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Abstract

Cyclooxygenase (COX) enzymes catalyze the
rate limiting steps in prostaglandin synthesis
and play an important role in inflammation, cell
proliferation and apoptosis that are involved
in the pathogenesis of many diseases. In recent
years, great advances have been made in un-
derstanding the role of cyclooxygenase-2 in the
pathogenesis of liver diseases. The use of selec-
tive cyclooxygenase-2 inhibitors provides a new
avenue for clinical therapy of liver diseases. In
this article, we will review recent advances in
understanding the role of cyclooxygenase-2 in
the pathogenesis of liver diseases.
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Abstract

Alarmins are a kind of constitutive cellular pro-
teins which are released extracellularly under
pathological conditions to signal danger to the
host by triggering and mediating inflammatory
responses. Persistent release of alarmins (e.g.,
HMBGI, HSPs and S100) during chronic liver
inflammation and in tumor microenvironments
plays an important role in the development and
progression of liver carcinoma. Alarmins might
become novel markers for predicting and moni-
toring carcinogenesis, metastasis and recurrence
of liver carcinoma. Down-regulation of alarmins
and blockage of the interaction of alarmins with
their receptors represent new promising thera-
peutic strategies for liver carcinoma.

Key Words: Alarmins; Chronic inflammation; Pri-
mary hepatic carcinoma

Zhou RR, Fan XG. Role of alarmins in the pathogenesis of
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J K JH 401 o 98 (hepatocellular carcinoma, HCC)
ST I L) S SR bR, AR SRS LN, A s
T e AH ORBE T W S 347 . JUILAE I AT E Y 1
o H X, AT REFEAA>680 00018 &l H
T, UK P I e R R A R 1K 55%;
T MR A QBB T T AN IR T i, o7 S 5
s, T 7 U P RN DS P At e R0 Ay, IR
ANEFFEAR D) B RS A2 LU A SR ARG 1
J7k, (AL HS6% M B FHAEZFARGIFENK
EER. AHEERATIRIG ARG, B IS A4
FAIRAFS5%. Pk, HCCRA TG 2. B T
i Z ARG T 71 LA, HCCRZE I 1 Al
5 IIGARAER I G, VF 2 B EIRE
Wi gt ety W, HArTis Wiobs &Y, R
FIMHCCIEAERTHE. A T oGE B H TG,
Y B AR TR AR . AT S
I A T HC R f ARFREAT I 2. & B (S
‘T4 F(alarmins), WFR IR 3U5 A 541 B

(damage-associated molecular pattern, DAMP)Z>
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5550 T IR, X 287y 1l ok 5 8 R ) 52
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DRI, 70 A B A R0 P 40 i v i e 3R
HEAZ MY 5m 2 EH, w3 s
T4 ARG T A0 M # 5, 254200
A, RN R 0 M 3k 41 P &G B 4 - 1 (inter-
cellular adhesion molecule 1, ICAM-1). I 4l
R &P 4> F-1(vascular cell adhesion molecule 1,
VCAM-1). E-selectin, BHALZ 4T 4 & 145
JF % 7 (tissue plasminogen activator, tPA).
M JRg IR ZE IR F-a(tumor necrosis factor alpha,
TNF-a). HAZ 40 M #a1k 25 1-1(monocyte che-
motactic protein-1, MCP-1)%%. HMGBI15 57 {4
RAGETEZ P Mg A28, Wiwisllig. BHhg.
R, FURIR. B miE. FLERIME, e
b R IE" Y, HMGBI S R R B i3t
JEEDIHITE. HMGBI1AMIRAGE LR 155 %
(12 2R P Jobk T 46 3 A8 w5 D) DG, HMGBI
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I, T I S A 2 e 40 iy b

HC CZ £ i 12 11k JH- 28 28 I 5 A 1 oK
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() d5 E B A 28T JRUR PR I 5 e v B
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18 1 B 2R R A (PR FHESE, RIE T 4
U9 S5 A1 R A% 41 i (peripheral blood
mononuclear cell, PBMC)FHMGB1 mRNA
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FE S AE A S R 18k TR AL 4% FR Iy
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B, S B S HM GBK 535 w5 T v AT
R A S AR HEN . IEHMGBLK S
AFP/KF BRI R/ N EAHDC. FHCCHE# 4% hg
KNG 3 <3, 3-5. >5 cm, ANFIZH HEE M
HHMGB1IE /K43 35.2 ug/LE11.9 pg/L,
69.3 pg/L+23.1 pg/LA1122.7 ng/L+48.9 pg/L,
U2 ) ) 22 e W L TR A X TN My
W2y Jg: 1 I0< TRV IR, A4S0 SR
MIIMLHFHMGB1 75 5737 °430.2 pg/L£5.9 pg/L,
58.9 pg/L£20.0 pg/L, 100.9 pg/L£23.4 pg/LHI
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ELgh RS AL, HMGB1 5 i i 2 1 w19, $0R
HMGB R ] i S HCCIIMLE R, ke 45 Fizm
Qb T2 5 B DA K.

BATTR B A B AR AE 52, SRR T g AR
HIFE AL P HMGB1 mRNA M 5w«
ik T R 52 AR VA T D) B TR R M T g A
M T HMGB1 & ) XPBMCH'HMGBI
mRNAEKILKL. XA fEIEER THMGBL Y
JFF i LG B (A O k2D AR b S50
AMJEMEEAIHM GBI e R Hep G241 it 51, I
Fifeyclin D1. PCNA mRNAMIE (304, 4
FPEHMGB1H Fi AR % HMGB1 X HepG2
S o (B4 B YT BRI HM GBI siRN A% T
i BOAT LU St Hep G2 (1 A= K 3 F i cyclin
D1, PCNA mRNAFIEE (1113 ik, MHEIAFPRIL,
fefHep G241 i 1=, HAEH 5 FMHMGBI11)
Feikty K,

H w74 R0 71 THMGB1/E R
R AT e RS AR R, HMGB1A LA
Y —ANEA B VF0 HH 23 3910580 W 15 f
fabr. BHETHMGBI1 (1) & AR 1 i, 722
A — R THCCIEN /7. (A THMGBI1YE
HCCIR A ML il 228, #f & B b ik
JHRLEL, 502 £, A R — L .
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HSP90. HSP70. HSP60. HSP40F1/%T-HSP.
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AP BRILLLA, — SR AR Bk G, W
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FIE W] AR R — AN 5 g 10 2 i A A7 TS 1R 48
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BHWTHSPs [ 5 12 A S IT R H BT P8 29).
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57 Mg 10 R KR RS 1R AN U T, S B i
Jo 1 L B s DDA 5P, IR FR HIS100A9
HEATRENHCCHREM L B, 451K
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H— RN AN M EMHCCH K, R2%
TR 53T b

www. wjgnet.com



BES. & thiESnSFoRAMAESATHRE 1329
3 &1 16  Cheng BQ, Jia CQ, Liu CT, Lu XF, Zhong N, Zhang W& 5 #4
, s . ZL, Fan W, Li YQ. Serum high mobility group box  AX A E##, 48
JE AR5 73 AL RO VR A 0 TR AN IR 51 A 11 chromosomal protein 1 is asgsociated \i]/ist%h cliﬂico- Lile kA, AK
RIEFE R ELE BEE/EH. HCCH A ETF &1 pathologic features in patients with hepatocellular ~ #*F#9FH 5 A
N , N N > ey \ carcinoma. Dig Liver Dis 2008; 40: 446-452
B SO R RN RS R SO A, oo D e D 2 e st
P, fER (55> 7 IWHMGB1. HSPs. S1007E HepG2{ASMEFERIRAN. HRIRF4R (E2H) 2010;
x It = S g 35: 451-457
BRMARNR L, (R, SBTRIEEEE, | o ErRNAT
FLRRBIERMER]. BAR H AT 1R 2 HLA i RS TN Hep G 24T L OEAM.
FERE B BFSE, (R TRATA B AL, X2 fE K ERFIER 5 2010; 18: 361365
o N o . . 19  Aufricht C. HSP: helper, suppressor, protector. Kid-
w31 AT AR A () TR S s A A e ney Int 2004; 65: 739-740
E A %%Z ﬂ] /iji E{J 1:/]} i %’ BEL H;ﬁ ﬁ%ﬁ Ig‘/ﬁ\ {%‘ 20  Sherman M, Multhoff G. Heat shock proteins in
N . N cancer. Ann N Y Acad Sci 2007; 1113: 192-201
%éj\¥ E(Jj:jﬁiﬁﬁ’ ﬁ%)ﬂ?j\j %ﬁ E‘]Tﬁﬂfﬁ}éé/ﬁ‘{??i&‘ 21 Didelot C, Lanneau D, Brunet M, Joly AL, De Tho-
nel A, Chiosis G, Garrido C. Anti-cancer therapeu-
4 SEE tic approaches based on intracellular and extracel-
. lular heat shock proteins. Curr Med Chem 2007; 14:
1 Matzinger P. Tolerance, danger, and the extended 2839.2847
family. Annu Rev Immunol 1994; 12: 991-1045 .
2 Bianc}klli ME. DAMPs, PAMPs and alarmins: all we 22 Ll.l W.]' Lee NI?' Fatl@a S, Luk JM. Heat shock pro-
need to know about danger. | Leukoc Biol 2007; 81: teins in cancer: 51gnahn.g p.athways,. tumor markel"s
15 and molecular targets in liver malignancy. Protein
3 Rock KL, Kono H. The inflammatory response to ” fipli ?iﬁ 232?;:2_? Og_ili}: Lam BY, Ng 10, Hu
cell death. Annu Rev Pathol 2008; 3: 99-126 MY Ché oM Fan/ ST Prot’eomic pr(; filing o/f he-
4 Coussens LM, Werb Z. Inflammation and cancer. ! Lo T .
Nature 2002; 420: 860-867 patocellular Carc1F10ma in Chinese cohort reveals
5 Allavena P, Garlanda C, Borrello MG, Sica A, Man- heat-sh.ock pI‘O’[elI?S (Hsp?7, Hsp70, GR.P78) up-
tovani A. Pathways connecting inflammation and regulatllon and their associated prognostic values.
cancer. Curr Opin Genet Dev 2008; 18: 3-10 " 57_’0:(60?10; 21(3/([)6;]4 6 1(1)\;113_11?57 L X G Xy
6 Yang GY, Taboada S, Liao J. Inflammatory bowel iX, Luk JM, Lee » Peng J, ?“fé » fouan o
disease: a model of chronic inflammation-induced Lau GK, Be?etta L, Fan ST. Association of mortalin
cancer. Methods Mol Biol 2009; 511: 193-233 (HSPAY9) with liver cancer metastasis and predic-
7 Medzhitov R. Origin and physiological roles of in- tion for early tumor recurrence. Mol Cell Proteomics
flammation. Nature 2008; 454: 428-435 2008; 7: 315-325
8 MRk, MSCEs, TRISTE, MR, byHilg, MR, Tt 25  Feng JT, Liu YK, Song HY, Dai Z, Qin LX, Almofti
e kA, A, SEEDR, SaiErh, MU, ML), R MR, Fang CY, Lu H]J, Yang PY, Tang ZY. Heat-
S EREGE R SR, Rk, T, R, shock protein 27: a potential biomarker for hepa-
ik, PhE, e R MRS e TR I tocellular carcinoma identified by serum proteome
P I BRIREE 2 2009; 14: 259-269 analysis. Proteomics 2005; 5: 4581-4588
9 Vogelstein B, Kinzler KW. Cancer genes and the 26 Hwang TS, Han HS, Choi HK, Lee Y], Kim Y], Han
pathways they control. Nat Med 2004; 10: 789-799 MY, Park YM. Differential, stage-dependent expres-
10  Whiteside TL. The tumor microenvironment and its sion of Hsp70, Hsp110 and Bcl-2 in colorectal can-
role in promoting tumor growth. Oncogene 2008; 27 cer. ] Gastroenterol Hepatol 2003; 18: 690-700
5904-5912 27  Zhang D, Wong LL, Koay ES. Phosphorylation of
11  Ellerman JE, Brown CK, de Vera M, Zeh HJ, Billiar T, Ser78 of Hsp27 correlated with HER-2/neu status
Rubartelli A, Lotze MT. Masquerader: high mobil- and lymph node positivity in breast cancer. Mol
ity group box-1 and cancer. Clin Cancer Res 2007; 13: Cancer 2007; 6: 52
2836-2848 28  King KL, Li AF, Chau GY, Chi CW, Wu CW, Huang
12 Sims GP, Rowe DC, Rietdijk ST, Herbst R, Coyle CL, Lui WY. Prognostic significance of heat shock
AJ. HMGBI and RAGE in inflammation and cancer. protein-27 expression in hepatocellular carcinoma
Annu Rev Immunol 2010; 28: 367-388 and its relation to histologic grading and survival.
13 Vélp K, Brezniceanu ML, Bésser S, Brabletz T, Cancer 2000; 88: 2464-2470
Kirchner T, Géttel D, Joos S, Zornig M. Increased 29  Takashima M, Kuramitsu Y, Yokoyama Y, lizuka N,
expression of high mobility group box 1 (HMGB1) Toda T, Sakaida I, Okita K, Oka M, Nakamura K.
is associated with an elevated level of the antiapop- Proteomic profiling of heat shock protein 70 fam-
totic c-IAP2 protein in human colon carcinomas. ily members as biomarkers for hepatitis C virus-
Gut 2006; 55: 234-242 related hepatocellular carcinoma. Proteomics 2003; 3:
14  Taguchi A, Blood DC, del Toro G, Canet A, Lee 2487-2493
DC, Qu W, Tanji N, Lu Y, Lalla E, Fu C, Hofmann 30 Kaul SC, Aida S, Yaguchi T, Kaur K, Wadhwa R.
MA, Kislinger T, Ingram M, Lu A, Tanaka H, Hori Activation of wild type p53 function by its morta-
O, Ogawa S, Stern DM, Schmidt AM. Blockade of lin-binding, cytoplasmically localizing carboxyl ter-
RAGE-amphoterin signalling suppresses tumour minus peptides. ] Biol Chem 2005; 280: 39373-39379
growth and metastases. Nature 2000; 405: 354-360 31 Ghavami S, Rashedi I, Dattilo BM, Eshraghi M,
15 Xk, JEF, ST, R, SENE, ANsE. O Chazin WJ, Hashemi M, Wesselborg S, Kerkhoff C,

T2 B M e R A e R - 18 BRI IR PR
X AR 24 2007; 15: 812-815

www. wjgnet.com

Los M. S100A8/ A9 at low concentration promotes
tumor cell growth via RAGE ligation and MAP



1330

ISSN 1009-3079 (print) ISSN 2219-2859 (online) THFHLA MG 20114556880 195 1381

kinase-dependent pathway. | Leukoc Biol 2008; 83: derived suppressor cells. ] Immunol 2008; 181:
1484-1492 4666-4675

32  Sinha P, Okoro C, Foell D, Freeze HH, Ostrand- 33  [fiE, SRS, 2EE, B, S5 MIFEHS100
Rosenberg S, Srikrishna G. Proinflammatory S100 ATEIF AN A e o SO thEElTia
proteins regulate the accumulation of myeloid- 74 2010; 2: 172-175

wmE FEZ W AL
ISSN 1009-3079 (print) ISSN 2219-2859 (online) CN 14-1260/R 201 1ERRAH A48 Nt A% &

TR LBRADM R 12 ARKRE B E S HA
PubMed 4= PMC ¥ %

o ?ﬁbE\ °

AR ik

AR i 3E [ [E 7 EE 2 B 01F (U.S. National Library of Medicine, fijFRNLM), 35 [F [E 37 A=W AAF B0
(National Center for Biotechnology Information, {&jFXNCBI))H13& [E [E 37 A WF 57 5% (National Institutes of Health,
fRIFRNIH), FL[FF2010-20114F, 5% T B % Wi 4R 4145 FR 23 ] (Baishideng Publishing Group Co., Limited,
A ARBPG) i Wi B9 12700 TFFBCGR A W B 22 BA T 1200 3T NLM, NCBIRINIH 3 [A] 3= /4 ffjPubMed Central Fil
PubMed T 5, 2 FFIHI ) A BR R A, 0 6o 3% IR T 84 3L 12RO S 1) 44 % A ik 2

1 World Journal of Biological Chemistry (t F A= #4k 2 5% 3&)
http://www.ncbi.nlm.nih.gov/pmc/journals/1495/

2 World Journal of Cardiology (IH:F U IE5 2% 2% &)
http://www.ncbi.nlm.nih.gov/pmc/journals/1320/

3 World Journal of Clinical Oncology (1H: S Ilf PR 98 2 4 &)
http://www.ncbi.nlm.nih.gov/pmc/journals/1494/

4 World Journal of Diabetes (tH: b J 7 22 i)
http://www.ncbi.nlm.nih.gov/pmc/journals/1498/

5 World Journal of Gastrointestinal Endoscopy (17 B i W 85 4% &
http://www.ncbi.nlm.nih.gov/pmc/journals/1323/

6 World Journal of Gastrointestinal Oncology (tH 5t Iz /I8 2 2% &)
http://www.ncbi.nlm.nih.gov/pmc/journals/1324/

7 World Journal of Gastrointestinal Pathophysiology (1H F 5 iz 95 £ AE # 2% 4 i)
http://www.ncbi.nlm.nih.gov/pmc/journals/1496/

8 World Journal of Gastrointestinal Pharmacology and Therapeutics (tH: 5 B [ 2 ¥ 2% 5 9697 24 :8)
http://www.ncbi.nlm.nih.gov/pmc/journals/1497/

9 World Journal of Gastrointestinal Surgery (17 & 4R 4% &
http://www.ncbi.nlm.nih.gov/pmc/journals/1325/

10 World Journal of Hepatology (1 #9224k
http://www.ncbi.nlm.nih.gov/pmc/journals/1321/

11 World Journal of Radiology (tH: #jiti 24 7k &
http://www.ncbi.nlm.nih.gov/pmc/journals/1322/

12 World Journal of Stem Cells (1H: %141 il 2% %)
http://www.ncbi.nlm.nih.gov/pmc/journals/1470/
(B 94 BiE4:2011-05-30)

www. wjgnet.com



R EARMLRL®
wcjd@wijgnet.com

(44

TR
Jaishideng®

R NI ZYE 2011855838 H; 19(13): 1331-1335
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

L #477F 52 BASIC RESEARCH

HEARERRAEDTTES

FRAHE, XK, SR, BLE i, PRgism

R N SR TR R IA

F WK P M 646000

FREBIR, 5 M EF IR A F AR e ZHFE Wl E P
646000

FERAG, THIM, EZ2EMEBRHRD S HGITS A

T A ARFFEALFHA B, No. 81000886

Wl EAJTARAFT BT B, No. 100220
PMERRAFFALETHR A, No. 72

& RO RIBSHREIBNIINE X ETIBiYE, RIS
THERRE. ARBRFRBIBTMN, RSB &E. IR
W ESBRIRIETTN, AN EEBRT G SHRBPHRTTN.
BIRAER: FR4BIB, 1M, 646000, 00114355, SPINBES2E=A0
fREEMZRNRIEZHIAZ. luyicsk@163.com

WFSEEE: 2011-02-22 BOEHEA: 2011-03-30

BZHE: 2011-04-11 EZ&HBMREE: 2011-05-08

Proteomic profiling of human
hepatocellular carcinoma
SMMC-7721 cells under
endoplasmic reticulum stress
induced with dithiothreitol

Dong-Mei Yan, You-Ping Liu, Rong-Yang Dai,
Chun-Yan Duan, Shao-Kun Chen

Dong-Mei Yan, You-Ping Liu, Rong-Yang Dai, Chun-Yan
Duan, Department of Biochemistry, Luzhou Medical Col-
lege, Luzhou 646000, Sichuan Province, China

Shao-Kun Chen, Department of Cell Biology and Genet-
ics, Luzhou Medical College, Luzhou 646000, Sichuan
Province, China

Supported by: Natural Science Foundation of China, No.
81000886; the Scientific Research Foundation of the Health
Department of Sichuan Province, No. 100220; and the
Young Researcher Foundation of Luzhou Medical College,
No. 72

Correspondence to: Shao-Kun Chen, Department of Cell
Biology and Genetics, Luzhou Medical College, Luzhou
646000, Sichuan Province, China luyicsk@163.com
Received: 2011-02-22 Revised: 2011-03-30

Accepted: 2011-04-11 Published online: 2011-05-08

Abstract

AIM: To explore new therapy targets for human
hepatocellular carcinoma by proteomic profiling
of human hepatocellular carcinoma SMMC-7721
cells under endoplasmic reticulum stress.

METHODS: Cultured SMMC-7721 cells were
divided into two groups: experimental group
and control group. The experimental group was
treated with dithiothreitol (DTT, 2.5 mmol/L),
while the control group was treated with equal

www. wjgnet.com

volume of culture medium. After treatment,
total cell proteins were prepared and resolved
by two-dimensional electrophoresis (2-DE). The
two-dimensional electrophoresis maps for the
two groups of cells were analyzed using Im-
ageMaster 2D Platinum software. Proteins that
showed obvious expression alteration in the
experimental group were identified by matrix-
assisted laser desorption ionization time-of-
flight mass spectrometry (MALDI-TOEF-MS).

RESULTS: There were 844 * 46 protein spots in
the 2-DE map for the experimental group and
1015 + 63 protein spots for the control group.
There were 593 + 23 pairs of matched protein
spots between the two groups, and the matching
rate was about 71%. Most of the proteins have
an isoelectric point at pH5.2-6.5 and a molecular
weight of 15 000-80 000 Da. Three protein spots
showed 2-fold or greater differential expression
between the two groups and were identified by
MALDI-TOF-MS. They were protein fem-1 ho-
molog B, cyclin Al, and proliferation-inducing
protein 44.

CONCLUSION: Three differentially expressed
proteins in SMMC-7721 cells under endoplasmic
reticulum stress were identified and may be use-
ful molecular targets for the diagnosis and treat-
ment of hepatocellular carcinoma.

Key Words: Endoplasmic reticulum stress; SMMC-7721
cells; Proteomics; Dithiothreitol
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Abstract

AIM: To investigate the effect of celecoxib on cell
proliferation, apoptosis and KAI1/CD82 expres-
sion in human hepatocellular carcinoma cell line

HepG2.

METHODS: After HepG2 cells were treated with
different concentrations of celecoxib (12.5, 25.0,
50.0, 100.0, 200.0 pmol/L), cell proliferation was
measured by CCK-8 assay, cell apoptosis was
detected by flow cytometry, and the expression
of KAI1/CD82 protein was detected by Western
blot.

RESULTS: Treatment with celecoxib signifi-
cantly inhibited the proliferation of HepG2 cells

(P < 0.05) in a dose- and time-dependent man-
ner, and the reduced rate of growth of HepG2
cells treated with 200.0 umol/L celecoxib for 72
h was 69.23%. Treatment with celecoxib induced
apoptosis of HepG2 cells in a dose-dependent
manner. The apoptosis rates of cells treated
with 12.5, 50.0, or 200.0 pmol/L celecoxib for 48
h were significantly higher than that of control
cells (18.79% * 2.37%, 46.94% * 0.78%, 69.48%
+0.63% vs 16.72% + 1.54%, all P < 0.05). Treat-
ment with celecoxib significantly up-regulated
the expression of KAI1/CD82 protein in a dose-
dependent manner (48 h: 0.394 £ 0.007, 0.886 *
0.057,1.099 £ 0.079 vs 0.321 + 0.020, all P < 0.05).

CONCLUSION: Celecoxib inhibits cell prolifera-
tion and induces apoptosis possibly by up-regu-
lating KAI1/CD82 protein expression in human
hepatocellular carcinoma cell line HepG2.

Key Words: HepG2 cells; Celecoxib; KAI1/CD82;
Cell proliferation; Apoptosis
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BHY: 3K E Rk F A AT EHep G248 i3
7. AT VLRKAII/CD82%E & £k 6%,

Tk M RRBEREEREHR(12.5. 25.0,
50.0. 100.0. 200.0 pmol/L)F FAANF &
HepG2%mft24. 48, 72 h/z. K ACCK-8:% M|
5 HepG24m RO 9138 75 714 H) B AKX 20 e K
A 2w e ) T & % Al Western blot#e M K AT/
CD82% ¥ & A T AL,

Z5R: CCK-83iE % & R HA 7T 2 8f 1] 55 7
FARBUE AP B T B Hep G2 ML 3g 74, 200.0
pmol/LE Rk FHENT2 his, ¥k F ik 3
B KR (69.23%). # X At £ I12.5,

50.0. 200.0 pmol/L%E & ## TR & HepG2
w48 hig, B R HH T/ SIRMMEF T
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FrfEHepG2aa oA =, ARG T RA
(18.79%+2.37%, 46.94%+0.78%, 69.48%+
0.63% vs 16.72% =+ 1.54%, 3#P<0.05). Western
blot4 R 27 E k&4 7T 2 7 SR MG n
KAIl/CDS82% A, 33 BAA BHZ, ZFA
%3t 3 £ (48 h: 0.39440.007, 0.886+0.057,
1.09940.079 vs 0.321£0.020, 35P<0.05).

L Bk BT LAKAI/CD82 & &
Fak, F-FAEHepG24a Ao B T, 2pH) It 5 4
Ao 7h .

*8219: FrEHepG240AE; EREAi; KAIL/CDS2;
AR ETE; AR T

ERIE, FRulBE, )2, INESE. EXSHNITEHepG24BRE
KRKAIN/CD82EBRIANFIN. BRENBHAE 2011;
19(13): 1336-1341
http://www.wjgnet.com/1009-3079/19/1336.asp
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R A ff(cyclooxygenase, Cox) SFRET41 IR 2%
WL &AM & il (prostaglandin H synthase,
PGHS), 5 T M MR LA KE. R2E.
e, HrpcoX-242EFik S hl, 4
B . FLMRE A5 2 PO IR AR
KB ek A A A ik B EC O X2 IR 1
— M, LG R SRS K Zi(nonsteroidal anti-
inflammatory drugs, NSAIDs)H Eb FAT & 2k
BEF R NS ATD sHUT R 585 GE M5 - 8 2 0 07
TVEH 2 0 B P AMIF T TR SEY, Ech 45
S PO e A5 22 POk IR 2 R T KR
TEFE. O WSR2 ZE K 5 AT R % 10 161 )it I8 40
MoshE . 5 AL T S TR 4 R A
TE 8 % S8 0 0 1) 3 A ANl B 4510 (B LA
HUHBIDASBE Wi KATL/CDS82/2 I JLAE [ 4 #Mif
GO LA I — PR e P e g A R N, R ) A
T FU B I R, A TIE s L RE i 2
0 0 PN A T S5 P R AR 2R R i AR
19984:Guo® it LLZ IESE, KATI/CD82JE A1)
Foak 5 I AN MR . R A oG, Rk
BATCAZE SR AT VE T I Hep G241 iy, WL 523
0 V96 4 PR () B S AR . S R TSR, O
MEEKAT/CD82EE [ MR I I L, h FEK
A0 B AR PRI S A1 T 22 () S 36 F B A A, IR
h I RTVR 7 B A 1) SR

1 #RRITSA
L1 A4 N Hep G240 MK H A P B2 27 B Jif
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Jo RS IR % AR A, ZESR AT T L H Sigmad
#]; CCK-80 H AR ALZERE T it BTN
KAT1/CD82 55 [ ARy b 5 T Bk 23wl 7 il
Annexin V-FITC/PIJAT #3457 & A Biovision
N H] 77 RPMI 164024 36 E Gibeo A | 7= i Ji#
. DMSONEESigmas @] /=i, /N5
THUNPUZET 2.

12 Fik

1.2.1 smpds: U0 BLE3RT% 49100 mL/L
NG . T8 R -HERE R IEM(100 X)WRPMI
1640(935 79, 7E37 °C, 50 mL/L CO,41F T4
It 2-3 A HAN MR TR, A A0 MO BRI I, LA
2.5 g/LIERER b ARAR. UG R KN o kA T
1.2.2 428 FEREMEMH TDMSO, HHRPMI
16405 2 WM FEE12.5. 25.00 50.0. 100.0-
200.0 pmol/L, FHfifRDMSOHK & 5:4<0.1%, If
YIS HEZH (0 umol/L).

1.2.3 CCK-8i&# | AT & 2m Jo. 3% g8 4] 5 HUK
B KW Hep G241 il LT X 1034 /LEEF T-964L
B IRR, 440100 L, E37 C. 50 mL/L CO, /%
WIRNERE 41 FAr24 hal e B K5, bk
T, 1225250 o 4L, NS AN
WP TR B AR IR, a4l e 2L, EH2
W, IR gR 424, 48, 72 h3t bib, FEfLIA
CCK-8¥AMH10 L, k4455974 h, PR IR,
BRI E450 nmAbIOGEE, THRAmEIA: FH]
= (1-gr 2 HAE/ PR A () X 100%.
1.2.4 7 X gm o R A 2a 8 == 3 BOWHUE K
WiHep G240 )L LLARFFL2 X 10PN/ 40 i 535 5 432
FhTefLR, 2 P ZH(0 pmol/L), FEK &
AiZH(12.5+ 50.0~ 200.0 umol/L), T-¥48 hjmic
LA, 2.5 o/LiFNE+0.02% EDTAJHALE L4l
Jg, 1000 r/min, 4 ‘C £5-[»5 min, 7 L3, PBSYE
B2V, K40 i R T500 pL Binding Buffer ,
JIA10 uL Annexin V-FITCHIS pL PI, #5302,
FEUIREGS min, J G MO Hep G241
IRz ez <

1.2.5 Western blot#: M KAI1/CD82% & & ik:
W B KW Hep G241 g LAEFL2 X 10°
ANTL IR 40 M % B 3 b o ALk, 43 v 93 1 o) 1R
(0 pmol/L), ZERFAMAL(12.5. 50.0. 200.0
pumol/L), 437 INZ5 T 148 h)5, B Tk L3EE
H A, KHForlindEM & AR E 5, EFET-SDS-
PAGEHLIK 7y 85 J5 #:H S R IR T 4k 208N, 4t
JEPUARN . B J5 FODSEEY EALFH, Tm-
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Roy % #F % iE %
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ep T ICNAT G o 0 0
%4 % F 1k 2 # A I Ao HIFEIE %) Ay AR (%)
BB, FAUH R BRI IRA 0.720 +0.039 0.00 0.785 +0.021 0.00 0.722 +0.028 0.00
@ COX-2Fr A~ s,
%4 FTiAMDRI . . .
4 #.3%. AMDRI 125 umol/L  0.599+0.016 16.20 0.574 +0.029 21.64 0.564 +0.037 26.16
2 —F % E 25.0 umol/L  0.524+0.026° 26.89 0.507 £0.011° 33.08 0.494 +0.025° 34.82
AR XAERE 50.0 umol/L  0.449 +0.042° 37.06 0.465 + 0.035" 39.90 0.432 +0.033" 40.03
jﬁ Lj * e # Hf 100.0 pmol/L  0.376 +0.027" 47.49 0.363 +0.037° 53.52 0.325 +0.030° 54.89
EESHCEW Y 5 b
BT # B 200.0 pmol/L  0.269 +0.028 62.41 0.245 +0.029 68.57 0.222+0.016 69.23
°P<0.05, °P<0.01 vs [BIEITIRA.
Ao Bo. 1 EXREHXNFE
HepG24BiR A THIEZIG.
A: A IR B: 20k E
S | =R #i12.5 umol/L#H; C: FEK
THH50.0 pmol/LZH; D: 2
N N SEA[200.0 pmol/LAH.
a2 as
s S
i i
f?, T T T 1 C:?. S T T
10° 10 10% 10° 10* 10° 10 10? 10° 10
Annexin V-FITC Annexin V-FITC
C ‘é _ D o._
=9 =3
i i
=) &S
© ©
i i
5 5
~—

= T T 1 .
10° 10 100 10° 100 T10°
Annexin V-FITC

age JEAF - o, WsE JLAMH. SR/,
AB-actinfF 24 A ZEATRIM, FRAE S0 45 B vk
k.

Beit 2 Ab 3R RHISPASS16.00E T4+ 40T,
FHH i Limean+ SDFR R, 411H HHER A HL A
#5259 M1 (One-way ANOVA), P<0.05 4 25 57 H.
EFEVES-9'8

2 BR

2.1 ERH AT EHepGam i A K 6% A
[ 52 1) ZE K AT AE T He p G241 2 24
48. 72 hji, CCK-845 AW W 75: 12.5 pmol/L

10*

T T 1
10? 10° 10*

Annexin V-FITC

LR B AAE T Hep G241 124 hJi5 40 a4 5
A = 6 R 41(P<0.05),  HLFE 28 3k E A7 4
B 1) P9 SE AR JSE TR o, 4 B ) 2R 3 i, 5
X HE LA LE 25 5 A Gt 24 X (P<0.01). HPZE
SR AR S I ) 0 ) B AR A T He p G2
41 M (P3G F (K D).

2.2 Bk & A FEHepG24m B = 69 %0
12.5. 50.0. 200.0 pumol/LiR & 2K B Ak H T
- HepG241 48 h)m, 4o 122634 = F-0)
41(18.79%+2.37%, 46.94%+0.78%, 69.48% +
0.63% vs 16.72%+1.54%, ¥JP<0.05, [K1).

2.3 k& LFAKAI/CD82%E & ¢4 &k AT
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1 2 3 4 JENREAT I — P AINSAIDs, & T ik mel#Haz
20000 Da e M. W W KALL/CDS2  PECOX-2AMHIFIN P, BRICAER ORI o b on it
R e, ammn ewmm -actin N fiE 6% e I A G 3E 65 442 25 ) K A FH i 2 3 g@?ﬁgﬁi
10- B it . LSS SR RN TTNEE x e k. &
2 08 i GEESTE S SR R B A St
o a T, MR 2. BRI E NS CH I F ot EiR
g 089 90, WTsutsumi %S BFGURILREECOX- 24 AL CDS20 &
a X ik B BT
3 04 a FHHE R AT RE A B 0 0 T, LU a9, 3 A
8., . TR R R, TR e R
g WA 11 R 0% 410 il R oK A P 5 1 I e 4
0.0 i 3 3 4 Mud8 T2, 4 B ¥ (matrix metalloprotein-

B 2 Western blotiiMZEREHIERFAFE2HepG2IRG
KAI/CD82BYFRIA. 1: FHMERTIRA; 2. FERETH12.5 pmol/L;
3: ZESEAT50.0 pmol/L: 4: FEFKEFA7200.0 pmol/L. 'P<0.05
vs AN AEAH.

HepG241fii£:12.5. 50.0. 200.0 pmol/LIERK
Ai kb P48 hJ, KATI/CD824K [ 361k i xf B4
e s, 25 BA S5 E L (0.39440.007,
0.886+0.057, 1.099+0.079 vs 0.321£0.020, 13
P<0.05, [&2).

3 i9iE
R 41 ffuj& (hepatocellular carcinoma, HCC) &%
P i 98 BOAE 1) de 8 L JRUIR 2 —, R S A A
30/10)7. T AR VR 2 1 SR 10 R % 2
BT, FARYIE R EE T TR, HIUE £,
HARZ BF WS e 2 M), B SR
RANES5%. IR R BTG IT ik A &
P 7 S
KAT1/CD82 2 3T JUAFE A A IR 45 S M o e
FEIIE DR, 1 2 HT A g 4N L 24 28 H O 44,
HoEp AR Rp11.2-13 F, K480
kb, 10NN ST, 9NN & T LA AAMNEF10
ZJADNAIS kb, %3 K —AN 2 AR 2
NN T4, W358/, £90.2 kb, &
TR, 2929 kb, 7Y T HAL A & FK B2 AL
KAI1/CD82J&E T % i 4 5 % (transmembrane 4
superfamily, TM4SF)j 51" A 15 HAh TM4SF
A WICDY. CD63%57E 4 - [ EHER 41 L 1) B
A RE. B TG EIES) K
FEE AR R S V2 S R A
R HER MY, KATL/CD824MH £
FEUT L UYL AR K RO A%
RZEREER OO0 [H Py SMIFSEBTIESE. 105 IR &
I PR AF SCAF 2 1l A 30 JLAE TR AR
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ases, MMPs) &t —41EE & 4O A IR, Atbn]
T T 7K A A0 e AR T Tk R A TR P 42 2 R B
B, M ILAHIFITIMP-2 845 57 He MM P-2 1K)
PR D AT RO RS 2, BEL L e A R 0 4R 2%, P
SE VPO I A B RS B 0 I R iFFe bRz —. B
FRMS S22 i 40 Pk e b TR U AT 4 4,
DLZE Sk 1 A fE B W A AR N PR C O X -2
0541 570 FE SR AT BRSO, 45 R R gE Sk
AT R % 18 e 40 B A MM P-2 3R 58,
BINTIMP-2(1)3I&, NMAETIMP-2/MMP-2Lt
511358 o, 355 e 40 e e 4 PR A/ R ST
Bit, 25 21400 ) Jie s 4 2 3% (R 1 . 28k A i
BENSL 0 1 RN F-cB K VEGF R (A 12632 kM
W AN R B, (RN BRI T, A R A i
B, X BT 7 E 51 2 K 5 A ] LUIE i 7
A DU 75 1 A A2 A7) R BT ) 44 = o
/N BRUTFHREH 2240 B 184 5 2, 1 75 M 508 i We st-
ern blotSE S0 7 VAAIF 52 FE K5 A e % (L ik 8
Hep G241 Mg T, 1 @428 2 18k #0141 RN F -
kB DNAZ; &3 M RINF-«B p65 45 [ #3 k S2 B
(1250, 5 A T F A S 2 0K 5 A1 R 334 o T
I 4 L MK H e p G2 XTI 8E 2440 22 22 LU 2 () ik
PE, HHLHE B COX-2FT A S M £ Hii 24
FENMDRI1 A IEP, ] ISR A 7075 3 IR
A E T, PR R A —, s
IS 1 1) 35 DT g i /D

ARSI BATT AT 41 il R Hep G2 A H#EL. 41 i,
PR FE R AT X JHF e 4 M ) 36 B ) 15 50
T RO KAT/CD824 (R IAVEH 2. i i
BESE AN S50 R I, 12.5 pmol/LIERK L A Fr 4t
YEFHA8 hiliI % H21.64%, 1E1172 hiliHl %N
26.16%, 1M1 %]200.0 pmol/LI, FH]3%
1568.57%, FEA A AR I He p G2 1) 14 5E 491
R ) D (DA 88 L TR 1 48 S T 5 2ok
H A7 RS MM C772 1 48 i A K sl 44 JH A
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Abstract

AIM: To investigate the impact of knockdown of
the B-cell specific Moloney leukemia virus inser-
tion site 1 (Bmi-1) gene on the biological behav-
ior of human pancreatic cancer cells.

METHODS: An expression vector carrying a
small interference RNA (siRNA) targeting the
Bmi-1 gene was constructed and transfected into
human pancreatic cancer PANC-1 cells. After
transfection, Bmi-1 protein expression was detect-
ed by Western blot; cell proliferation was evalu-
ated by MTT assay; and cell cycle progression
and apoptosis were examined by flow cytometry.

RESULTS: PANC-1 cells transfected with the
recombinant vector had more significant cell

cycle arrest (G,/G; phase: 60.480% + 1.545% vs
40.520% £ 2.865%; S phase: 35.740% + 2.074% vs
12.68% * 2.654%), increased apoptosis (21.670%
+2.948% vs 7.870% * 0.900%), and decreased
Bmi-1 expression (175.39 + 1.76 vs 318.54 + 3.53,
P < 0.05) compared to control cells.

CONCLUSION: SiRNA-mediated down-regulation
of Bmi-1 expression induces cell cycle arrest and in-
creases apoptosis in PANC-1 cells. Bmi-1 might serve
as a target for gene therapy of pancreatic cancer.

Key Words: Pancreatic cancer; B-cell specific Mo-
loney leukemia virus insertion site 1; Small interfer-
ence RNA; Flow cytometry
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TANIDNASAE S« 40 0 o SN T 45 45
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Abstract

AIM: To investigate the expression of human
mutL homologue 1 (hMLH1) and Ras associa-
tion domain family 1A (RASSF1A) in esophageal

www. wjgnet.com

squamous cell carcinoma (ESCC) and to analyze
their prognostic value.

METHODS: The expression of hMLH1 mRNA
and RASSF1A protein in 60 specimens of esoph-
ageal cancer was detected by in situ hybridiza-
tion (ISH) and immunohistochemistry, respec-
tively. The relationship of hMLH1 and RASSF1A
expression with ESCC prognosis was evaluated
using Cox regression model and Kaplan-Meier
survival curve analysis.

RESULTS: The positive rates of hMLH1 and
RASSF1A expression in esophageal carcinoma
were significantly lower than those in normal
esophageal tissue (41.67% vs 90.00%, 80.00%
vs 100.00%; both P < 0.05). The expression of
hMLH1 and RASSF1A was correlated with tu-
mor TNM stage, invasion depth, lymph node
metastasis, and tumor size (all P < 0.05), but not
with patient's nationality (P > 0.05). The expres-
sion of RASSF1A was positively correlated with
that of hMLH1 (r = 0.338, P < 0.01). The five-year
overall survival rate for all the patients was 35%
(21/60). Univariate survival analysis suggested
that the five-year survival rate for patients with
positive expression of RASSF1A was higher than
that for patients with negative expression of
RASSF1A though the difference was not signifi-
cant (P > 0.05). Patients with positive expression
of hMLH1 had a significantly higher survival
rate compared to those with negative expression
of hMLH1 (P < 0.05). Cox multivariate analysis
indicated that tumor invasion depth and TNM
stage were independent prognostic factors af-
fecting survival of ESCC patients (both P < 0.05).

CONCLUSION: Both hMLH1 and RASSF1A
were weakly expressed in ESCC. The expression
of hMLH1 and RASSF1A was positively cor-
related with ESCC progression. Expression of
hMLH1 and RASSF1A might be used as a prog-
nostic parameter in ESCC patients.

Key Words: Esophageal squamous cell carcinoma;
Human mutl homologue 1; Ras association domain
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fik
BEY: #AF #9520 22 PhMLH1#2RASSF1A
H R F AR A TS 697

Fik: KA RAL L KFE AR hMLHIAE |

F IR A EALF E A MRASSFIA R B 6041
BE SR B E POy F K, B A CoxE A AR fu
Kaplan-Meier& & W &5 A7 L 5 & % FUs 09

R EREHEAL PhAMLH] mRNAK X
B KT B AL 2(41.67% vs 90.00%,
P<0.01), RASSFIA®Z G £ A K TRFE EF
%20 22.(80% vs 100%, P<0.05). hAMLHI 4=
RASSF1A# £ 5ETNMS . 2% 552
JE HRE LA e B g KD AE R (39P<0.05),
o5 K% % *; RASSFIAShMLHI &k 2 iE
MR (= 0.338, P<0.01); KELLFRHBISF B AHF
& H35%(21/60), HH FAG>MEN, BF
FEhMLHI & Ak 55 A A5 5 TR AKX 4,
£ F A % F & (P<0.05); RASSFIAZ &
R EARE R A BRI, 122 F R% T
FEN; CoxBiA % WX 454 &%, hMLH14e
RASSFIARZ#h A H I I B &, m A
2 TR B AR TNM 4 038 52 % vy A 75 21 64 1k
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%18 hMLH1#=RASSFIAE R & AR+ &
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7 8 AF.
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BIEAT. RASSF1ALULJGT A H B 8 46 5 B A
TR A PHPE Qe 40 . hMLH1 mRNA$RER LA
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Bt AR ol 5 R SPSS15.0% A
I3 BT K% . Kaplan-Meier EA7 53 BT fllICox
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TR B R R 40 PR S S 4n i v BE Rk,
e E R AL RIEH sk, = 5na
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X (P<0.05); hMLH 1 {1215 7 A ik 1 45 7 # 414K
TR A B, 2R A5 5 L @P<0.01);
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BR300 RESCCHY, hMLH 1 FIRASSF1A
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Abstract

AIM: To explore the relationship between STAT1
and p53 mRNA expression in human gastric
cancer cell line SGC7901 and to characterize the
regulatory effect of interferon-y (IFN-y) on p53
expression in gastric cancer.

www. wjgnet.com

METHODS: After SGC7901 cells were treated
with IFN-y and antisense oligonucleotides
(ASON) targeting the STAT1 gene, alone or in
combination, the mRNA expression of p53 and
STAT1 was tested by RT-PCR, and cell apoptosis
was examined by Hoechst 33258 staining. The
protein expression of p53 and STAT1 in human
gastric cancer tissue was examined by immu-
nohistochemistry. Average optical density was
compared between different groups using Stu-
dent’s f test analysis. The relationship between
the expression of STAT1 and P53 protein in hu-
man gastric cancer was evaluated using Spear-
man rank correlation analysis.

RESULTS: Treatment with IFN-y up-regulated
the mRNA expression of STAT1 and p53 in
SGC7901 cells (both P < 0.05). Treatment with
STAT1-specific ASON induced down-regulation
of STAT1 mRNA expression (P < 0.05) in a con-
centration-dependent manner. The expression of
p53 mRNA was lower in all ASON groups than
in the control group (all P > 0.05). Simultane-
ous treatment with IFN-y and STAT1-specific
ASON induced lower STAT1 mRNA expression
than treatment with IFN-y alone (P < 0.05). The
mRNA expression of p53 was higher in all cells
treated simultaneously with IFN-y and STATI-
specific ASON than in those treated with IFN-y
alone (all P > 0.05). There was no correlation
between STAT1 and p53 mRNA and protein
expression in human gastric cancer tissue and
cell lines. Treatment with either IFN-y or STAT1-
specific ASON had no significant impact on cell
apoptosis.

CONCLUSION: IFN-y could regulate p53 ex-
pression in gastric cancer through a STAT1-
independent pathway.

Key Words: Interferon-y; Signal transducer and ac-
tivator of transcription 1; p53 gene; Gastric cancer

Deng H, Zhen HY, Chen Y, Fu ZQ, Liu L]. IFN-y regulates
P53 expression in gastric cancer through a STAT1-inde-
pendent pathway. Shijie Huaren Xiaohua Zazhi 2011;
19(13): 1353-1358
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#2STAT1 ASON
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HETI, BTE
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BH#: K4 § & P IFN-yid i3 dE R B STAT 112
12 2¢ P53 A ik A 45 69 AF A B AU

Fi%: SGC7901 ZIFN-y A STAT1 R L E A% 3
B2 4 28, RT-PCRE & JE 457 A2 M STAT 1 4=
P53 mRNAK-FE AL, & F Hoechest33258 VL5
AT AR BALE RIRABAT R e
MSTAT1FeP53% & . &-28-F 3Bt E AL d s
Mo 3o AT

ZEH: SGC790148 i ZIFN-y4L 22 )&, STATI
Fap53 mRNAE X EFH(P<0.05). 2R EIRE
STAT1R L M H A5, STATI mRNA
KR T M, AR AR #UHE(P<0.05). p53 mRNA
Kk B VAR T R AL FEL(P<0.05). ZIFN-y
Fo R EVRESTATIR X A FRIK AL 2 )E,
STAT1 mRNA#=& & % ik S IFN-y - 1k 4k 22 3%
5 B, AR AR BURE(P<0.05), p53 mRNA %
AT A5 4 F TIFN-y 3 1 4L 22 28 (P<0.05). AT
A4 F 8%, STATI mRNA 5p53 mRNA K ik
Tk NBRBMRE P IHALBAT FEKN,
STAT1#4=P53% & kA K%, ZIFN-y#=STATI
RS T i AL PR )G 2 O TR B

518 IFN-y7Tid i dHIR B STAT 112 /248 i §
JELA LR P P536Y Rk,

X818 TIHE -y, FSESTFRERELTL ps3
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TR0 L, {7 5% A O
T e A DA SR B P R . FRATT TSI AR I 5 K
L, NH NG e s (5 5 e 1 A il A
¥ 1(signal transducer and activator of transcrip-
tion 1, STAT 1) FI %3k &5 Tk 1 4 75
DIMAOR, JFA7 56 BB MR . A 18 R 40
o, T4 FEy(interferon-y, IFN-y)n[ Bl STATI
{Eilip2 " FEmRN A K B FUKCT (K 205 1T,
P20 RGN VR T b R R ) 2,
DA 7 T N et fd6p21.2, 4afith (¥ 25 (1 Hh 1644
IEIRALI, A5 iR 21 000 Da, & H
T E RN PR R AT g )2 S T 3 41 1) 40 i S 30

FJi72.4 kbAI8 kbib %A —APS3HE FIRF T4
SRR N MR SE R (Fps3 B R Bk %
ZRVE, pS3N S WG 5 @ A
Ko b, &L N ARl R i
FEAE, 1 H S g0 A S S T
T 1) A7 A5 B 25 SR A DG R UM AR5
F W, STAT1 il N iFPS3HIHI8 FAMdM2[1)
FETEAEEPS3 (¥ 3K T 11 56 K p 2 1™ 335 (¥ 1
L B IFN-y-STAT L& 2 0 p2 1" ik 1
P2 A MORP S 3R A2 58 L, 24 i v G W A 1) i
W KR GEAE L A0 B A I T, S
TIFN-yHISTAT1 X X Z£#% 11 (antisense oligo-
nucleotides, ASON) S AL DL A I 4 b 1 9
A1 ZSGCT901 1, MEESTAT1 Flp53 mRNAFK
IR AR DA B A G ARl 1o I R B 2 1
T, N B A 2 STATIRIPS3 & [
A, PAER IS 1 9 TP IFN-y-STAT LI 42 e 15
XIPS3HEAT .

1 #RRTSE

1.1 A4 B4 PESGCT901 AR S48 % {17
i FH 27100 mL/L/N- 1L (Gibeol ) [FIRMPI 1640
B 97 55(Gibeol), #F37 °C, 50 mL/L CO,(1&F 4>
O MR FRM R 15 9%, AF2-3 di LR, 10041
FERIAPETF ARUIBRbR AR B VLUK b & B B
(1989-2003), J368%, L3244, F4426-77(H 14
UW259)% . A 911 350 TE 4 (905 B2 A 1 45
W10 Wgees. BT o AR T AR AT T80T R T

1.2 7%

1.2.1 ASON® 3 ) R hap 422 i1 000
KIU/L IFN-y"°((102CY27, PEPROTECHEC)%3
AL 0.5, 31124 h.

ASONK ST 51 € B A ARA R
Hl A . HFHES 75 5 {4 Transfectin(TianGENE)
BEATHE g% ASON A BT LA P 1 i AR
P O R I SRR, STATIASON: 5'-CCACTGAGA-
CATCCTGCCACC-3', #4200, 4001600 nmol/L
(R LG 4 STAT1 ASONE U LL K 51000
KIU/L IFN-y A Ab PR A0 924 by 20 )4 G A
PP, ASON & Jlgmifk =1 : 2-3.

1.2.2 RT-PCRA&M B J& 4#7: H TRIzol(Invitrogen)
PRI RNA, FF b 4 R 8 20 A% 19 W s A3
S, Asgonso = 1.8-2.0. MEHE 4L IR T-PCRIXF £
(TaKaRa) ¥t H4 U TRT-PCR. {f HPrimer
5.051 Wit AR5y 3 BT STAT L p53HIB-actin
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ER RX EY i lbpl T LAps3as AL,
2 iy 38 3L TFN-y A
STAT1 5'-CATGCGGTTGAACCCTACA-3' 5'-TTCTACAGAGCCCACTATCC-3' 342 % STAT1 ASON
053 5'-CTGCTCAGATAGCGATGG-3' 5'-TATGGCGGGAGGTAGACT-3' 599 s R R e e R
B-actin 5'-TGCTGTCCCTCTACGCCTCT-3' 5'-GCTTCTCCTTGATGTCGC-3' 234 SGC7901 F STATI
#9p53 mRNA®S ")
VAR B 44
¥ STAT14=P53%
A 077 a B 0.257 a ERCEE XL
0.6 = BT BT

0.20

0.5 a
<04 a 0.15
< 0.3} 0.10
0.2}
o1l 0.05
0.0 : : : ' 0.00
3h

AHIEZH 0.5h 24h

A(%)

| ﬂm

XHIRZH 0.5h 24 h

B 1 IFN—yRISGC790148f20.5, 3%024 hiGSTATIFpS53 mMRNAFRIEZRL. A: STAT1; B: p53. 'P<0.05 vs XTHHZH.

) EE R s (R D). H 595 B-actinf]
— VLB TPCR. PCR/™HIZE1.5 o/LIV B g bl vt
Jiz LKA, i i Biostep Photoimpactf 450t
F4 H I R 5 B-actin 467 1K) T- YW o6 FE A,
S M LA, JEAT AR &
1.2.3 Hoechest3325 % & ¥ 2 BB = TG 1 544
TRECH A0 e A I8 5 J5, Hoechest33258F &
15 min, 0.01 MPBSYES min X 17K, /KT 5
B, "B ERINE T, Hoechest33258
ekl RIS, mf B N, WT4iEh
WO, e ORI T4, TEA L
BRI . KE T4 . A% RS A5RE AL, BE L
T 000440 L AT I T 40 i £
1.2.4 %97 0040 R 27 mpai 4 & ik
YL LRk B S AN M Ak 2 e e fi F Bk, Bt
STAT1 .52 B H14K(P84/P91, C-136, Santa Cruz
AFE =), BT R BT APS3 L d BEHTiA(DO-7,
NeoMarkers/ @] 7= i), SPyZ RN AYA A7 &
B G AR M E A E T R4 DAB
B0, STAT 1 LAY 41 It 4 S A 3 (sl Pk,
P53 LU A A% Y R AR Rk A BHE. R AE Rt
T P 42 F U A5 R AT

Biit R AbFR A3 4 SPSS12.045 121 ik
AR B, AH OGR4 B R I Spearman 55 4 AH K
OINT, AT ¥ 6 A R A 56 43 M. P<0.05
EEN -

2 BR
2.1 IFN-y*FSTAT1#7p53 mRNA £ ik 69 %
IFN-y 1000 kIU/LA#SGC790141 0.5+ 3.
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24 h, STAT1HIpS3{EMRNAK V4 56 F b5
ETHRRBL, 24 hisk, mRNAZKF- 47 15 40
(P<0.05, 1).

2.2 IFN-yi# i 4E STAT MR #1 i 2 p53 mRNA £
K89 Rof Al FIIFN-y 1000 kIU/LIECA200. 400
1600 nmol/L STAT1 ASONALIHSGC79014H ity
24 hJ5, STAT1 mRNARIEY & X4l (HE
LW BRI 354(P<0.05), ZEIFN-y+600 nmol/L
STAT1 ASONAbI 41 I3 /K- 1550 R A e
P53 mRNAKIES & xR, BAT & BT
FIL(P<0.05, K2).

2.3 #4|STAT1 &£ B, STAT149p53 mRNA %
ik AR AL 200, 40051600 nmol/L
STAT1 ASONALFESGC790141 /124 h), STATI
mRNARIEZH NI, ££400 nmol/L STATI
A SONKF I FF AR IS T X4 B4 (P<0.05); p53
mRN AR L EIME T 4], LA 5STATI
mRNAFR LA T (P>0.05, K13).

2.4 TFN-y#2STAT1 ASON4: 220, F % 4w e &
SGC790184 8 T H 2. SGC7901 ' T 4 Mo 7 - kb
FHZH O] R ZH 0 1217 0 G B W AR 40(P>0.05).
2.5 BB PSTATIAP53%& G 6948 X M
STAT1 FH 2 A342%(42/100), P53FH 5 428%
(28/100). £ Spearman®&Z5AH /M7 2 7R: STAT1
HPS3E AKRIEL K@ =0.10,P= 0317, El4).

3 iMie

STATH K2 /D UFESTAT1(aFIB)s 24 3+ 3B
4. 5. 6HFIRIESTATE FI[HPD-STAT(mrl)]%%8
AN STAT I A STAT S i S BE R 51, & —

IFN-y*P53 41
oA
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GRS E Sel a
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geTRR—Y T20 g
TE LA A TR L5; 1.01
=%, SR 1.0}
% 9 AR 4 7 0.5! 0.5
B A &% 0.0 ‘ ‘ ‘ | b0 | | | |
1 2 3 4 5 1 2 3 4 5

2 SGC79014BIZAIFN~-y 1000 IU, IFN-y 1000 IU+STAT1 ASON(200, 40052600 nmol/L)50 24 hig, STATIR]pS53 mRNA
FIKHVETAK. A: STATI; B: p53. 1: XHHRZH; 2: IFN—y; 3: IEN—y+ASON 200 nmol/L; 4: IFN—y+ASON 400 nmol/L; 5: I[EN—
y+ASON 600 nmol/L. 'P<0.05 vs XJHEZH.

A 12, B 18 a
a
1.6} +
Lof jL 1.4} a
0.8 1.2} a
£ 06| a g Lo 2
< a 08
0.4/ a 0.6
0.4}
02! m o4l
0.0 : : : : ) : : : : :
1 2 3 4 5 00 2 3 4 5

3 SGC79014BER4IFN-y 1000 IU, 200, 40052600 nmol/L STATI ASONANE24 hfF, STATIFpS53 mRNARIARIZEL. A:
STATT1; B: p53. 1: X B4 2: IFN—y; 3: ASON 200 nmol/L; 4: ASON 400 nmol/L; 5: ASON 600 nmol/L. ‘P<0.05 vs % JH4.

4 BEERKDSTATIAD
P53HIRIK(REA RS
RE). A: HAHEESIR
i#; B: ALY
VIR (% 10); C: STAT1(x
400); D: P53( X 400).

AN LD, AT AR R A B T IFN-y 4545 5 P21 ESTAT LA 340 M U 12 (1 5 2 4%
R EH FIAKEE AR 2R B (anus protein 517" FeAlT (0w ST 5 th 2 W B 8 H IF N -y-
tyrosine kinase, JAK)1. 2%, i PSTAT U STATLRARAEAE X p2 /™ RIK Wl ¥/ T
T R RAA, RN AN A% R A B SRR R, STAT IR ik R PS 3122 LA K At
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Abstract

AIM: To investigate the expression of human cat-
helicidin LL-37 in the colon mucosa of patients
suffering from ulcerative colitis and to assess its
relationship with colon inflammation.

METHODS: Thirty-two patients with ulcerative
colitis were included in the study. The severity
of ulcerative colitis was assessed using the Ul-
cerative Colitis Disease Activity Index (UCDAI).
The expression of LL-37 and cytokines (TNF-q,
IL-1B and IL-4) in the colon mucosa was detect-
ed by real-time RT-PCR. Immunohistochemistry
was used to investigate the location of the LL-37
peptide in the normal and inflamed colon mu-
cosa. Colon epithelial cells were stimulated in
vitro with cytokines to evaluate mechanisms that
influence cathelicidin production.

www. wjgnet.com

RESULTS: The mRNA expression of LL-37 and
cytokines in the colon mucosa was significantly
elevated with the severity of disease activity in
UC patients compared to controls (LL-37: 4.97
*6.95, 31.46 + 10.74, 75.50 * 13.19 vs 0.27 + 0.45;
TNF-a: 97.04 + 23.74, 201.07 + 33.46, 290.81 +
30.45 vs 72.82 + 18.85; IL-1B: 72.98 + 38.03, 153.46
+22.68, 211.34 + 25.12 vs 38.56 + 10.38; IL-4: 26.04
+12.47, 46.38 = 15.12, 46.94 + 16.53 vs 19.34 +
11.61, all P < 0.05). Significant correlations were
found between the mRNA expression of LL-37
and cytokines (r = 0.965, 0.940, 0.628, all P < 0.01).
Immunohistochemistry analysis showed that the
LL-37 peptide was located in the colon epithelial
surface in both normal controls and UC patients.
In addition, the LL-37 peptide was detected
easily in inflammatory cells infiltrating into the
inflamed colon mucosa in UC patients. In vitro
stimulation with cytokines did not up-regulate
LL-37 expression in colon epithelial cells.

CONCLUSION: The up-regulation of LL-37
expression in inflamed colon mucosa of UC
patients and high correlation between the ex-
pression of LL-37 and cytokines indicate a close
relationship between LL-37 and immune inflam-
matory response in UC patients with ulcerative
colitis; however, this process does not involve
colonic epithelial cells.

Key Words: Ulcerative colitis; Cathelicidin LL-37;
Cytokines
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TagManiRét 5'-CGTCGCCAGCCGAGCCACA-3'

FEHAMRS G IR ARG B)WEL XfcDNAS
BEAT B IR R AN A S DR (R 5l PC R, s
P HE P EAT 2% B SR IR E R iUk, AR AT
TLEE SR SN O E P CRIK N AKR R Ry
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AFAF HFE 1) C UL (9 615 i 2 B E (117G
HH), F MR A H R 1 C ol 5 8 K I
GAPDHFCHEAH UL, #ed5 i H 1R R IA
iy Q(CHSERRCHIERD g2 5[] A A o) B4 0F
Je A5 H I PR s AR N 7K. T H 5
DRI i e B oA v () R TE R /D, i 4 Rk K
SRR UREE SR X 10015 %R,

1.2.2 %R ARACE: WK 45 i R bR AN
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HAIR #h 22 PR (p HO.0) B L AT P s 2. H
TEH R L 2 3 3 AT B S, e
2004 BT ALL-37—$i(3:HE Santa Cruz/A )4 C
REA, R A i st A S AR ROR
A7 BR 2y ] B e i AL A AR AR ) ) 5
JCEL h, HDABH (AL AL S B
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3E. °P<0.001 vs UCZH.

300 537 a
= TNF-a.

250} = I-1p
mI-4

K
[0

200}
150}
100} a

mRNAFER 7%

50 N E <
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RAE FTNF-an TL-1B M IL-41/ 31K R R 1
IEAHIEKR A (Y = 0.965, 0.940, 0.628, 31P<0.01).

23 LL-37R G AL MmAE P oy A LL-37KIE
T NIEH 45 R 2R 2 F R A B s 1) -

RAE TS S5 W R R 2 b e 33k 50.1893 £
0.0014, W= 2 [A) G i 3% 1 22 57 (P>0.05). IEAR,
LL-374EU C 8 98 RE B 45 M B 1) e 3 e
I A J2 PR R OK o 9O 4 iR s Rk, 48
ZRLL-37 W] ReAEU C 58 1) 45 &Mt 98 ik vh i 4%
HEAEHI(E13).

2.4 PRI K R Fabs i b sl L-37 kA8
Bve ARG S R (POLEREPCR), 4l LR
MIHT-29/LL-37 mRNAFEIE LML TR R
BRI, FOARFERIREEO0.1. 14 104 100 pg/L)FIFAE
[A-FTNF-a, IL-1BRIL-4444 M 45 i b 1z 40 i
HT-29 245448 h)i5, ViR ANRER I BILL-37(1 %1k,
AR A BAPE T B2, F T 22 mmol/L)IIHT-29
A 124 h)5 BRI LL-37/ 280k (1 4). Hol A 4 i b
TIHARE LS F A RLL-371) 2RI,

3 171E
IBDHIH K2R R UCHICD 4l h 2 M 3
SR LR R . R R AE AR SR
5 S P A MRS B AR L4k i 20T 1 FL A
o3 DRI FIATL o o A 50 405 2, A H AT S il e 3R
B RS I OHEh, FREEIA 25 T i AR AN
MU S R G0 — # A HAEH 3 807 % 1) sk
A2 T R (1) G A I o P R S R
G5 LA G KRR S RGN TSR
T JREY, L rp Py S RGN - BN 8-
BT TR DAL 58 K 1) 7% 293 i Ak A 4 R0 92 18 4 3
REAEIBD ) A ML 52 Bk 2 1) B,
Sbr i i ik cathelicidinsds )& 78 Bz o
TRz HoScak, JLAE 980 M B I R
kR HZ 5500 I AW HLE, Wi cathelicidins
TERE NP B 2 1 J8 3 Th RIS & BRI Y, JFwT LA
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HEVIER, LL-37TAEUCHRF (45 I Fh ik
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1—4: ERILKFGAPDHIIFIK; 5-8: HIUEEALL-370935%;
1, 5 TERRIIRATRG; 2, 6: TNF—olIVEAIAE; 3, 7: IL—1BHIliH
YHIE; 4, 8: IL—4%IIIEZHIE; M: Marker.
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TR T4 L L-371 %Ik 5UCHER#H 145 W 4%
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VU IK-Bi 0 22 HBD-2MHBD-3 I & ik fEUCHR
{10 225 0 ARb P S 3 e v 1, T L A2 B 2R
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N T HE BN LL-37T4EUCH G h il R
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L v e SRR AR — 2 e R E o 71 At
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IR B ETHERYY, OlsenfIGuimbaud
(IRFGTHE 7R TNF-an TL-1B &3k B 5 503
U CHT 5 3 PR3 I i A . 1R T v, R 6 %
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T UITL-4%AEIB DI R IE S AR FH M 93 (0 AR
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PRI I ) B R i 2 T, TL-4%
325 A B A 95 i ) JEE (R 8 A T e R A Ry
PP S N V3 E e S (BN SR IR S RS

WA R I 45 R B R LL-37 1)K
K5 RIER FTNF-a. IL-1BFIIL-4 5 W] B 1
A9, $E7RLL-37 ] REFIU C 50 S i RE
HHEY)KFR. Iy, LL-371 R IEAE 5240 g
Bl 4 37 RAE R PRI R IE R FIL-6
FITFN-y R DL~ ) il 5 k% 4 B A L L-37 85 1
(13 7 30 W S 986 0 Y, ke I B A A A 5 UC
AL, S —PPTh2 NZ A 3 119 B2 ik 98 9 M 5,
Howel IZE 1157 & IR Th240 fw K FTL-4FI1TL-13
AT AT B TR L L-3 77 £ 0 41 i () 2 328 1y
iR N 1 B % BB R R B ML 2 388 ;. 5 b
RIL, LL-378E R A ] LAFITL-645 4 IR 3 8 1,
IL-67E 588 [z ] DUR T LL-37 03k, 53
—J7 T, LL-37 ik ok th AT b SOE A e . 1
LA G T RE M VE - A 5L A S A% 4 i
i1 I e o v s W N R P ER A
FHYT 0y DL 2 A A 24 i e S R e 20 e,
IR UR 3202 Rtk IR 7 S L2 AR ) Rk,
CLUEBILL-370] B E 4k M CP-1RITL-8[1)
FEIRPY, A BED C AN M ) R N T B SR T h 1 40
i 2458 R, LL-37- 5 HUA s shig AT o
PIKZR, AWFIEI0 45 R-LL-3 7R 25E 12k 11
Fo P I AH OG- U] LR U C 3 928 20 S W
TR E TR,

LL-377F 8 Wi (W3R 1A 32407 T B M &5 1
L, JET Loy b 22 1 i R R, (HAE/ N
Fish JLFE TR IE" Y AT R BILL-374 A
1E 85 WA 2 AT B D A 35 98 S0 45 W B IS 1)
FIRFWAT A, F AT RE L 40 A
(PR 3, MAER ke bR R IR IX,
Hase“5f1Schaubersds F 5 5 FATHIIF 57 45 1
HIFFEUL AN IR R ILL-375 (1R ik
FUCHIE BT &5 o ol J 119 52 3 Jik e 1 [l A )2 Y
B R 2R R, R R ATTHEMILL-372
HUCHTE SAE R ML AT B8 A LL-37(3R5E
TE 25 W b 5 40 W 7K - B 28 4 7K1 Bl —
A 2 SAE R TR .

HE— P LWL L-378 76 1B W 45 R i &
JZ2 bR FNU C R JE A 45 i Fh ik )2 b R (4
ik, GiRBIRLL-37TMRIATE A Z MG R #E
FESt, A, MAh GE R T T R AN T &
HT-29)5, ANEEVESFLL-370H)405. #E b Sz 45 5,
AN A LL-37HIRIATE S W R A K P A%

B b RIZRIEALL-37, A PELL-3 74 il 52
¥ 11 I A5 T 388 % TR TG Jl— 2 0 5 ot st m A 410 £
AN R AE A, IR AR R R R
T 6y P RS e rp oA S Y, 4 N 17
N, R F) I 52 2R U, 45 W b e 4 B A 4
R FLL-37KIE T, B 40 i 12 (1)
BRI, Islam & R ILEB R HI T LG i
JiE b PR KL L-374863% R %, 1Xpih b fe 4
FR6 SR L 40 0 — AL, DRIk, 250
b R 4 R TE L L-37 1] RE 2 e 3l s B ek
GLIRI N3, T 5 UCH S5 F i JERE N TG K.

IRAILL-37(M R IE WS ZE o #E H R IR, Bl
JEUESELL-37) {2 A7 AE T AN R S AU 1) o i S
gifrp, fIERAZ . NK. T B#Eg0, Ik
20 R Hp PR AN S S A, g S R
BTRRL IR I Ak, 45 i 86 T 1 AT J2 AT KR R
E 005 0 R i ) K ik cathelicidinsPu B ik, WF
FK M, cathelicidins s skl MR 45 1 9 EFE
ESUN TN NS S O VA5 Sr
Wt m, B B G, [ 2 P s SO0
AT %, Rl R AERE S [ 4T 2 cathelicidinsff]
FIE TR Yak, ATHENLL-377EUCHE 4 T
(R EIE AR AT g2 U CHR 3 SOAER RN KR
il 2 BRI 5 = AR, LFNU C R 45 1 R
) A AR AT e I T A RELN A S 1.

Schauber&P A N LL-377E A [A) 41 2R (1 %
KT RESZ AN R 25 () 45, LL-373RIA (152 U715
2] BE AT ZURE e k. AWFFCUESELL-37%
ETUCHEE RIEL MBI L )Z L, (AT
B, RIS T ey Be s e o R [ 5 )2 2 i)
(KR JIE AN M rh R AR FRATT B 9T 4
LL-377E 45 i b 5z 41 B 7K P AN 52 9895 R 1 1) 1
P, M BB STIE W LL-3745 UC 2 RE 4N i
2K 15 52 RAE R F IR, B LL-374E 4
i A L () 258 S TR U C 5 5 Hh 38 0 I N A
I, IX T BRI 5T 2 UE 5.

B2, AW MR T T PUBEALLL-37
FEUCHEE P IMRIATE UL, AR UCH & %
i 435 i 80 MBS v P e 2R R L 0 TR ) 1 AT
KK AP HS 5 TUCH %k RAEFE; LL-37
RARIETUCHE RAELE RN R )ZE LR &
B I S AEAN L, B S 5 UCH P JE L R
(ML T g 5 45 b Rz 4 k.

4  BEXE
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Abstract

AIM: To investigate k-ras gene mutations and to

www. wjgnet.com

analyze their clinical significance in Chinese pa-
tients with colorectal cancer.

METHODS: A total of 280 surgical specimens
taken from patients with colorectal cancer who
were treated at Fuzhou General Hospital of
Nanjing Military Command between January
2008 and December 2009 and had complete clini-
cal data were used in the study. Six k-ras gene
mutations at codon 12 (35G>A, 35G>T, 35G>C,
34G>A, 34G>T, 34G>C) and one at codon 13
(38G>A) were detected by real-time fluorescence
quantitative PCR (qPCR) and direct sequencing.
A comparison of results obtained by the two
methods was then performed.

RESULTS: The overall positive rate of k-ras gene
mutations obtained by direct sequencing was
33.57% (94/280), and the positive rate of muta-
tions at codon 12 [4.29% (12/280) for 35G>A,
0.36% (1/280) for 35G>T, 0.36% (1/280) for
35G>C, 2.86% (8/280) for 34G>A, 3.57% (10/280)
for 34G>T, and 0.36% (1/280) for 34G>C] was
14.64% (41/280) and 7.5% (21/280) at codon 13.
Of 94 patients who were demonstrated to have
k-ras gene mutations by direct sequencing, 91
were confirmed by qPCR [sensitivity, 96.8%
(91/94)]. Meanwhile, of 186 patients who were
demonstrated to have no k-ras gene mutation by
direct sequencing, 184 were confirmed by qPCR
[specificity, 98.9% (184/186)]. The matching rate
between the two methods was 98.2%. K-ras gene
mutations were significantly associated with sex
and age (both P < 0.05), but not with tumor site,
differentiation, depth of invasion, TNM stage,
lymph node metastasis, or distant metastasis (all
P >0.05).

CONCLUSION: A high proportion of k-ras gene
mutations (33.57%) were detected in Chinese
patients with colorectal cancer. gPCR may be an
accurate, rapid and simple method for detection
of k-ras gene mutations in patients with colorec-
tal cancer. There was no significant correlation
between k-ras gene mutations and biological
behavior of colorectal cancer, though a higher
rate of gene mutations were detected in female
patients older than 60 years.
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Liu W, Wang L, Yu YH, Wang XZ, Wu YM, Wu ZZ,
Ouyang XN, Wang L. Detection of k-ras gene mutations
in Chinese patients with colorectal cancer. Shijie Huaren
Xiaohua Zazhi 2011; 19(13): 1367-1374

i
Hi: M P AL AMEE S Phrask AR
TRER LGN RIRFE AL £ &,

FiE 1k £2008-01/2009-12.4 + B A K A#
EHFTERBMNEERF R lE R
B 7 A L A R G R 6,38 40 82804, 4
R a R T EPCRA AL BN Fixts
M 25 A& Fh-ras KRS F2F F12. 13
AT ERw TR R EER, FE12%
BT 4535G>A. 35G>T. 35G>C. 34G>A.
34G>T. 34G>CR % 13% 5 F 1938G>A, F) &
o 7 A ] 28 R AT HE T AT

R (HWZABLARAN G, #IAE280614 A
W% P, k-ras I B ) TR R I 2 7 A)94451
Fa b % 33.57%(94/280), R P % 12% 4 F 4
35G>A. 35G>T. 35G>C. 34G>A. 34G>T
B 34G>CH R E Z 55| A14.64%(41/280).
4.29%(12/280). 0.36%(1/280). 2.86%
(8/280). 3.57%(10/280). 0.36%(1/280), %
13% 71 #938G>AM) K K 5 27.5%(21/280);
(2)94#lk-ras K B 5 raE(EARE R T A)R
B, ERF R FPCRIMMIIA[ R AE
96.8%(91/94)], M P341; 1864 J B M 5 1A
PE(F AR, FEaF R K E ZPCRUA 1844
[4F F1£98.9%(184/186)], FaM245]; 5% Bf 3¢
XEFPCRES ABARAN B EFEEN
98.2%[(91+184)/280]; Q)k-ras A A R E L %%
PR, AR £ (39P<0.05), Wk B g 3R4n
AR RIEERE . TNMa#. #hesds
H BAZ AL #e A% TAR KM (3P>0.05).

i () TPELAmREEE P AER RIS
Wk-rasih B E % (33.57%), {& Vs Rk BE R
& K B F 2 AR (EGFR) B R BR 3 B4 ) 70 Ao 30
EGFRE e hih e T 4 A e B H 237
¥ R HA M k-ras 2 B R TR, Ndn A 32 @)
B RETEOALRIE, QFHELEE
PCRA&M 25 R 5 K B | frAe ] 25 R & F— 3,
EBF R FPCRALBEH ., Peik, MiEay
Mo 2k AW Fk-ras R R R BAL L, TR T4
AW Fk-ras B R T agfn; Qk-rasAHl R

FE=60% 09 BARE Ph-ras B 2 T 25K 5.

XEE): GEE,; k-rasER; ERRE; BER
B % B 38 E B PCR; BN, R
513

X, Fil, RES, B—2, FBIMN, 28, BRI, £
k—rasERAEPESERREEPHRLIAT. BRENBLR
& 2011; 19(13): 1367-1374
http://www.wjgnet.com/1009-3079/19/1367 .asp

031

45 H i (colorectal cancer, CRC) /&)™ 515 # A
R i Al 5 (%) W DR e o WL IR R PR R 2 —,
R 2L IR A HE 36, 7o E 2407, H
W, SRS AT AR 2, 80Uy SR A, (RS
o REAEIZ W TR, T R AE, S
A AT 259 USE o7 20— B2 R
SEHIBES T ). 3 AR L R e T, (et
TAMRAIEIT R, B T MR a1
JY k. R4 B m R yr o, R R AEKE
A4 (epidermal growth factor receptor, EGFR)/%
S TR W 0 5 7R R HUE G F R LT[ VG % 5 F e
(cetuximab, C225, k% Erbitux). MHJEHHT
(panitumumab, 44 Vectibix)|REFF 7 bl
il B AT B A2 M k-ras P FICR CA BRI AR 4, A
BHE TSR3, 2 Ak-rashE K 548
MEPJCRCHEF I AREFR RS, M, CRCHk-ras
HE R [P S AR AR A A PLoE SR I YR 9T 2 A AU
(1 G B 1 i Bt AR FOR FH K S0 B A
N SR 986 2 EPCR(real-time fluorescence
quantitative PCR, FQ-PCR)FH 25 Xl vz
(direct sequencing)frllk-ras &AM E 7271 25
120 134l 1 b W 7R R AR AL, A
RSl 45 REAT 0 LL AT, PPN k-ras3E R SR
CRCEEMIRAR IS E KR, LU T i [
CRC A Hk-rasHe N ARG, [N CRCATHE
) VE ST RIS PR T HE 1K 2 2 (s

1 SRIASE

1.1 A f8E2008-01/2009-1278 H [H N R Aif i
T B I DA MR B T AR D) B (9 16 R 98 R 5
M CRCA LR A 28001, FARIEALZA40 g/LH
PR 2, A, 3 umEY) 4, HEATHEY
SR OSEREN 7)) 3 A iR SRR P N P N
AT . B 17041, 211081, FiE21-92(F
%156.5)% . KH20004EFWHOZ; B it TNM
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SUEE, 5. k—ras BT DB EBBERE DR 1369
IS BIRFUEREAT 025 k-ras3alH 2 R MR & ;*ﬂ%*ﬁ’ﬁ; "
N . Y == N # A7
(FQ-PCRIE), 1 [ L5025 5 o7 R AT IR 24 e f B
#]; FQ-PCR{X(ABI Step One Real-time PCR Sys- 5 B i AL A2

tem), ABI 3730l /71X (Applied Biosystems), A1
PIAHL(LEICA RM2245), HLHVE I T4 (i
SR A A F)).
1.2 7%
1.2.1 FQ-PCRix#Mk-ras i B £ % (1)1 kiHE
ADNAFZI [ FH TaK aRa 2w 1) 47 i A 4b
A F(DEXPAT)]: 326 HL 45 A CRCZH 2 A il £
HbRAS, ELEI35K10 pm S0, K B /N
B NS mL EPE R, B 2 55 /b
7226 mm X 6 mm K/ Hiff]E 5 DEXPATTMI
F, 1025 SEE MORHEPS H N N0.5 mL; 25 I
EP 3, 100 Ch#AEFE10 min; k5 SrEIE
4712 000 r/min, 4 ‘C 20010 min; M RAEIREX
IKIZ, BEG IR AT A b T DA S 2H 2k v s W%
IR K 2 BB N PCR N (R, HEATPCR
N5 (2)PCRY 8 P & B % S B 7,
FEUK b Rk 1 EUENVE A0 I AT 0. W T T
[PCRIX N AL An(n = FEARZANTCH L),
FEANPCRINARRIY J27 pL. #4427 pL/ Sy
$¢40.2 mL PCRIR N, FPCRI N #4752
FEAKCHRX . 545 1558 IPCR A o 43 Bl i
3 uLAHNDNARH, o S5 55, ARG B
SR X B S AT TN e PCREGIINAL Y, i
SEFEARSRTBON Y. fEH 46 E: 50 'C 2 min(f}
)95 ‘C 10 min(ZPE)— (95 C 15 s—~69 C
10 s—62 ‘C 1 min), 40RKAGHR; (3)IX 240 I i
ERE: AR P QLR E 8 K-ras AR HR
B 55 ) 2 5L R A P A PO BRE IR A W),
AN J2 8 HRORS I T AU R AT, S LAk
JEIEFEROX, P55 REW N62 C, RIVAAFR
430 pL.
1.2.2 FQ-PCRA&Mk-ras A B R T AR 509 45 R ¥
AT CHIL<34.0 3 Wi A 5848 BH % 34.0<Ct
L <38.0F Wi A RAT BE; CtE>38.080K
“Undet” JIWT 4y 548 ] 1 53818 TR ) & S
W BR.
1.2.3 AHEM FiEtemK-ras® % HPCRZYLE
ABI 373031l 1% (Applied Biosystems)_b5¢ il
J¥, K HIDNAStar(Lasergene) K A43:47 751 53 47
it AT R SPSS16.08HEA T A0 46
I3HT.

2 £R
2.1 HEM 5 EENCRC krash B E L LB

www.wjgnet.com

2R

FQ-PCR It At ait
aljes 91 2 93
RRE 3 184 187
Bit 94 186 280

FEDI Y, #iA7E280%ICRCHY, k-rasHE PRI P
FH A (G DR 542 1)94451], FHAE 2£33.57%(94/280),
L1241 FH35G>A. 35G>T.
35G>C. 34G>A. 34G>T }34G>CHI 54
B H14.64%(41/280). 4.29%(12/280).
0.36%(1/280). 2.86%(8/280)~ 3.57%(10/280).
0.36%(1/280), H 13451 [1138G>A 5 AL Ky
7.5%(21/280)(K1).

2.2 FQ-PCR##%MCRC k-ras B 2 % 7£280
BICRCH', FQ-PCRPHIE93 4 (3 [K 5 48 Y,
B P %33.21%(93/280); 3 o 45 12 4 i 1 1)
35G>A. 35G>T. 35G>C. 34G>A. 34G>T
J34G>CHIRAE 43 5 h13.93%(39/280)
4.29%(12/280) 0.36%(1/280). 2.86%(8/280).
3.93%(11/280). 0.36%(1/280), 4513 %wH5 -t
38G>A K 5AL % h7.5%(21/280)([K2).

2.3 FQ-PCRik 5 2L Fml 5 ik 25 Rk JLA
JEBH (52 A2 10)94451, I FQ-PCRFHEI 14 R
B 96.8%(91/94)], FHIE3MI; PRI v B4 (B
AR 18645, i FQ-PCRIEHME 18441 [ 5 1
98.9%(184/186)], BH:241; FQ-PCRiELS HE P
FAERF A 0 (91+184)/280 = 98.2%(#1). 7E 1
FpAST I 7 kb, & SR AL IR B M — B A
VBRI AP AE90% LA F, R PUANMAT S
R HIEF1100%(32), PIRR TV AR I 25 A e
JE—3.

2.4 k-ras B M 5 CRCE & 6 RmE A%
Bl % % 7E280WICRCHY, k-rasE R RH Pk
GERI AR 9441, FHE#33.57%; k-rask K5
BHRAAE =604 NP (42.4% vs 25.7%,

P<0.05), 1M HActhm T 5 1E41.8% vs 28.2%,
P<0.05). M5 MR MAL . S AGFREE . BRI E

JE. TNMZH]. kA He R SO A e M Jo AR oK
P (#41P>0.05).

3 Iie

k-rasFERENT T NFRGOAR12p12.1, Gahs—Fp A
A GTPHEE T SR L RS ek H, AT
S0 MBI, S EGFRIIAESS 5 1) Rl oy 1, £EN

BLA — E# AR
B, kb & &
EBMEX, RE
& TG W F5AF.
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WA # B 5
AR FFQ-PCR
Fo B AW ok B
At k-ras A
RE, AT
TELAHEE
# Ph-ras KB ®
TR,

GG GA

B

—

|

70

110

=

|

=

110

|

D

120

110

=

AG GAGC TG GTGGCGTAGG(8:OBG GAGC TGATGGCGTAGGC

50 60

—

CGG AGCT GTTGGCGTAGGCDGG AGCTGGTGGCGTAGGC

50 60

EGGAGCTGGTGGCGTAGGCFGGAGCTTGTGGCGTAG GC

J

GCTCGTGGCGTAGGCHG GAGCT GGTGACGTAGG
100

100|] 110

RN f
|

J

AR BB R GEEAS 5 A% bl R
AT FTAUE 5, k-rasFEFUIRA SEGFRES IR
AN 7R A BLE GFRELPLIAIT CRCIIT 2%
PIM K. CRYSTALWIAP LR, 7EK-rasiy A4
B C225+FOLFIRIBCA A AR B ELT
FOLFIRL; YT 41(59.3% vs 43.2%, P = 0.0025), ifij

BEENEEW-rasBRRE. A: 5512, 1380 T HIHGCT GGC, RIS (k—ras SLHIFATY); B: 51250 158
AE(35G>A); C: B12EI TRAEBSG>T); D: F12EH TRAEB5G>C); E: FR2EHE TRAEG4G>A); F: H12%H T3RE
(34G>T); G: E12EBHL 245 (34G>C); H: H13ZH0 2845 (38G>A).

A R R A AT AR HHFOLFIR TR YT
21 R LB 3R 3 ChristosHF 97 &AM, K-ras¥#F 4
YRR — G0 2 B S AT LR AL T RE
ARAF I AR AR A I, MK -ras AR Y i
FARIWIT R . £ e e giis 1l TFCRC=4;
ST IOTITHA BB LA BRI A 50 ™), Kras BT A2
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mi:A2E

ERNBHE \

FQ-PCR AT UGS ATATE Bit —EE(%)

34G>ARBIE 8 0 8 100.0

34G>ARBIE 0 272 272 100.0

Bit 8 272 280 100.0
34G>ChB 34G>CEM

34G>CRalt 1 0 1 100.0

34G>CRBit 0 279 279 100.0

Bit 1 279 280 100.0
34G>ThEM: 34G>THEIM

34G>TRBM: 10 1 1 100.0

34G>TRBI4: 0 269 269 99.6

Bit 10 270 280 99.6
35G>ABIE 35G>ABRM

35G>ARDIt 39 0 39 95.1

35G>ARBIt 2 239 241 100.0

Bit 41 239 280 99.3
35G>ChRtE 35G>CPEM

35G>Chalt 1 0 1 100.0

35G>CRBit 0 279 279 100.0

Bit 1 279 280 100.0
35G>ThEME 35G>THRIME

35G>TREI: 11 1 12 91.7

35G>TRBI4: 1 267 268 99.6

Bit 12 268 280 99.3
38G>ABBIE 38G>ARRM

38G>ARDIt 21 0 21 100.0

38G>ARBIt 0 259 259 100.0

Bit 21 259 280 100.0

BE T AL W (progression-free survival,
PFS) XU L SRAZ T FAG, H A7 PFSHIA R W]
WG A . LRI PRIREIESE, fECRC
YBIT R RE T, K-rasHy A2 B9 5 80 ) y6 97 (1) 3R Al
WER T RAR R, k-ras IR FARR AL 17]
YBIT YT R RS R AR

H A, F2ll CRC Hk-ras 3k R 5 AR IR A 1 77 ¥
FEAT: WREIE R B2 S . DNA
FEMB Z AT BRI k. BRI
PER B2 S BT FIDN A SRR G 2 251
AT EA TR B WA EERAE, LK
— R AL BEFE i B 2 AR A, RLL B RR T ik
R BRI BAG . R ARS  BUE SR ), WO
90 [ 52 21 JR B R BRI 4 AR 2 H R I R
Fk-ras KL SRR I ()% FH 785, DRIZHAR K
Tt 5 B A 200 AR S R A AR A, A
A BN 9 1 e DR SR A A DN £ 4 b .

AWTFH, 2 AL, #iA7E280
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BICRCH, k-rasF& R 7 BH A (5 R 5845 1) 94
1], BHAE%33.57%(94/280), Horh 88 12405 111
35G>A. 35G>T. 35G>C. 34G>A. 34G>T
K 34G>CISEAF 4 5 K1 14.64%(41/280
4.29%(12/280)~ 0.36%(1/280). 2.86%(8/280)-
3.57%(10/280). 0.36%(1/280), %5 134mfid 111
38G>A M RAZH N T.5%(21/280), Horp AR K iy
IR 25 R 35G>A, IX -5 A GRS B A — 3>,
K WIrp [H CRCHEA T IR AR K LB (R k-ras
K SREAR, K HEk-rasHe R S8R IR 8 W AN g AT
XTEGFRIFHL ey 7 ik i, IR [ECRCE#H
76N F L 10) 250367 T IR S A Ml k-ras ik
DRIGEAR, AT Ay L 1) 6 97 S At T 52 10 2 2% 4.
AR E N ik se i . W R
RSO Hk-ras HE DR SEARIRES, AHILRTHEARE R
i BRI R A St g 4 DL R 4 R
FEIN 2y A sk i AR T I R, JF B G BE e
AT P B 2%, T AR AL AR AH Y. 1) 2 W)

k-ras & B R E K
A A T A ls R
B R A AT
EGFR#) 4 5
Yew s P st
%A MR B AR
HRF AR,
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W @ 15 R0 A Multicomponent Plot B 80.00- Multicomponent Plot
KSR AR, B 80.00+ — FAM 1 — FAM  -- ROX = -
RFEE AN, & 70001 T rox | % ROX vIC
= W 60.004 3 60.00
FaammEny 00 VIC @ 50,00
FrawsmE 30007 2 2000
I 40001 ——— — @ 40004
Fh R FE L. 230.00— S 3000+
220004 i 20.00
10.007 10.00+
000771 T T T T T T T T T T T T T T T T T 0'00\\\\\\\\\\\\\\\\\\\\\
02 4 6 8101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42 02 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Cycle Cycle
C55.00- Multicomponent Plot D 35.00 Multicomponent Plot
50.00-
45.00+
40.00+
35.001
£30.001
4] T
§25.O(}77_77_77_7;.~»"~,-
220,007
15.007 — FAM
10.00 B \R/?é(
5.00] 2.501
00057 4¢ bubiz ke é%ze R I R TRy PP S FEEE T T
ycle
E100.00- Multicomponent Plot F cc 00 Multicomponent Plot
90.004 — FAM -- ROX - VIC 50.00- — FAM  -- ROX - VIC
80.00+ 45.00-
g 70.00+ w40-00’
$ 60.00- §35.oof
g 50.001 30007
S 40.001 £25.007
=] =) 4- - - - - — — — — — — — — ==
T 30.00- i£20.00 .
2000{- — — — — — — — — — —.=—=T" - 15,000
________ Lo
10.004
5.007
0.00 : :
0246 8101214161820222426 2830 323436384042 000 T o T T T e e 3 36 b b 42
Cycle Cycle
G 60.00- Multicomponent Plot H o o0 Multicomponent Plot
— FAM -- ROX — VIC 50.00-
850.00* 45.00-
< £40.00-|
©40.00- 2
240,00 Jas00
v - — - — - = = = =} i
530.00- 33000
2 25004 - S
20.00- 20.00 e
15.00+ — FAM
10.00+ 10.00 -- ROX
0-00 T T T T T T T T T T 1 T T T T T T T T T 1 5.007 VVVVVV VIC
02 46 810121416182022242628303234363840 42  0.00

Cycle

2 FQ-PCRIEFNk-rasERZRRES. A: 5512, 135540 1-R2%

02 4 6 810121416 182022 74 26 28 30 3234 36 3840 42
Cycle

A5 (k—ras FKEF A ), B: S5 12550 12845 (35G>A); C: SB1255H

TEAEGB5G>T); D: #1251 TEAR(35G>C); E: S5 TIRA(34G>A); F: B2 TRAEB4G>T); G: S 12515 T2
(34G>C); H: 13 FZRAF(38G>A). FAM: #bRARRZE:; ROX: 5o #hZL; VIC: NS IRERZ.

TR, S B R Bl ik i) Ky LA B, i
AARKJRBRYE, PRI, SoRUER . PRk, A {E
KMl CR CHik-ras Kk N (1 RAIRZ ()5 1%, LA
i PR 2 Y P 22 5 B A% B i) 2 2 T PR (R 38 D7)

FQ-PCREIAREMS NI KK ZEAT R, HE
B AR AR R R R
o EEVELF, SR AR 2 IR N A I . A

WG, AR 5E DRI BH P (5 AR D) [ 94451 1R 3
H, FQ-PCRIIVEI M, R HiE96.8%(91/94),
PE34; 535 DRI B 2 2R 1) 186451 i
FQ-PCREF 184451, i 7 1:98.9%(184/186), FH
PE2AF). AE PRSIy v, & S ARAT R B
— R R —BORFF A HEITE90% UL |, Fo
AT IR ZRIE F100%, A5 1 IR I 45
R, DA FIK98.2%. IXKIHFQ-PCR
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REMEHENG . P fIE NI CRC P k-ras B [
PSR, 1T LAE I IRCRCHk-ras 3R (1)
ARSI 798, T Ky e AR ) R 97 $ A 2
FAKHE.

7E280M% CRCARA R, A7 5451 S I 5 5 5 1
PCRAG I 45 F 55 KL DI Al 45 RAHH A, A4
PR T —Ff kg I Rl &5 SR B AR Y, FQ-
PCREG IS R S8 AR R, 3K A R 1A e £ 3
PEAHI 25 1 FE R BR DN A1 405 7™ =, WK 54 Ok Jii
ANAZ TR BT B BT REARRAEA Y, LR
DN A B by /N Fr W, X PP B35 m] 5 350m)
P8 AL I WD, BEAR T I 1 R Ak,
WG] A B 45 R, 3 B0 AR R A
45 B A — 30 0k W A I 25 SRk AR
A, fTFQ-PCRAT IS Sk By AR A & w] ¢l T A4
5, R A ol T AR, R R B 52 B [ A
(1) 3% W) . A Bt e BB 4G, 3 3807 A BT IR S AR T
SECE AL TR DN AL IUTT & AN 5y, A7 5% W A
PREF2AC I R 22, IX P IF 400 248 P - 300 B 1R
BEARAS ARG T, AT A 5| A2 S A i R A
B ARy 85 D), A TL9ONE S R H 2B
B = A

1E2801CRCH, k-ras PRI Az B (F A
KA 94, FH T 233.57%(94/280); k-rask
PR AR 5 F VA AR AH 55 (31P<0.05), 1k
=60% 1M NBEHk-ras 3 DR LA 0 i 10 58
AR T IR ERAL . MR . RIS
TNMZ; . 9k & 5 B aze b e 7 o AH G 1
(34P>0.05). YuanZ5 PR BRIE A BEK B 2 45
PEJT1EXT 15345 CR ChR Ak-rasHE K AN G 72741 5
120 1341 I SRR NG DL, k-rasHEKIRAL %A
37.9%(58/153), HH35G>AM R R m, M
16.33%(25/153), k-rasHER A 5PE5] . L FE
FE . RIEEEE . TNMAM . ke 458 i
bR ToAR SGNE, T AR A IR A AR G, HL
FEAE R N B i b S8 AR R . Yunxia%s
WFFCIN Fk-ras & R 5848 55 i gg 1) o AL FE P A —
SE TRAR DG, 15 B B A TG G, A
GG B8R, T EChan g2 IR 5 Hh & B,
k-rasFEIRI 5828 %K F136%(83/228), Hi-rasHF5E
AR5 R KN AR RE R L A B RS AT 0K,
B 5 EE MG HDIME, 2 EENGENS%
fEh5. Poehlmann®CIWEITH, k-rasKE N 5RAZ R
H27.7%(18/65), H35G>AMI AR R i,
18.5%(12/65), HAF BAik-rasHek A8 R Hg 1
JE B AR 2 e Frk-rasHE R 9878 55 11 G B
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Abstract

Selective serotonin reuptake inhibitors (SSRIs) are
among the most commonly prescribed drugs in
the world and have widely been used in the treat-
ment of depression, because they have similar
efficacy to tricyclic antidepressants and demon-
strate a favorable safety and tolerability profile.
However, with the increase in the number of
patients receiving SSRIs, low-frequency adverse
effects associated with use of SSRIs have become
more prevalent. Since 1990, a number of case re-
ports and epidemiological studies have described
the risk of gastrointestinal bleeding in patients
after the initiation of SSRI therapy. This article
reviews the recent advances and future prospects
for understanding the association between SSRIs
and upper gastrointestinal bleeding.

Key Words: Selective serotonin reuptake inhibitors;
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Gastrointestinal bleeding; Gastrointestinal damage

Jiang ZD, Zhang ZY, Qian F. Association between selec-
tive serotonin reuptake inhibitors and gastrointestinal
damage: advances and prospects. Shijie Huaren Xiaohua
Zazhi 2011; 19(13): 1375-1380

ik 2

RIFMS-F 6 e BRI A7) 71 (SSRIs) 2 A
REFNHRLFHZ— BakE L 28T
ARIE L IT, 5 IR E AR (TCAs) 23k
A%, AL TCAs % 4 At & dF. K, M %
SSRIsAE A ARG 3G hn, — 2k g7 45) 458 Ao iR AT
S AR IF 46 4R 18 SSRIs:& 77 /& h LB Mhid
A JE. AX#SSRIstI s k5 AL R i
& o 69 A8 KM R LR B BATIR T S 4R

X ERES-BAKRBEBETHN; BipEH
In; BEFEHRE

ZRA, KIRE, 8D, RS -HTRIERIERI S S mEiRE
BIATVHRE. WFRENBIZRE 2011; 19(13): 1375-1380
http://www.wjgnet.com/1009-3079/19/1375.asp

0315

PRSI t i PR 1 7 (selective serotonin
reuptake inhibitors, SSRIs) &201H 21804 K H
LI — A i 251, 7 RS R g b
A9 3804, AN RN D, BE AR A, A
BT ARG GE BT AR 24 (1) #h. (H i T5-58 10
Jlé(5-hydroxytryptamine, S-HT)fJA=FEIhfES 12,
SSRIsHIH T 5-HTH HHEEEL, W] RES i g Hhdk
AEPRD)RERI AL, Wil NAREER DR S, TR
FORIRIRBE . I S MR R A,
E SR AT REAF oA =) 75 (R a | (R ul R =
YR, FE A R A . Ak SSRIsH DG
TEAR T A NI PR B I R 3R [ e, A
SCRSSRIsIE PR R IR 5 Bl TaE il R AH D¢
PRI A — 2Rk,

1 SSRIsHIERE RN HIR E GRS FAILIK
1.1 SSRIs4upARa4 25 32 FHL4] 5-HT & A ff

nEE %4

R e RN
B &R A R A
(SSRIs) A 201 4.
80K A 3k . eh
— K 37 AR A7 AR
%, X5 #
4 04 A AR 25 4
FRARY, RER
JL, B H AR
&, R
9% B A AR 2 0 A
B2 F5-426
Je(5-HT) 8 A& 52
k) iz, SSRIs
I T S-HT 8 A
I, TR AR
FE D L E. L)
o FEL.

W@ 7 F LA
1A, $a%, TR
B A X 5 W 5
Bt R
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mAkdn o SRGMEROMLLI, EARALNE - B
i 4 % 5 SSRIsH e o il 1 b 1 .
v mme  FEER AR, SHTS 52 i f. SSRIs it FH AR 712k SRR 52 4R %
S THSRE ST AR(S-HT receptor, S-HTRT4FIF A fofi s, BEIBATISE, AR, DN
Iyt e

K2 WA, FESATT H IR E R Rk
B B AIZ. WU AR L ASF
WA B2 AR AT AR, Thig AT 22 5 °7. 5-HTR3
FIS-HTR4:Z 504 T B W IE TIPS RS, X H
RGeS miEsh. HBRAE W &
R LS AR A RS,
S-HTMAEAF IO A ZE o0 Tl 280 IS 1 K ikt
M AN RIS SR, AR N S AR L
RAEAEF, A GE 4 1 S-H T8 ik P8 ] 21 il 47
HAL. FERRE R R AR 5 [ HES-HT . 21
I % (norepinephrine, NE)F1Z [ % (dopamine,
D A)JRERLS A AT G, B AU 5 5 1) L
AL, BTSRRI R IR %, B
NG A R I, v 5R A, SRR B
AL, B UK A 1) e A LI, R 5]k
i i ) P BEL S FVORR; 4B i 6 PRl
AN, AT 5 AR A A A IR (AR A
ARy PR RGE R BRI ™. SSHT ) AR
FELE AR T AR T AL/ MR B IE R B
SEIL, SSRIsYE T i A 11 BH T S-H T F e it
i, A S-HTAE S it (7] B P4 B T, B i
S-HTRAFS-HTHIGE 4, AT S 2 PT AR FE R 5T
B P

1.2 SSRIsILAPARE I7 69 W JR s B HIAISRE & P
R A5 Ak 5O BT P 5, R R s D 9
2000 FWHORA, &M HARAE 14 BT &y 4%
ER T 193%-5%""". Ha 7405 W R Zi T, “F344520
Nt A TN BHARAE, 111 H A4k AR &
T8 5007 . vt 2I20054F, HARAE K %
BB RN T 10%" ., B4 24 4 AR H 3 %
S-HTHE B HEIE A R 20 b3 K2, j
SSRIs. AESSRIsHIHABFTINAL 7. SSRIstEFENE
HHIS-HT 2, MAESSRIsME X} S-HT 5 NEH
TR EUAL 5 7 P40 4 FH AR oA 771, G At o
A1 70)  ZEALFE R NEA G BP0 I FH BT ]
FEHLHICAE - IO BTHAR 7). SSRIstEA201H40
i ST RS (R B U 2, T RS R g =
PR (tricyclic antidepressants, TCAs) IR 2 A
N B AL BRI 5772 (monoamine oxidase inhibitors,
MOAILS)FUAAB AR Y, TAS B AR, IR
HARTCASFIMO AT A HUAMAR AT I — 2k 24.
SSRISIEHI TVRIT S MRS . A IF& 5 IR
AIHE DA S AR BT L SHOERE . AR M HARRE L

AR E A 25", LR Ie T A Bl 87
FOARHE R, 5 520-40 mg/d, i R 1R,
Tt B AT FH 2180 mg/d. PRI ZWE A N AR, I
THANGF s ] SR BRI 7 92 kPR A1 0 R 22 31 L 1)
IKPR20 mg/d. 7EIRYT #EACRAMIIE . AR ISR, —
R 20 mg/d. IRA 2-3 wke, HR P B O
L0 mg ik, B H & K5 n 1850 mg. 7F
TR SRIA TR AR I, — R 40 mg/d. B
PA10 mgitiddy, & H 5 KR ATIA60 mg. 167 #f
ZVEBTECRE I, 460 mg/d, AT R
LD A B8R 1| b AN L0 A N - & E W
1140 mg/d, GnSEIEInF R, ) BR e AR 2
UG PR. dERFVRTT N AT A2 A I 18], DAL 7 4%,
{5 2T N B W R, A E . R, RIT
) AR Al R AR S . BHACIRBORT2 W, T 3 7
, ANAE— et

2 SSRIsHUHNAREYs S BB HIMaVERERE
il
2.1 SSRIs#AARE 77 5 B Mid i fe ey 4 X0 Bl
HSSRIs) ¥ FINIGIRFMBIE G TT, B2 K
DUS SR Is 55 JE e i i P g 95 2 ) 4772 Bk 2R 1024,
Z A DL T SSRIsHIEL I 22 0 5 Bt ufn, it
LR S M NBCREORIECD L
[ 1 S K. BT IS A 5 A — 28 /0 AL 1) 77 5 491
U W L PR TE I PP A

de AbajoR! TR 5L [ AR 2E 0 SR
JE S 2 HORE, % 1993-04/1997-094E#440-79
%11 65141 A0 T H if £ 3 R 248451 v AL P
o LR F AT TR T, AL
F510 0006 4FHS « PEA . 512 4 KA UL 1) 2
fth A il FH S-HT P B ) 7 f G . 46 S R IR
A% i I PevES-H T G fil ) s, b
WALTE I A 3.1%(52/1 651), X4 1A
1.0%(95/10 000)(RR = 3.0, 95%CI: 2.1-4.4); i%¥&
PR AR 2R EA YT R AT
BIE, A1 5295 2 4 1451/8 0005k 4b 7. Ak $¢
PES-HT PRI 41 5 B3 Ais i (a4
BEGAIEPERR = 1.4, 95%CI: 1.1-1.9); HtZiX
P/ FH P AR 24 M BRI & LKL
PR 2 553500 2 AL TCHE &R, A FH SSRIs A
e P12 Z5(Non-steroidal anti-inflammatory
drug, NSAID), AL H 0 b A i i &
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Bk, JfFE T AT BEH ZFI(RR = 15.6,
95%C]I: 6.6-36.6). {ESSRIsAHI/NF] il ] JL K
2 [A], WL E|—AN g A AEF(RR = 7.2,
95%CI: 3.1-17.1).

P22 9 RE B 9T 2 25 1 — T 5T A0 AIF S
T R W E R AL s
e By 25 IRAT W A T B T, R A TN
1991-01/1995-12 7 [ 426 00541414l 24 4
F#. 26 0054 BTl Ad FH =& vh 2ot 1 2/3, 5%
TG T FH U AR S TR) SR AR Bl 1528 751
N, 15 PR 71 S R 1529 823 N fESSRIs
N FHIATE], PR b A3 A i S5O, T T A
15.3 7%, PR 840 MU L % (O/E) M 3.6.
7EAESSRIs I # HHO/EAL 2.3, 78 He At 44l
FUASE 0T 0E) o i, L b A o i 6
B30, SSRIs. ESSRIsHIIH A ST AR 51 M
G EANE S YNE Y S EYE PNy g
1) 22 5 (RD) 3 51 43.1/1 0003697 4E . 1.8/1 000
TBIT A 220.9/1 000Y6 77 . AEL149 5734 4 5
HINSAID, A w46 i H i A Be 206 X (RR
= 4.5, 95%CI: 3.9-5.2). 26 762141 B FH /N 1] 5 o]
F UCARIS, by AbiE AR B 204K (RR = 2.5,
95%CI: 2.2-2.9). SSRIs 5 NSAIDEL A MW H B,
A8 I R O/ERE 4212.2(95%C1: 7.1-19.5).
SSRIs b /7B w] VUAK [F] Y, O/EHS 4
5.2(95%CI: 3.2-8.0). JESSRIs5NSAIDE/M
SR A DEARIE A A, VAT H LRI O/E 43
H8.2(95%C1: 3.7-15.5)F14.6(95%C1: 1.8-9.4).
P RS S SRIsH n] 38 i b3 A0 T8 H I f B 1 5
JESSRIsIRHTHE I by A0 TE f [ 1%, (HALSSRIs
REAIG T At O 70 S FH 7 o, BRoK 22 bk Ak
AN S 8 I b AT i fE Rk

van Walraven5 ™R F n & K 2 Kwg 44
(o AN 1 Gl AT BOEOI P, WE R T AR
I 655 1317 824 4 LA 21 H &, 1
1992-07/1998-03 B jj I WL 5% 2974451 K 7 4k
M ABEE . SR AR S SRIs 5 %12 2R
145 B I IR 20 H O SSRIs 7 ik s
SRR, SRR I BEAESSRIsXS 5-HT 43
ECHAI A 7 (038 I, b3S 40 T H I R IE R R{EL
BT E10%(95%C1: 1.01-1.19), AR
SSRIs# F i A3 H L1 £5 B 4 S R4 7.3%0; HF
FUIE R IN80%S L I 247 Fe 3 FIAT 1 ¥ 4 T 5
SR 5 2 2 B 5

Layton®5 VR H 259 ¢ & 0 50 2% &
1986-11/1998-101¥ 4k 75 24 ¥ il B s , WL 52341\
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FE(SSRIsZL . HAWKSH ML . AE RS p 24
WIA)EH] 2451 moF2-6 molt) il i %, 45
FRI: I 22901 A AE )6 mo N kA
T IR RE i ). EXTERE . R
BEATRIE JG R B SSRISZHL (1 H ifn £ 5k v T AN
RS M 294L(RR = 1.23, 95%C1: 0.91-1.66),
M5 LA 29 A ) 2 A 35 (RR = 1,14,
95%C1: 0.77-1.72). ZEMHFFTH, 228 KLt
THHB A S B SO R, AR
o I = PR e R AT I Layton I3 T
FTS SRIs 55 HoAth 24 4K HH I 0ef H3 afiL JXURS: PRI T A,
I IGURIF 5 (1) B K ) A2 T A 23 0 [ 25 2
LR A 51%.

Meijer P I GEAT 1 — T AL 1 995 91 %o HRE
WESE. AEGT 2206 L 1992-20004E64 00041 357 T 4h
i FHPUPIAR 25 3 BT W52 W52 31 345 19641 [
A B2 07, Hh 31428 BiiE
LR, 53RO S5iHIS-HT iR AE
ICAISSRIsAH bL, A8 F rpr &5 i B L sy o 2 41 1
5-HTFF £ HU A S SRIs AT H L i) XU 43 51 W RR
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Abstract

The pathogenesis of hepatitis B is mainly trig-
gered by the host's cellular immune responses
to hepatitis B virus (HBV) infection, and the im-
mune responses against the virus depends on
the interaction of various immune cells. Current
research of immunity to hepatitis B infection
mainly focuses on understanding the differences
between patients who can control HBV infection
and those with persistent infection. In this paper,
we analyze how immunological events influence
the development of innate and adaptive im-
munity needed to control HBV infection and
explore the mechanisms by which high levels of
viral antigens, CD4" T cells, programmed death
1 (PD-1), the presence of regulatory T cells, and
impaired dendritic cell functions maintain the
HBV-specific immunological failure.

Key Words: Hepatitis B virus; Natural killer cells;
CD4"* T cells; CD8" T cells; CD4*CD25" regulatory T
cells; Programmed death 1; Dendritic cells
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20 60 A T 0 R K B SR R AE AL, HR s
B F R, S WIFN-yFITNF-o (/K B B3 1
W, 1 H il I Fas/FasLFINK G2D/NK G2D Lk
PR P40 e, 2 WA N K 40 e fEMH V-3 175 3
(14 75 B8 e M T S g v T R R HE AR . )
TG 0 R LT TN KA A 22 506 i 1 e A
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HB V% 5 D] /N BRUSF 43 £ v 2 4 e e AR
A AT IEN=y IR A, FIS A5 Con A 3
HB V4% L D]/ U4 i 43 47 556 R B0, FFIENKC
A0 A FHNK G2D VA5 JH- 40 i 2 11 AH A e A4 1
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HB VI G (1) 5 L D USSR TP NKT 41
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T 5 B B R AR, A RHBeAglliLyg # it
A, P ILHBCA gff 7 (1ICD4" Ttk B 40 i v 2
() S 3 1 e X S P K HBe A g S CD4”
TR LG 1 28 2 HTH B V S B 375 2 B 45 1)
FEVEH. HBsAghr R PECD4" Tibk 40 g b 25
AEHB VI (1) 825 K P AN G HB e A g 5
CD4" Tibk 4t iy N2 3 2, HBsAghs = ECD4"
TR EL 40 M A B 4, JF AR BTHBsAg 55911
G R, FEAIHBs A gi 1 S5 Beh ] n] 7= 2k 5
FU B4R BT Ik L 40 i 252,

CDS8" Ttk L0 H iR i 1 0 S A 5 5 4k,
253 Wb 2 S/ IR A58 1) 3 A% % A0 4 5 143 ek
P 4 40 i B0 L Fas/Fas Lig 48 3 50 B 4L 40 i
(R T2, 3t RS JET 0 R P 5 i o e et o R
(1 F 200 e A U0 ) 7 1) S, 2 R A i
BEETIR 40 M 50 W (ITFN-y. TNF-afilIL-2%
IR — b S I IR0 B AR FIPLARIE Y, BRI
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SRV N P G 5 S HB VI Bk (1) 5 BN ML,
R e e HIHB VRt EE W /EH . HBV
5% 5 AMEL U = AR A OC, Btk Bl i AR B A
H R 5 PR B R, B E L.
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PEHB VG iRy S MEC DS 4 i 2 Tk 2 41
WA A e DR B — BT A R, N B A A
75 X0 S S A RO R, S EHB VIR
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Ji 3 WA (R T JRE D T TNF-o 3k W B TH s, 5
FFRE J0E « £T AL BB AH ¢, 18P AR %8 3
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e 4 e 49 tm e A
I # Fe 4~ S IFN-y
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= E IR AT R,
B RE S L
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P, e RIL-27 R AR, B2 240 e Th ik
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TR LN A FE . AN T b s B PR BN A 2
HB VLT 40 o ek (LRI, 180k 2
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DU A BT SR Sk TR 40 PR 1 155 2 A AR TR
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IXFNHB VA 5 Tk © 40 B D g 1) 22 7k hy
STk LN i 52 44, Tk L 40 R R 095 753 7 471
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X-HBeAg, ANEHBVIEYL k5T as i, HALAE
HB Vg il EEEH]. HBeAga F i
Al ETLR2MMZRIE, 9b R5E K FTNF-alf)
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B TR ALE,
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KB N FOXP3IR R IA 5T~ S e i 32 1 1) 8
., UL Tregs i LA HB VIR R AT 28
ik P45 1 b E AR .
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Abstract

Probiotics has been widely applied to medical
treatment and health and food industries thanks
to its regulatory effect on the micro-ecological
balance of the human body. Recent advances in
research of intestinal diseases have led to a bet-
ter understanding of the effectiveness of probiot-
ics in the treatment of these diseases. This paper
summarizes the beneficial functions of probiot-
ics and mechanisms involved. Meanwhile, we
review its application in the treatment of intesti-
nal diseases.

Key Words: Probiotics; Intestinal diseases; Mecha-
nism; Application; Prospect
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Abstract

AIM: To investigate the effect of treatment with
B-elemene on the activation of extracellular
signal-regulated kinase (ERK) and expression of
glutathione transferase-n (GST-n) in human gas-
tric cancer cell line SGC7901/ Adr.

METHODS: After SGC7901/ Adr cells were treat-
ed with different concentrations of B-elemene for
different durations, cell proliferation was mea-

sured by MTT assay, and protein expression was
detected by Western blot. All experimental data
were analyzed with the SPSS 13.0 software pack-
age.

RESULTS: B-elemene inhibited the proliferation
of SGC7901/ Adr cells in a time-dependent man-
ner. The half maximal inhibitory concentrations
of B-elemene at 24, 48, and 72 h in SGC7901/ Adr
cells were 53.48, 28.78 and 14.78 mg/L, respec-
tively. In untreated control cells, ERK was basi-
cally phosphorylated. Treatment with p-elemene
(50 mg/L) for 24 h significantly decreased the
expression of phosphorylated ERK and GST-m1 in
SGC7901/ Adr cells.

CONCLUSION: B-elemene could inhibit the
activation of the ERK signaling pathway and
thereby down-regulate the expression of GST-rn
in SGC7901/ Adr cells.

Key Words: B-elemene; Gastric cancer; Extracellular
signal-regulated kinase; Glutathione transferase-n
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Abstract

AIM: To evaluate the efficacy and safety of BuTuo
method in improving the quality of ulcer healing
in patients with hepatogenic gastric ulcer.

METHODS: This was a randomized controlled
study. One hundred and forty-three patients
with hepatogenic gastric ulcer who had blood

stasis due to Qi deficiency were randomly di-
vided into two groups: experimental group and
control group. The experimental group (n = 72)
was given TuoLiTouNong Decoction, omepra-
zole and propranolol, while the control group (n
=71) was treated with omeprazole and propran-
olol. The treatment lasted for 4 wk. The response
rate, S2-stage shift rate, and short- and long-
term recurrence rates were compared between
the two groups.

RESULTS: After treatment, the total response
rate achieved in the experimental group was sig-
nificantly higher than that in the control group
(95.83% vs 80.28%, Q = 4.260, P < 0.05). The S2-
stage shift rate was also significantly higher in
the experimental group than in the control group
(82.69% vs 30.95%, y* = 25.826, P < 0.01). In addi-
tion, long-term (6-mo) recurrence rate was sig-
nificantly lower in the experimental group than
in the control group (26.92% vs 47.62%, = 4.310,
P < 0.05). No adverse effects were observed dur-
ing the entire treatment course.

CONCLUSION: BuTuo method can significantly
improve the quality of ulcer healing and reduce
ulcer recurrence in patients with hepatogenic
gastric ulcer.

Key Words: BuTuo method; Hepatogenic gastric
ulcer; Healing quality; S2-stage shift rate; Recur-
rence rate of ulcer

Hu XY, Zhang Y, Bai SL, Hu ZY, Zhong S, Fan X]. BuTuo
method improves the quality of ulcer healing in patients
with hepatogenic gastric ulcer. Shijie Huaren Xiaohua Za-
zhi 2011; 19(13): 1398-1402
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Abstract

AIM: To detect the expression of Ras protein ac-
tivator like 1 (RASAL1) in gastric cancer and to
analyze its clinicopathological significance.

METHODS: Immunohistochemistry was used
to detect RASAL1 expression in 50 cases of nor-
mal gastric tissue, 50 cases of low intraepithe-
lial neoplasia, 50 cases of high intraepithelial
neoplasia and early gastric carcinoma, and 50
cases of advanced gastric carcinoma. The corre-
lation between RASAL1 expression and clinico-
pathological features of gastric cancer was then
analyzed.

www. wjgnet.com

RESULTS: The positive rate of RASAL1 expres-
sion had significant differences among each
group. The positive rate of RASAL1 expres-
sion was 94.0% (47/50) in normal gastric tissue,
70.0% (35/50) in low intraepithelial neoplasia,
42.0% (21/50) in intraepithelial neoplasia and
early gastric carcinoma, and 18.0% (9/50) in
advanced gastric carcinoma. The positive rate
of RASAL1 expression was not correlated with
sex, age, or tumor site, but was correlated with
tumor size, differentiation, invasive depth and
lymph node metastasis in high intraepithelial
neoplasia and early gastric carcinoma and ad-
vanced gastric carcinoma (all P < 0.05).

CONCLUSION: Decreased expression of RAS-
AL1 correlates with the development of gastric
cancer. The lower expression of RASAL1 under-
lies bigger tumor size, lower degree of differ-
entiation, deeper invasion, and more metastatic
lymph nodes in patients with gastric cancer.

Key Words: Ras protein activator like 1; Gastric
cancer; Immunohistochemistry
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Abstract

AIM: To investigate the changes in gastric emp-
tying ability and Helicobacter pylori (H.pylori)
infection rate in patients with diabetes mellitus
(DM) and hypothyroidism.

METHODS: Ninety-six subjects were divided
into three groups: normal group (n = 30), DM
group (n = 45), and DM plus hypothyroidism
group (n = 21). The digestive tract symptoms,
gastric emptying time and H.pylori infection rate
were compared among the three groups.

RESULTS: The grade of digestive tract symp-
toms, gastric half emptying time, and gastric
emptying time were significantly higher in the
DM plus hypothyroidism group than in the nor-
mal group and DM group (12.67 + 3.10 vs 4.30
+ 2.65, 10.98 £ 2.51; 35.00 + 8.83 vs 25.53 + 4.83,
29.76 + 9.54; 60.57 + 15.65 vs 45.53 + 10.33, 52.53
*16.74, all P < 0.05 or 0.01). The rate of H.pylori
infection was also significantly higher in the DM
plus hypothyroidism group than in the other
two groups (both P < 0.05).

CONCLUSION: Compared to normal controls
and DM patients, DM patients with hypothy-
roidism had lower gastric emptying ability and
higher H.pylori infection rate and were more sus-
ceptible to gastrointestinal dysfunction.

Key Words: Diabetes mellitus; Hypothyroidism;
Gastric emptying; Helicobacter pylori

Wu BL, Wang MD, Zhou XH, Wei H, He MJ. Changes in
gastric emptying ability and Helicobacter pylori infection
rate in patients with diabetes mellitus and hypothyroid-
ism. Shijie Huaren Xiaohua Zazhi 2011; 19(13): 1408-1410
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Abstract

AIM: To investigate whether microRNA-145
(miR-145) controls hepatoma progression
through modulating c-Myc activity.

METHODS: Quantitative real-time PCR was
used to detect miR-145 expression in different
liver lesions and cell lines. Quantitative real-time
PCR and Western blot were adopted to detect
the expression of c-Myc mRNA and protein in
different liver lesions, respectively. After trans-
fection of HepG2 cells with an miR-145 mimic,
quantitative real-time PCR, Western blot and
flow cytometry were used to detect the expres-
sion of c-Myc mRNA and protein and cell apop-
tosis, respectively.

RESULTS: MiR-145 mRNA was underex-
pressed in hepatocellular carcinoma (HCC) and
tumor-adjacent tissue compared to normal liver

www. wjgnet.com

tissue (0.878 + 0.146 vs 0.265 + 0.084, 0.271 + 0.096,
both P < 0.05). MiR-145 mRNA was also under-
expressed in HepG2 cells compared to L-02 cells
(0.755 £ 0.185 vs 0.471 £ 0.074, P < 0.05). C-Myc
mRNA and protein were overexpressed in HCC
and tumor-adjacent tissue compared to normal
liver tissue (mRNA: 0.136 + 0.071, 0.451 £ 0.026
vs 0.029 % 0.023; protein: 0.301 + 0.022, 0.445 +
0.018 vs 0.137 £ 0.011; all P < 0.05). C-Myc pro-
tein expression was down-regulated in HepG2
cells transfected with an miR-145 mimic com-
pared to cells transfected with empty vector
and untransfected cells (0.146 + 0.011 vs 0.366 +
0.014, 0.350 £ 0.013, both P < 0.05). Transfection
of an miR-145 mimic promoted the apoptosis of
HepG2 cells compared to cells transfected with
empty vector and untransfected cells (3.000 *
0.100 vs 1.167 + 0.153, 0.933 + 0.208, both P < 0.05).

CONCLUSION: MiR-145 down-regulation-
mediated ablation of inhibition of c-Myc may be
a major cause of hepatocarcinogenesis. MiR-145
can promote cell apoptosis.

Key Words: MicroRNA-145; Hepatocellular carci-
noma; c-Myc; Apoptosis

You FP, Song MQ, Chen LB. Down-regulation of microR-
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progression. Shijie Huaren Xiaohua Zazhi 2011; 19(13):
1411-1416
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F A BCRCPF A miRN A F AR F500
FEEDEM Il imiR-2 1 7E i« LR il
JE. B, CLL. AMLI\¥EIE F™"; miR-
34a. miR-34b. miR-34cfE4i e ke, F
R BRI . i RE A R Rt A% iR
Tk . FH RIE I miRNAMY 2l i A0 e

55 DAL /A0 9 25 DR I e R 4 4 9 TR R A2 R e A
g W AL P A B PS3IE L 75 T miR-145
il c-Myclf £ IE, {HmiR- 14578 1 h 1) 2
AT AR H H e-My e 22 17 (1) 55 238 K WLARIE.
c-My e [P A Az 1 R v 1) G S e AT, TR
PRI P miR-145flc-Myclf) ¢ R LA H %
(I AR A ST G W00 A [i) JHF 28 23 5 JHF 9 4
%ZmiR-145. c-Myc mRNA fc-Myc#& 11Kk
a1t LI RESAWEIT, WP BRI P miR-145 5
c-MycRIE T H K R SAmiR-1457E 9 & AE b
A AT .

1 RIS EA

1.1 AR 1841 1EH 4128, 53450 fiT s 41 Uk R
F2009-08-15/2010-11-08 7% 4 Hh R} 4 K 2 [R] 5%
P 27 e B D FH B B 1112 I AL 20E A, oM
24 K s D R a1l BT A 9135 ki 35-45% 53
PR, e B R ZAITI0TT, e
WL AW . AR A VIBR 530 minA TR
-80 CLRAT-45H]. LO-241 i fHep G241 a5 H 4
HORM R 2 [ G 5 2% Bt B i B R s B 15 411 S5 56
HURAT, LR e-Mye—Hi(R BT A
[ElSanta Cruz/y#@); mRNASEH EEPCRIRF &
I A Invitrogen’/A 7 ; 514 tHInvitrogen’a & & J;
P T3R5 £ Annexin V-FITC Apoptosis Detection
Kit(KeyGEN, China)lly [ 5L 3E 28 7).

12 Fik

1.2.1 S 8F 2 2P CRA& M AT IE 4 22 & 48 i,
PTmiRNA-145 mRNA# & ik: N HTRIzol
oy P A g0 i B RN A, i %
38 cDNAJF#HATSER EHEHPCR. 54
it %kl hsa-miR-145 MIMAT0000437
GUCCAGUUUUCCCAGGAAUCCCU, IF JaF
SPESIH5-GTCCAGTTTTCCCAGGA-3'; WS
UGIE [ 545 -CTCGCTTCGGCAGCAC
A-3'; N BHEE: 95 °C 5 min; 95°C 10 s,
60 C 20's, 72 °C 10 s, ¥ IE40MGIR. FriS £t
FH2 4N 2 IE S PRV A AR AR Z T ) 22 5.
1.2.2 55 BF & 2P CRAA M AT E 20 28 A= 20 B0
c-Myc mRNA#) &% F: W TRIzol— Sk HT
FIHAZIT ARNA, W13 2|cDNA, A5k
17520 2 mPCRIX MY, c-Myc by s #F 5
53545 -CGTCTCCACACATCAGCACAA-3'
F15-TCTTGGCAGCAGGATAGTCCTT-3', W&
B-actiniF [ 5] #)5'-GAACGGTGAAGGTGACA
G-3', &I 51%5-TAGAGAGAAGTGGGGTGG
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3 RNV EEE: 95 °C 2 min; 94 °C 30's, 57 °C ALO mi £ RE
o T N N . 23] JEL W 0.9 ] Chang%&ﬁbﬂf
30's; 72 °C 30 s, {EFR457%; 72 °C 5 min®™, frf5%k 08 v S
it 22 3R IE i R VY 5 AR AR R 11 22 5 b8 i};ﬁ&g@_ fkl%ﬁ
1.2.3 Western blot# i) 740 22 B AT 4@ i, ' c-Myc 8431 a a miRN;é;}&i%
G REE: HIALUR0.S me, BN 02 H SMyer A %
. N N , - 0 J& I
P Rl E IR 80% (1 4l g $E s B2 1, SR HHBradford 00 J4E Foe-M ci
1 2 3 B 5 AE % c-Myc Rt
BRI BE I R B BB 2 R T MR TR, goso ac 7 miRNA# L3
Wz 2 L AR NV S 0.45 & F 55 R B3
e B E A LI AL20-40 pghn#: T SDS-PAGE (7 T g 4R 2
BeE EREALT, 200 VIBIK RIRM TR RIS 03 &, 4 HmiRNA
et e et o . : R
B I0.5 emAb, SKHAHIYE; H1300 mAREHEE70 - 0% ] B AR Bk
ming KL R T 5% 1 i G 0k (P B SIC B 015 cﬁﬁ’?ﬁj f;;%
EHV, 37 CHRH2 hy JSMIAL D400 e-Mye 4t 005 %z
' 1 2 3

1 mL, 4 CWE K, PBSTIEVE3WK, JEIMAL :
5000 HRPHRC I —Hu(H & 5%/ IE 99k (IPBS
Pk =0 FREIRIE B 1 h, PBSTIER3WK, th2 K
DGR, IR, 45 R UVPHHRIGTH UZ.
1.2.4 3 #miR-145 mimics¥HepG2%a i
miR-145% 3% 69 % vh: BURRE A KX 3 K
W Hep G240 e W1t %k, LA-FIEREFL5.0 X
1O P A T-6fLAR Hh, a4l S5
g1, BAMEST R AL, 2 A4l e i b A &
Opti-MEMH}; 7232 mL, SER 2L INZ %A
50 nmol/LI*JmiR-145 mimics(/ ARBLIHH)AIS pL
Lipofectamine 2000(Invitrogen), [ 44 %} F 20 i<
A IE 950 nmol/Li¥) [ 1% BRI A B 1) Fi 5
uL Lipofectamine 2000(Invitrogen), J& #2134 H]
Opti-MEM#; =361 422 mL, 5 Yo 0 IR s it
BIHHAT, #5824 G Rl Z4He-MycfimRNA
FIE; 48 hJE K - 2H c-Myc £ [ (1) 3.
1.2.5 AKX A M 4 FmiR-145 mimics/EHepG2
e ey B —: HAnnexin V-FITC Apoptosis
Detection Kit(KeyGEN, China)™#& 2 W45 &b
PRGN M. K Je48 hfig 1) & ALA A S EDTA
[10.25% BRI A 25O S 4l i, PB SRS 4
MR, BOWCEN Y, INAS500 uLiBinding
Buffer =77 41 g, MIAS5 puL Annexin V-FITC#E%],
TS5 uL Propidium lodide, Ji%J; %, #6, &
W15 min; HFACScanif 473t X 40 f A e f A,
5% )i FICELL Quest#& FE AT 5040 7347

St A SASLRE SIS A
SPSSI18.08 A4, th# %R K Hmean+ SDE
71N, ZH A TE R R e 56 RN 5 % 43 M (One-
Way ANOVA, LSD method), LLP<0.05 % H A 45 it

2 £R
2.1 miR-145 mRNAE R ) AF Ik 28 2% BT 20 e %
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B 1 SCHNESPCRENZALAPMIR-145, c-Myc mRNA. A:
miR—145; B: c—Myec. 1: IEF LY 2: sl 2 3: FPER.
P<0.05 vs TEAEITALR; “P<0.05 vs o2l

1 2 3

2  Western blo&UIRELALADc-MycRILE. 1: FHHAT
L 2: B 3 L.

GAPDH

¥ 69 & X miR-145 mRNAYEIEH HTIE, 9555
3 AL R I 43 )4 0.878 £0.146, 0.265
+0.084, 0.271+0.096(/1A); miR-145 mRNA
FELO-2FIHep G241 s & R IE 173 24 0.755+
0.185, 0.471 £0.074; miR-145 mRNATE IF % 40
2 K W S R T 5 RUTFE 41 43 (31P<0.05);
P65 A1 H R 20 23 miR-145 mRNA R £k &%
WIS 5 Y. miR-145 mRNAALO-2 1 B
1 T HepG2H1 [ R34 (P<0.05).

2.2 c-Myc mRNAF & & J£ 7R R AT 4048 o 0 ik
S 5 P CR&E SR 1E 5 4121, 9 55 41 21
A AR P mRNA R ZRIL =554 0.029+
0.023, 0.13620.071, 0.451£0.026(/%1B); West-
ern blot'W/R7EIE W P2, gt o H 2R i
R EARIERES M H0.137£0.011, 0.301 £
0.022, 0.445+0.018(&2). Ziil45 R EoRe-Myec
mRN AR [ 48 5% MU op ik B TR W
JHFAZA(P<0.05), HAE i 4 2 b 0k i 5%
LR B BT 5(P<0.05).

2.3 miR-1458% % ik 5 I % & 69 16 JR s 22 A&
Hooh K Z OB FE MR ER . BUR MR K
NG R REAIEHN T MIEAFP
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WA #H AL
JE % 1 5 A= S0

P8 R R
c-Myc;ZmiR-145
Wy AAEE R ¥k,
H P53t i F
miR-145% ik f&
A IEc-Mycts &
- A
miR-145 5 I 4m fie,
RSV EIES
AR LARE, A
ZEFmiR-145F 4 R
#A¥Ec-Myc# &
K AR ARE.

REESH n miR-145MFTEE  PE
43l
3] 39 0.278 +0.096 >0.05
158 14 0.252 + 0.095
FH(2)
>50 21 0.278 +0.098 >0.05
<50 32 0.267 +0.095
OB /) \em)
<3 11 0.321 +0.089 >0.05
>3 42 0.258 + 0.094
DEE
jizd 16 0.315+0.098 <0.05
= 37 0.252 +0.089
ARSI
= 12 0.204 +0.048 <0.05
Vi 41 0.291 +0.094
AFPRE (ug/L)
<400 18 0.310+0.084 <0.05
>400 35 0.252 +0.096
HbsAg
FE 39 0.254 +0.095 <0.05
BE 14 0.318+0.082

JHbs A ghtr il 45 R AT /3 4, 8w R &4l
miR-145FKIEIRU. Goih 45 R B "miR-145
mRNAL L &5 EE PN SR K

NERP>0.05), HEGHHEDACTERE . 25T

JH B RS T4 (P<0.05), 5 3 M5 AF P
W N IE 5 A HFHBVIEBYAT 2(P<0.05, & 1).

2.4 EiAmiR-145% ik #fc-Myc mRNAF& &
E LW ea HPimiR-145 mimics 24 h)5#EHL
BRNA, A7 SEI 2 BPCREGI 25 (4], 5256
H. XA c-Myec mRNARIE 4354
2.614+0.863, 2.382+0.769, 2.771 +0.614;
48 W5 HEHUR 8 A Western blothrill =S (A4, 52
Kl BAPEXS dle-My e A IR IE R0 Hh
0.36610.014, 0.146+0.011, 0.35020.013(/%13).
G g R G IR, HYmiR-145 mimics)i 2% (141
SEEGA . BHMEX A c-Mye mRNARIEZERTG
Gt m X AR T2 (T 4UR B P B A, s
52 c-Myc i F A & B 5K (P<0.05), 2 H
SR M 2 2 ) 22 R e g2 X

2.5 #:#miR-145 mimics/& HepG2 48 i d4 A —
R miR-145 mimics/548 hiT R4l A &
ER M Hep G240 i (98 127K ~F: fEHep G2 |
WmiR-1450 1A J5, 4 M 1) 98 12 B 538 2 (K]
4). MR SRl BIPEXT LN g T

GAPDH

1 2 3

3 Western blot@lI R0 c-MycNTRIXS. 1: 251
2H; 2: SEBGAH; 3: MIPERTREZE.

A SsC 4 RIMEAK
10°+ M EmiR-145%%
<10+ . EEBRNAT K
& Vil W A: ZSEH: B:
& o BatH; C: RS AL
2 Qa1
i e
10 T T T T
4107010 10° 10*  10°
FIFC FIFC-A
B SSC
10° 4
Emt L@ Qe
& 10°
107 4 # Q4-1
0.7 -
10-2 T T T T
-10°010°  10° 10*  10°
FIFC FIFC-A
c SSC
10°
Em"— ol Q21
8100
o
10% 4 Q4-1
0,7
10 T T T T
-10°0 10° 10° 10 10°
FIFC FIFC-A

9 1.167+0.153, 3.0+0.1, 0.9334+0.208,
SO0 ZH 5 A (A AURI B PR R AL 2 Tl 2
(P<0.05).

3 e

1E4 N 1k, N IE15%-20% 13 K %2 c-Mycl
B B A () A, IX e T DR A0 B 1)
7. mAA K MBI, @31k, AR
A Y, LIRS R A K. o
AN T B DR 43 B 5975 5 A0 DG IR A RS
AHICME I TP AT 70% 18 B A7 A c-Myc 1) i 1A
26, RLOAT iR c-My cfiE BLH2 b miR-17-92f%
(R2I5, (IR 1) A2 JiEPT; Chang 7
BRI R bl R T B AN bk R b A R ik
10FmiRNA [ 3% %2 c-Myc R 2, Yook fuyi
PO TE S c-My ciE S miRNA ) _L iR 5F
PN EA 31 5 e 45, FHImiRN ALY
Rk, AE PR ) . TR e-My e S R 1A
HMRA =R, He-Myclt) = FKaE L
(9 Rl AN B, A2 A 52 mi RN AR R #2475 A B
fify. A HEAEHe Ladi i T 58 R Bllet-7 ey 5+
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PE4Efre-MyclI3'UTRAEMRN AFH & [ 7K~ 41 il
c-Myc A AEHRA FPS36EMS B T
miR-34K AN Hilc-My ¥ #3575 5 40 g R I 22 1
AN TP, S5 AE gt i R T R
i c-Myc /EmiR-145(1 B #: A1 H#L5, HPSs3iE
% S miR-145FR A A i c-Myclf Rk, HEE
JH-9 T miR-145 5 40 e 2 18] SRR O 5 v
KA, 2 miR-145FFE & i c-Mycl
TILHAE 2.

AR ImiR-145 mRNATE IEH AT4H4:
RIEWAEE TIEBERANTEAL,; c-Myc mRNA
FVER AR 55 R Hh 2k 1 T I L2,
AR 2 Rk w0 55 A 2 b B T,
FerRe-My ety 7 5 8 Al i HmiR-145 57 H 1K
PR IR W B SR 7" miR-145 KR IA
5 AR AR K MR RN TE O, R
I EFERE . A IEHB VIR N 58 1
b R BB I AFPYR B 545 %, $7RmiR-145(1%
FILWEH, MRGIERE R KOS, TG
572, HFmiRNA-145 mRNAZELO-27F I & &
THepG2 &L, A IA HImiR-145 mimicsf
YeHepG24fil, ifmiR-145/ KA HE— DK
iE T, miR-1458808 71 85 1 K- P4l c-My el 3
i, BAEMRNAZK PS50 2 5 2% (4 41 S B P R
ML W 2R, GG AP T miR-1455c-Myc
(1) 57 K, $ERAE R miR- 14568 5 A i #2
c-MyclWRIA, #—DW 7RI L fmiR-14518
R 9 40 M 0 1

B, BATTRE TR SE T E i FmiR-145
Lje-MycH5¢ 28 fmiR-145 888 41 A 4 5 R
TS A0 LR T, O TR Al i v T R T — 4%
B A, (FE e 40 U P miR- 14557 K
FEARIHLHI A IAA, 27552 DNA AL B (R
2 H A AR 4% L HB VS A 2 AT R
— BT ).
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Abstract

AIM: To identify differentially expressed se-
rum proteins between preoperative patients
with hereditary nonpolyposis colorectal cancer
(HNPCC) and those with sporadic colorectal
cancer to find potential markers for the diagno-
sis of HNPCC.

METHODS: The composition of serum proteins
was detected by surface-enhanced laser desorp-
tion/ionization time-of-flight mass spectrometry
(SELDI-TOF-MS) and protein chip assay in 20
preoperative HNPCC patients and 25 patients
with sporadic colorectal cancer. Discriminatory
serum protein profiles were analyzed with the
Biomarker Wizard software and Biomarker Pat-
tern software.

RESULTS: Two proteins (m/z 7 516.68 Da and
4 827.07 Da) were chosen to create a decision
classification tree model which could discrimi-
nate the two groups of patients. In the test mode,
the accuracy, sensitivity, specificity, and positive
predictive value of the model for prediction of
HNPCC was 86.7%, 72.3%, 95.1% and 92.5%,
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respectively, while the corresponding values for
blinded validation were 75.6%, 100%, 69.8% and
99.2%, respectively.

CONCLUSION: The classification tree model
constructed with two differentially expressed
proteins identified by SELDI-TOF-MS between
HNPCC patients and patients with sporadic
colorectal cancer possesses high sensitivity and
specificity in the prediction of HNPCC.

Key Words: Hereditary nonpolyposis colorectal can-
cer; Surface-enhanced laser desorption/ionization
time-of-flight mass spectrometry; Proteomics

Wei W, Shang X], Lv BZ. Serum proteomic analysis of
hereditary nonpolyposis colorectal cancer. Shijie Huaren
Xiaohua Zazhi 2011; 19(13): 1417-1421
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Wi A A 86. 7% RAEAT23%. AT
JFE95.1% AMEFRMAEO2.5%. F iFIiEHE X
T R EATS.6%. RAKE6C.8%., B4
FE99.2%. [EHEFAMAL100%.

518 A A SELDI-TOF-MS# K & 5 ¢ HNPCC
P - RTRE R LA A 3 09 AR A A ST R

XA B R RS EE, REER
JERE B KT R B A R

0”@ BB SR BEEERARTEEREIENES

n¥E %4
FAEMEER
PR
(HNPCC)Z —
Ll A WA
WA R, %A
HNPCC# % B %
Z R EMMR &
B R T AFMSIHE
. A2 bR F A
Je ] it A2 A R
¥, a4 R R
A& A B R
BEKERE. B
d, kR —FH
o A F Bt T
HNPCC# F- 414
W kBt BIFE R
T

W@ i % A

RE A, &l ZAEE
Ui, P EAR AR
ErREERE

@y



1418 ISSN 1009-3079 (print) ISSN 2219-2859 (online) tHFAEAEILAYE 20119FE6H8H 195 5135
WA 4 A ok FLE. RIS 2011; 19(13): 1417-1421 o, B IN20 uL U9ZEM R (9 mol/LIK %, 2%
HNPCCZ —# 3% . i N N
Y @ﬁ\;riiﬁ:; http://www.wjgnet.com/1009-3079/19/1417 .asp CHAPS, 50 mmol/L Tris-HCI pH9.0), 4 C 7SS
. AR K A 200 r/mind& %30 min, {85 F AR 7120
W — A EET . —
#, AmEAE 03I uL IMACHS G /BEM 22 (100 mmol/LiFR N
Y EL LT

Hrok, Flar A M
B EAER,
KM B E A
B A AN SR
TRERE 2R
BT 4k H M Ao ik
A MY 0 — A
B

st A AR B R P 45 Wi (hereditary nonpol-
yposis colorectal cancer, HNPCC) & —Ff i 44
AR B PEBAL . AF &5 e i) — N EE R
R, A R PR g B 2 R Ol e ok, [ I
AR AR . e R R A
(12 #s B PSSR R, 2 H AT S5 EL I A AL

R P 45 H e 55 R R I3 85 [ i k4T
AT, TRV 2 I L B (A R TA = 5, dT
HNPCCHI 12 Wi,

1 MRRTSE

1.1 #4 # 2 0 B FE2005-08/2010-074: B
()45 T g £ 35112 87541, M hiZEXHNPCC
AR MLE bR A2001, Foh 531341, Zo749l, 4
1#26-75CF152£6) % . NEbRUES: FR ST a4
FIFRUE TP, %5 25 Er HNP C Cllf R 2 W b e 35 7
VBT TR SE A TR IO A8 52 L M 9878 (mismatch
repair, MMR)F114 TR A2 52 (microsatellite in-
stability, MSTF LAt — P ENUEHNPCCIY 2
0. [ i L3 B [ B 39 150 M 4 Ve R
AT G FR A 2541, Hd 551541, 21041, 6%
30-82( 73457+ 8)% . HNPCCHIUA I 45 H 1
S B A S5 Y SR EL AR S N R LS R
FOMLVE bR A 3 8N FEA TN S B 20 . HUORE N B
BATA R 28 . MR R IE. B 22kt
SR [R) G I HE B A7 A0 5% M) ML 375 B 1 7 o
A G BFR. REBESHCTER. K%
(urea). —FRIEH IR EUIE H Je- SR IR 4% ph i (Tris-
HCL). 3-SR4 JE-1-NR(CHAPS). JF 1R
(SPA). ZJH(ACN). =5 LB (TFA). N-2-F%
ZIENRME-N'-2 2 HEh# R (HEPES) ¥ I [ Sigma 2y
), SELDIS 1 5t A (36 | Ciphergen A v )+
F M RISELDIA (it i (35 I BIO-RAD
Laboratories’A ).

12 7k

1.2.1 F AR RELRA: BE TARWER
TR DR N REEF K 13-4 mL, 4 CIUKFH
¥ E2 )5 2501 000 r/min, 30 min), B %
100 pL/35 73 %%, B F-70 CUKFEH LRAT.

1.2.2 do AR A& 4 CIHEE T g UK I i
W, BAFEREI0 pLor AE 1.5 mLE0 8

+500 mmol/LEAb4H, pH7.0)E T1.5 mLZ 0V
o BEEINL0 L BRSPS (9 M A S TR
%], 4°CH&3%30min.

1.2.3 %R 428 K0S NIRRT &, Bl
100 mmol/LERE4HI50 uL, 4 ‘CFFEE F200 r/min
&S min, fECu™ &54 i rh, 13 BR G R4
WO, 28 KSR . AL A
100 mmol/LES R (pH4.0)50 pL, 4 ‘CHEE F200
r/mindié% 5 mini5 BIFRES R AR, H 221K
MYESUUE BT, UIBR LA A mce”. H 8
FARMPBES K, WK ARIET AR 6. LA
IMACHZ; & /BEBZZ M 150 pL, 4 CHEE 1200
r/mindk¥%5 min, BREZMW, EE 1R SN
NI LS RS 50 uL LFE, 4 CHE 200
r/min#f& %60 min/& bR 25 AR S5 G R . BEFLIIA
150 pL IMACE; & /UE 22 0L, 4 "CIAE 200
r/mindk¥%5 min, BREZME, EE 1R BoK4R
WETHAEE G, KO R B HERET &, ST,
BEFLINAO.5 uL SPAYLFIF /R, F2ik, KT Ja
By AL E.

1.2.4 7&K A0 N All-in-onebs #E 2 ()
NP20.8 B IE BN, e 3 2 5(Digitizer
rate = 1 000, Mass Deflector Value = 2). W EHT
A ML R RS I (0 2 1 SRR 23 1 i IX ) A
1 500-200 000 Da, ik F-1 500 Daff) & (1 5 sl bk Bt
¥ H BN BOE T BE R, KIE0-1 500 Daix—[X.
AT AEAE NG A . SPARL K LAt AL
SERRGY, SRS SR S . SO IGRE RO
o P LU 7 o A OB e e TR
50 000 Da, HrH2kA M3 000-15 000 Da, Hik#
o RO R R AN S FEAS I R R, SR AR B A
HRls, B B 771 M seldi quantitation, o
Hn 5 2 Hlacquisition parameters %20, delta
4, transients per to 10 ending position to 80, ¥ il
AL FH2AN 1L, B0 IR WOG B AR R
+10, HH S AN L T AL BOE RO
1 f¥ (high laser intensity) S 4> T & & A R
B, Ve 4> 7R h200 000 Da, Btk A
10 000-50 000 Da, ¥ T 4RO R L A RO 3
FE+30RI A e ARG IR BE, BT Uh W il 2% R R sE
h AN R, SRR RO, B
Pl 8277 7% My seldi quantitation, HEHIEE S 5L
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58 R R BT BT A SR PR SR AR % P ) 2
i, AR AR AR A oy B, R SRR 43
i, PARFR A R, BVEL 1 ORI 75 . Bio-
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7 AL AN 8] 1R 2 SRR AT A
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PRI I A 58 I ZR-30 0 s
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W 2R 5 A8 ST 38 S B M 43 R e SR A A
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RSO (E A R T F R A6 S pt 3 S e ok
R ASE TR R AT 50 GE FH DA, 23 501l 73 21 AR TR 6k 3]
A RN AW o A% . RS, FFR e
D LS TRIEIER

Bt A K HBiomarker Wizard4g il 4%
1153 AIATHNP C CHVEHUR 1k 45 B i 58 I35
IR W P AT AR 5, B Y Limean+
SDEIR, P<0.05I N Z A Gl 2 . R
Biomarker Pattern# - FH 104548 X &6tk 77 VAR H
Ze e i VST AL Ay I R AR 2.

2 B8

2.1 HNPCCLH ¥ A W4 AWE B H KT ik &
b Rk A A E 5 KHBiomarker Wizard#f4:
X AT A 20 HNP C CH5 251 UK 1 45 H W i
BB M R BT LR, & R R AE T ey L
2 700-16 500 Dayui [ A A I 21 (1) 264 £ 1 BT
W, A SANER [Ty LA AT A (R 0 i A S it
2 (P<0.05, E1, % 1).

2.2 E5& G EHNPCCAH A L A % 4%
o o g EGA 0L AN 25 R I AE I R
AR XS F i, 45 R BoR AEHNP CC A g
BIREENE. EsAEREATh, FERIEDUR
fitt}7 516 Dafll9 604 Daff) P22 2K 14
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Abstract

Jaundice is a common finding in patients admit-
ted to hepatobiliary units. The main reasons for
obstruction of the common bile duct are bile
duct stones, malignant tumors of the pancreas
and, in a substantial proportion of patients, bile
duct cancer. Obstructive jaundice caused by
biliary and pancreatic metastases of pulmonary
adenocarcinoma is rare. Routine chest X-ray and
further computed tomography scan of the lungs
are main ways to find primary pulmonary tu-
mors and can decrease the risk of misdiagnosis.

Key Words: Obstructive jaundice; Biliary metasta-
sis; Pancreatic metastasis; Lung adenocarcinoma

Yu CZ, Yu CH, Nai C, Tian J. Diagnosis and treatment of
obstructive jaundice in patients with biliary and pancreatic
metastases of lung adenocarcinoma: an analysis of three
cases. Shijie Huaren Xiaohua Zazhi 2011; 19(13): 1422-1423
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R Ak A I JE R A5 5 | A BEL A SRR I R
A LY AR St IR g e e 2 L A < R
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ZRIHT.

1 RBIRS

Bi1: 2, 418, FPRDUBE B 542 whk AL S
BB, 2 W «aw g R R, AT R A
70 et 3178711 7 N =2 5 SRl NI 7 B |
B XRE . AR R ILAT IR Bk e gk ok
£11.5 cmX 1.0 cm X 1.0 cm, 7545 il 45 71 B
S, FHTINC TR &% & i . )=y bk T U kA ol
e NGRS ANy A BRI N R ey 2
IR, e 20 234k 27 B €8 )i 25 18 it it s
e . o AU Q0 iR CKT(+).
TTF(+). p63(“b1F+). CK20(-). Hepatocyte(-)-
CK5/6(-)« G-15(-)» MG-). Villin(-). 47 #5184 5
CTH A, KIUHWAMBEY 5K, IS h B EA
2.5 cm, HSE T FEREIY, K/h3 emX3.5
cm X2 cm. il A=A TBIL 346.5 pmol/L, DBIL 237.6
pmol/L, ALP 568 U/L, r-GT 894 U/L. CEA 540.1
ng/L, CA19-9 76.87 kU/L. 4xJbk FA7H 54 18
MR DB IS, BaEmEAR, R
PRE T AR I A, B, UIE T R
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Jo i e, DU 5 AR i S A i), 58 T
Wl N, 293 em X4 ecm X 2 e/, BUEB 23328 K%
o B 75 e, AR R G AL SV s
iR e . e UM gt 5 2 CKT(+)s
TTF(+). CK20(-). Syn(-). CDX-2(-). CgA(-)-
Villin(-). RJ5 BEWKEMF, RJF1 mo it #e
WK, B IER, KH “NP&R” b7, 356/
W, R BEF AL moJasbF s, 2tk
WP T RE AL 0.

#2: 53, 584, TR R IRIBE 3 GL2042 R
B, BEAESE: 34EFT AR R B 52, A5 =
e BeAT I 2 S W o Ze It oA e, S0
WRELEEERS " | BT “GOTE” iy, JL84N
1, BAEMMECTI R @A ke, 20 dii RIIR
O R A B R N MR IR, IH
K, K IXAIET A, JH T 220 R SEPEARIRL A, sk b
T~ RN IR 4575, 5 bk A bR i
44K TBIL 593.7 umol/L, DBIL 327.6 pmol/L, ALP
764 U/L, r-GT 1435 U/L, &Wr: ()M, IV
W QWK R, IR S . T4
R SRR, A5 EHEHTE IR, 4478 mo
JEOET .

#3: 53, 68%, F DK R RIUIREL 440 d A Bi.
AR 2, THE, K, A, 1B
CTH AL m kM4, 3.8 cmX4.7 cmX3.5 cm
KN, B AR 5K, 1AL TBIL 305.5 umol/
L, DBIL 165.1 pmol/L, ALP 658 U/L, r-GT 1324
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