FHTAMp(+) LB AR 7RI |, 37°C
R, AAMp(-)F- L P PR AN R FE T T LB
BrgRih, 37 CHRFEREAL(120 r/min), FE M HEL
0.5 MLE R 150 mL LBR;F=%E, 37°C
A ZIEFERE 772 h(250 r/min), fiCaClikiE S
JEAZ S, (2)pcDNAS.L(+) 3RS H 1) A
&Rz T RIEHAApcDNAS.L(+)1E £ T %
R HEcoR T Xhol T MU E4k, 1)
featifb [nic; TRR T &R F Wi Xl 1) Ji5 1) i 4k
AT K 2l T pc DN AL L(+) Ze R A 2k
EFITRR T HE D Fy B In) Je Je mp e 4%, 415
BRI TBR I /pcDNA3.1(+) B A% # ik 541 ki
pcDNA3.L(+)HFY) e AR R 55—k M), K&
IWF#%/K13.4 L. BufferH 3 uL. BSA 0.6 pL.
pcDNA3.1(+) 10 uL. £coR 13 uL, & Miik
30 ul, N4 37°CKIB2 h; 475 K
PI, KW M7%7K9.4 uL. BufferD 5 uL. BSA
0.6 uL. XAol 15 uL, SRMNARFS0 L, MY
A 37°C/AKME2 h. TRR T 3E N A BERg 1) S o
RZR: B IKIEY), KEAZEK5.2 L. BufferH
2.5 uL. BSA 0.3 pL. #ifk[mi I TRR T 3
K F 115 ub EcoR 1T 2.0 ul, & J M ARF
25 uL, W4k 37°CK#E2.5 h; 475 Ik
Pl KEW#K8.2 uL. BufferD 25 uL. BSA
0.3 ub. Xhol T 4 uL, BRNAEFA30 L, A
At 37°CKH2.5 h. W FHTADNAEH:E, 44k
DNAL i ADNALLHI H3-7 1, 735l 17 22°C
B2 h 14 CIERL . ()l Bk I
R FURIDNA 5 ul, IA200 pl/&sz 2540 b
Hr, VK30 min, 42°CoKi (A E)90 s, W EPUK
5 min, F RS A A S37°C 1800 pL
LBE FRMIM2 mLK# &0, 37°C 120 r/
min{E#EL h, 5000 r/ming.01 minfG, F i
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B 1 ZRT-PCRIXSENEETBR | cDNAFKER, F=¥W1T
10 g/LIRASHERRAREBIRAVLAS SR,

7800 pL, KiF42200 pLE T4l TAmp(+) T
LBF-IIL |, 37°CE il 4F o>~ L5 # 55 5%16-20 h.
170 B 15 B o) R 9 5

1.2.3 a5 0h if ik fe 8 P ILREF£16-20 h
Ji, PR R SO O AR R G FR AL E¥mT
WATHAE I BAN %, BEPLPRE AN BT, Heh
15 mL Amp(+)[ILBR: IR, 37°C 250 r/min
PAEIE R, B 200 pL B+ H I A A AR A7
PR AN, AR BB /D A0 TR A B A T A
VI PAT /N TR AR I BT A3 IORi5 ul T
10 o/LBEARBE AL rk, W] WAT BORLAE XA, A
o B v, B AR D) % E . IOREAR
10 uLMEcoR 1 Fixhol 1 XUV )G - HL10 pl
1710 QLB b ot M e A G 00 Bt D7) 25k L. T DAE
SEIBHE 58 B, ML B 773 7 il 55 97 i 16 Ll
Sangon/ &)l /7.

2 BR

2.1 TBR 1 cDNAR B 493475 5 38 MR
ZUP U B RNA, HLVK %5 72 28S, 1854k 5t 4,
1M H.28S 4% 7 i M 18SHI LM A2 47, Ui WIRNA
TCW S BEAR, 53 Y6 RE VI A peolA 250 = 1.915 0,
RNAKJE A770 mg/L. 4§ ART-PCRY )7,
10 g/LEEfEREAE H1vk, /EDNA Marker 440 bp
B AT WL A e, S s H R BN AT,
2 6 FEOUE (K€1),

2.2 HARpcDNA3L(+)ATPR [ A& H K E# bk
AL E K HAZ RIS ARpcDNAS. 1(+) XL H)
AL E VR A D R TRR T JE A i XL
Y5 D1 2l A o] Wi 350 w] L B — 3 W H 110 2% iy
(K2).

2.3 a2 Eey WEEbn % 2 R 4R IE
Amp(+)LBEFEEE T ML EBEHIPRI A 7%, &
R, AhIBUmORE 2 WU S AT10 of L3R H vk

AEGIHHAK, B
BT M R LA
KOk At it
B AR T T Ao
VRS N S
Ak RE IR S
. ARSI R
X RT-PCRIL R 3£
FTBRI A HE A
B, R R Rt
£ Rk, R
¥ XPCR# At
AT R ¥, WY
T AEfe P o 65
¥, AW EAR
AR VApcDNA3.1(+)
Hy B AR B
TBRT AR A4
Fk
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iR EE
ME AR LR
AKBFRIA
ZW(TPR T )&
P pcDNA3.1(+)f
AR A, A
— ¥ B 50 i it dp
FTBR T 09 & A
K@it EFTPR
I. TBRI m A+
F k0 e R T
FRAT &7 et o &
oz

A B C

D Marker

2 pcDNA3.T (+) RTRR | EARFEREXAo| | FEcoR | I
LSRR EGESR. A: pcDNA3 (+) B EFIZNEL
SRV B: pcDNAB.1(+); C: 4lifviy B B Fr B
TSGR At I D: S b i B R

60 70 80 90 100 110 120

Marker A B C D

3 PEMRENNEIEELSR. A YA L TBR
1 /pcDNA3.1(+) B £ K TN B: K YTRR 1/
PcDNA3 (H)ERZFR BT C: 4 LfELEEpcDNAS. 1 (+);
D: pcDNA3.1(+).

130 140 150 160 170 180 190 200

ATGG AGGCGGC GTCGGC TGCT TTGCGTCGC TGCC TGCT TCT CAT CGT GT TGG T GGCGG CGGCG ACG CTGC TCCC GGGGGCGA AGGCA TTACAGTG TTTCT GCCACCTC TGTACAA AGGACAATT TTACT TGTGAGACAG ATGGTC TCTGC TT

A M

210 220 230 240 250 260 270 280 290 300 310 320 330 340 350
TTGTC TCAGTCAC CGAGACC ACAG ACAAAGT TAT ACACAA TAG CAT GTG TA TAGCT G AAAT CGACCT AATTC CCCGA GACAGG CCAT TTGTTTGTGCA CCATC TTCAAAAACAGGGGCAGTTA CGTA TTGCTGCAATCAGGATC ACTGCAATAAA

il A AL

350 360 370 380 390 400 410 420 430 440 450 460 470
CTGCAATAAAATAGAACTCCCAACTACAGAAAAGCAGTCAGCTGG CCT CGG TC CT GT GGA GCT GG CA GC TG TC AT TGC T GGT CCAGTC TGC T TCG TC TGC AT TG CACT T AT GC T GA TGG TCC AG AAT T

‘ i u l\ "f | |~m‘ i lh | | |
“ i JWI l’ Il ‘“l “ il ‘l Jﬂ |

E 4 [PEERENEER
IPCDNA3.1(+) FLAZ A IE FLALTORL. B 5o B ok

|I!

———

ek f/EDNA Marker 430 bpfiktEfbatifh 5

PCDNA3.L(H) T W 4 I 45717, SHrms B W45 3 (K4) Ziblast i (Gene ID: 29591)5¢ 4
(0 BOR/NARAS, IR M BA M e B (113). T —2L
Fov RGIWI AT BE VI 255 8 ApcDNAS.L(+) 3 TH18

Pt (M D)L 5 T AR B, SO0l CTPR

31 TPR I 9AF 503 T 45 4 A6 97 9 & 3L TGF-B
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SR N I 1o A dse Iz AR AF i A T, 3L
TEAR P 1R Bl 25 S 47 1% 5048 76 1T 21 440 1) R AR
e T A A TR R A szt 2 0 afi 3
TGF-BLAKV- 5 JH 2 4 Ak Fi A FHHE 2H 23 (1) 9 22
SR HATAHSCNEE . IR KR I 5256 2% WA LG
TGF-pIE S S8 W M HIHSCHITE AL, 2%
IFET AL [ ERED ™, T GF-pfs S i i e
LA B, 5 Ak T G-l 23 5 A1 I F 40 i 52
WL B A e R AR, X2 RS TRR T &
TBRII. TRRIM™, MTRR T fEME—[ T34
15 5% 30 B 40 e 9 10 2 AR TS JE AR R AN IR 2
T 41 B 1852 A4 A AN R FNAS [R] 1) 52 Rk ik
T GF-BAE 5 1% 3 (152 W (R FUAS W 73 BN
HAETvF 2 0 3m e S TRR T A2 44
A JE R SmadBEA A e 41 9 A 5 R
P, X ] Ge A4 e 3K T (Fendoglin 2 Ak K 1AL
AT P, IR ARE R WITPR T 52440} py 2 2%
(endothelin-1, ET-1)# 2 k47 15 1 FH P2, i
ET- L0 3473 Ji5 2T 4k A 1) 44 47 00 1] ik o P 1) T
R AT E S Y. Roulot ef al®V g R4 K
ZHAMHHTER T « TRRIIFI 2214, {H LI
FHAHAIR, KT GF-BIF S b AR K ASAH ], 4 i
HSCib Ja Hoan e R T TR 1T 2 2wk /b, 1M
TR I MM ORFFAAL, FHN R IX A g &HSCHE
1S5 T i R 1R 3 SRR B i A AR A
) 7 VAT B R TT (1 2328 5k 4E 27 I 21 i 1 1k
FEI s 259 il HITRR [ R IA T
TR GEA ) A R R IR SE B /b

3.2 KA SLTBR I /pcDNA3.L(+) Az & A 207
By MmE TR I R EM T #5922, &
HINIMNE T, BREBHKEZ5.3 kb, & XRNAH;
AR AL R 2248 S, BN AR, ¥
R S 1 e Sk IR 328 2 B Ry 1) 08 oAk b (O
B, R EE), Fsk i XRNA SN [ mRNATE
FROUUEE, I AE A% R S 7 s S B R K 1
JEE L D g 225, s CRNAE FH LA 35
HEEEEBRNA D RNA T B4A, BLIEFMRNA
55 R% BB AR IR 45 6 B A 2 300 1) B 128 B 58 T i AR
MRNAIIN T, X Bk H 5 D8 1) 5 s i I
B A 5 E100.5-3.0 Kb Ky A B, T HH
AN T5F0 3 R B 1 X 1R ) 90 A 1E AU IR L
2w YRNALE SR BT HRPIE
5540 S 1l R R SR, e A T
KA. pcDNA3.L(+) 2 Al A K E 41 i
B JA B SR G M Rk Uk, ST
BGH/E 8l 1, ARNAR A M1 L4t 7 4F
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SV s JE A RO R TS VA0, T
R 2 55 DR e i 2 1 T 2 4% e A SRR A L
42 1) 355 DR ] 0 7L B0 4 B SR 1 AR e Rk
IRAE— & R L ARAIE T H 38 R 1 B e d A
AN, pcDNA3L(+) 4 X ik & 2 N 55 %
(Amp) Ptk A, 8T BH 1 v B e 24, >R
FHRE TP, K P CREGAIEAT P X
P34, vl ARRE A T AR P X e ] i,
FATIEHPpcDNAS.L(+)E R HAR, MBI
FHEIUBRNA, KA HART-PCRIEAY 1 H 4
440 bpITRR T J B, JEH HAG AR AL KIS i
FIpCDNAS.L(+) 1. FAL I ok 2l 1) 46 e 15 1
HE NASE, WP AT IESE A TRR T 42K 4
T A P E R By, BEK 432 bp, JEAF
51| 5 GenBank & K 1741 5643, 3R AR
AT R TR I /pcDNAS.L(+) HAZ Kk T4l
JEORE. IX— TAEMISE %, MG SER R XTRR T
IpcDNA3.1(+) HAZ Kk w5 21 4k 4k
PRI R BRI A% P AE S0 0T T £ 4 A0 1D 58 e 4 1t
[HIE7E 5

3.3 SO fEARRLE T, sE A TR
PR R R B D IR, Bk WU D) 2 1k
DI aliqb [T ¥ BA% R IR 3 AApc DN A3.L(+) Fr
W7 55 XD 5 DI IR 2l AR R I T BR T JE K F i
$, RIS T AS[R) L A 1 e e AR &R, 3K
ADNA : 45 ADNAE /R H: 3:1, 5
1, 7 01, EHN DRI B RE T 22°CiER2 h L
14 CHERLH, BEHRRIhE TEAT. B
ZI0 NN TS H 1 B JE R Bk T
10 mo/LRP AT RAT PR £, AT A e s se R i
RO, W H I BRI B, W NAT I RO,
SRR H I BOGE B BITEUAE, R4k
e, &5 R BTA3 H B BURIR BEARAR, AT Puidid:
PRI, o BOERNSRAT A+, (A5
HIRE . 7 S50 v [] B S 37 AN [ A ) 2
AR ZR, T F T3 i SR AR,

B AZBARETFRES —HWEER P
S RIEFEGHE AL, FIFE T AT
VAR B, B Mo —SF 5

4 SEXE

1 EEEERE SATRRT - SR ik bl
RPN, 1999:179-186

2 Safadi R, Friedman SL. Hepatic fibrosis-role of he-
patic stellate cell activation. MedGenMed 2002; 4: 27

3 Roulot D, Sevesik AM, Coste T, Strosberg AD,
Marullo S. Role of transforming growth factor beta
type Il receptor in hepatic fibrosis: studies of human
chronic hepatitis C and experimental fibrosis in rats.

[ PG X4

B LRNA K 52
A I M R R
2 AR EA
AR, B 709 58
S B i F) 4
Fowy Rk Hok b
(e, ), #
F B LRNA L
48 5 ¥ mRNA
R4, T
M AH . HE
B EFNKTFHE
I Fe AW ey &
ik, TGF-B 2 k:
TGF-pA5 54 F1d
P EHTGF-B
&5 48 6 ga B,
ARk A B ts
TBR I . TRRII.
TRRII, & EH¥12
FENF MmN,
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Abstract

AIM: To measure the levels of des-y-carboxy-
prothrombin(DCP)in cancerous and non-cancer-
ous liver tissues of hepatocellular carcinoma
(HCC)quantitatively, and to investigate their
roles in the elevated serum DCP and clinical
significance.

METHODS: The levels of DCP in serum, cancer-
ous and non-cancerous liver tissue samples pre-
pared from 41 patients with a single HCC nodule
were measured using an electro-chemilumines-
cence immunoassay (ECLIA).

RESULTS: The levels of DCP in HCC tissues
ranged from 7.1 to 2098623.7 mAU/ g tissue
weight, with a median of 84447.7 mAU/g, and
the levels of DCP in non-cancer tissues ranged
from 0 to 23299.2 mAU/g tissue weight, with

www. wjgnet.com

a median of 888.1 mAU/g. The DCP levels
in HCC tissue were significantly higher than
those in non-cancer tissue (4 925.5 mAU/g vs
195.2 mAU/g, P < 0.001). The DCP levels in cell
membranes were significantly higher than those
in the cytoplasm (P < 0.001). The logarithm of
serum DCP levels was correlated not only with
that in HCC tissues (P = 0.019), but also with
that in non-cancer tissues (P = 0.020). The loga-
rithm of DCP levels in HCC tissues was corre-
lated with that of DCP levels in non-cancer tis-
sues (P = 0.011). The DCP levels in HCC tissues
and non-cancer tissues with hepatitis C virus
infection were significantly higher than those in
the tissues without HCV infection, respectively
(6336.6 mAU/gvs1799.1 mAU/g, 248.0 mAU/
g vs 102.5 mAU/g, both P < 0.05). The DCP
levels in HCC tissues with portal vein invasion
were significantly higher than those in HCC tis-
sues without portal vein invasion (P = 0.028).
The DCP levels in HCC tissues with hepatic
vein invasion were markedly lower than those
in HCC tissues without hepatic vein invasion
(P = 0.042). Furthermore, the DCP levels in non-
cancerous tissues with intrahepatic metastatic
lesions were significantly higher than those in
non-cancer tissues without intrahepatic meta-
static lesions (P = 0.023).

CONCLUSION: The elevated serum DCP origi-
nates from HCC tissues and non-cancerous tis-
sues. Tissue DCP may be a marker for the prog-
nosis of HCC.

Key Words: Hepatocellular carcinoma; Des-y-
carboxy-prothrombin, Electro-chemiluminescence
immunoassay
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98 623.7)mAU/g, EfE LR DCPRE T3 H
888.1(0-23 299.2)mAU/g. ZmfeLfiE L#9DCPK
B R & T w R P DCPHRE(P<0.001),
LDCPRE & TR (4 926.5 vs
195.2 mAU/g, P<0.001). 2 FDCPRE 3t4# 5
JE 2L DCPRE ST 3P = 0.019). JEJELAL
DCP#% & 3+ (P = 0.020)3) A28 S48 % 14,
JE L R DCPIRJE 3 4 Ao E i 4L LRDCPIR JE AT
F R LA AR K PEP = 0.011). HCV A $#)
FEABAEAERALDCPRENHIS
THCV & % B 09 BF & 28.(6 336.6 vs 1 799.1
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AT BRZ WA E AP = 0.028), @ AF# bk
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JFF 96 A2 B 5 DL PR S g 2 — 1) Ak, i
IR B 500 B8 2 (R 1 A A R 1 30132
RN AR R T W B s, Bi-y-FR Ik
1.4 J5{(Des-y-carboxy-prothrombin, DCP), X
S R AL P Js, A DAy PE R I3 b 25 A2 ) i IR A
fHE A 3] T uE s, HFE 4D CPIIFLE
WA TE W] T FRATTY A A RO S g 4y B
g BIE T 410 S5 R S B 1R s 2 2R
B ZADCP A 0L, BT il 41 23R AR 41
ZUHDCP/K, FFER I EAN 1 M DCPIK- M JH
e I AR T BT 1 TR PR G 3R

1 #RIFE
1.1 M# RIS T AR ERAR A4 1451 9 B A

2. W33, Lc8fil, Hik43-78 (62.7£10.3)%. 11
T3 B 1 T 28 B G ) MLV 27 E 4 38451 (92.7%), H
HHBsAgFHPEL14], HCV-AbBHTE314], HBsAg
AIHCV-AbYIFH 45, 5 5 8o AR 461741
(41.6%). -3l o344, (K540
Jaf]. DU e, TUH 1941, TTHH1441, TVIH2
B, A W DB AS AL V) T 5 %05 i 41
AU L 2UE T — 80 CUKAH AR AF HI/EDCP
43 7. 0.2 mol/L Tris-HCI(pH = 8.0), 1 mol/L Tris-
HCI(pH = 8.0), Triton X-100(M1:4lizh TAkkk
24k, Au); Kubota B5OHLCA LR R F#E
24, Z0); TLA-110%Beckmanit8 =ik 2.0 H1
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R I HLA 27 R a5 73 B2 (EC LIA) A 771
PR B R AT
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-) 22 2934.8 (320.9, 7 394.3) 167.9 (100.8, 327.1) X, Hﬂ::%fs‘ﬁtf
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REBE AT BB T 550 B2 B 43 5 4 99.1
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IR A 2 DCPIR S HC VIR GAT G, 1
SHBVIEGLTG I A, HC VI G4 Jm 21 21
FEERF AL P DC PR B2 35 W] 5 = T N BB 98
TR PELH (6 336.6 mAU/g vs 1799.1, 248.0
mAU/g vs 102.5, P<0.05). 1775 IR ()
A9 20 23 D C PR FE W S v T TG 1) Ik i 1) JH
FRAL(P = 0.028), itk 1) S 4 g 21 21
DCPH I WA TR E R 4P = 0.042), {1
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IER G5 2 AN S e~ NI O ) 5 AN
B BRI . MR L DGR i A
TNM &, S E T DCPIRETC I . 2 5. T
A A DCPIREE SR BTE % WA
K, BIAEA N SR 0 s 40 0 2 v T JE
R AP = 0.023). Ho A PRI B2 PR 141 0] 5
ML DCPIFETE I W 72 5 (3R 1).

22 MR L FDCPRE A% &  [iiEDCP
IR IR BORRE 41 23D C PR 58 o) 5 (R A7 A B 2R AT
5% A [Pearson r = 0.364, P = 0.0190C5UM)], [H]J-1757
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FIES 41 23D C P FE N B A7 AE A GG R
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y = 1.826+0.674x(yfRHEA LD CPIR X 4L, x1R
KAFRAZADCPIR LN £, MDD CPASE 10 4
U 2R D C PR FE X B0 I A7 E AR KR &
[Pearsonz = 0.364, 2= 0.016 (X1, [A1F 572 Ky =
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Abstract

AIM: To explore the initial mechanisms of trans-
arterial administration of GRGDSP (Gly-Arg-
Gly-Asp-Ser-Pro) combined with transarterial
chemoembolization (TACE) in the treatment of
hepatic carcinoma in Wistar rats.

METHODS: The subcapsular implantation of a
solid Walker-256 in the livers was carried out in
30 Wistar rats. The tumor volume V1 was mea-
sured using magnetic resonance tomography
(MRT) 12 d after the implantation. Then rats
were designed into 3 groups. The rats in group
A (n = 10) were treated with GRGDSP (250 ng)
plus TACE. The rats in group B (n = 10) were
only treated with TACE, and the ones in group
C were treated with normal saline, serving as
the controls. Another 12 d later, MRT were per-

www.wjgnet.com

formed again to determine the tumor volume V2
and the value of V2/V1 was calculated. Patho-
logical examination was performed to detect
the necrosis and metastasis of carcinoma. The
expression of von-Willebrand factor and Ki67
were evaluated in the tumor tissues by immuno-
histochemistry and optical density analysis.

RESULTS: In the survived 26 rats, the values of
V2/V1 and Ki67 optical density in group A (n =
9,Bn=8) andC (n=9) were44+0.7,7.0+11,
13.0 £ 1.7 and 0.21 + 0.04, 0.30 + 0.06, 0.38 + 0.05
respectively, and there were significant differ-
ences among 3 groups (F =112.97, P < 0.01; F =
25.81, P < 0.01) and between either two groups
(P < 0.05). The numbers of metastatic foci and
the optical density of von-Willebrand factor in
group A, B, and C were 4.89 £ 1.25, 6.63 + 1.60,
7.22+£1.92 and 0.18 +£0.02, 0.22 £ 0.02, 0.23 + 0.02,
respectively, and there were significant differenc-
es among 3 groups (F =5.04, P < 0.05; F =15.62, P
<0.01), and between A and B (P < 0.05) as well as
between A and C (P < 0.05). The rates of necrosis
in group A, B, and C were 0.33 + 4.68%, 55.80
5.23%, and 32.56 + 4.84%, respectively, and sig-
nificant differences were found among 3 groups (F
=76.15, P < 0.01), and between group A and C as
well as between B and C (P < 0.05).

CONCLUSION: Growth and intrahepatic metas-
tasis can be significantly inhibited in implanted
hepatic carcinoma of rat by transarterial admin-
istration of GRGDSP combined with TACE, and
the mechanism may be related to GRGDSP’s in-
hibition on the tumor angiogenesis and proliera-
tion of tumor cells.

Key Words: Hepatic carcinoma; GRGDSP; Interven-
tional; Transarterial chemoembolization
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IR SHF AR R R
WK E, &
B E R Rk
TACE % 77 T %
WA, i —
5] 28 BT S AN
R e SO 2
X VAR e AL
WAL B A, K
AR 3 49 £ TACE
X —& 7 F AT
FF 9% 0% 7 o9 312 R
i SR ALY
T AN GG 0
K.

Gly-Asp-Ser-Pro) B4 AT 3 AL 77 A2 B ARG 77
K RITAE T8 £ K 5 #4569 k).

FiE R L Wistar K 230 2 6 4E A I AL
A, KA A4 (7 = 10), BPTACE+GRGDSP
21; B2 (7 = 10), BPTACEZE A C4L(n = 10), B
A8 KA, AARTTAAREL2 doFIMR I
Fit H B AR AR FV2IVL, REHTRELEF
¥ 2 3+ FLHT P 5 3R 50 B A T L, SRR
S 95 LB AL A . 9B R - Hrvon-Willebrand
factor (VI B ) #=Ki67 £ A 7 2847 v 84 3k .

R FE6RKR, V2IVUEAKIBT &
KB REAL(A, B, CH ) 444107, 7.0+
1.1, 13.0£1.7; 0.21+0.05, 0.30+0.06, 0.38+
0.04)rbx: BRI AR F M £ 5+ (F=112.97,
P<0.01; F = 25.81, P<0.01), AZL1%FB, C=4
(P<0.05), B4 7R 1k T C41(P<0.05); AT W 4645
SRRV E F Fa b R GA RO E AR (A, B, C4L%y
%) 44.89+1.25, 6.63+1.60, 7.22+1.92; 0.18
+0.02, 0.224+0.02, 0.234+0.02) k%%, Hik3)
e 25 £ JF(F = 5.04, P<0.05; F = 15.62,
P<0.01), 3 4 ALK TB, C£1(P<0.05), ™B,
CHLARRFWEF, BRI EA, B, CA
%% 460.3344.68%, 55.80+5.23%, 32.56+
4.84%) A, BARA A L F M £ 7 (F = 76.15,
P<0.01), A, BLLR| LR FH 2 7%, 12395 FC
2A(P<0.05).

g 2 hki# ZGRGDSPIE A 3 k1L
FARBRREG T KT B LA 254
VAT I 98 A& K AT R 5645 094 R, EAuE) 7T A
A GRGDSPH4] T M 95 do & 2 & Fo b 55 20 i
o3+

RH213: fFJBE; GRGDSP; St A BTk ALITI2 AR

FE, LBR, &R BN, T8, WEK, T S84, EHfa)
FXEEGRGDSPEXBITIEE BT AEAHADEEINIE]. B5Re
NHEZAE 2006;14(1):57-62
http://www.wjgnet.com/1009-3079/14/57 .asp

0351

H 1 £ sl ik Ak 7 44 ZE R (transarterial chemo-
embolization, TACE)# A A Wiy AnTUIERPE
I3 ) — P S B, (HTE B 5 adkAE
IR R A B 0H A4 Y, LA RN 2
— I TACEAR 5 5 1K 52 R 7% . Ak P JA 4,
IR A e — A 2 D BRI S Akt e i R, i
MRS KSR T I A Uk
JEG S 2 LR AN B R O B D R al Aok, B

X R FE IR T IE T T 1 A A o iR A R R
HR IR TR . FAT TR S K UL, JE
28 T B k- 3 A0 ) 3R T R I A Ik ——
GRGDSP(Gly-Arg-Gly-Asp-Ser-Pro), JfIt 4
TACEJR YT K BRI (197 44

1 #RF5E

1.1 A 2R € Wistar K 5, 445200
+20 g(He R R 2 ) B 5 2 Bt ) 1) 2 i
fit). Walker-25648 #E I T ifg s 25 TAAEIERL.
G LPRA A Magnetom Vision, 1.5 T, £ [F Simens
AR R OIHM T (N1£0.28 mm, SME
0.61 mm)kffi[EHeidelberg Wenzel A @] 4=,
GRGDSPHiZ EAnaspec Inc/w] £, Y HIE
YIS TRE A W)L RPTK BV 71 [ 26
[ESanta CruzAa], dbxtili B ARG RA F
[ P 232k Hit AKi67mAD i1 2 [H Zymed 23 7 4=
77, 8 B AL A EORAT BRA R R Ry
MR H 4 B 3 A5 8T RGEHMIAS-2000
BT B AR EARAT BRDTAT 2 v A7),

12 Fk

F UK s c & 107 /L b3 40 M i 7K 0.5 miL,
1 wkin K EAARZ2.0 ecmZE 47 R 4515, 1T
e B AR 2 IR [4184T B 485730 B sh )
AbFY I B R 45 1, 16 OB 6 s 4 2R 43 D)
215 mmPfi/NRas, BT 430 1K U
LM, BRAJE12 dit, F7MRITE b
FAARRATIVL. M /N, TIWI: SEF
%], TR 450 ms, TE 12 ms; T2WI: TSEF%1, TR
2800 ms, TE 96 ms; Jz/£2.0 mm, 4192 X
256, JC[] A W i 4 4. A A0V = 0.5 Xd,
XA SRR AR, R R AR, dyr 52 5
R B 1 I B /NR) PV L. K a8 K R R
M, T W Ta KM E T 183k
WATHE 2K IEEAT LA R A NRIT 7 %
A4(GRGDSP+TACE, nn = 10), #7 GRGDSP
250 pg/100 pL+MMC 50 pg/50 pL+UFLP
50 puL+GF 25 ng/25 pL; BA(H4iTACE, n =
10), #EEMMC 50 pg/50 puL+UFLP 50 uL+GF
25 pug/25 uL; CA(AEREER/KYL, n = 10), #EFEA
HEER/K0.2 mL. At ANVRYTL2 dfE, FRHRATMRIKS
o, WA PR AR V2, TSR IR /G
R V2/ V1.

1.2.1 REFAEE MRIF AN, B
R R )G EJ55 mmis B A4 2L. 647K
PR EE TH S 98 40 2R IR 3R B8 26 (IR 98 B K D) T
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1 KEEAFADEMRI T2WIRIL. A: GRGDSP+TACEZL. M AJATT R ZA2HA — B NEERIESES (5.7 mm x 5.9 mm),
WFEET (—); B: S AT TR AR SIAS T BIFHELTH AR (7.8 mm x 8.4 mm), IDFYELE, ARIULH, FRERIIEAGER
% (—); C: TACEAH N AIRITRIFF A —BUNEETEEES (6.1 mm x 6.3 mm), IWFHEMT (—); D: -GBS T R IR AR
TR (9.0 mm x 9.3 mm) (—); E: HEGRRA M AGTRIFAE —BVNREE&ES (6.1 mm x 6.6 mm), ILFHE
W (—); F: A AJGIT IS IB (AR T4 A (13.6 mm X 13.9 mm) (5—), H M8 EE R IR 5.

2R LR TR Ly TR e KU T 28 2 SRRV LU A3, P
F40 /LR @, AT asl, TR A gt
A IRATHESR 0, % B (UL F RO BE)
TSR T A e Rk, AR e
A MoK H BT 93 90 THE(20065 68 R). 4k
PRt 2 BESCHR[6], RIAR S b Jeg 40 i 20dk 47 1 4%
<25; 25< 11 44 <50; 50<I112%<100; IV£¢>100, K
R ALV EOT 5, BRI = T (4
AT X 1+ 11 2 X 2+111 2 X 3+IV 2 X 4.
1.2.2 epagFhs RAMHEES R4
Yy & - 5 470k (strept avidin-biotin comples,
SABC)AT VI 7~ G s L AL G 1, 42875 & Ui B 15
SCURAEAT . VIR 7 Bt 0K Sk P B 40 B o 5 A
PG . RO R BH P ORI B . JC ARy
Y RO IRRE D) e i 1
R AR NEFBAT, £E20015 FLEF R 0 BH %Ik
AR FEIO G R (A), BRI AR Rl 4 35 i
(microvessel density, MVD){E. K S-PHuyis 440
27 (R AR T 2 ORI B EAT), HIPBS
WA — BB PEXT . Kie7 Bk = e 4 A%
F bR s (0, RO EE I & 77 K RIMVD.
it Z AL RHISPSS 12.0MA S i A
(Chicago, USA)X 5 2H Hd Je H 22 5 1) b & Pk
17434, P<0.05 41 i 1k 2 5+

2 BR
2.1 B FeE ARSI = 4), Ta s

www.wjgnet.com

1505, W RS AR H100%, MR I 284 & L
i, RAHAETIWILE SRR S, fET2WI L
RIS h-EE S, SR . A7 O B R A
VLS V293 0 AL (7 = 9): 89.2+4.6 mm*Fil
394.8+54.1 mm®; B4 (7 = 8): 87.4+7.3 mm*Ail
609.4+106.9 mm®; C4l(n = 9): 86.1+5.5 mm®
F111145+119.0 mm®. /v NiGJ7 Ja 59697 AP
AR Z V21Vl AZ4.4£0.7, BAT.0
+1.1, C413.0+1.7, V2IVIHF B EMWER(F =
112.97, P<0.01), % 20 [a] 2347 & & 1k 22 53¢ (P<0.05)
(E1).

22 REFHKE R SUIA KRN LT L
AR R ZE A M. A, B 2 bR A 2 i W
S A DRER, U TR e g v ke X 5 K Y
IIRBE, I A K B 0 G R I RE AR, /D
i, CHIRRA LA 2, SR, RN/
IR FE X 5 A7 3 e 2 2R 1) B A7 AE, B4 b
W&, 6B N A, BALMIRINGE S EEE 1, RIK
— T ABURDIR T S5 KRR T, AR i AR
SR TE R, NP SR 01 i, AN DL 258
J3E, SR WAL, (HCLL AT L3 HB 4346 e Al AR
ST e S5 8. A NVRTT G #4198 555 mmfF4l
2NN MR ) AZH4.89+1.25, B416.63+
1.60, C417.22+1.92; SMALA{E B E T ZER(F =
5.04, P<0.05), AZ1 5B, CALIMIAEAE B 2R
(P<0.05), 1B, CH 4L ] TG 2 3 1 7 57 (151 2).

2.3 Seyk s ss R VIR 176 logs 8 S5 b R I

Wi £ B8

1 3, RE %,
X 4R3%, 374
B, eI, #
FETE 2h 4 3R
BANT 445
b QT SN
AR, P A
12k & 2000,
20: 53-54

2 Hik, xR
M 315 5 45
BB 2R
Lk, g i
P 7 ¢ &2004;
26: 444-446
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1 KILEREN
NS 5 AR R AR
W A TG

LEDCR AR

2 sy Y G A
# J7 2 A b fe fe
LR/ RGN
B R AR W
RGDA £ 254, %
I 22 I 3 ki 42
25, A BN
A B IR
WL
3 % TRGD K
st A K 8% A7
FIVER, IHT 83T
A AR T 2
J¥ T AN IT 8
AU,

2 KREEAFAPEEES mmBTEL PR (HE x 200). A: Z5GRGDSPECA TACEAT TG, MRsEs mm TSN, 1
Z%; B: FANTACEIRIT/E, IRE555 mmiTFAHANEERLE, KRR SR TS T, MY C: SREEAT K

FAEANE SR BIR T RS, M2

3 GRGDSPEASTACERYSSIG (SP x 200). A: VIIEK T-PHYE; B: Ki6c7PHE.

*= 1 RAMEIRERSVIEF (MVD), Ki67PBIERIENE

2R/Z (4, mean = SD)

PDE n BEBISSER (%) VIERS (MVD) Ki67
AH 9 60.33+£4.68 0.18+0.02 0.21+0.04
B4 8 5580+523 0.22+0.02° 0.30+0.06°
C/H 8 3256+4.84° 023+0.02° 0.38+0.05%
FE 76.15 15.68 25.81
PlE <0.01 <0.01 <0.01

°P<0.05 vs AZE; °P<0.05 vs BLH.

L A B AR T I e o SR Rl €, 5 SRR A
$y2) 53 A, FEIEH R AR R MBI PRI, M 28 5
TR IR TEIX TR A7 I8 5 M 21 2 1) B N R IL 55
AR, MO AL FIPE SR AR B, Kie7PHTESR
BB AEIR L, RBIL BR A0 A R B R AR
0, FRIEBI L], ARIRFEAERR IR SE X R 2 27
A AR B R, WAL 3).

3 171E

¥4 0k, TACESE H i a7 A ol VIR 14 3
(1 3 7 %8, AHR S I b 1 5 88 0 R Uy
KRG A NIRIT (0T S0OR B (V3 10 26 A7
S M R R R R A 2P IR MR
Rl RE, A (L) MR N B R T bR EE R

(E-cadherin) ik /8 m o, o1k 40 i W) &5 b
77 BRAR T B Y (2) IR gl A LR R S 3%
5 TR T 40 A 5L T (extracellular matrix,
ECM)®: (3)4H i 41 F 5 £ 2 1 ¥ Aot Bl (A 366 i
4 JEE 14, matrix metalloproteinase, MMPs)[f]
VEHIR 25 B AR ™Y, (4) b3 40 o £ A AR IR 1 1)
PERTT TR B Gh B A 7 . B % R AN [R] 1
AT FEAT BE W, HAT W] e TR IR 1095 e A
. 35 F M RARII I — K251, AT
RE 2 A 3 40 i R) 5 40 i 55 EC MR (1) & B, i g
A1 W 3R 1R A S RO 5 AR BRI Bk A
AT AR A i, TR S AEFN
To RESN . Pk E A U S i A AR R A I
P RS R, R A A TR, AR
i 8 A K R A Th SOR G R AR R B0
(L) P9 At L 285 B 1t b &0 25 R 5, n 41
WRGEEA . ERNEERA . BEERNEE AR
JRER HEE; QT TR Q)T
0 - JEC 0 100 P 285 B0 760605 285 2 9 32 1) 8 4
JRLTa) (R G B (4) 2 5 g il A A s (B i i
o Ba). FLFE P Dh g JE I PR AAE C M R S
[IRGDJF41(Gly-Arg-Gly, }5%R-H &2 MR- K&
AMR)IT 5 2 455 5E ), MRGDAE) ZAFAE T
ECM IFRENS Ay 3845 32 05 1 DR IR o Ok
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TAE N PO, AT S o i i R 3 ik
PEREB T, HES FR R L SN R,
o BUAVE A . RGDIKZ S RGDFAI ) —
HANEHEAEYIIK, G888 SECMFRGD)F 4138 4
PEE ARG 2, AN S = S0
— RN ThEEM K, RGDAK W LLBAE & Ff
GRS R A U

HRGDH A AR Z Ab: 78 Mk Py i 28 5 ik
B, S = N R A B ) S B
)RR s A S PSSR ] | E L/ E P <
— B B ARSI M B f R N TG R, X
i), [ NS 2R T RG DRI R g A
YN 55K & i R AL G, DUE K AR £
P P B 1) R R PRS2, 3T TR A Ak
TR FER RS 2 (AL A (BN 5 SR s 2 i 5 5
FERAEFH IS A]), SR 3l Ik #E: GRG D SPIE
B TACE, WERTES NIGYT IR P R T TH I
— AR, L XTRG DRSS 25 3118 12 (0 AR AR AR
%. GRGDSPYER—Fh N LA W4 ERGDJIK,
FLATH0 T bR 0 P B R I P B A B
BT AT R (0 U222, eI, RGDJk
TEAASNGE S 40 HIWal ke r-256 41 i %) 2T 24 RF 41 i
JFIFECMMZE AL R. ExF IR ETACER G
JIRE By T R A ) ), FRATTFFHHGRGDSP
R 10 61 i o8 6 B ) L, R JHE B K S R
GRGDSP, fliGRGDSPE & 1 a8 2543k
JE 38 vy LA R 5 LT 2%, RV 45 G I IR b i
TACEA NIRYT I 17 28, LU= A Py [l A
FH T 3R A A VAT K S A a1 5 A7 28
SR A R WoR: K27 RN NIRRT R, Vel
VUE ANAZ4.4+0.7, B417.0+1.1, C4113.0+1.7,
FALMV2I VYA 3% 1 22 7 (P<0.05); I8 i
5 mmJH-ZAZ R kL 53)  A414.89 £1.25,
B416.63+1.60, CZ17.224+1.92; AZ1 5B, C41%
TEAE i 3 P25 57(P<0.05), 117B, CHZH i & 1
Zest. L g R, KR8k GRGDSPIX
ATACE, 54 TACERI Sl xR MILL, fE
B350k I N RS, I e B A RIOK RS A
JEFJERRE () AR TR R (RN S 4 IR R B, el
TACE 535 Xt FEALAH LL, n) B S5 40050 JEF e 87 11
A, JEANREAT R b P .

JigRq () A A R AL S AR KRR T H &
(138 5 5 IR R AT 11 A, 3 e S A f
YA P, TACEIAYT TR B o #4: 22
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1L 55 A8 i IR TR B8 B A g 245155 3 PO 448 A 4l o R
TR 0. MV DS H R DA & b8 8 A= 5 A=
FSORE S ()05 FH AR bR, A6 8 R E T 42 Y0 B
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Abstract

AIM: To investigate the effects of tea polythenols
(TP) and epigallocatechin-3-gallate (EGCG) on
alcohol-induced liver injury in rats.

METHODS: Forty-eight Sprague-Dawley rats
were randomly divided into normal control,
model, TP treatment (100, 200 mg/kg), and
EGCG treatment (50, 100 mg/kg) groups. Alco-
holic liver injury was induced by ethanol plus 0.5
mL fish oil intragastically for 5 wk. Liver injury
was assessed by pathological examination and
serum alanine aminotransferase (ALT) levels.
The plasma endotoxin and serum tumor necro-
sis factor(TNF)-a, interleukin(IL)-1 and IL-18
levels were measured by enzyme linked im-
munosorbent assay (ELISA). The expression of
CD14, lipopolysaccharide-binding protein (LBP),
TNF-o, IL-1 and IL-18 mRNA in the liver were
detected by reverse transcription chain reaction
(RT-PCR).

RESULTS: Chronic intragastric irrigation of
alcohol plus fish oil resulted in the elevated
serum ALT, fatty degeneration, focal necrosis
and inflammatory cell infiltration in the liver of
model rats. These changes were accompanied by

increased plasma endotoxin and serum TNF-q,
IL-1, IL-18 levels (P < 0.05 or P < 0.01). The ex-
pression of CD14, LBP, TNF-q, IL-1, and IL-18
mRNA was also increased in the model rats.
However, TP and EGCG treatment improved
histological changes, and significantly decreased
the levels of plasma endotoxin and serum TNF-q,
IL-1, IL-18, as well as the expression of CD14, LBP,
TNF-q, IL-1 and IL-18 mRNA (P < 0.05 or P <
0.01). Fatty degeneration was still observed in TP
and EGCG treatment group, but focal necrosis
and inflammatory cell infiltration disappeared.

CONCLUSION: TP and EGCG can protect liver
against necrosis and inflammation induced by
alcohol, and the mechanism may involve its ef-
fect on the reduction of plasma endotoxia, and
inhibition of Kupffer cell activity and proinflam-
matory cytokine expression and secretion.

Key Words: Alcoholic liver disease; Tea polythenols;
Epigallocatechin-3-gallate; Endotoxemia; Cytokine
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, Koda .
Green tea as LBP 5'-GAGGCCTGAGTCTCTCCATCT-3' 5'-TCTGAGATGGCAAAGTAGACC-3' 553 bp
an antioxidant TNF-a 5'-GCCAATGGCATGGATCTCAAAG-3' 5'-CAGAGCAATGACTCCAAAGT-3' 357 bp
which prlotefltsl IL—1 5'-CAGGATGAGGACCCAAGCACC-3' 5'-CTGTGCAGACTCAAACTCCAC-3' 444 bp
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B, dai;;’ug, IL-18 5'-ACTGTACAACCGCAGTAATAC-3' 5'-AGTGAACATTACAGATTTATCCC-3' 437 bp
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Gabele E, il 2729.71 +659.30° 14.60 + 0.09" 3.53+0.14° 4594 + 1.88° 0.31+0.10°
Wheeler MD, XL | A 1234.41 + 368.57 3.70+0.40 3.10+0.05 4249 +1.62 0.14+0.01°
McKim SE, o 4 a
Thurman RG. 20 1 4B 1194.57 +111.02 3.90+0.18 3.14+0.03 41.64+0.82 0.17 +0.01
Green tea EGCG | 4B 963.53 +122.19 3.60+0.25 3.19+0.01 42.25+0.79 0.15+0.04°
extract protects EGCG Il ‘A 930.19+ 170.53 3.78+0.38 3.13+0.12 42.95 + 1.46 0.17 £0.08™

°P<0.05, °P<0.01 vs WIBZH; °P<0.01 vs EHIZH.
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3 11ie
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KETE s, S AL AT gt 24 X RT-
PCRE RN B, ARG b 21K B 5 %) FE 2 AT
LA T H 2 TNF-o. IL-1. IL-18 mRNA#KIA
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Abstract

AIM: To investigate the effects of recombinant
intestinal trefoil factor (rITF) on the expression
of nitric oxide (NO) and malondialdehyde
(MDA) induced by lipopolysaccharide (LPS) in
infant rats.

METHODS: Ninety-six 10-day-old Wistar rats
were divided into 3 groups. The rats in group A
served as normal controls and were injected with
normal saline (1 mL/kg) intraperioneally. The rats
in group B and C were intraperioneally treated
with LPS (1 mL/kg) and LPS (1 mL/kg) plus rITF
(5 g/L, 0.1 mL), respectively. Intestinal tissues
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were collected at 2, 6, 24, and 72 h for the exami-
nation of NO, MDA productions, iNOS mRNA
expression and intestinal histological changes.

RESULTS: In comparison with group A, the NO
and MDA contents were significantly increased in
Group B and reached the peak 6 or 24 h after LPS
administration (NO 24 h: 55.25 £ 7.30 vs 6.25 + 2.05,
P <0.01; MDA 6 h: 7.60 £ 1.14 vs 5.01 £ 0.74, P <
0.01) respectively. As compared with group B,
the NO were decreased in group C (P < 0.05 or
P < 0.01), but still sustained a higher level than
that in group A at 6 and 24 h, which attained
normal at 72 h; the content of MDA were de-
creased than that in group B (P < 0.01) and had
no discrepancy with that in group A (P > 0.05) at
6 and 24 h. iNOS mRNA was weakly expressed
in group A, but significantly increased in group
Bat6and 24 h (1.17 £ 0.15 vs 0.31 £ 0.08, P < 0.01;
1.24 £ 0.18 vs 0.30 + 0.05, P < 0.01). The expres-
sion of iNOS mRNA at 6 and 24 h in group C
(0.91 £ 0.13, 0.96 £ 0.15) was markedly decreased
that that in group B (P < 0.01). The pathological
changes in group C alleviated notably than those
in group B.

CONCLUSION: LPS can induce the increase of
NO, MDA and expression of iNOS mRNA in
intestinal tissues of infant rats, and rITF can pro-
tect intestine against injury through decreasing
the contents of NO and MDA and inhibiting the
expression of iNOS mRNA.

Key Words: Intestine; Endotoxin; Intestinal trefoil
factor; Nitric oxide; Malondialdehyde
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Iy A AR E KA (1 mL/kg). B4H: %4l
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cmi 125 g/ R e, & AaTRT I, FE
RIGHLIL T -80 CH A P LrAE, L& EAIERS
MNO, MDA i K PCRZAIMINOS mRNA#
ik,
1.2 ek NI B I 41 2N BRI RR 5T &,
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B-actin: [Ji#5-GATTGCTCAGGACATYYCTG-3;
#5-GATTGCTCAGGACATTT-3. iINOSH|4)
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HEC R B, I AR 4 2. LPS)S72 il

WHE WPCRE IR, BRI R 2]
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R 1 4EFELINO, MDAFIINOSMRNAEYZE(Y, (mean + SD, 7 = 8) mia £RHE
e B My A
Fer A R Bk o B
BT 2 h 6 h 24 h 72 h A KA bR
NO A 450+0.93 5.75+1.67 6.25+2.05 5.25+1.16 ?T;;ijgﬁ
. LR 2 =] EE
(umol/g) B 11.25 +3.62 39.13 + 7.64° 55.25 + 7.30° 13.25+4.53 TELB G, S
C 9.25+2.25 30.88+5.19™ 4250 +9.30% 8.38+3.38 S AL
MDA A 4.75+0.46 5.01+0.74 5.12+0.25 5.25 +0.53 ITF, 52 12315
(umol/g) B 5.18 + 0.54 7.60+1.14° 7.34+1.23° 5.56+0.77 A, 3R R
c 5.07+0.36 5.69+0.38" 5.41+0.36° 5.66+0.46 f; ’Eﬁé@_’;g
INOSMRNA A 0.31+0.09 0.31+0.08 0.30+0.05 0.29+0.04 % %%\%;’H&
(iNOS/B—actin B 0.99 +0.22° 1.17 £0.15° 1.24+0.18° 0.97 £0.21° F 21 TEJS W £
RDALIE) C 0.31+0.11° 0.91+0.13% 0.96+0.156% 0.29+0.05" BE AR A R R R

°P<0.05, °P<0.01 vs BA; %P<0.01 vs AZ.

#%.

1 #Fk, EE

B BBEAE.

. IRE. R

M 1 2 3 45 6 7 8 9 1011 12 23 wEAEZR  IEWW b RA e W9 EHEY) =, LE. W

e HOT REOESCER, WRMRGRG 0 ST

1057 by = actin N PR P o ‘.,’:P

1 o Mot AR AR R AR, AR i
> .~ I VI RN
% b R e MMM BK, MO EBEM R Cpama
2, MMRRAT, RIS = Al 2000 22

B 1 BALINOSMRANTRIAH IEF=HIRT-PCRELX. M: DNA
Marker; 1: A2 h; 2: A6 h; 3: A24 h; 4: A72 h; 5: B2 h; 6: B6 h; 7:
B24 h; 8: B72 h; 9: C2 h; 10: C6 h; 11: C24 h; 12: C72 h.

PR, JETRZA120%. 1 C4L LRI A IR B B4
e, T H B s TR BT B R, AT R B D Bk
T R B, JET- R 410%, A4 EISIR. 1240
B RJSTE G NI, TEAET

BALEhfEip LPSJG2 hil Wai . i &M
BEEF LA, 6 hisfa] W As i o ] 5, A7 5 o
W, o sk, Wl AT HIL 24 W5 B o
W R 7, 72 h BRGEIRAG . CALLL 1
KEREBAL Y, AZLTCH BAR AL,
2.2 NO, MDA#INOSMRNA%% P %/
Ji2 hLNOHH 238 1, 24 hik s, 72 h NOH
SR>, 6, 24 h4INOS A AL W L1 n
(P<0.01). CAIBAINO T i 16, 24 hi fkyd />
(P<0.05H1P<0.01), {HA31 T-A4L(P<0.01), %72
h e 5A, BA L% (1), BAmAHZIMDA
SRR, e, 24 ndl B AL i &
(P<0.01), 16 hik =g, 72 hdl F I RALL T %
5t CHEBAIMDAE HHE T [, Hrhe, 24 h
20 22 5 5 % (P<0.01), 72 h4l FRERBA T2 7+
(#1). INOS MRNAZEAZL N 8] S8 H 59 1)
Fik, BYI A TH] AINOS mMRNAFKIEKALL W]
Haom, JLrf6, 24 h4l8E A4 % 5 2 % (P<0.01) (K
1), 124 hkiE k. MiC412, 72 h iNOS mRNA
KIEHGS; 6, 24 hinf FRIE B Baib, &I A] £iN-
OSMRNAZ A4 B % 5 fi % (P<0.01)(#1).

www.wjgnet.com

U A B 2 AL (1512).

3 e
JRGLIE URHE Wiz —, HAETREH LR H )
REREAS, AR ML P BE 2 R 0I5 b s 3 fig
DIARSG. AR 2 RE AT Sl A . RIE A R
TR N 2 A0 i R B 2, KA R
B, B RiE i as w e ReE, Hastr Pl 3kA
NN EEZR(LPS)ips %) RUIRYS « JEIK S
Felfil /KI5 B I ShRE 2= ALAEAR, FBE R LB
RRLARIL . TR BRI B W e
WEEE SRR, WFFCRIALPSRERAR
AN AP DRI PR T 7 A IR A
PR G I b R A0 R g 1, R A,
BT R R R B, 5 R W 90 O, 4 [ 2
K, SRBEEMIE KR, RPEAIRE. fE—
SE S5 AT 38 TR A BRI At 28 1 A B
TNF-o, 1L-8, IL-1f, IL-6//E & N, 514 5
FAR TR ELT. RAE RN AT 5 414, 2
A b AR A A AR B B Ak P 4T B £ 3R A AL I R
2, L3 U A A TR S 1 1 A A
HE, RN R TRATP. ATPAS LA 45 5815 1 [,
AT IR B AR 3, A 507 Id S Y, 42
A A FIE MR, HE— 20 30 40 R 45 44,
Tk S S IR B 24 P M D A i ] i
IV EACEN= R E S LI S

AT TR B B tEAANO. MDA
Thi, [FIFINOSMRNAR A 3%, 766, 24 hil]
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AT, X5
NO# MDA It &
H—EXFR, W
ITF T A A&NO
FaMDA# 4 &,
PR I TF#9 1% 37 1F
JA S 3 i A HINO
FaMDA® = £ 7
I

miA2E

ITFAE 4 #7 A A%
ERAFZ—, 5
B A5 R ARAT 6
BRAPVER, K
Ve B ARG 0 8 55
75 W A AR 64 KL

2 FALALBILEIRZRA (TEM x 5 000). A: IEF I b A2 ANMSk BHES ST, Bani e, B5iuets; B: LPSIEH N2k

TREZSIF S, MAEEHT I REE
ISR, RS A e, W . BRI,

5, HEIR R B8, IEWINO. MDATHE S
WAt — R &, NOJE I L-Ks s A — %A
AR A BF(NOS)IE R AE R, JENOS A — A,
AT (NNOS). 4 B 28 (eNOS) A5 L (INOS),
IR H SRR A5 B, el 5 7 A/ D BENO, 4t
P Mg e v, s B AR AELPS,
TNF-o, IL-1B%E ] FiNOSEEHRIAWI i, 7]
FSrEKENO, 7= A 05 RO 4 i 1 45345 1
FAUO 3k (RN O S 52 i 22 B 4o 58 3% YR 4
(I, TITNF-o 1L-1. 1L-2%%, 5 R iR 4
5 RAESY, NOL; O, VEHITE il S A0 I A R £
(peroxynitrite), R [ B E, FHIITI
e, RSN L, B i E AR Y, 5
AL L7, A 1 e 20 I 375 4 e O,
IMAPHIINOSHEE F ik, Mt if LA HIN O K 5t
PR IR AL BN B . AR BRATTIRE AT
o1, T INOSMRNAK A MINOA B 22, 15
I 2 V40 M D5 RV E Y, A IV 4 2340 i S br A%
TAR, 40 R IR] R B R AN SR, R .
ITFE =R 2 —, R
MRS 3, Tz A84E T B miE, fe 5 /i
MEALS, BRI ENERE &Y, KPS W
R, SRS, MifTsgam T 5 i
0557 B 1) 97 4 g 4P, R REY 20 d2 R IR B
KR =LA AR ZRIE, 788 i e Ry
L B P TR R b R 4 i
PG AR TR, BN A YRR A P TR
PE RS P52, 2 P () 1 Bk A RN 840 I
BE A EEMAL DR RS I TRRET
B FIIBYT LRI 289 51k 1 K B W 15 16
B fa BT B, IFRE R InfR g4 R, HL
B R oy s P A S i 4 gy A AR R o
MOIRAH 7 & AN 2> WAV TF, 4 I 26 F Rz 40 o
(1) 58 BEVEIF T ROAE I R LR S FAE . il

FROMTEL, GOk, SR IERM R ), MIRIRYE, G IlTE; C: I TEEM FRRLR

xS TFEE S, /N T 1E NS Z I TF,
B Z ARIERT, 240 R o B B, 12
WS, 4T ORI AN TFG %6 A4
3 B S A P, SIE T Foxt i 44 Bl — 2
(R34 F B2 e AT BE 5T P 45 7 AR P
I TR A i 1 23 P iz, IFRebRIRm 412N O,
MDA &, [AI EKINOSMRNAR L, ] T
R AERINO. MDA IZH A & TEVER,
b [l SR B SL bk 9B R U B,
K, rITEXS B = E R A — e IR 1
H, 5 Giraud™ w53 AL
BATHWFFUF IR EANTRE S N R
iINOSMRNAEIEENO: Jid /b, FIKMDAK)
o, AR RERER T 4R 2 90E I
I, S R A B — o BT AEPE R, b i
FOREIR G LS I TE B P T R A

4 BEXM

1 Viswanathan VK, Hecht G. Innate immunity and
the gut. Current Opinion in Gastroenterology 2000;
16: 546-551

2. Mammen JMV, Matthews JB. Mucosal repair in
the gastrointestinal tract. Crit Care Med 2003; 31:
5532-5537

3 BT NLBEER A FEbES S RS
PESALREE 2001;16; 2-5

4 Qureshi FG, Leaphart C, Cetin S, Li J, Grishin
A, Watkins S, Ford HR, Hackam DJ. Increased
expression and function of integrins in enterocytes
by endotoxin impairs epithelial restitution.
Gastroenterology 2005; 128: 1012-1022

5 Alscher KT, Phang PT, McDonald TE, Walley
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6  Adams JK, Tepperman BL. Colonic production and
expression of IL-4, IL-6, and IL-10 in neonatal
suckling rats after LPS challenge. Am ] Physiol
Gastrointest Liver Physiol 2001; 280: G755-G762
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SE RIS B5E 23 B 35 A o MR ERLES v 8
A wek B T v i P 2% AT R 9 O R B AT S AT
(1) 5 B 43 AT, JE kA SR R 9 2 R DG AL A
PR TEIIRR, BB G 38 R a5 B,
RILFER B R AR 15 5 DI RE v Be AP E MR R, 2R
T 5 K S 6 0 7 A g B, T g st v b
BT BTN RO A5 B, BN B
Bl SAE VN A i sl R Ak, R A A EE
TEFURLA LA A SE R (R T e, & ZEWAE B2
fy T 3 DR A B 43 W i KL
2825 21 A BE T 4y Sk e B a3 i A AR BB A #T
Tt oy 3k B T 1k, F B4 B FIER 28 071
SR BT O Ry RO A, W
BT R 1 7 3k it L A I 4 W A S 2 1
AR . MR H AR [, B 1o
ERLES i 2 i 7000 8t s (1) 2= ek 3R
TE ST DR AT R T M0 R DR AN [ 441
FE i T 2608 22 5, 491 WA TE 5 4 i R0 i 983 4n

M ()R e o0 A e DA e A 22 1) f) A
TR, MG ik EER R, (3)
FUB 3BT DARELEAE A R dh o 08 22 5 B 3%
(1 8 A 49 DA AR, 0 oL ) ) 3 B gt mT e ST AT K
2 Wi Tk,

1 Z[ERFREDH(difference expression, DE)
XF T FH 2 IS0 5 v AT I B B S 8G, mT LI
2FEAS IR 5 R SR AR Hh e 1E AT 2 S 2 DRI 3k 40 #,
A EATEEE T B8 T ZE i aE.
1.1 44 % A (fold change, FC) {5505 M & Bt
IS FH - 3 DR $0d AT 1 O RN, O VR
T b PG B I ratiof MK B NHESF, ratio
seey3/eySHILLAE, X FRR/GAE. —#%0.5-2.075 ]
P U A A S 35 3008 7 5, a2 A1 )
AN DR (1 20 B 66 AR ol T S A1
(YA [R], I [ A 9 PR 25 AR 4 T A5 DX 1) N 5 B i
A0 A H S A3 B 15 B AR PR AN R R DL %
Moe R, kK. grEE. SRS E
ERAR R TR b, AR T
ST Ak T, AR R I e JE IR ) e ) 2k
R BT AR B BRI L A,
AR A /N R BRI W] S Ve AEAS PR BE T XM T
T TS B R SE R 0 AL nT AT I A R
B AT R, 10 FLAT B2 AN 41, B, &
WA Ty bR e Gk 2 S IR FE N, A AT REC
TN, 45 BEUE M0, AT e BR 2
e RN FE D, g5 Al ANk £ B 1k v e A
T H e,

1.2 A 3o (s-test) 22 S BE NIRRT I o — R s
PRI, M MR )15 BEE B I BRI,
FER I P RE A N AP 22 . (B AR 50 5
WS BIREAC R R, TR R AR S B
AT SIS AR BRI, ANFEAS I DRSS S22
AR WL, AR /NREAR 3 80T AN AT A5 48 Sl
Th AT e X R e, WS B T e
I (regularized t-test), ‘& M PEAEIERI R IE K
AR 5 2 MAFAEAG AH LG R, AL SE R R IA
IKFAT H ML AR S ax AN 2 i, 3 DL 307 4%
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(R ESUIR: Y L))

P,(A/B)= 71’43/;:1;);(“1)

ek o7k, kA IR — ok w Fr i i e A
DRI I 7K, AT DI AT ] e DR 118 28 e 1 il o
HEATORAD. IX 07 V00 T JE PR AR 3K 1 b 74 22 At
LT 87 B () £-testRIT (] 52 435 B0 i,
1.3 7 £ % #7(analysis of variance, ANOVA) Jj %
I3 HT(ANOVA) XFRAL 7 55 o3 M sk 46, 6 H 1
SEHEWT P 2H B2 21 DR S AR O AR R,
B A B2 M REAR N ZE R R A g R
X, J7 25y Ml T 22 AR R R R . gy 2
TS ISR R, S REACT T 2 A i i
IMRNATR A MK, HH T i 40 B[R] 5 254 1Y
SRR 2, S RARK IS TE RIEREATR 5 J5 S0
Bk T 2 JRFEA AR, DRI, 36 2 ]
PEA R A0 AN 25 32 05 2 HEPEAR (AR R

T3 72 47 By e vh B R BE e PR A g v 2 e,
R WA RIS A 2 (A4 g8 0t 22 v 04T X 48,
e s E T 23 it AL By C. D 441t
AT 008, X TR AR, T7 = o e ts o i i
A 5B, C. DA %S, HEB, C. DX
[ JGGE v 27 3 S XAt it S I AR 1) 1 P9 5 B
i (post-hoc comparisons)fi %, 124050 S X485
FEGHT A (R FE DRI AT R — 7T 475 1 o A,
Rlz-Hax 56 H fig FH T4 56 P A A b (2 5 AE A
WEEMEZESR, MM ILREARFEIE T 2 T2HA
[EESEAGI= S

IR BT AT 1 2 B W O A AP A B
PE BB PERT RIS, P BH I R AT 4y
(LR 3EEJE(Bonferroni) 1%, tHH A Cor-
rected P-value = P-value X n(number of genes in
test), WERAEPATI /N TR A (110.05), W%
R R TR 2% K. (2)Bonferroni
Step-down(Holm)iZ%, IXFHZ 17725 391 B e
TRARAL, (R Hr 4. EEEAR WS A
KR P MR ]S, Corrected P-value=
P-value Xn(n-1/n-2-++-+* ), WL IEPEAT) /N T4
WA (UN0.05), WITZHE KRR 8 A7 ik 72 S i) Ak
[A. (3)Westafall & YoungZ:4iiZ:, i [2Fh k48
ST HRT P AT A 1, A7 VR ik [R] I i Ay
SEDRIBEAT HEFY, 78 43R F S DR T) (0 8 ST vk gE A 7P
HAMIE. BEAN LD (1) PR 12 J5U 06 0 RH HE P ik
ATV R BRI 3 g N T ARG B T AR
BB, SRR S A R N P, B
5 AT PEE AT b, EIA R EEIRE
R, wa v E A EPE. W R A EPEAT /N T4
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PR (U10.05), MIZEEPH 8 T47 K38 2 7 1 Ak
[Al. (4)Benjamini & Hochbergfi fH %%, 1% 07
AR AN R T, DR ] R AR
IR 2 R BRI P, 50 R 15 dexd
— AP P N 2R HER, B K IPAE DR £
A Fee SR R A A X THHEPE, Corrected
P-value = P value X (n/n-1)CLIEEHE, #7P<0.05
W A A 22 e Ak A

b33 A 7 v AT MR R R 22 A W
(family-wise error rate, FWER), ‘& [{145 i & SO VF
TR0 IR BHAE 6 R A, i BH % 2R (false dis-
covery rate, FDR)& fVF— & F IR BH R 2k PR
LB, BB SE(FDR)E % 5 %1k 5 5 iR
PR R Z [ T —ANGF P 4 v, Bonfer-
roni & i G I T7E, o d OR S (R B PR A ot
J7vk. Westfall & YoungZ ik e LKL A ) L[]
P REAT VR, PR v SRR AR 1), B
P Al TR AR LR S 1
1.4 3F A# 5 (nonparametric analysis) T4
FEZ B A7 AE " s T AN R A
AR 15, DAL H Aol FH - A 56 AR [ ] = A 2R 3R A T 97 22K 1)
J7VERTREAT AU AR 2 Hokar 56 5 AN SR s Tl
JERFIR AT AR B, Tt DU RS 5057 R0 AR
AT IR EAR ML, RS2 A7 it H T H
TR AR TSR oy AT I HE S BT VAR T AR S
(142 $-K 56 (nonparametric #-test). Wilcoxon
FRFIAT K (Wilcoxon rank sun test)ZE 40 —ib
BT AE 2 2007 A N T AR DR 0 1% S 1
SyMT R, s ULk vk (empirical Bayes meth-
od)*Y. S H B Hi(significance analysis of
microarray, SAM)™, JRA I (the mixture
model method, MMM)™ 2% 25y (Bl 55 & 73
BT B0 A7 R BERT B6:, LE  eS AR FF AS o ) AR Se A
WY S 532 00 3 A 45 R, R [RI R 2800 1 A e (o xe) 40,
XF o g5 AL B W B g, AR S HO R
IR DU KA AT R, A ) Rk
I3 BT R BUBE AN I 25005 1.
1.5 & )2 5 #7(regression analysis) H g # H AT—
LG RT PR TR 23 55050 BT 7 0% ek 2 e A B e (o)
)k B IEZS 73 A BT B 1), BUE Al
(R ZE 36 3 A, SRIMTX A J7 100 ik PR 4 08 £ 4t
A REARIE AN G H, AES BT T B
INAT, TS HOT IR S 2 R 4 A2 3
PRI 235 185 P[] U1 43 A s m DA AR B 22 S B PR A
[ MR AF R R I GETh 7k, TR
T A A 20 AT S R R 1 K, WiLi e al”

i LB

I 23k, Hr, £
KR, ZHL K
ERACE MRS
e ey
HEE #R
SEAH AT
& 2005; 13:
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WA 5
AL AR R AR
IR & s
Tk AT T ER,
Ik £ A H &
kT, RESHT
Y. EFIR R
o ik W AR B B
TR, LF®k
B LA AR AT,
N4 m, &
KB R
Wi, B R 5B T
MBS, BTk
B & ik %K B
2 T B R E R
it KR, 3T e
AT 3k A AIE AT
T ik AR BT
AEHAE.

i FH B AR B (C o x) 1R 77 34 43 B 3 IR 2 0k 1 44
P, W1 B8 I AEAE R 1H); Huang er a2k
PR 5 2 N e 1) 43 2 58 R

2 BEHM(clustering analysis)

RN H WAE T HE S LR e AL
Yy, FHEX B ERAE AR 23 A T-2R(RF), A1)
KWy H A v B RS, A R 2K S A e
ST, SRS M ARl ik A ST A PAN [ 1) B A
R, AU T A AL E R R A AR B R E AR 2 5 A
. HA - ANER IR RIE D) BE AT RE AR Lok
I, AT ZIA AL PR K D e 5 Bl ANk DAl
ARANTIRe. B2 T B e e, 05
R, FENREIII IR RN, A, K
SURN T 3R, AVE TR I R AT e L,
2.1 5 & % % % (hierarchical clustering, HCL) 77 )=
RBRZFAFE SN2, tHHa M
PR TR) PR, e s B LR, 5 e B el )
PR — W2, TR 5 2w &5 0 .
MEI IHE, BRRA KN )R RERE
55— AN T PR R v A S A K SR 2K T
V200 ER A T A A R DR T G R 1 T A
RN, T M T DR SR A G ) e g I 28 4y
RIS A7 ZEATF 5 B2,

2.2 K-3¥18 # £ (K-means clustering, KMC) K-#41
SRR SIR PRI HREER ., A K [ 12 2R 4,

n

dp= [ X&-3)'1"
i=1

FEREAFE R 2R, BRI H O IABER =, R
PR G B RN AE S AW AR, T 20020k
TR . K-BME ISR 2215 0 A e e
BN RETNE, AP, & & T KRR
Fella 155, fnD'ambrosio er a* kT BRARAE KA
JELIE A 1R 23 HLTR SR 1) 4 I, ik
E S DK 6 £ 0 S5 R I 5 N ) i P A% A
AT IE DR s, N HK-SE SR R4y |2 56
RAF B[R]0 LD, BE— 23 b 5 34~
PR g Tz ik bR id JE L HR K- (E 2R
KM AL AL, ERHIAHETE mHCARBUR, Wk
WITREER RO IR FR ATt T eSS (e bR e D) e
(1) Je il IME F Ty AN S T e R e T
ST T, ARG R AL,

23 B4 HeA B W 2 (self-organizing map cluster-
ing, SOM) 125 ) 25 &8I [ 45 A 28 3 e )
) A8 ELAE I AR LS8 4, 3 A M A o A
ANRIME 5 BRERAC I 25, I 2 2R AR AT

(100 S A Ji P Kt 22 A B o N s LA 2
TR AR Es A IR BT A, ARG (1749 A
A AHARIRIZE, ML 2 AE R A 1R e 4y
MU B AW EL B VR T
[ EE Rl s -2 S E AU o L B S A
A, AR PP i T e BRI, TR R IA
(%t AT R A3 B2 IR . WiCovell et al”™ A
k2 Fp MR AT e B SRR BRI 1, AT Tk
HCT 1470 i AR L 0 B2 ZREA T BE R R IA 1 AT
5T, 455 B A LB B 58 AR IR AN IE H AL ZAX
HoR, DA & IR TR 23 7% 5255 3180% (1)
AERPE, JEHRo (s AR SRS R SR
OFER FEE RERA IR R ADIER], )
B FUNE . R ) 2.

2.4 W@ F £ (two-way clustering, TWC) F:[K 3
IA T K HRa) SR 27k (one-way clustering), Rf!
B DL FEAS TR R AR ABLUIR) JH DRT 3E 2R 2, B
F DAKE R TE AR IR FE AR EAT RS R R A A
HE DA () I R AT 2R 2l 2 X 1) B 2KV (two-way
clustering)™, H i 3k K 2 1% (1) £t o0 b7
(R0 ) S 24 JE (R 1) 2 (gene shaving, GS)FIH%
T (plaid models). 3 PR 1) 20 it 3 ik 356 BR] (1) 3
IFi) 2 15 1 B AR ik B o 8 S R DR (1 02K, R DR
KA G3 Br J5 v I B AT IR 2R, WA %R —
AR O] e JE T 2 A28, R DRI 2000) 36 DA B RE
AREAT o3 JEBE AT LS W 1, e BLZ R B
(1R ke DR 20030 5 28 T e 2 1 5 DRI 3 T 3 1)
SAMTHR, WiHastie er al™ Ml FH LR I 257 12550 #
T BAH itk R R I B IR, BE T D
] T A A7 Z ORI BE BRLL AR 2 Ok S R A
G T — P AR A (1 25 DR 26 08 3 s 40
J5ik. Jiang et al" ™Ml ] T 28I R 205 1k i i
JITs gt P A s S BN, O R D AL S R SR
IETE LR, o Ik 134 M1104%, Hrpsskit
FLIR IR, A% R H IR 0 B 5 DRES y Hale
A fRRE R A gl e, BRI B A TS, &2
Z B R LhaE— B B, MR E 1) A1
SISy R G R E R AR AL AT R R
ARG 3 B ) LB AZ

2.5 BARE® PR EG RIS Z /AR (un-
supervised) S I (supervised)JE 5. AL A
e A ARG 2 M R IAL R, H TR A 2R
852 I BROR B 22 AE 5T IR O, el T AR RS
R (R S e VE R 2 Ak, A R T AR R R A B
s A B, A7 0 BN 5 2% 2 A 1) R 4 s F
FETRIALAREE, by T IR A i 8, Wang et a4
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T XK 3, B S4B AL ZA D
B 2 ek, R)F AT T R-E E R
& DU ST A 0l (R R R R IA RS, Herrero
et al™E IR WA B AU RN R RIS
oA (0 T T RE DA T ) Kt A

3 HBDHr(discriminant analysis)

U5 BT REAS AR IR FEAS (1) S Le e Pk, DA R A
FrI@ M. 5B AR 2, H a2 M
FEMITTERHT TN R 53 A TR ETIR T, @
U R AL, FHLOAE R AR SR T2 s i
MR — 2. FEDRAI 23 Hr CFF B % ) ) AE AT 4
P REml E S22 s, JER M TS i) o 2K s
XoF A il () D RE O A AT T >. H w A
PRI 23 87 07 % E 22T SCRFm & HL. TR
AU B T NN P 2 AP R

3.1 %A R $| %) 47 (fisher discriminant analy-
sis, FDA) 2 2 H 53 73 # o DL e 54 HE D)
HEATHIS™ Cho et al™ N T 2 4 R F 5 7 V44>
AT IR A 2 1R ik DR S i et DAL ol e 99 ) 53
. WiDangond er al"™" ¥4 25 K FI5H0 IV N T
TH ARV 4 0 2= B A5 1 6 DR TR 1 AT .
3.2 M =f K M %5 (bayesian networks) tHAYFK A A
R 4 (causal networks), F&:ftid i A w2 (i)
MR ZR I — M AR, S — B IR HEAT #E
PR UL S I 2% g ANATTER AL T — b 7 f
FUHE QL 5 A SR ORI R &R, IR AT A AN 5 1
PEREAE DB b i b S A AR, WiTmoto
et al®VgE 4 VUM 190 48 F0 A 42 SR AT B A
B IE VA (1) B DRI 265 43 B, T AR 1 BRI
S DR B R HE A 1T T IRE. Kim er al™¥
DL 307 o0 2 32 1 H T IF [1] 28 1) 1) ik DR 34 2k 1% 4
i R IR P 285 3 B 25

3.3 L #F @ EHL(support vector machines, SVMs)
SCHF 1) B AL B A2 T AN TV SRR
[ea] EE AT B8 A D e Ak R[] U1 ] i[5 51
AT FIAR R (23 2 10l R, 000 43 A 451 20 Il
A, IR s oRERR S A
L s IR e 1 S R AHABL R S R B il
Williams ez a/™hy T %5 ¥ BFA0 R 52 R 1
LR IA TR, 9T T 2740 1 REAH R
RN s, S 1362 a2k, X RRIAE
R b g A 2R AT R RO SRR, Y SR
Ir] AL A DAL 3 K 1% H e R AT 0 b, AR IR
TN R T IR TG (R A

3.4 # 5 M (decision trees) PRI E—FliE H T
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ToUMARE Y ) S, e K K R AR B
32K, W B — ST B, AR R, &
(1) LA RS IR ] 5, 2 R RE R, Rl G
KIAE B G AL FED . Dettling et al™ LI T A
7] R SHE AR BV 0T 5 DR 3 1% 43 T () 56 . M-
dendorf et al™ N ISR 7150 T iS4
() PR AL

3.5 AT A2 M % ik (artificial neural network,
ANN) ANNE P W I SABLT K M o 28 5 fih
CH R 45 M EAT A5 AL B B . AR X —
B rp, KR AL (EORR " AT, B
JC " ) AR TR R B R 2, B " e g
DLk 2 b #AE BB B 1. ARSI AT 4 B i
To A0 H A AR R e B, T HL, #h 2%
A DUACHLAS A AR (e e M ) (R 41 45 2%
B O'Neill er al"™ 41 4 24 305 8 FH 13k L
6 ke DR] € 15 1 KA 1) 43 AT, 12 7 0 Uk L9
Je RS W B AT U I H M E . Sawa et al®™
X IR o A DR A B Bl EAT T BRIGEE &. AH
KRB AHEAT BFIEE T4 W2 R R A0 HT,
R IBE TP 0 2% 1 SR 2R 45 IR 3 7 ik
o RERLN

4 Hfthpi

4.1 o % H(principal component analysis,
PCA) 7EKHURIE K ik Hia 181 3 dr TAE, i
TR A B /N T P s 5L A3,
SRR FH W O 5K 40 T mT R AR RO R 2
AT B SRR R AT k. AT & AR
2 SR RS TT I, Hoh B AT T 1 08 Y
FH 32 1853 53 W1 D5 306 B AT o 4. 32 gy
GBI (0] PR A 250 22 A% S B 0 B AT I AR 25
G T A8 IR D7 1 S RO AR ) 2 1 A
B =R TGy, IR I oy R AN AR OG. A
T RE S IR T o AN 2 e W i A A ()
AL AR AT B, R A 1T 22 ORE/
HEB, 55— o) B e S R 1) (1) 22 5. 3k
353 M I I DR 1) A H s 2 B D ) YR Hek
FIRXT L, (R INEE ST IR AE R 20U n] it S
SR RO RS R, AR IER R,
FE G o3 B AT B T 1R A 23 B R 22 A B 1 T A
161 dinCrescenzi et al* N JT = B4 9 Mkt 604~
JiFv 96 4 AR P R DS 0 T 1 B AT 23T, 45 SRR
I o3 BUAH G I BE AT 1 3754, /s o dr
73 20 40 M iz B 55 S AN ML R . R o i 2
05k 2 AR FAL A D E LA RS AR AR —
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Gk ot Tk WECE M BERE, Xt — R 4E
AEFRRCR. T HAT X L/ I 25 S FR PR BE RS
2 1 S5 R i R 2 b T S IR R4 UL, (RIS EATD
AR S AR ST (). AEL AT FH % 7] R 2L
—HB oA S B E K. ik, Yeung et al*” K]
P AN TLSE B AR A0 =AM B A b S A4
BE, R FE B W 7k A R 3R 2R A A
TVRAN . ABATTR IR, JEAT 32 o A H S R SR
HWRATI B, A PTRAC. BT RL BRI
S50, AATTAS 5K AT HPC AT AT F R A T
4.2 F B W %47 (gene network analysis) JE[AIF
BT RE3ANZ R, 15 LRI, RILE
OGS REZH 55 S0 2 (R RS BE DR A5 A7 A R IE 2
Ft, X E R AL N AL i Ho 2 3k
AV, W IEE R IE [ D Re . AHEAREH] L LA
RIRGEBATHER LT BeJa RGOk, RILL
BE DR 109 2 T A ARRE R B B 4. A2 B R &R
oh, R SR AN S SR AR TS, AT BAE A
SERIEEAR, DRI A IR 45 PR U 5 23 B s DRI 3 15 4
P IR P EONEY) R T IR AR, H
HIWEUEAT AT 77 B, IEAniig
(25 TSR TR, ARG LA BRI R 2R AR R — 4,
BT AT e 36 ) 2 2k 1) 6 PRl 2 AT R
{5 T IAE, TR HTIZ L IE DA (1) 1 51 W] RE A I
EASLE T IO, T AR R G )=
G S PN I S B IR RS A ] W
YICIEERE . S50 KO, AT OHE S ndk
AAATREEH RS Fr, Wl AN RS T (R
AR LA R BT I () R A1) RIS AR Ak,
FHALE T DU $0r W9 2360058 HEAT R GE 53 i, TR
DR Zh BRI 7 PR 2570, b ] AR 45 £ Ao
G, CUn MBI BRI 3 B i D] 126 1) 1 9% 5K 2R 45

B, BRI e B A TV EAR 2, B
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Abstract

AIM: To investigate the effects of octreotide
(OCT) on the contraction of endothelin-1(ET-
1)-stimulated hepatic stellate cell (HSC), and to
explore the changes of intracellular free calcium
concentration ([Ca™']i).

METHODS: The changes of fluorescence degree,
cellular area, and the [Ca®]i that induced by
OCT and ET-1 were observed by Fluo-3/AM
method under confocal laser scanning micro-
scope.

RESULTS: Low concentration of OCT (2.5 mg/L)
had no significant effect on the contraction or the
[Ca™]i in HSC. However, OCT at concentrations
of 5.0 mg/L and 10.0 mg/L significantly reduced
the [Ca™]i immediately with the rate of 36.59%
and 39.13% at 10 min (P < 0.05), respectively,
but it had little effect on the contraction of HSC.
ET-1 (10 mol/L) caused a transitory marked
increase of [Ca*]i in HSC, and a significant HSC

www. wjgnet.com

contraction. OCT at concentrations of 5.0 mg/L
and 10.0 mg/L inhibited the ET-1-induced [Ca*']i
increase and cell contraction in HSC (P < 0.05).

CONCLUSION: OCT can reduce the concentra-
tion of [Ca®]i immediately, but have little effect
on the contraction of HSC. OCT can inhibit the
ET-1-induced [Ca*]i increase and cell contrac-
tion in HSC.

Key Words: Octreotide; Endothelin-1; Hepatic stel-
late cell; Intracellular free calcium

Yin FR, Zhang XL, Wang C. Effect of octreotide on contrac-
tion of rat hepatic stellate cell. Shijie Huaren Xiaohua
Zazhi 2006;14(1):79-82
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mawda 03815 A TS 45 8, T T IR s, 24
AT eI 5 N : NTE=) /. N
w2k AEEBISCRL, BRI (hepatic stellate cells, 10 min, WAL KL TIRLAS (LI BTG [

HSCs)Wli At Ja 4 e ) 3 o, R VF2 L8 TS )
FULA WA B ET sk DI RE, 25 1 AR 1)
A5 M TRk = s (portal hypertention, PHT) 7
R, B8 K (octreotide, OCT) & N T I AR A
S PTH B bk oK il 28t if 2248, HHAE HIAL
AN T8 4T A FRATT N F O 3 5 A W R
(laser scanning confocal microscopy, LSCM)$; K,
5T B PO TR A IRTH S C s 4 fig 0 s, &
FERR VT B IRV T PTHH R R o] BEHLA,
i JPACFRD M DA 2 FH B2 (AL F B AR

1 #RIATSE

1.1 #4t RMPI-164015 553 4 38 E Gibco A\ 7=
b W #E-1(endothelin-1, ET-1). I FEHK
(dimethyl sulfoxide, DMSO)I [ & [H Sigma /A 7 ;
BRI A B L o e 244 B 2 W P Fluo-3/
AMIE HEFBiotiumA &), EEALEAT Ak
TR IR . WO R B Bi(laser scanning
confocal microscopy, LSCM).

1.2 7k

1.2.1 mekkeg 3. e TR0 bk
CFSCHIZEE Greenwel B bk I S, H.Z M
EAGITHSCs. 40 E T 5100 g/LIf 2R My 1
RMPI-16405 35, 37°C 50 mL/L CO,4FF
BigE. B2 emX2 emiE I H UG HCE AE35 mm
BEFEILAN, 41 B4k )5 LL1.0 X 10Y/m LI %5 i #%
il 2 mLfI &€, Br FRA46 7 & 42 40 MU 80% Rl &5
I, FEEETRUL, AN F G A 3 1) 40 M % e 4k
ERi9R24 h, AF0 RIS AR R AL T G S PRk
17525

1.2.2 455 R84 09 T B 59O E Fluo-3/AM
F2iDMSORE /81 mmol/LI¥fik 59, —20°C ik
JeARAE A . 928 T LA37C Pl Hank'si1 mL
BRI 959, I\ ADM SO fi# {1 Fluo-3/AM
5 uL, RIS A TG 30 min.

1.2.3 LSCM#&MIHSCs[Ca™ i 5 5 28 4111 240 it e
F W 2= AR i, TP Hank s SR 7K, F 3 4%
TR BOE B/, R TENE B F s
i, INA500 wLE{1 mL Hank'si, i FLSCM
M & b, U1 AR R AL P 5T A Ok 3 e
RZS, KEHCA K R UF 152-34N 41 it Ak e A R 5%
MLEY, R B K488 nm, KHF# K530 nm, 401%
W, xyt 5 X, SRS ECE S B
o A8 M 3R AT 3% SR B A . AR Al o 259

FEK 2225 min, TR LI EE 10K, FEASBEAAH
MR IR, ET- 129K 810° mol/L; Bl k£
WRESr50°42.5, 5, 10 mg/L.

HSCs[Ca™ il 5 )% FIFLSCMPTHL
H S B % AF(Leica confocal software,
TCS SP2) VI %G 5 A X, 5 650 A,
[Ca® Jifiis. [Ca® TiftI74 b FIFluo-3/AM 5 Ca® 4
B G DGR AR S B R,

[Ca® 1i%¢ G BE AR AL TT 22 $2(%) = (F-Fo)/F,
X 100%

FLARF LS CMI & IR 38 AN 41 i 1) - 1) ¢
SRS, Fooy 25T I[Ca” i R
1.2.4 HSCsHk % 69m) 2 4 04 ik 0 & 40 g
R (4t M ) e A Jl 08 ) 5 4 i T R g 5 ke U
fili. FEMNAN M A Ca® IR LI, R BOGIRE R
BRI B RIA A N AN 259 5 A
MREAR K TR AR (. 00 B 45 R IR)— 4 g
A FIERR A TR TR ALK,
AR TR D = 8% AT I k4.

TR (K BE) B A1 F 93 20(%) = [So(Lo)—
S(L)J/Sy(Lo) X 100%

LS (Lo) A 45 2 5 i At TR AR (B BE), S(L)
s 2 Ja A0 AR (K ).

St AR B LA E + bRk % (mean
+SD)% R, FIHSPSS 10.0%K 4347 G v 5 #r.
% 2 ()35 B0 22 S 0k LU ARCR PR DR 36 22 40 M
(one-way ANOVA) Kghsii. P<0.058H Gil+

2 BR

2.1 HSCs#Ca® s t% LSCM FCa> if% (JHSCs
AT U TR AT T ARRAE, [Ca® ik
FEE B v I b 40 A O R 9 G B 89 R, O
SRR R [Ca TR I o, 2 WA, A%
S HSCs 5 Fluo-3/AMWE & J5, T 41 fu 8 4 4
th, HAA M) 2O om B A —E(EIAT, A2).
2.2 LAk ATHSCs M Ca IR E BOK 4 49 % h
2.5 mg/LA IR HSCs Ca® W . 40 g
TR e KK TC 2 52m. 5.0, 10.0 mg/LALGEE
AN %15 EEHSCs N Ca™ WK% 2% F %, 10 min
I3 53] R B8 36.59%4139.13%(P<0.05); XfHSCs
AR RETG 2 2 5 (K D).

2.3 ET-13HSCs M Ca’ ik & Ok 45 89 % 7% ET-1
BESIALHSCs A [Ca® ik 8 1 W 2 i T s, A7
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1 HSCsBICa™REAIRYE. A: T1EiFluo—3[UHSCs
L. Al: 1 zoom; A2: 4 zoom; B: HSCsHIIK4E. B1: XHEZH;
B2: ET-14[%U52 min.

HSCsIHIR M 5 K BLAR B 308N (R2, KB, B2).

2.4 S ARATET-1R1 A HS Cslk 45 49 % v B2 il
JR TSR —Be iR S, FRIIAET-1, {##3HSCs
PI[Ca™ Tik P AR ARG, TR B d KK 3 A8 A ik
/NER2). B IR REAS I HIET- LXTHS Cs L4 1 H.

3 1iE
JHEAEPHTH) £ 25F ROE—— & . B KK
i A 2R L O™ T WA R K A . PHIT H
P I BEL g 184 I A 1Tk of v i B 22 R, R
JHA TR 46 2 PR 3R 02 I 9 L B O B,
HH S 3 T i R R i Dk PR £ AR i R . PR
ST G A SR, 2 VIR I,
AN 23 G5 R0 A A 55 1] 5 BT 35, i HL 48] AR
DAL 200 JH P LA BEL g 38 e — e AR T
i A5 BEL 5 PT A R 28 25 P 1R 20-30%, 1t W HF N
LA B g A2 T SRR, HE P LA BEL T 38 S 43
FH JH- P I3 B 5 ) 38 5 1.
HSCsIIRFHRAR AL S BA IR F &y
SRRFE, P T HOO AR R
76, HSCsH 5% 4 S A E A ) S28E T Disself]
B, 290 SO 20 M Sk B 5845 52 4 B2 Al e, T2 R
o )R SERE HSCs L AR A AV R 2 LA 75
HEN TSGR, 3K e 30 7 A HAT T R
RGN, R, WEAIHS Cs7r i 45 14
HEUR R AR S, TG 2 1R, Rz
Fw, HIFHEDE; IFH, WSHHSCs#Kika-F
W WUVLEN E 1 (a-smooth muscle action, a-SMA)
Meidae, “HWAET o XRES D, =4

www.wjgnet.com

fRERE BRKER

B (ug/ml)  Ca™REE
HOTME - FEER s ) ES o

WIRH 63.41 +8.09

ERHDAAAH
2.5 56.19+£5.23 220+1.23 4.32x2.21
5.0 42.62+6.54° 5.96+1.31 6.42+1.30
10.0 40.21+5.35° 4.43+£152 7.25+2.14

*P<0.05 vs NIBZH.

BREERE ARKER

243

»4 CORERE | mha ) wEHB W
PNHE] 63.41 +8.09

ET-1H 135974612 20304521 20524517
(107® mol/L)

EREBAK

28 (ug/mL)

2.5 130.34+5.03 18.28+6.12 18.40+2.36
5.0 90.24 +5.63" 12.08+2.64° 12.38+5.20°
10.0 85.72 +3.65° 10.45+1.72" 12.45+1.71°

°P<0.05 vs ET4H.

G5 K6 PR S T 45 A e 1 2R ABL T HAth 2% B b i
I ) A B A L, HS C s A A 78 I 52
RYESMEMMFEER. Fx, BHF0ES, &
HSCsxXt 2 MU ETH R B, WET-1. 14 KoK
% I (angiotensinII, AngIl). /055 A4 ik (atrial
natriuretic peptide, ANP). —2% £ & (nitric oxide,
NO)&E = AW 4 sl &7 5K S8, HAHET- 1 fe A1 340
1, I 5T fe 22 R L W 4 TR 36, A,
JFF52 P9 B2 40 il (sinusoidal endothelial cell, SEC) &
JENO. ET-1#/, MG LITHSCsfINO. ET-1
RN E A WA 7, ET-138 N E S i 2, =
FHSCsHL A5, BEFINOL ET-14E BP 4 B
IR, 76 A G P B 0 R Ak e v R TR
BEHP. T ET-VR R #E A F SO HS Cs 2
FIARRCR, FT LA, BAT 75328 FH A A R 3%
WEFTR B, HSCs G A 72 11 b 25 4 i
JIE LA e R AR P Ca” il 3B (L-type voltage-
operated calcium channels, L-VOCC)[#)_E i,
Ca’ {5 " i@ 12 T HSCsIL 4 % YIAH G, FEHSCs
e R b, Ca® {5 5 5 Sl i T B terhofs
W R RAE Y. ARSI R, ET-15 ]
HSCs & 2 ¥4 LL X HS Cs A [ Ca ¥k J3 2 4 1T
BFEMTEE, 55w 45 1 — 3
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Bl Rk KA K P 25 (somatostatin, SST)
KAL), Corley et al™ AT\ MetaZp Hr W, 7
TRIT B RO R T T, JE e T AL 2
AR S RS AR T 0 Fs 22/ R s 255 i HL
SR BN TR AE Ay B AL AR 4 LT T R B R T
LB it IR B ACP H T 1R A FH AL A v AS 58 40 28
Escorsell et al™ il ¥ i ik} VB2 ) 27 1 s i 10k
AT T RYIREST, i bk i B ik mT 5 | JH i ook
F JIRRIE 77 Ik R DR PRI, (HA )
fHh PR HS Cs M4 5 Ml 1R 40 R SF E s /.

Ding et a/"" R I i Bk g 65 PR IKHS Cs Y
Ca’ ¥R B, (HAREPHB LA . ET- DRI Ca™
AL TN, B2 Bl A R AN e B ISTH S C s i I
L-VOCC, WAAEBHLITHSCsi 45 HEET- 15244,

AR YA 5 TR) A S I Bt K e 8 R 221 B I
HSCsHCa” ¥, 5.0, 10.0 mg/LL 5 5L T
32.78%, 36.59%. {H B {JIRATHS Csifi R J K B2
SEMAN R TS N S il IR AVE L — s IRl s, 4
il TET-DWHS Csi it Hl, A3 HSCsffiCa’
WL AT AN KK AR

W R, MHSCsififba Rk AEKIMNEZ
A (somatostatin receptors, SSTRS)1, 2, 38%2, 3,
SUM i NRIF B3 )5, HSCshik ESSTRSZR -
W, KA N AEIHSCs ik 1-1-5%SSTR S
2RI, JF HSSTHEW @ 1T SSTRIHMHIET- 1541
WHSCsIrl ™. B IkxISSTR2, 3, S¥I1i %
F U G AT RS HS CsfiE | 1SS TR S AL
HSCspCa” W, MiiHIE T- V4B FHS Csfr)
WC4s, BEARIF N BE D) B 1 Tk .

BN, AR YFSIE S IR B A HIET-15
EETHS C s i/ H, 3K Sy B IR Fra s R . F
FEALH B 4.
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Abstract

AIM: To explore the correlation of the expression
of insulin-like growth factor 2 (IGF-2), Survivin,
and c-Myc protein in colorectal cancer, and to
clarify the role of IGF-2 in the occurrence and
progression of colorectal cancer.

METHODS: The single and associated expres-
sion of IGF-2, Survivin, and c-Myc protein was
detected by immunohistochemical SP method in
the tissues of colorectal cancer and the marge of
the excision part of the tumor.

RESULTS: The positive rate of IGF-2 was 27.3%
in the cancer tissue, and 5.0% in the marge tis-
sue. There was significant difference between
them (P < 0.05). The positive expression of IGF-2
was significantly related with Duke’s staging
(A-B: 16.67% vs C-D: 83.32%), lymph metastasis

www. wjgnet.com

(without metastasis: 16.67% vs with metastasis:
83.33%) of colorectal cancer (P < 0.01), while it
was not related with the following factors: the
age and gender of the patients, degree of tumor
differentiation, and size and location of the tumor.
The expression of c-Myc and Survivin was not
correlated with the expression of IGF-2 (P > 0.05).

CONCLUSION: The over-expression of IGF-2
promotes the carcinogenesis, progression, infil-
tration, and metastasis of the colorectal cancer,
and it can be used as a marker in the prognosis
of the colorectal cancer.

Key Words: Colorectal tumor; Insulin-like growth
factor 2; c-Myc protein; Survivin; Immunohisto-
chemistry

Duan QH, Lv MX, Lu ZX, Nie SF. Expression and signifi-
cance of insulin-like growth factor 2 protein in colorectal
cancer. Shijie Huaren Xiaohua Zazhi 2006;14(1):83-86

ik

BH): WK% E % PIGF-2. Survivin.
c-Myc%& & 89 £ 3A H U, #R3FIGF-2. Survivin,
c-Myc& & £ A ey a4 1, HAIGF-2/& X
TR KR FOER.

Fik: B RSP E S 3 AN K B
BEEBF Rtk my PIGF-2.
Survivin, c-Myc% & 8 £ — B Bk A& kL.

L5 IGF-2/2 K /& 4048 7P 6 A FatE &
27.3%, %M P e Rk R A 5.0%,
T E AR YO B35 £ 7 (P<0.05). IGF-2& A R
5 Dukes % #1(AB: 16.67% vs CD 83.32%).
A (T16.67% vs H83.33%)H % (P<0.01),
5 EESFa. BA. ABaEE. MEX
vy BRAL AR A8 M (P>0.05); Survivin,
c-Myck kM S5IGF-2&# LA %48 %
(P>0.05).

2518 1GF-27T s A TG $I B7 69 36 47; IGF-249
SFEZRHFTEHAMEN R L, BE. 2
i Fa AR A

¥ E %4

IGF-22 —# 3k
Fre gLy
J&, TR % Fram
ey ¥ 3k, Fphl bm
AT, A5E
@ (Survivin)>Z 7
THHEE, 2
B A ) 2 A0 0
Ao 28 5
iR A RE G .
c-Myc A B A A
3G 7 A da FEL
2 5 36 T 69 WA
R, FFRAINL,
IGF-2, Survivin%
o-MycE % FF I 7
WRPHELF
FA, 5 E e &
2. RREAEW
XA A2 £ T
ZH R ROHR.



84

ISSN 1009-3079 CN 14-1260/R

HFRENBURE

20061888 145 £1H7

mAl# A E
HRAR T IGF-2,
Survivin, c-Myc=

F ARk etk

818 KpWIE;, BEEHEERET-2; c-Myc;
Survivin; REHP

BIpe], B, FaER, B8R, KipBPIGF-2E887FRIAN
FERMERATR. WFREAEIAYE 2006;14(1):83-86
http://www.wjgnet.com/1009-3079/14/83.asp

0 sl

Jik 5 AE AR K[ F--2(insulin-1ike growth factor
2, IGF-2)J& —FhAE 8 SR AT 225y 2, W e ik
e OB W e 2 O G P g &
(Survivin) & AT & 1 (inhibition apoptosis
protein, TAP)ZCHEIIHTHE 51, & HAT #0400 i
TR G0 o B4 X g 2R 1P, o-My B [
FLAT 5 5 958 AN 40 M R B8 T R WUV FE S, T
FORIR, AR 2 B s 2 A i Rk,
Shgmg A RIEAEDICR. A
Mg e ThIGF-225 1. Survivin® (.
c-MyciE H I FIEE N, HFIGF-2. Survivin,
c-Myc=FRKILMIMRNE, HIFIGF-2F KR 1L
TERW A R R A .

1 RIS E

1.1 A Wz 44 K 4L 2 /2040 Kk T
RUVEIREZS em L EEIZ 42, 435k A
BT — B i A B BE Je— BT e 4 R B
ARBFR ARG AR IR AR, A7, o S
VI, JERE4 um, 2 HIAHE K& S 2H Ak Y. £
5952441, 208, FIHHERS3.9% . 45l 16
i, E 28, LBz, APl IA N
P 38451 (L Hh AR g 11481, Hh AR iR 17
B, AR5 A 1O, 6V Mg 4491, B At fifd
Jes 2081 T IR 3 B AH £ L A P 2 43 T 2 T
(Dukes 4> ) b AR5, BIH18%1; CiH1741; DI
afgl. A BE ARATSARMTBOT « AIT R g if
JT. c-MycBRPT NPT BEP A, Survivinfefi A
Z Uk, SPGB ALt P A2 AR
HIEAH], IGF-24Pt N\ 2 v BEpi At B s
A TR .

1.2 7 ik

1.2.1 pREAmFEE R4 K TSP
IGF-2. c-MycHISurvivin—Hi E /7 A1
150, 1 : 100, 1 : 100. %J% i pisifs .
1.2.2 R AR FZ 7 & BT bR
SAN F LT (X 400), J# i HMIA S-20007 55 Ff
BISC o T R G (RIS T B g A8 TRE A &) i) Ak
B, VFECC R PR BH A 40 . c-My e FH 4]

r'.

1 IGF-2fB4MRERR. SO IREARPNRIES
4373 (SP x 400).

Wb vt s BH P41 B 2R <10% 3 BT S5 7] BH 2 ) H
FORBIPERRAS, bRAS B P40 i 5 o e sibR (8, JF
FLBH 41 i % = 10% 24 BH b5 A TGF-2FH 1
HIWrkrdfE: Z%Peters et al> krdfE, BUGFE-2FH
PEAN M 2R <5% & I B PERR A, =5% A BIVEbRAR.
SurvivinPH Pk HI W AR HE: 5% Kawasaki er al™#i
T T7k: THESAS m LT, K1 S5 B0 1 4 i
B N555: 0, <5%; 1, 5%-25%; 2, 25%-50%; 3,
50%-75%; 4, >75%. FH5 G O RE BERF B PEAS 5 40
N3 et FESS, 145 AR EAnRAL, 25, G
G B0, 343, YLt X PH 40 i 7 o Eh
TP GOS80, GRA <tV ARIE
B, B2 4052 b BH .

St b TR B ME R S L R 5, A
KoK Hkendall 5 20 AH 0. P<0.054 235 72 ¢,
P<0.0143EH BE 2R, P>0.05 0 L% . 28
it I3 FHSAS 8. 105 AL 58 k.

2 BR

21 KMBARBE NG UL PIGF-2RK R L
& RIBIL G & & BT NIGF-2 R 2@ T K
AN, AR AR, B A, DA
g1 G LB R (I ). AR, 201 D12 H 21
FHPEZ 4 5.0%(1/20). R 1E 45 T 4461 K 4l
ZUNIGF-23838 K 5 Im AR BE) G R, 45 R 0
TNAAH) K g B R TG E-2 B PE R ik 124, B
PE#27.3%, SUIGA UL, HER A EE
P£(P<0.05). IGF-2RIA L LF W% . B
Ay Y AN LR by N N £ VA L Y 1 N e 3
(P>0.05), 5Dukesr . Wk W25 A0 G
(P<0.05).

2.2 c-Myc#y & ik B3 5IGF-249 % % i Fc-Myc
FBE AN T K 40 M A, bR Rk, 7
T2, o-My cH 1t 40 i LA R I8 PE 73 A1 o 32,
BTy SR R A (K2). e AU B
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|1 IGF-2. c-MycRIASIFRFIBHIFER

AT A 0
78R I S VRN
WNIGF % % % 3

s IGF-2 c-Myc K h 0 B R
R Ky J& B9 AL )
- 00 00 P - 00 o0
(%) + (%) (%) + (%) P BRI, IGF %

i <60 35 26 (81.25) 975000 o, 18(86.71) 17 (73.91) 03324 4+ & WIGF-1.

=60 9 6 (18.75) 3(25.00) ' 3(14.29) 6 (26.09) IGF-2#421GFBP-3
=] 2 24 16 (50.00) 86667 . 11(52.38) 13 (56.52) 0.7829 il;-;g ; Z’té

T 20 16 (50.00) 4 (33.33) ' 10 (47.62) 10 (43.48) Py é;] % ;.E
K/ <3 cm 14 9(28.13) 5 (41.67) 0.390 4 6 (28.57) 8 (34.78) 0.658 6 B T 6 AR 6.

>3 cm 30 23 (71.88) 7 (58.33) ' 15(71.43) 15 (65.22)
Btz =17 28 19 (59.38) 9 (75.00) P, 12 (57.14) 16 (69.57) 0.392 2

7] 16 13 (40.63) 3(25.00) ' 9 (42.86) 7 (30.43)
DEE S 28 20 (62.50) 8 (66.67) 0.7980 19 (90.48) 9(39.13) 0.000 4

1% 16 12 (37.50) 4 (33.33) ' 2(9.52) 14 (60.87)
Dukes7JHE AB 23 21 (65.63) 2 (16.67) 0.0038 13 (61.90) 10 (43.48) 0.2216

CD 21 11 (34.38) 10 (83.32) ' 8(38.10) 13 (56.52)
MERERB T 24 22 (68.75) 2 (16.67) 0.0020 13(61.90) 11 (47.83) 0.348 9

= 20 10 (31.25) 10 (83.33) ' 8(38.10) 12 (52.17)

b = 2 W IRARE SIG- 209K R
- N

G

L. .

2 c-MycPEMEMREER . KOMLIRERLRADPHRE
547 (SP x 400).

A7 0 B RO AR B8 O IR o-My efE K
S 22 (1) BH A 2 0 52.3%(23/44).
c-MycRIE L BAFR . Ml Mgk
/NS AL DukesZr . Wk ELEE RS TG W W AH
KAE(P>0.05), L5 981 3 A2 2 A S AH DG (3R 1).
c-Myc ik PH % S5 TGF-238 34 BH M T W A0 5%
(P>0.05)(£2).
2.3 Survivin®y Z X A L H5IGF-289 % & B F
Survivin AT 40 T, kR
R, B PR R, D B e e £ .
SurvivinfE KM 4L 23 1 FH P24 63.6%.
SurvivinZ ik HH 51GF-23 1k fHH: o H B A ¢
(P>0.05)(£2).

3 1R

3.1 IGF-2, Survivin, c-Myc/E 4 ) i % F 69 1F
B R Wi A w DL e R 2 —. e e
R IR S [ 28 R AR vy, AR AR AR R
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'a ; IGF-2
! I — r P
+ -
c—Myc + 7 1

0.074 3 0.626 1

- B 16

‘,ﬁ o Survivin + 9 19
N i 0.144 7 0.342 8

B 5K 1) 9 2 ARG AT . K s o 3 S0 e i
o R A 4-607, 20120 T0EAR LUK, T 4
Lo X, JU LR KT, K R R R T 2
LTS =) SE R

AT 2 F0 S 56 = WFFCUE I, IGF(insulin
like growth factor) REEAE KW Ik A2 K JE
i A U, IGFRAE L 45 A IGF-1 88 % 1GF-2
WOS AN — RAIGE S IE, A TR g
AR AE. IGF-2JE R 28 115 Je o fA i
B L, Wi A IGF-2 A2 — M T8l
7.5 kulfJSRBEGIIRIE Z . 1E A — Bl AR KR T,
IGF-27EAK N« RS AT AR 3 114 (i 13F 40 B 43 2R
BT K RE DN, SFUR I, AR LIHIGF-21%5
O AR R, AR R TGF-2 (1 IR R
TR AT, Mg 55, Xy T
IGF-2XFHZ8 . i it Ak KOk A e E 2
1EH.
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Abstract

AIM: To explore the nervous mechanism of
intestinal function disorder after portal triad
clamping through observing the changes of
nitric oxide synthase (NOS) positive neuron
expression in myenteric plexus of rat intestinal
tract.

METHODS: Sprague Dawley rats were divided
into experimental groups (portal triad clamp-
ing 20, 40, and 60 min group) and the control
group. Then the specimens of intestinal myen-
teric plexus of small intestines and colons were
collected and stained by nicotinamide adenine
dinucleotide phosphate-diaphorase (NADPH-d)
histochemistry.

RESULTS: In comparison with the control

group, the numbers of NOS positive neurons of
small intestinal (28.89 + 5.49, 32.22 £7.03, 36.89 +

www.wjgnet.com

8.58 vs 21.78 £ 4.56, P < 0.01) and colonic (34.22
*8.82,39.39 £ 8.91, 44.61 £ 9.94 vs 25.94 £ 5.59,
P < 0.01) myenteric plexus were significantly
increased in the experimental groups, and the
soma of NOS positive neurons were big and
deeply stained. In the experimental groups, as
compared with those in the 20 min group, the
numbers of NOS positive neurons were sig-
nificantly increased in the 60 min group (small
intestine: 36.89 * 8.58 vs 28.89 + 5.49; colon:
44.61 + 9.94 vs 34.22 + 8.82, P < 0.05), and the
soma of NOS positive neurons were bigger
and more deeply stained in the 60 min group
than that in the 40 min group, but the nerve
fibers between ganglions were fewer in 60 min
and 40 min group.

CONCLUSION: Intestinal motor dysfunction
resulting from portal triad clamping is related to
the nervous damage of entric nervous system.

Key Words: Portal triad clamping; Myenteric plexus;
Nitric oxide synthase; Enteric nervous system; Rats

Zhang JM, Ren YH, Liu F, Lei YN, Zhang C, Qian X.
Effects of portal triad clamping on nitric oxide synthase
positive neurons in myenteric plexus of rat intestinal
tract. Shijie Huaren Xiaohua Zazhi 2006;14(1):87-91
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Abstract

AIM: To explore the effect of the recombinant
protein expressed by Helicobacter pylori (H
pylori) VacA gene in E.coli on the gastric cancer
cell line SGC7901.

METHODS: The engineered bacteria pET32a-Va-
cA-E.coli BL21 (DE3) was cultured and analyzed.
The isopropyl-B-D-thiogalactopyranoside (IPTG)
was used to induce the expression of the recombi-
nant protein. Then the purified protein was added
into the gastric cancer cells, and the growth and
morphological changes of the cell were observed
by the inverted microscope and electron micro-
scope.

RESULTS: The proliferation of the gastric can-
cer cells was inhibited after the recombinant pro-
tein was added. The effect of VacA was reduced
or even failed. About 10%-20% SGC cells were
lightly vacuolated, and only a few of them were
severely vacuolated. The microvilli on the cell
surface disappeared, and the volume of some
cells was decreased. Apoptosis was induced by
the recombinant VacA in some SGC cells.

CONCLUSION: The recombinant protein can in-
hibit the proliferation of gastric cancer cell, and
the vacuolated effect becomes weakened and
even fails.

Key Words: Helicobacter pylori; Vacuolate cyto-
toxin; Recombinant protein; Gastric cancer cell
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Abstract

AIM: To investigate the expression of B-catenin
in hepatocellular carcinoma (HCC) and its effect
on the expression of cyclin D1.

METHODS: The immunohistochemical SP stain-
ing technique was performed to detect the ex-
pression of B-catenin and cyclin D1 in 51 liver
tissue samples, including 5 cases of normal liver,
8 cases of liver cirrhosis, and 38 cases of HCC.

RESULTS: In normal and cirrhotic liver, the
weak expression of f-catenin was observed in
the cell membrane. The aberrant expression of
B-catenin, mainly located at the cell cytoplasm,
was detected in 21 (55.2%) of the 38 HCC tissues
and significantly higher in the tissues with poor
differentiation and metastasis than that in the
ones with well differentiation and non-metasta-
sis. There was a significant correlation between
the aberrant expression of B-catenin and the
over expression of cyclin D1 (P = 0.017). Of the
38 HCC tissue samples, 13 were found aberrant

expression of B-catenin combined with positive
expression of cyclin D1 (34%), and 15 were found
normal expression of B-catenin combined with
negative cyclin D1 expression (39%).

CONCLUSION: The aberrant expression of
B-catenin is related with the progression and
metastasis of HCC, and exhibits its effect mainly
by the transactivation of cyclin D1 gene.

Key Words: Hepatocellular carcinoma; p-catenin;
Cyclin D1; Immunohistochemistry
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EERcN i it VOV I AR ST Wi SN
b AR L R 4 T AL ) A ) PR e £ A
A G0 53 A B 1 AR, H 3806 W e 1)
SRR/ Bz A (K12, K13). A A AN F +
1E R A A1 218, 38451 e 41 4 b 2 1 il A7 A
B-cateninit i Kk, 5 RIAMIB-catenin £ E A
TR AT, 5 a0 MR N R G L T A
T I TR 2 1) e 40 L ] B 308 7 B Sl ) R %
(1#14). B-cateninid F35 5 iR S AL B L AL RS AT
K ALIHE S FEEEFE IR I H B-catenin i K1k
RS E TR, LHRBRIEEED.

2.2 B-cateninScyclin D1 &k % % cyclin D1FH
PRG0S0 T AN A (1815, 1516), 38HIHCC
H15flcyclin D1G 2 BHE. 34%(15/38) 1

FEHAER, B AT
E ey AR B
T B-catenin# B
REFFFRE
G 47 38 3 T 8
R ARG
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WA #H & 5
fSS LTS
kT8RN

&P R A A
B-catenin5 cyclin
D1# ki, ¥
B-catenin?F 41455
@I#sTHmie
R gL, KA R
BRLENET S
ABARELEHF
FAE R HIBHH].

3 BB B-catenin EHBNERMBRERIE, MR
EETNENERE.

4 BFER4AAB-catenin 21BBMRFIERRIE R D%
RK.

5 IEERFLALAcyclin DIBBMRIL.

& 1 p-cateninTRIXSFHEREFFITIRADN

. B-cateningRik
RIS P
¥ " cEms IEmk

MEiRE

S0 12 8 9

[Awaxid 26 18 8 P<0.05

FfRB AR\

<bcm 11 B 6

>5cm 27 16 11 P>0.05

fivetecrss

7 25 10 15

a 13 11 2 P<0.05

AFPKIE

+ 29 19 10

= 9 2 P>0.05

MEHBsAg

+ 30 18 12

- 8 8 B P>0.05
. cyclin DR

B-catenines T 1BYE

BERA 8 13 21

EB&RIK 15 2 17

23 15 38

6 FFELR4Hcyclin DIPBIARZERIA.

e R I B-catenind® i L iA ff:cyclin DIBHPES
1, 39%(23/38) 11 I 2.7~ B-catenin IE 1A
fEcyclin DIBIEGL A, ZEvt 43 BTk 52 B-catenin
SR IE Heyclin DRI B M (K5,
P<0.05) (£2).

3 e
Wntfs 5 2 WG K& WK — M eE S,
B-catenindWntf5 5 i B H — P SCHE 1) R UL
N4y . IEH A LB = WntfE 5, A
B-catenin K43 5 41 f I (¥ E-cadherin4f & /1
328 1 T PR A0 B TR R R B, N 43 38 o T R
A % fif, DRI A 0 25 1 B-catenin R FEAE AR K
S Z R L B-cateninFE A A . APCHE G
REEREIE R H IWnt(5 5, FEB-cateninfE Ml
R/ ER AL T RREE, BRI B-catenin AT # 5%
Wk, IS Tef/LefR 1 K b1 45 &, s A
B F AL Tef/Lef4l & A7 UK RE R e 55, 2 B
S R A

HeTB-catenin ) sf P 5 IL 40 M N € fr
AR, FRATTLEHIBT B-cateninffy B e 3= 2 DAL
T BT FA R (R 28 KT R fc s . AR sz
1E R R AL 2 21 B-catenin e €8 3 B4 T
20 W (g W RS TR, S R T B-catenin 3[R R 41 g
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PRI BE 7. JFF e G £ P ol D0 B S DX 51) T 1 o
JH A 2R, 55% 1 21 23477 B-catenin
FEHRIS, T ARIK ) B-catenin T 2 k7 TR
X, oI A0 B-cateninH A B 1 L kG
P, FRZE (1) B-cateninifl S T Ui #E S R 1R 4 5%
Z 5T A M R B A DL RO k. 5
HAWBFFA LG, AT FUAE B-catenin 5 7 R IA
F R AR TATM B A Y
& B-catenintZ AR . 2 A5 RIE 52 B-catenin
10K 5 HIL R AL HAT — 3k, 1M B-cateninkk
DRI 5 AR 55 A B JHE U g 2 DIAH O DR g v ik
T3 ] R AN (5] JHEI03 1 5% RT3 SCRAT T 1 52 565 4
bz B R IE AR J A,

I PRI B 2% 73 AT K B B-catenin i i Rk 5
JH-Je o3 B4 ANV R AT . X 5 R 280 # A
JFeE R R E ST 45 SR — 20", Brabletz et a/™[{IHF
FUUF S B-cateninBE I 15 55 04 &8 & 1 i (MMPs)
[R5 5. MMPsHE 7 i I A R JoT, (e A% 4
L Fp s P A KR AT, IR B-catenin i iR
RIS 0] BE S MMPs A 5%, Kl B-cateningé
3K 7KV 43 A3 0o JT S 1 20 1 R 0 W R 9 1
vt Re AT — e A

EENERATUEE B-catenin it Rk 5
cyclin DU RIEAFAE— 3. Sl I RSMIF IR
Pleyclin DISERJE Bl 7R AFAE—ANTef4h A7 il
55T B-catenin 5 i 2k (ST B A% AR 5R) 5 HL A
SIS TE R R, A7 B HH A BRI B-cateninfiE 75
Feyclin D1JE DA R e si AT it 338 JH-9 A= A ik
. DA I IR 5 20 22-58 % [T i i A7 AE
cyclin D1k ikl SR H AT 11-13% 195 41 47
fEcyclin D1FER R4 10, FeATTi 45 SR I Fh
PR 11 0 B IR B Sl — ol i e, R Bk
[Rlg7 38 A1, B-catenin i i FRIA I F 2 Fcyclin D1
FER L SR e T B et eyclin DI AR
SRR 2 —.

M, ARSI S B-cateninE I H A7 AE 7
WM AR R . R AR IA I B-catenin S T
(R Ji8 S e B AT %, AR FH nT e 2 ok 3 7
cyclin D& [JRIA LI, FE—D 15T B-catenin
(AR AL T e R v 97 AR T
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Abstract

AIM: To explore the expression of Tenascin
(TN) and integrinp, in hepatocellular carcinoma
(HCC) and their effect on the invasion and
metastasis of HCC.

METHODS: The expression of TN and integrinf3,
were detected in 42 HCC, 10 hepatic cirrhosis,
and 7 normal liver tissues by reverse transcrip-
tion-polymerase chain reaction (RT-PCR) and
immunohistochemical method, respectively. The
relations of TN and integrinf3; expression with the
pathological features of HCC were evaluated.

RESULTS: The positive expression of integrinf}
in HCC tissues was significantly higher than
that in non-HCC tissues (x* = 6.33, P < 0.05). The
expression of integrinf, in HCC with invasion
of tumor envelop(u = 3.06, P < 0.01), Edmond-
son grades II-IV (u = 3.78, P < 0.01) and non-
metastasis (u = 3.65, P < 0.01) was significantly
higher than that in HCC with no tumor envelop
invasion, Edmondson grades [-1II, and tumor

metastasis. The expression of TN in HCC with
Edmondson grades M-IV (t = 2.467, P < 0.05),
invasion of tumor envelop (t = 2.912, P < 0.01),
and metastasis (t = 2.742, P < 0.01) was signifi-
cantly higher than that in HCC with Edmondson
grades I -II, no tumor envelop invasion, and
non-metastasis. The expression of TN in HCC
with negative expression of integrinf, was sig-
nificantly lower than that in HCC with positive
and high positive expression of integrinf}; (t =
2.351, P < 0.05; t = 2.849, P < 0.01).

CONCLUSION: TN and integrinf}; may play a
synergic role in the invasion and metastasis of
HCC, and their expression can be used as im-
portant indexes in detecting the metastasis and
invasion of HCC.

Key Words: Hepatocellular carcinoma; Tenascin;
Integrinp,; Metastasis

Li XR, Guo YQ, Yi JL. Effect of integrin 3, and tenascin on
invasion and metastasis of hepatocellular carcinoma. Shijie
Huaren Xiaohua Zazhi 2006;14(1):100-103

il

BH: A %6%p ALRKE LR
Tenascin(TN) /& 20 i (HCC) ¥ 89 Rk, 4K
T TNAn A& B, X HCCiZ i 2645 49 % vh.

ik 2 K ART-PCRA o 5 20 4L 52 i Ah
MA2BIHCC. 104) IF AR AL Fa 745) SE 5 AT 4041
MEAFB TN KL, MRLSHCCHRE
FaEEZ R0 E A

R EAHEBAEHCCEH Mt RXERH
BT B L(y = 6.33, P<0.05); &A%,
A QREAZ e, R 5B -V AR H 45
HCCY 8 R X RTFHE ST L OBRIZILA (1
=3.06, P<0.01). HEHE [ -1 B4 ®@u=3.78,
P<0.01)A B T4 40 = 3.65, P<0.01); JH3E
SR M-IV, Az, AHBH0TN
FEMEHTRESE]-TRLAE = 2.467,
P<0.05). T EREIZAL(t = 2.912, P<0.01) AL
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HASU( = 2.742, P<0.01); #4%p, Mk
HCC P &9 TNAGA K-F B RAK T #4604 B, fa
Fo % Ak E AHCC ¥ 49 TN(f = 2.351, P<0.05; ¢
=2.849, P<0.01).

L0 TNAE&ZB, Tat R A5 THCCH
2 A A A A, A 3L EGE T FIBTHC CiR
A0 T RIRAT.

REEE: FAAE; BIAE D, BEER; B

TR, LIRS, DUMN. BERBFEEESTenascinHFRAS
R SRR R. HRENEIIRE 2006;14(1):100-103
http://www.wjgnet.com/1009-3079/14/100.asp

0515

e QDI W TR S e S N
AP i (extracellular matrix, ECM)Zk AT EL
{10 e IR 400 i i 5 S R ek N ek A,
P i g 2 0 A KR A B S SR B 0 TR,
A4 [ Tenascin(TN)EECM 1 —Fh LA AlURF N
ARG I SRR R (1T, th e s R E
Btk —. HEr, X T4 (hepatocellular
carcinoma, HCC) P TNFIHE A 25 11 LRk 17 100 1
A WARIE, AT 7 B TNAE G 228, 8 H
LN IR LR D S 3L 5 I PR B2 R % 2
(DG 2R, BRI e R e B h (R H.

1 MRFFSE

1.1 ##F Bl sk A & FE2001-01/2001-12
ST B AR B e 424, Hoh 5430
i, LhE126l, TIER45.3%(25-778), 4
TG 03 BRYT) v UE S A 40 B e R B
32 (EdmondsonZ3rk): 1 - 11 242041, TII-1V 2§22
B, R EAR<S em#F 1341, >5 cm#F 2941, %14
BRI R LR SE B 18491, AR U
240, PR RS (RLFE AN T i ke
F)2041; 33414 IFA7 AL ; AR R 2 H IR 2
AFPH ¥ (<400 mg/L)1141, B 31450, %4k
TEI 1O ] Jhk v i i JHF B Ak R85 2 746 JHF A5
H bR A A A, Hoh 1061, &k
T, VFIER46.7% (35-58%). hrA BRI, Sl
Brefif . SRAEA L, UIRAE AL, B T-70°C
RAFEH.

1.2 7 ik

1.2.1 RT-PCR#&M TN mRNA %A #TRIzolik 7]
F(GEEGIBCO/BRL 7)) Ui R HU AT ZUE RNA.
KIGDNARE 5, TLRNA 1 pg. Oligo(dT) 2 uL,
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DEPC/K4M 220 pL, A5 70°CANES min, &
VK _E5 min, JIA10 mmol/L ANTP 1 uL. 5XRT
ZM4 uL. W SEEER(AMV) 1 L. RNasin
1 pLiEA 5 F37°C RN h, 95°C 5 min, KiFY
s, L B- LB 1 (B-actin) 4 A 2 4.
TN P51 LiE5-GAGATTTAGCCG
TGTCTGAGGTTG-3'(4365-4389), ~iii5-AGG
AGAGATTGAAGCTCTCG-3'(4665-4685)". il
ek )5 LI VA, 5510 X PCRZZ i
W5 pL, 2.5 mmol/L dNTPs 2 pL, Tagfif§2 U,
10 pmol/LIfiB-actin 5TNG #1452 uL, IKE
50 pL. PCRYIE4AFH: 95°C 5 min, 94°C 30 s,
60°C 30's, 72°C 60 s, HE35AMEIE, )i 72°C LA
7 min. WIS EBI20 o/LIEAEREEER
AT HLUK, AN R4S I L R
FEUVP 2 ] I B AR I3 BT R S8, 73 B % Favk 2%
RO BEA AR T AR AR5, #4TN/B-actinbbf
YE TN mRNAZRIL K IIAR G 240
1.2.2 i B BAE F &0 ik UL RR AR BBt
Ip3 BERM T B2 WHIESE, JFfTEdmondsony2k.
K H e N SP Y AR I 25 5B, I R
15, NRPUNIES 2B, e FEPULR(CD29 Ab-3)
k3 [ Neomarkers 22 5] 7= i #54E 2 BR3) 6&
Ui AT
1.2.3 BEEB AR HE BEZB HTEL 4l
JELST P BN R AR T, HEA R B RIA S
RAR O E B O LA A o RIAYIE
(-); 10%-30%4H A 52 FH 1 S Y. kg Rk 55 BH 1 (+);
30%-60% 4 1 2 FH 1 S5 I Ay ke v B2 B (++);
> 60%4H i 2 BHE S W Ay 2R3k 558 BH P (+++).
Bit A R AR . o K50 Ak
56, AT Hcdhs A28 £ bRt 2 (mean £ SD) K.

2 R

2.1 BAHEP AR BT LR N 89 R R A KB,
FEIE W T T REAL RIS 41 80 ik B AT
WS S b, P AL A B, P M R IA R
BT AR A LUy = 6.33, P<0.05). 1ERTE4
AP, 2B, MR TA W S 15, 40 P 2 T A
2B Py 38 T LR 2B IR TE (I ).

22 BAHEP AL SHCCHREAFIENY X Z Bh
F B IERIL KPR AR . o #5 ITT-
VA KA B A s T OB U4 . i B
S 1 =TT RAR TR A (R, (HLEAS R PR
AR ARIRIAFPIKSFFIE S A5 I F Al AL A e 22
SIS

AT B A 5

b FAEH mph
AR E W
HREW ST, T
FECM ¥ % # Bz
RLEA S
AR Bk A
JE ey Rk L
2 B WA G AR
W EZ—, T
¥ F 5 Lmetk
w2 A R R
L E XX
I3 89 #7716,
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WA % & 5
AX%ERLT,
TNA= #5% B £
o 2R o8 b 8 &
KMEHTFEF
BT 480 48 BT AR AL
R, K EIT RS
WA EWE, TN
oo FB AL
AR, A2 H
# kA 5 R A
. AFPKF &
WAL £ .
Ik, TNFe 0B,
# & ik B AR
W, BT R F
£ 5 T AR
HFe A5,

1 FFEELRARBESRBMIRIE (SPRE x 400).

M 1 2 3

1000 bp

400 bp
300 bp

200 bp

Tenascin
B-actin

100 bp

2 RT-PCRAGIUTN mRNAZRIK. M: FRUEDNAEG 735
1: IEWEFAHZ 2: FFREMZHSY; 3: FHE4IZL.

2.3 TNAE R R RE20 4% A o ik TNAEAS ) T
MR )ik BAT B 8 2 5k, RT-PCRAZ IR
L, FHEAZUATN mRNAZRIE & W] 5 T
AU ZHZURN I 5 AL 23 = 2.693, P<0.01; £ = 2.981,
P<0.01)(F2, K2).

2.4 TN& X 5EHCCHRIEIFIEN X 2 WK
(R B3 2 AT B LA AN E], TN
mRNARK L = W% 257 = 2.467, P<0.05; t =
2.912, P<0.01; ¢ = 2.742, P<0.01); HTNf FIALE
AN IR AR . AN AF PRSP B 15 4 5 P
T ) 22 S TC e v 2 X

25 TN B AZp WA X 2 (ENTEALN, b
HHEA B AL L T 5y, TN R AH B3
i ARG 2B MIPER AL 24U, TN mRNASK
IS E40.5324+0.18, B WA T34 5B, Rk B
P£(0.643 0.26) A5 FH 1:(0.667 £0.21) I i 41
21(t=2.351,P<0.05; £ = 2.849, P<0.01).

3 11e

Ji I8 [ B s e AN SR AR AR R, S IR R
R IR O MR A R R 22— e R A
FRLFITE C M) 285 PR DA Ay 2 6k e 230 e B 1)
DI, U PR i A R T S S
Bt o> 7 S, b B EE MR TS
FGEN, H Ly F I o R B A T B S A

ST | HEESR & PE
- + 4+ +++

BEEE

= 2416125 506 P00

S 18 68 3 1

REDR

=1V 20 12 12 5 378  P<0.01

(] 2 611 5

AR

= 20 04 11 5 365  P<0.01

I 22 79 6 0

& 2 TN mRNAZERGEIRFAERLRAREIZRIR

{RINSETY TN/B-actin
IERAFER 7 0.021+0.02
AR ELR 10 0.147 £0.11
fHEER 42 0.583 £ 0.24°

°P<0.01 vs FHEECARMNESIFAR.

LS 50 N S R AR R R 1, L e
FET 5 A C AR 45 A 3 20 M0 5 B A i
S ) OALTREOE - I S BV S e N el R AV A
e PRty e e 42 o A L 1 AP AE B T TN
ECM™ RS SRME B 1, FAT AR KN R 46
), B ARSI A& S KT (EGF)
BUMITIIR AP et 4 8 1 B, R e 3R 110
HERAR L —. WEFTRE, TNAEFLIR . 1P
SEVE 2 BRI AT AR, FERSRRETS
S B, A 1A A T e IR A0 9 R,
R A2 2 AR L H AT DG TNAE g v
(K135 Je F 5 B B I R AR R ILARGE. BT
L MR FR B ARG AR TNAE e 4120 A O 3G
RALANG DU e I i R0 B2 AR R 2 TR R AR,
RSP AE R B A AR .
ARG R SR, TNFIRE S 3B, 75 21
ZAP RIE W] Wl T IR AT AR AL
4547 I e 25 B B bR 0 A I S R B, BT
iR MR RE 1 i, TN A 323, AR 0L th i,
FEAR L A EBRARIE KA R M AL 2,
TNAE S KB R IE W] 8 & T m e
TRAZ LA TR R &, H P 4R8I
HAR. AFPACE RIFELTCOG. Beah, £E T2
AN, AT A 3B, I RAR SR Ty, TNIKRIX
WARR . AERE S 1B, MR L2, TN
RIB MR AW e T 5 3 RIS 2 RN

www. wjgnet.com



TG, B BERPNEEEDTenascinHHRIASIHE SRR F

103

9 PR RO AT AL, SR TNAIRE S R B, (R IA
HATMRANE, P REN RS 5 T i K5
AERE. BT TN RN E E R, BATHE
T, FT e 40 T T L R T (K 2 5 B A R, I
WIS ECATNEG &, 43 B 20 1 5 EC M A
B, DA TR T o <o Al 58 ol 7 B PR o, ¥
ECM, {2 f fif8g 41 )i S A ECM i [ JF50, fe 2%
MR R

o1 T8 A R M TN RIS 5 0 7 A A
BE AT AR AL R AT IR RS IR, I
TP T A DAy S g S PR R AR 28 I )
TEARbR. WIS M TNAE R B 88 )
PR, TR 3Ry 7 i R =2 S
A RMARIE L TRE, O3 i 40 I 0 & By
P, B FHECMAPTNRRE & R A S AL, ik 3]
Il R R AL R (0 H . DAL, TS 3R
ANTNR &5 A B IR YT i — A7 1.
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Abstract

AIM: To investigate the effect of rosiglitazone on
the expression of nuclear factor-kappa B (NF-«B)
and intercellular adhesion molecule-1 (ICAM-1)
in the colon mucosa of rats with ulcerative
colitis.

METHODS: The rat colitis model was induced
by the combined enema of trinitrobenzene sul-
phonic acid (TNB) and ethanol. The experimental
animals were randomly divided into six groups:
normal group, model group, Sulfasalazine (SASP)
group (100 mg/kg), and 3 rosiglitazone groups
(2, 4, 8 mg/kg). The saline, SASP, and different
concentrations of rosiglitazone were administered
by gastric irrigation daily, respectively, from 24 h
after the establishment of model to the end of ex-
periment. The disease activity index (DAI) and co-
lon mucosa damage index (CMDI) of the rats were
observed and evaluated. The activity of myelo-
peroxidase (MPO) was measured by biochemical
method. The expression of NF-xkBp65 and ICAM-1
protein were detected by immunohistochemistry.

RESULTS: As compared with the normal group,
the DAI, CMD], and the activity of MPO in the
colon tissues of the rats in the model group

were significantly increased (2.11 £ 1.29 vs 0.11 +
0.17; 2.67 + 0.82 vs 0.33 + 0.52; 1.26 + 0.36 U/g vs
0.27 £ 0.07 U/g; all P < 0.01). The expression of
NF-kBp65 and ICAM-1 in the rat colon mucosa
were significantly increased (0.7 081 + 0.0 671
vs 0.2293 + 0.0 474; 0.4 846 + 0.0 366 vs 0.1 783 +
0.0 201, both P < 0.01). The DAI, CMD], and the
activity of MPO in the 4 mg/kg and 8 mg/kg
rosiglitazone group were significantly decreased
(DAIL: 1.11 + 0.50, 0.61 + 0.25 vs 2.11 + 1.29, P <
0.05; CMDI: 1.67 £ 0.52, 1.17 £ 0.75 vs 2.67 + 0.82,
P <0.05;0.82+0.13,0.51 £0.10 U/g vs 1.26 + 0.36
U/g, P < 0.01) in comparison with those in the
model group, and the expression of NF-xB and
ICAM-1 were also decreased (NF-«xB: 0.4 544 +
0.0379, 0.2577 + 0.0131 vs 0.7 081 £ 0.0 671, P <
0.01; ICAM-1: 0.3 854 + 0.0277, 0.2 830 + 0.0 234
vs 0.4 846 = 0.0 366, P < 0.01). The expression of
NF-kBp65 and ICAM-1 in rat colon mucosa was
positively correlated (r = 0.927, P < 0.01), and the
expression of ICAM-1 and the activity of MPO
was also positively correlated with each other (r =
0.580, P < 0.01).

CONCLUSION: Rosiglitazone has protective ef-
fect against rat ulcerative colitis, and its mecha-
nism may be related with the inhibition of the
NF-«B activation, reduction of the ICAM-1, and
decreasing of neutrophil invasion.

Key Words: Ulcerative colitis; Rosiglitazone; Nuclear
factor-kappa B; Intercellular adhesion molecule-1

Zhou JP, Deng CS. Effects of rosiglitazone on expression
of NF-xB and ICAM-1 in rats with ulcerative colitis. Shijie
Huaren Xiaohua Zazhi 2006;14(1):104-108
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ALk Ho ) KR 45 i 28 22 B i B AL EE(MPO) &
W, g B4 EAE N K R A5 IENF-k Bp654=
ICAM-1%& G 89 &k .

R S rwam, EAMDAI. CMDI
R LM LEMPOFERA R &H2.11+
1.29 vs 0.1140.17, 2.67+0.82 vs 0.33+0.52,
1.26+0.36 U/g vs 0.27+0.07 U/g, P<0.01), %
W EEBENF-kBp65 & 1C AM-1 % ik B 2 3% 3%
(0.7 081%0.0 671 vs 0.2293+0.0 474; 0.4 846
+0.0 366 vs 0.1 783+0.0 201, P<0.01). ¥ #%
7B, HAZFLDAIL CMDI#F 45 AMPOFE
PEE AR 41 A A 2 F (DAL 1.11£0.50, 0.61
+0.25 vs 2.11£1.29, P<0.05; CMDI: 1.67+
0.52, 1.17%+0.75 vs 2.67%£0.82, P<0.05; MPO:
0.82+0.13, 0.51+0.10 U/g vs 1.26+0.36 U/g,
P<0.01), NF-k BAICAM-14 A 4K R F 42
JEEAR(NF-xB: 0.4 54440.0 379, 0.2 577+
0.0 131 vs 0.7 081+0.0 671, P<0.01; [CAM-1:
0.3 854+0.0 277, 0.2 830+0.0 234 vs 0.4 846
+0.0 366, P<0.01). K & .45 M F5ENF-kB# &
X 5ICAM-1& 3k 2 B4 % (r = 0.927, P<0.01),
ICAM-1#5 %3k 5 2 L MPOF 4L 2 5E
% (= 0.580, P<0.01).
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YER, HAE R AU T 8 5 A HINF-x BiEAL, %,
Y EE T FICAM-1 5 & VAR AR P P45 4m g
ZIEAA K.

KA B SR, BHESIER, Bk E F-«B;
HHRRTA BB -1

EEE, W4, SIRIEIN AR RBM S IIENF-«B,
ICAM-1ZRIABIRIA. BFRENBUZRE 2006;14(1):104-108
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FEI5UZ T 45 4 4% (ulcerative colitis, UC)H e &' 1A
Ji(Crohn's disease, CD), & 412 PEAEEE 7
TE RIE P, ERE, UCKCDH I, HRWHZE
i s, ik, 4 RERE. dE
AR S T Y0 52 A (peroxisome proliferator-
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Abstract

AIM: To explore a compositive treatment for
reducing the mortality rate of the severe sepsis
in abdominal surgery.

METHODS: While general treatment was per-
formed, 14 concrete measures were carried out in
accordance with the following factors: inflamma-
tory mediator, bacteria, extoxin and endotoxin,
dysfunction of microcirculation, immunity, nutri-
tion, metabolism, basic diseases, and the function
of organs. The combination of high dosage of
anisodaminum and dexamethason was used in
the short-term treatment. The nutrition support
was used according to different stages of multiple
organ dysfunction syndrome (MODS). Jiedu Guben
Tang was orally administratered to regulate the
imbalance of immunity and the inflammatory me-
diators.

RESULTS: A total of 30 patients were died in the
258 patients, and the mortality rate was 11.62%.

www.wjgnet.com

CONCLUSION: The new compositive treatment
can significantly reduce the mortality of severe
sepsis in abdominal surgery.

Key Words: Severe sepsis; Mortality; Surgery; Com-
positive treatment; Nutrition support
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