Bt 31 T i > i SE &

W02 12ubM* Mmm

ooy |

o |+

4w

Boihideng?

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

WORLD CHINESE
JOURNAL OF DIGESTOLOGY

Shijie Huaren Xiaohua Zazhi
2013 57 A 18 ° % 21 & % 204 (Volume 21 Number 20)

n"
$ 6'4',‘&'. S

20/2013

CUEFR A N AR 288 2 — 0 AT PR 3L i
Fil, R P EBHIRSCGETH I (b R

ISSN 1009-3079 Hz WD Y A Ch 30RO T ZE H B i

20> SRIAAREIIT]. (A AT ) H9ESC 4l

Z4k (Chemical Abstracts) , {EMBASE/Excerpta

‘ ‘ ‘ ‘”“ “ Medica) , {Abstracts Journals) F1 {Digital Object
Identifier) I5%.

97771009°307056

. P P K-S N

@



a1 At

o = A
MIEERNS
2012-01-01/2014-12-31
wcjd@wijgnet.com www.wjgnet.com

(EERENFMEET) REZRLRRA, B4 ERAK, SHAONET, HEKX, FHATEK. £, EHETSIM, Jbx
WAL, JRBA0RL. ILHRA39ML, T H240L, BT H22ML, BEAITAE200L, #4186, REFIOA . FMA1EL. #
MALML, BELI3ML, UAAI3M, JEEEREARIIA, AL 1000, WAL, #THL0ML, ERFTIL. £&
H8fL, THHBA., HMATA, BELEREEROML., ZHA6M., HEA2ML., MHAIML., HlH2ML. TEREKEEX2

fr, A2, WRE BB KR E B ATRIX L.

BUial B ERFAERIT (2 EX & LR & FIE R
MT ¥ 1AM AT FE M HIL o & FREFT R R
& I A w LT ER & i AR Bk 8 TALEIT
Lo KA SRR Eid Y FAE B JF I &l E PGk &id
IEAHE R VBHAR Wit % &) TAEEIF ENNE &0
EX R S 4 * EAHI EIECRE i d R IZ A IR €
W Rk HIE X BEAE T AF B JP RE B34 R HoAR AR FRAAHAL
R R FRBE A AT JEHER R MR F X AL R )T En P Erd
WA A AR T R W F I AP AR FEEHI
K ARHAE HRW A& AT sk AT A2 B A FRFHA
e S e (RESTE & d SEAT BB A2 MR B HIR RAEHR
(RED €l ER P & F AR &l X AR
gt R Bk ER P & LR & ) AR LA
Yy s S FIFHHA FARTCHIL BAMHIR ) o8 &) A%
KHER TAEE )P EILRHGR T LA x| g HAR
e FAAAHAL EX VB Erd ARIA &) Az x| 37 &) FAE B JF
B FHGHHAR EN -3 &y Bk X FR FAE B IR
3 K I FE &R ERTE IR S 141 & 4% P RRHIR
ST P M LRI Bk 8 A B X & d
X1 i B HIE E I kL HB i B BUR 182 R 8 HA% ARABIE & HIR
%) b I £ B HAR OB AR 15w A% &) 2 B g B A%
B M EA0B FACEIF T A AR HEAZAEET B RABHAL
I, K Al A% BRI 7 R PR IR FR B BT R
ERN S S I FHI RE TACEIF B AR TR AR
BOEAS IS L ChE i WA 3 HE P &) A% AARE G EAEEIT
IR F AR B A RERIAZER BRI EALE )T A R AR
& E R AR R EHIT BB F) &) AL R T RIRHIT
RE BRI @) AR T TRRHTHA TR B FAREALEIT
PO T S R EARHIT KoAF FAEE P #HRABHIZ B AR T
b FaHse pUpISE - 54 IRALH Bl ARG EAL R T R R & el
B R | RGE AT REBEHIT AR 2 5% B HAR YRR IR e
ey x| B o AL EIT FRIE A A AT AR A B E) AT BT
W E b AR E R X A AR BT FPME I AL T B HE AR AR & d
Wi ok @) 208 X Ak EAE B T HAEEE EALET FTBRIR A% o E KA
A MR X 5% BA B Ak LT E €l ATH- AT FERA= AT
TS s M fAR A% JB B A EAE BT 43R 8 AL 70 E & AL EIP
T 0 S L4t AL E I o F A # &P H BT HHR R
R I I fk AL E I SR FAE B P ENLES T AR
REBHIE LB RHI WHRHAT XL AHI RIFIRHAZ
YRR & ENR & 4 T EAL E T E T £l FhigE HAR
AR EHIZ FRAEHIT 2l FAEE )T FhSLF AT
TR #d% B REIAEEI EIMNIE BAME) AL E T IR E R
FEHIR URERIE e gL AR el HIr FhF FEHIR
AR TAEE )T AR &cd 858 TAEE )T RRBEHAR CEinE- &
AR 8l At & FHHa B EAEHAR F¥ el LTRSS
BAM R TAEEIT & AR & AR S gk & F B Bt 7 Y & T AE B P
LS & A Z AR REFZTHRF e E RIE & ER e EEd
Jr W AT E DR &l ERFIEEIT FAe ) FAEE P JE AR
(49
Jgni-:;::d!;ng@ WCJD | www.wjgnet.com I 2013-07-18 | Volume 21 | Issue 20 |




»
®
W ARl
o] =
REZNES

W B T TR EHHK TR e 8] $d Fil R #IR XA
VEW FALIE )T Bk AL &id PILE Eid 48P FAEE )T Meda @) 2%
SEARAY &) #4% SN E AR T I A LR B W 8] A
EX L EX BT TR HE 7K KA 8] e VBB
EX S L EX:S 3 F A H A U BEARER FRHAE
IR &8 KA A B M PTEELSS EHEHI
ER I A &% Al H AL TS HUEABFR R R
E Ak SR E P T AR JESUE 8 A R
ERalHd - 8] A & Ak EFERR A
E LM EALEIT KL S ZAEE T ¥ AR s A A FTHE] S
ELA LRI HEIEZALEIT KA 855 W Hd ZEHRER
EVLAp ) AR R IR BT R E AL L IEE S LS ST IE T
EIRTH MR 8] HA AR EAER )T TR IR B 3% F &R B HA
E AR ) EAHIE TR AT kT AR T A
E R % %8 IEEIT FH AR Il &) £ AL E T
E &R & ZAERIF Bk EAEE FE I AICETS T R
E B MBSt AL E T eSS ¥ x 8l PRI
AEHHM i S A kn LA #8057 52 R LRI
ERRITHAR AR X1 e HRHE 300 WHE B R
AL LR 5 8t Y A A B PR
ﬁ;;%ﬁgﬁ e 5 8 ZAEE T 37 IR o 3 2
;g;;ﬁ‘ Il EAEET P REMRRIR Bk W I
Jlegaray RF 2AEE T R AR B A seor gt madit
B Kok Hde CRUE 2 Erd HFETFEAEEIT %é\%‘b}i Kb &1 A 5T R
Vot B 6] A2 T T B ) A ERHE HIELHRR AP
oo ol 8] 4% Z L8] AL R F A A HIR
R A AL BN K AAAE B 2 AE B IR FREEHIK %%ﬁﬁ%ﬁ Ja s BB R R
L 3K &9 2 AL E T Y S E e LTI B E A
AEE T AR AE R )T B LA FATEID AT 44% &) AF 50 3 JAB R B FAEE )T
PRI M AT 3 8 H ¥ A& ZATE T TR ko R
frk B8 EAEE T A1 A Hdk WA * R EE 2
& IE 4 8 #A% SRt KA ok B #d HRIES
A A FAR EAEE T Mg B HHI FE 2 18 ) 4
0 5 AL I G A E )T AR HH AR 2 @) 4
WIS HEPERS B RN AR EELHRR AR
TR AE kT [RigK AR T e R FAL R I g R T AN S FAFEIF
RS AL B AT 5 3 BT HAR B T B HA HISE e
KR BT BT EAEEIT K38 &) EAEE T k@l AR R ES ISR e
K h B HIE e F LB 17 % ESENILIE T3 FiFal s
AR HE T AE B IF & EHPIL M2 B KR X ¥ AE &) HF E R EE TAEEIP
AR 8 & Rl Hat W B A ) I | T LA
A H ) EAEE T E R & St BAEAEHIE HETEEH %) B 4R @) AL EIF
L S & 7 8l #dt 72 A 8 A FHFHHLR AT A
BT EF T XS L CIE % ZHE PR R K %8 HE
AT 8 ZAEE T ) R AR R AT E A E )T R R ot il TALE T
E NN Ed X L4k AL E I AL 8 2R ITET AR

& AR S HI MRBRNNGTY ekl #k R T
B RRRRS A AR A4z &) AL EIF BRAE G FAE T IR ¥ &4
&k 8 it 34 R FRPHIE R LI e FHE 3%
% B R EAL E )R L &5 X A% KB A2 E IR R E &l R F I
HR LN 5 3R EEAMIK XS LT AR - @k HA TR 40 A AT
WA AR EX T E T I ESIEH & A F I A A Ih B HH
M EAE &) E AL E T EERIALEIF 7RI LR T e
s
Jga;fizn,@ WCJD | www.wjgnet.com 1T 2013-07-18 | Volume 21 | Issue 20 |




e NIRRT

Shijie Huaren Xiaohua Zazhi

20134 7 A 18 H g o1%E £ 20 Hi (FEE424H)
W i 1901 MSMEZAEIE T %S00 Z R e BT ST R
A ey

HEHFAR 1907 ESEIET= ro ik 7 e H Smad4 JS TR SR 51 B U
X &, R A, XS, J ek, BT, R, £ EE, KRG
1914 NINIEIEGASH —FH A SRR e A HEGFAIPGE, Z0k 1521

KL, Bk, Rk

& R B R 1925 AT sl 3G TT BT IS E46(5)
SeIrE, KR, T4 RA

1931 AFP& EAI2H A I E X Fhrp AT 8 B TACEIRI T IR
T, B4, RO, s, Tak, AR, W5, S5 &

W 2R 1939 BRCAI{EH oot it
A E M, RIEE

1945 LB B AR AR R R R R
RLE, KR, BH

1950 SAERIE S sE BN ANt
EEE, A

R IR IR 1955 NF-xB. Bel-2fE KR ARk IF4mla E e
B, TR, 5T, A, Atk

1961 A STARNEAE AR R X R R A A2 T AR
S BT, AAbh, kIR, B9

1966 pAcGFP1-N1-FOXQI M FHREARITIM N AE R4l £ Colo-320r 1 ik
AT, BE, SRR

IRER &KW 1972 NE5 FEERRIEA H IS o FIR &S s
B4R, T4, Tk

1977 HAENESCTR EERE S 4 &I ATT TN B AR AR T
ER, RFAE, FRE, M E, Rk, RiEE

1982 thibEEG SE TR MEZ I B 45T 30 Meta /) HT
JLEE, FF, FIk, X8, R

1987 BEHICAGE, MAGE-AIRIMAGE-A3RJEFEAL,
I M, AR, XA, IR

1992 NEslElEEnET 7 R R FE I 5615

1996 FRFTHEARCE SRl T L5706
R B R, R E 5, RIRAE, 24T

2000 FZAEDDREM:ERAEE ZICARIANLE SIERER I

X HE, A B, Ak

B

FEBUIR L | 2005 EREMEAEEEA R L AR R ()

KA
\_ J

(49

%

J;nisl::;rm@ WCJD | www.wjgnet.com I 2013-07-18 | Volume 21 | Issue 20 |




-V QEFEAE R SR
I 2013FENEBrEI T

oy i I EPHE R e N2

) =i 1906 (HEFEATHIEAE) T2012-12-265R15GRCCSEHIE RV A ARBITIAH RS
1913 hERSE BRI AN (RN HIEAGE) #2IRK-0.775

1924 (H#EFIENBME) BRAE (RO 0ITFE R ) (20114k)
1930 HHEREAE BV R (R BIRAAeE G ) #20A1-0.873
1938 (HHFE NHEE) BlalfEat

1944 (HEFUENBEIGE) BIP AT ERESREIT]

1960  (HEFENHIE) HHIRE

1971 (HEFIENHEAGE) S5 0REDR

1976 (HEFENBNMIE) KR

1995 (HEFEANHMIE) IECEK

1999 (HFIE NTHIEAGE) SN Ibritt

2008 (HEFIENBMIE) Wi, FIENE L ER

e, R, BN, AL, BIPGH. NF-«xB, Bel-27E AR A BRI m AT 4l E T i e . HRE
NitifbZed 2013; 21(20): 1955-1960

URL: http://www.wjgnet.com/1009-3079/21/1955.asp

DOI: http://dx.doi.org/10.11569/wcjd.v21.i20.1955

HEWS

HEFIEA

JEHAZ IR AT Wi,

Uds F A & ATHYRER EE A, & 2 ANGRE A5 A SO0 £ X TUERE R TRA
RGN R BiE Ak

}f’%%/viﬁfti'f&

Shijie Huaren Xiaohua Zazhi
2o+ AEHNEHE
T SRS

(1)
8 Y 1993-01-15
o FU 1998-01-25
H AR 2013-07-18
RHE FBIRENT

HFIRIR
BRENBHAE

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

ES

FETEF, %, 200072, i@, BFFRAFEMESTA

RERFZRIBRESZDI)

SERB, 2R, 710004, [EFERTEZH, FBLBAE

EsE_HEERTRRA

STER, 4%, 250031, LURETTEh, PEAREN

ERREXESERER

XIEST, B2, 150001, B TBIBICET, IBVEE

NARSPE—HRESRREINY

X5, #iZ, 200072, @M, BFSASEMES A

REFTELAR

SE, %, 310006, ITATUNT, ILPER A
\Mﬁ@%‘u(%}ﬁﬂi‘é@ﬂ@%ﬁ%%ﬂ

DRZY, BB, 200433, M@, DEARB
R EEAZNESBERRER
FNAR, #Z, 350001, 1@EBINTD, 18R
RARZWEIDERSE AR

WEEE, B, 226001, STHVEEED, EEA
I EEFRIBRESAR I

3KSRO8, #UE, 100016, LR, BHEKRFE—
WEERHESDI

B

BE, FE

(HFENBIRE) fREEd

100025, It RHEABEXARIBAREE62S,
TFEARDI)DEEI0SE

E83%: 010-59080035

f€H: 010-85381893

E-mail: wcjd@wjgnet.com
http://www.wjgnet.com

kR

FeAL A h s

Baishideng Publishing Group Co., Limited
Flat C, 23/F., Lucky Plaza, 315-321 Lockhart
Road, Wan Chai, Hong Kong, China

Fax: +852-3177-9906

Telephone: +852-6555-7188

E—mail: bpgoffice@wjgnet.com
http://www.wjgnet.com

HIHE
IRBESENEFNEERAT
100025, LRMFPBIRIIAPES62S,
LT ERR/)DEE903EE

E51%: 010-85381892

f£H: 010-85381893

(HREABMEZR) B (FEH
Bt X G TR BT (F B A AR G B
FDY . (AR HTIE B B Q011
28, (Chemical Abstracts) ,
{(EMBASE/Excerpta Medica) ,
{Abstracts Journals) ## (Digital
Object Identifier ) Y k.

(HEREANBUEE) EFERZER
A BHFR BT, 2012-12-07 £ A7 92011
S E (A BB T 51T AR E (S
BOY Giit &R, BT IA3871k (e
51%0.82), ¥ HF0.775, 4% 4&iFH
BA65.5%, 4 A LB WA HE R AT,
K52 T #506L . H7MAESS, 3
FAR201148 & o ElAE & AR B T

(HEREAHARZ) EXFTAT A
% 710 % G (http:/ /www.baishideng.
com/wcjd/ch/index.aspx), B H 72
TR —ET AL, BFERA.
whEL R FE, URMEH, B
. G Z 0 R R AR

8IS
AFIFIHE T A B GEEA TR
HAIA IR ZE O, BRARRE R A
. ATFarE IR T IR, i1 AT
R IR

EM
5 H68.007T £ F36112448.007T

© 20134F AR JABaishideng T & )

(49

JgniTs;::.ng@ WCJD | www.wjgnet.com

Il

2013-07-18 | Volume 21 | Issue 20 |



World Chinese Journal of Digestology

July 2013 Contents in Brief Volume 21 Number 20

EDITORIAL 1901

Advances in development of animal models of chronic atrophic gastritis
Leng XM, Wei MX

BASIC 1907

RESEARCH
1914

DNA methylation of Smad4 promoter in gastric cancer in Xinjiang Kazak patients
Liu X, Chen WG, Li R, Liu F, Liu XY, Kang X, Ma C, Dou YQ, Zheng Y

Effect of endogenous and exogenous gastrin on PGE2 and EGF expression in
dimethylhydrazine-induced colorectal cancer in rats

Zhang MM, Peng T, Zhao K

CLINICAL 1925

RESEARCH
1931

Transarterial embolization for treatment of giant hepatic hemangiomas: An analysis of 46 cases
Fan SL, Tong XQ, Wang J, Song L

Association of alpha fetoprotein levels and presence of parasitical blood vessels with response
to TACE in patients with advanced liver cancer

He EX, Nie ZS, Zhu MY, Lin HE, Wang L, Lin ZD, Xie XJ, Li MS

REVIEW 1939
1945

1950

Progress in research of the BRCA1 gene in gastric cancer

Zhong GD, Yu YH

Factors affecting quality of life in patients with cirrhosis

Deng WJ, Zhang HR, Shi W

Advances in understanding the relationship between inflammatory immune response and
irritable bowel syndrome

Zhuang LL, Hu TM

RAPID 1955

COMMUNICATION
1961

1966

Role of NF-xB and Bcl-2 in hepatocyte apoptosis in rats with NAFLD

Shi HY, Li YH, Li CP, Kang M, Zhong XL

Role of KGF in regulating biological behavior of pancreatic cancer cells

Jin YE, Zhou JP, Sheng WW, Zhang DH, Dong M

Construction of a eukaryotic expression vector expressing FOXQ1 and its expression in
colorectal cancer cell line Colo-320

Yue KL, Tang H, Guo Q

CLINICAL 1972

PRACTICE
1977

1982

1987

1992

1996

2000

Endoscopic acetic acid-Lugol’s iodine double staining for diagnosis of early esophageal cancer
Chen YQ, Wang GM, Zhang HM

EUS versus CT for preoperative TN staging of adenocarcinoma of the esophagogastric junction
Wang Y, Zhang FX, Chang ZH, Liu X, Deng SX, Zhao HX

Combination of Chinese and Western medicine for treatment of chronic atrophic gastritis: A
meta-analysis

Kong YJ, Li Y, Li WL, Liu H, Wei MX

DNA hypomethylation of CAGE, MAGE-A1 and MAGE-A3 genes in gastric carcinoma

Wang BQ, Liu WT, Liu YL, Sun GB

Diagnosis and treatment of pancreatic pseudocysts by endoscopy and laparoscopy: Our experience
with 56 cases

Qian D, Qin MF

Clinical effect of use of Bhutto butorphanol combined with propofol in painless colonoscopy:

An analysis of 70 cases

Zhao E, Pang LC, Zhao YF, Zhang ZH, Mao K

Effect of biological feedback therapy on clinical symptoms and pelvic floor muscle surface
electromyography in elderly patients with chronic functional constipation

Guan LC, Deng G, Xu LS

CASE 2005
L REPORT

Ulcerative colitis with primary biliary cirrhosis: A case report
Song SR

(49

%

Tatehideng® WCJD | www.wijgnet.com 1 2013-07-18 | Volume 21 | Issue 20 |



-
APPENDIX

I =V Instructions to authors of World Chinese Journal of Digestology

I  Meeting events calendar in 2013

ACKNOWLEDG- I

Acknowledgments to reviewers of World Chinese Journal of Digestology

MENT
COVER Shi HY, Li YH, Li CP, Kang M, Zhong XL. Role of NF-xB, Bcl-2 in hepatocyte apoptosis in rats with
NAFLD. Shijie Huaren Xiaohua Zazhi 2013; 21(20): 1955-1960
URL: http://www.wjgnet.com/1009-3079/21/1955.asp
DOI: http://dx.doi.org/10.11569/wcjd.v21.i20.1955
RESPONSIBLE Assistant Editor: Xin-Xin Che Review Editor: Jin-Li Yan, Ya-Jing Lu Electronic Page Editor: Jin-Li Yan
EDITORS FOR English Language Editor: Tian-Qi Wang Editor-in-Charge: Xin-Zhen Huang Proof Editor: Ying Tian
THIS ISSUE Layout Editor: Lian-Sheng Ma

Indexed/Abstracted by Chemical Abstracts, EMBASE/ Excerpta Medica, Abstract Journals and Digital Object Identifier

Shijie Huaren Xiaohua Zazhi

Founded on January 15, 1993
Renamed on January 25, 1998
Publication date July 18, 2013

NAME OF JOURNAL
World Chinese Journal of Digestology

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

EDITOR-IN-CHIEF
Ying-Sheng Cheng, Professor, Medical Imag-

ing Center, Shanghai Tenth People’s Hospital,
Tongji University, Shanghai 200072, China
Shuang-Suo Dang, Professor, Department of In-
fectious Diseases, the Second Affiliated Hospital
of Medical School of Xi'an Jiaotong University,
Xi’an 710004, Shaanxi Province, China
Xue-Liang Jiang, Professor, Department of
Gastroenterology, General Hospital of Jinan
Military Command of Chinese PLA, Jinan
250031, Shandong Province, China

Lian-Xin Liu, Professor, Department of Gen-
eral Surgery, the First Clinical Medical College
of Harbin Medical University, Harbin 150001,
Heilongjiang Province, China

Zhan-Ju Liu, Professor, Department of Gastro-
enterology, Shanghai Tenth People’s Hospital,
Tongji University, Shanghai 200072, China

Bin Lv, Professor, Department of Gastroen-
terology, the First Affiliated Hospital of Zhe-
jlang Chinese Medical University, Hang-zhou
310006, Zhejiang Province, China

Da-Lie Ma, Professor, Department of Pathology,

Changhai Hospital, the Second Military
Medical University of Chinese PLA, Shang-
hai 200433, China

Xiao-Zhong Wang, Professor, Department
of Gastroenterology, Union Hospital, Fujian
Medical University, Fuzhou 350001, Fujian
Province, China

Deng-Fu Yao, Professor, Clinical Research
Center, Affiliated Hospital of Nantong Uni-
versity, Nantong 226001, Jiangsu Province,
China

Zong-Ming Zhang, Professor, Department of
General Surgery, Digestive Medical Center,
the First Affiliated Hospital, School of Medi-
cine, Tsinghua University, Beijing 100016,
China

EDITORIAL OFFICE

Ying Tian, Director

World Chinese Journal of Digestology

Room 903, Building D, Ocean International
Center, No. 62 Dongsihuan Zhonglu,
Chaoyang District, Beijing 100025, China
Telephone: +86-10-59080035

Fax: +86-10-85381893

E-mail: wcjd@wijgnet.com

http:/ /www.wjgnet.com

PUBLISHER

Baishideng Publishing Group Co., Limited
Flat C, 23/F., Lucky Plaza,

315-321 Lockhart Road, Wan Chai,

Hong Kong, China

Fax: +852-3177-9906

Telephone: +852-6555-7188

E-mail: bpg@baishideng.com
http:/ /www.wjgnet.com

PRODUCTION CENTER

Beijing Baishideng BioMed Scientific Co., Limited
Room 903, Building D, Ocean International
Center, No. 62 Dongsihuan Zhonglu,
Chaoyang District, Beijing 100025, China
Telephone: +86-10-85381892

Fax: +86-10-85381893

PRINT SUBSCRIPTION
RMB 68 Yuan for each issue
RMB 2448 Yuan for one year

COPYRIGHT

© 2013 Baishideng. Articles published by this
Open Access journal are distributed under
the terms of the Creative Commons Attribu-
tion Non-commercial License, which permits
use, distribution, and reproduction in any
medium, provided the original work is prop-
erly cited, the use is non commercial and is
otherwise in compliance with the license.

SPECIAL STATEMENT
All articles published in this journal repre-
sent the viewpoints of the authors except

where indicated otherwise.

INSTRUCTIONS TO AUTHORS

Full instructions are available online at www.
wijgnet.com/1009-3079/tgxz.asp. If you do
not have web access please contact the edito-

rial office.

J

\
o

Boishideng® WCJD | www.wjgnet.com

v

2013-07-18 | Volume 21 | Issue 20 |



WREAFILELC

wcjd@wijgnet.com

R A2V 20135E781853; 21(20): 1901-1906
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

i£ 7 EDITORIAL

A= b fria ==) %
I 1 1
[EEEAHEMEE RS

K5, R

LI RN R B RIS RN R R

AEN, BEN, ATREAXRFE-—WEERTEH, &7
EA K %P 0 E L AF AT L R T 210029

REF, IR, TBMBERDPAEESSHEILSIRRIAR.
TFFNEEARE R RBRRRSPEZPEBINHL.
LAE P ESEREAET A A, No. JD11040

& RS REFTRNRENORINNTSENERE, 95
BRARRRIE. DITIARENERS.

BIRAEE: ZREEHT, 208, 210029, ST AR/ INEE300S,
BARERNAZE—IWEERDPER, BRENAZDRELSS
THRET. weimuxin@njmu.edu.cn

E815: 025-68136267

WASEHE: 2013-04-08 1BOEER: 2013-04-24

B2 HE: 2013-07-01 AL HEMREE: 2013-07-18

Advances in development
of animal models of chronic
atrophic gastritis

Xiu-Mei Leng, Mu-Xin Wei

Xiu-Mei Leng, Mu-Xin Wei, Department of Chinese Medi-
cine, the First Affiliated Hospital of Nanjing Medical Uni-
versity, Institute of Integrative Medicine of Nanjing Medi-
cal University, Nanjing 210029, Jiangsu Province, China
Supported by: the Foundation of Jiangsu Provincial Ad-
ministration of Traditional Chinese Medicine, No. JD11040
Correspondence to: Mu-Xin Wei, Professor, Department
of Chinese Medicine, the First Affiliated Hospital of Nan-
jing Medical University, Institute of Integrative Medicine of
Nanjing Medical University, 300 Guangzhou Road, Nanjing
210029, Jiangsu Province, China. weimuxin@njmu.edu.cn
Received: 2013-04-08 Revised: 2013-04-24

Accepted: 2013-07-01  Published online: 2013-07-18

Abstract

Chronic atrophic gastritis (CAG) is a precan-
cerous disease whose research and treatment
have attracted much attention. Development
of animal models of CAG is very important for
the research of this disease. Wistar rats and SD
rats are mainly experimental animals used for
modeling; however, the age and sex of these
animals differ among different studies, al-
though many scholars believe that these factors
might affect experimental results. Helicobacter
pylori is a common risk factor for CAG and can
be used to create CAG model successfully, but
this method is time-consuming and the induced
pathological changes are not stable. N-methyl-
N'-nitro-N-nitrosoguanidine, ammonia, sodium
deoxycholate, and sodium salicylate are cur-
rently commonly used substances for inducing

(49
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CAG. These substances can be used either alone
or in combination to induce CAG successfully;
however, the consistent dosage and perfusion
time standards have not been established. In ad-
dition, combination of disease and syndrome by
traditional Chinese medicine can also be used to
model CAG. This article reviews recent advanc-
es in the development of animal models of CAG.

© 2013 Baishideng. All rights reserved.
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ERSmad4ZEH B HFRIRELRE

X &, BRI, 2 X, bR, RS, DR, EEE, N B

&, PR, &, X%, X, RS, BB, 67T K% Xinjiang Uygur Autonomous Region of China. mi % %k #
B8 — W ERHCAA %SRBSR ETTFT B TR E
832000 . . . . &R R e
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835000 and 30 normal individuals were recruited from 7 4 2%

EEF, A SER
77 T 835000

NE, EBMSBCRIPEBEVERH.
LATRFEFRAME EREFREAFELTHAR,
No. LHJJ2010BO4; +— £ B FAHL L4+ X AL TR A,
No. 2009BAI82B05

EE RIS IORRADXE. FRER. RS 7R

FRAREITELR #i2LEERABK

WZBXE. MFERARSRIETA; HARAMBEDIRADS
RBOSEBRM BEOTBINETN, NEXSIFBIEDRB

%mﬁt

BIRES: X8, 2B, TEEID, BTESIN, B8k BUTRE
BRENS” ER, BRNESIETRINBE/RRNSR, 832002, #7
SRESNEBXOIFHIt _IE32)\X, OOFAFESRS
—MEERTEILPIRL 55487726@qg.com

INFSEE: 2013-01-06 {BOEHA: 2013-05-08

#ZHE: 2013-07-01 EZ&HBMREE: 2013-07-18

DNA methylation of Smad4
promoter in gastric cancer in
Xinjiang Kazak patients

Xi Liu, Wei-Gang Chen, Rui Li, Fang Liu, Xiao-Yan Liu,
Xue Kang, Cong Ma, Yu-Qin Dou, Yong Zheng

Xi Liu, Wei-Gang Chen, Rui Li, Fang Liu, Xiao-Yan Liu,
Xue Kang, Yong Zheng, Department of Gastroenterology,
the First Affiliated Hospital of Shihezi University Medical
School, Shihezi 832000, Xinjiang Uygur Autonomous Re-
gion, China

Cong Ma, Friendship Hospital of Yili, Yining 835000, Xin-
jiang Uygur Autonomous Region, China

Yu-Qin Dou, the Fourth Hospital of Xinjiang Production
and Construction Corps, Yining 835000, Xinjiang Uygur
Autonomous Region, China

Supported by: the Joint Basic and Clinical Medicine Re-
search Fund of Shihezi University School of Medicine, No.
LHJJ2010BO4; the National Science and Technology Sup-
port Program during the Eleventh “Five-year Plan” Period,
No. 2009BAI82B05

Correspondence to: Yong Zheng, Professor, Chief Physi-
cian, Department of Gastroenterology, the First Affiliated
Hospital of Shihezi University Medical School, 32 Xiaoqu
Beier Road, Shihezi 832000, Xinjiang Uygur Autonomous
Region, China. 55487726(@qq.com

Received: 2013-01-06 Revised: 2013-05-08

Accepted: 2013-07-01  Published online: 2013-07-18

Abstract

AIM: To determine the relationship between
methylation of the Smad4 promoter and the in-
cidence of gastric cancer in Kazakh Chinese in

K

TR
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Kazak Autonomous Prefecture, an area with a
high prevalence of gastric cancer. MassARRAY
was used to detect Smad4 promoter methylation
in samples taken from both GC patients and
healthy controls.

RESULTS: The mean CpG methylation rate in
GC was higher than that in normal gastric tissue
(26.5% vs 21.7%). The mean methylation rates in
CpG 3-4 and CpG 10-11 in GC were significantly
higher than those in normal controls (19.1% vs
10.9%; 20.3% vs 11.5%, both P < 0.05).

CONCLUSION: The Smad4 promoter methyla-
tion status is correlated with the presence of GC
in Kazakh Chinese. Changes in the methylation
of CpG 3-4 and/or CpG 10-11 of the Smad4 gene
may lead to the development of GC.

© 2013 Baishideng. All rights reserved.

Key Words: Gastric cancer; Smad4 gene; Methyla-
tion; Kazakh patients; MassARRAY

Liu X, Chen WG, Li R, Liu F, Liu XY, Kang X, Ma C, Dou
YQ, Zheng Y. DNA methylation of Smad4 promoter in
gastric cancer in Xinjiang Kazak patients. Shijie Huaren
Xiaohua Zazhi 2013; 21(20): 1907-1913 URL: http://
www.wjgnet.com/1009-3079/21/1907.asp DOI: http://
dx.doi.org/10.11569/wcjd.v21.i20.1907

L
BH: K itSmad4 & W & 3h-F F AL #7580
E SRR B B A R A9E A .

Tk K EATEEL TE Lk B LR 306) Ao
BE %R IEE B AR 30BIAE AR AT R, e
BE Ak B R RS LAk R B FEIE AL LRI IR
BB RELSFELRBEEMRLINY. 2R
MassARRAYH A -F & M Smad4 35 B & 5T
7 ¥ AR

GEE. (1yhik B S5 415 ¥ 08 41 Smadd 3 B &

R, HRERF
KI5 % F313.86/10
7. ZEBEF T
TR BHHE A
KR EA
HeH1/3E, 2
REMHAR, B
B F B R
SoT R FH
RFHKELE
4. BWREF &
ST A24.71/10
77, JE &K IR
=R F L. F
HER, EXB Y
;%‘nma%#’, V/a\ﬁft
%l/h %%Hi%ﬁ'
/nLATJffJ %X’ﬁ’ﬂflﬁ
EHR BT, AH
5EhE LR AR
FTEEAET RS
41.3/10%, & T4
BRELT R
FHAE, B
B TRl Rk
Fa e B R4 R R
1= %(18.5/107,
14.2/107%), J&#
BYHRKEZE.

W@ 5 LA
FAK, #At, A
EMk(EA)E
& 1594 4L A
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kSO
BLHR, A TA
AT 5T KT 0 4R
& e AR 0 Peig
K, Cah—k
PRI SN oy
AR
% MCpGix & #
HA, FARFTE
VR FHAR
WE A HLE, R
AR R
Ji %8 Bh R R R
W, & af ) kAT R
#(matrix-assisted
laser desorption
ionization time of
flight mass spec-
trometry, MALDI-
TOF MS). b7 %
T A E Ak
Hral R B kA
AT

(49

T
Jaishideng®

3T 49 CpG AT 3 F IALF 53] 4 26.5%F=
21.7%, °53% B JEASmad4 3 B B s F-F3H F
A FE F8] B F Tobik £ 4 (2)Smad4 - F
bk B 9 P CpG#123-45 CpG#1210-11-F
3 F EAK T 5 F) A 19.1%4220.3%, F 5 4
B3 AR R 3 TR AR E910.9%
Fa11.5%, W 65-F 3 F IR R b ik 0 Ae
xt B4 A B E £ F(P<0.05).

L8 (V)6 7 sk B 09 K A T ik 55 Smad4 3%
BT X oy P EACKRER & (2)Smad4 3 R
&3 R CpG#A453-45 CpGHA510-113X F A
CpGAz P AR AW L THE 55 F J5 49
F A

© 2013FhRINJTIBaishidengPTa.

KHEA: B Smads R, RN B,
MassARRAY

DR R Bk Rk B B A a P
Smad43A R B 3T R ¥ K AT A0 F AL,
Hiz AR 12ACp G Anuy -F 3 7 AL Feob ik
B G T 7 AR, RASmad4 i B &3 -F
REAFTREAMMTREFHINBAFELETET
Smad4%&k & & A T oy £ -ZH0H.

XIE, BRPRI, =8, X5, ek RS, Bis, 252 X5
FEBERESBPSmadsERBHFOBELRTS. R
HEASHIZRTE  2013; 21(20): 1907-1913 URL: http://www.
wjgnet.com/1009-3079/21/1907.asp DOI: http://dx.doi.
org/10.11569/wcjd.v21.i20.1907

03I

T e 2 T ST P e I RS IR 2 —, s
S ARG AT R, H SRR R A
J913.86/10)7 1. B[ AE4 B i A b ot 42
BRE O AOm SN B /300 b, R E I R
DX, L g A REO AR R B8 T AR 1) iy A P 3
KA 2. H AT E LT A 424.71/10
T3, TS SERERE TR I A 1A, YORHR, 18
T E DB R, W v R SR TR AR
B75 o W e B AT s 2 I 0 A 45 R R, A
BRI B R R T S AL TR N 41.3/1077,
e T 3R B AT A B K, RN T
I 3t DX LA 2 T 18 T JE T 4(18.5/10 7,
14.2/1007), J&#si D BIRRZ . Htb A KK
“f--B(transforming growth factor B, TGF-B)/Smad
{555 T 4 2 H AT IS S, R TGF-p/
SmadfF il H P Smad4 KK I AAL 5 2 F iR
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MR AR, s Bl 4 E s
B E SR AR, Smadd 3R RE R
TGF-pfi 1k T RGN EE PR, XILE S
1 G HA RS, H il R S mad4 5
K| 57 P EA A 1 P B L, Smadd WHEAR T
REA — L3 B e AGr I 1) LA 9 73 1 A 2 R
BRI BRI, TG TR SE S B R R R
ZEE A 37 X R R R A2 b, ok
L5 W6 T ¥ R A DK (.S ma d4 Y HEAL AT RUTR AR 6
OB, AR B 2D PRI T R B 5 K R
AR EUEAL, AT 28O e R K LU R AR, SR
B S 5% o A 6 N s B B T L 4
W R B HCER (1 B RBRR AR, XN HIMass AR-
RAY T LS mad4 5 K A 31 X AR 2
P U W RSP

1 #RRSE

1.1 A4 WEE" v i B g MRS B v K IE R
Y233 U E B SR VR B A Y v s e T ST
My, WA T 8RS % v I e 2 2301 SRS v
T IE W R AL 300 A BE TN 4. A
B RAEAEATA 2 TR YT T RGBS, &
T SR 5T IR A A b e IR A 23R i, TE
Y 2R AT IR AN MR L s A 8 S b AR R4
BT WAL T, JHRAFAE-80 CEAF R 4. LA
- R TG A AR A I IE 1S S A o S R R, OF
A7 RH DV PR BRI DR B8 kL. DN AR BB &
QIAamp DNA Mini Kitif 7] &% [ QIAGEN A #l;
GelDoci#E R A% 73 Hr il (Bio-Rad, 2& [H); 736
JEVE S AR R SR A 2 I 3 8 R 4TIk
TSR ) o0 ) 56 A%

1.2 7

1.2.1 2AZADNAFRIE FiAh: $EHUDNATE Hr s
Hby 7503 AU # 8 A, FRIRCER 250 pL DNA
W, T DNAN 23 66 REvHBEAT Bk, AWK
775 ng/ul, SEE T pg, MUK E%
FBEME, Ajgonso = L7-2.LIFE R A G AEAE . A
SR T FEAY) G A% PRIUDNAE 1720 CUK
FIRAE % .

1.2.2 #5% BARER AP, 5|4 & F RS AT
K FHQIAGENA: = [ EpiTect Bisulfite Kitis 7] %
T SERG I I HE & LAE, BEATRES AL B, 51
HI4 533N CpGAz i, 5144 BB LR 1.
1.2.3 AL, BR EHZ TR WV H
MassCLEAVE Kitis 7l G dE 47 H M i 1 1fg Ak 2,
SR )5 Wl Spectro CHIP® Arrays and Clean Resin
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N, &, HElEiFEREERPSmadiERBR)SIBEIRTS 1909
Wi £ E
KR, KB

HHE E1kz)=20) PIBRERKE
SMAD4-F  aggaagagagAGTTTAGGGGAGAGTAGGAAGGGT 320 bp
SMAD4-R  cagtaatacgactcactatagggagaaggctAAACCCAAATCCAAATTCAAAAC

-

u-w--bv—‘.-—h---lh

B 1 {ZEXDNAERE.

Kitid A Gk 7 4ith, i fiMassARRAY Nanodis-
penser RS1000 5 FFA(SEQUENOM) ¥ 4lifk Ji
74 1 42384 4L SpectroCHIP(SEQUENOM) s A
b, ¥ SR A MassARRAY Compact
System(SEQUENOM)ATH M. SpectroCHIP
O HMALDI-TOFEAR, #6MEdE E i Epi-
TYPER¥/'-(SEQUENOM) 43 7 J{-4i H 25 L.
Syt K EpiTY PER¥ A
(SEQUENOM)Z#r % H 25 2R, 1 HISPSS13.0
AT S KB, Geit-2# T 1K H WilcoxonFk
IS Ky K5, LLP<0.05 K4 giit 2% 7 X.

2 BR

2.1 Smad4 3 FIDNA#) 32 BB fEob7% B & B B
*§ B8 4 AL U ARBFFCR 2L - 16 61
X RIS, LSO T R AP AL B e 1A MR IR
LY Ml A 1 0 I 1 9 4 2A3 0481 B[R] b X
1% FH AL ZR30%51. FEIUDN A HL bk 1% Bl I P
1. ARSI 60BIREAR, F LA A I S 46 25 1 BoR
TE N I 5 8 4 23 5 08 I 1 5 B R LA 2] e
Smad4 %5 K JE 8l F Cp G RT3 B4R 7K P43
4926.5%F121.7%, W s 2 Smad4 3% R 5 3
CpG AP35 AR 2 B Wl ey 1% BRI (R 2).
2.2 R Pk AR LR 69 Wilcoxonfk Ao b I
¥ Smad4 g 3 F 19ACp G4 T ARALHE L W
FHWilcoxonh R 56 X B Ja 2H A E 5 6 fR 2H
Smadd4 )3 )1 X AL PR S AT LR, FeAl
RIS mad45: K J3 5)) 17X CpGHLA73-4 5
CpGHLLT 10-1 1 P AMY it (1 F AL R 1 i 1 1E
TR L, XS CpGHLA 34 FH B KSR
FE 0 N 19.1%F120.3%, 78 1E H X 2 45 )
H10.9%H111.5%; FE4FCpGHifi3-45CpG i

(49

TR
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P710-11 1R~ F-35) B RLAL ZKF- B 5 v Tt B, L
HEFEZER, HIAE LP<0.05)(K3).

3171E

WA B A TR A3, OB R
TR . WFST 7 1 1987-20094E Hh [ 5 e 1 & 9
R 52008 4E A BRI 5 (GLO-
BOCAN2008)[1 45 1120084 2145989000 i &
R, TP E 46300041, 1746.8%. [FHA4EKAE
T B 1 273700001, HE 35200001,
47.8%, HAERAS[RIH X N HECL S AN [ R i 5 i
(19 3 2 AR AN [ A AP 50 8 7 5 i R0 % O 1Pk
BT et Zia 4 DL BN, FE v [ B R TR A
X, AR 13F A E R AR DR 45 R

MBE TR MR MR, SZEE. FIUK
OO WL SN, BMA . R A,
ol K 1 ) PR R A R e
BE o0, N ITEL2 080077+ 20077, HARAMAT]
BfE =2 B AR gy SRR, R, R
(10 9 2 AH ZE AR K, 9T B 15 o R S R 1 0
Ko, JET-%9541.3/100000, 52w T 4EH K
J%(14.2/100000). H 1 78 8L Wl 7= e 5% v e 5 9
{100 93 ZRAN IR T 0% v I £ 50 o R RO 2, S
I 1% T R P98 93 1 35 287 ] i v B X
[ R X, SO o o Ak B
0 93 25 0 b T e RO 2, LR
WEAT K - A S K 2 o B e a1 AT
R 20 A 80AR 5 W B I R iR U4
I TR, - AT AR A LU
54.7%". B T B S W R AR LA
figf i, 2 A i, AFRR HY s 1 R A
I, A DG AT R B S I B e T A T e
K DR 90 05 R 58 LA 4 e B A A e,
T 9 PR AR B A o3 1 2 LR AN W . 3
ok, IR Z R PR 5 R G b SR DR AL
5 35U R I A A 2 O, e SR TR S B T
X CpG &y 1575 F AL FBUL TR R 2 5 5
JiJeg A AR ) TR AL 2 —, TS mad4 3 RIAE A
LN, JETGF-BIE 516 T R 40 B 41
J5AE, 6 ST 546 T R AT O E Y, SRSk

LEYEES Z
Gop BT AR
F B G 89 R AL
HAAEFRE.
BEAE BT
CpG & 897 % F
A5 83t 4t
RERL LN
KA E 2
Z —,mSmad4
A B ARk R R
B, ZH#AERRE
F-B(transforming
growth factor B,
TGF-p)fZ 5# %
A G0 KA
Stk EAT 54
FEA KRR,
L7 AL 5 A
MG X AR E
BB RIHERR
AW Smad4 3L 1
BT AMS F B
FES
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WA #H AL
A AR
—NABEHKE

EAW, S
HEL MR ER
WK%, B &AL
B # Rk
MALDI-TOF MS
R Smad4 3 A
BT R TR
5 3 2 eh i Lk
BREA AKX FRN
R, &L H e
oA iE k% H A
ERCR: Al P
Smad4 % B &R
el A Wi A
S AR R ARE.

(49

TEE
Jaishideng®

baxicl CpGHE& syt IGHRIEE A
1 Smad4-1_2_CpG_1 0.01030303 0.00378378
2 Smad4-1_2_CpG_3.4 0.01918919 0.01090909
3 Smad4-1_2_CpG_6 0.01181818 0.01594595
4 Smad4-1_2_CpG_7.8 0.03333333 0.01945946
5 Smad4-1_2_CpG_10.11 0.02033748 0.01152850
6 Smad4-1_2_CpG_14 0.07181818 0.06729730
7 Smad4-1_2_CpG_15 0.01939394 0.02594595
8 Smad4-1_2_CpG_16.17.18.19 0.02696970 0.02648649
9 Smad4-1_2_CpG_20 0.00878788 0.00513514
10 Smad4-1_2_CpG_27.28 0.03606061 0.02702703
11 Smad4-1_2_CpG_29 0.00878788 0.00513514
12 Smad4-1_2_CpG_31.32.33 0.05121212 0.04216216
REEWE (%) 0.31801152 0.26081599
THIEPEICEK(%) 0.02650096 0.02173467
B ERRE Mann-Whitney U Wilcoxon W PlE
1 Smad4-1_2_CpG_1 548.000 1251.000 0.317
2 Smad4-1_2_CpG_3.4 438.500 999.500 0.035
3 Smad4-1_2_CpG_6 544.000 1247.000 0.410
4 Smad4-1_2_CpG_7.8 487.000 1190.000 0.139
5 Smad4-1_2_CpG_10.11 438.500 999.500 0.035
6 Smad4-1_2_CpG_14 548.000 1251.000 0.452
7 Smad4-1_2_CpG_15 480.500 1041.500 0.118
8 Smad4-1_2_CpG_16.17.18.19 598.000 1159.000 0.881
9 Smad4-1_2_CpG_20 501.500 1204.500 0.158
10 Smad4-1_2_CpG_27.28 497.500 1200.500 0.175
11 Smad4-1_2_CpG_29 501.500 1204.500 0.158
12 Smad4-1_2_CpG_31.32.33 504.000 1207.000 0.198

55 2 T IR 1 0 3 48 o 3 A1 (R B S A R
Smad4 3k K T HALTE/EDN A CS g e T AL He 7%
fi#(DNA methyltransferase, Dnmt) AL R,
PAS-IEF H i 2 2 (S-adenosylmethionine, SAM)
Shy FROAIEAAR, 7 s g 25 7 B S b —
SR, A7 0903 W R G X B TR 2Rk 1
AL 23 WAy 2 HARTT O EE R R B
X CpG ity F Ak 2 538 M 1) 2 S DR - AR
B IR 25, DT T 400 ) AT PR 1 Rk
Im) 77 2ot F Ak 45 5t 1 5000 T L) H 34
ICp GRUAZ T By 41, Ty H Ak 45 & 8 1A 2K W]
Tk A 7 2 R 3 AR A R B N 41 R 2 2k
Al 5 AR B B 1 TR R e 105 AR 12,
NIREIEES A T B SN i N o S S Tk S G S e S N
DNA FUIEA AL 2 B A2 s A, i Ak .
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LWt L. ADPAZBE AL S5 AH HAE H,
JERIAT LR e 2. B WP IESEDNA H
ST RS L A RS A R A &
WAL, 15K T B R DN A AL R 41 8 (1 12
B T 3P R e FECY, R, FEIDN A R L
R W IR M fi oA BIE T e 4 1R 7 .
HIRXTS mad4 5L N AL A 2 6 SCIRTIA
WO KL AL, (HR2, EJLFEH X DNAH
BEACAS DN T VLT G0 A 43 DL AL, 0T 0 Y AR
WM EOR, W e RSB HR . RO &
ik JeSss T FISLIEAS [ o ATk, ANBEN 2 H
HUAT TR R A% 27 5 22, I LRI R
WS mad4 5k R P EAR IR 3 A A 25 R A 1 1 AL
3T T ERVRR € DN A F B A6 IR Al g 3.
MSP(methylation specific PCR)Z AT JLAEE A
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NE, F. FelEiF kS mSmadsERBE) 5 HBPEIRS

1911

A S H FH I E M7k, RS madd FR AL I
W 0 5 923 MSPYZ:, MSP/&DobaczewskiZs” 14
S H 11— RS 3 R 54 R 28 7 V5. MSP
T2 DR U S A P O R S B AR T A 3
IZIDNA, A kA= H BRI C (s e ) 23 B e A
HURMERE), KA A CANSAR. 12
X HE F A AN F AL P 51 B & 2 AN Cp GAE
RIS, 15 H 24 M 5E V. (polymerase chain
reaction, PCR)H 4, £ J5 I FH 5 AE b vt Jie vk i3k
1708, #E 551 B ANIDN AT ) 4L
ARAS. Wang 2 WEWF9TSmad4 3L 8 FH AL 5
FH R FE I B FIM S P2, 12 7 725 PRI A ot i 2
G T D e BRI P DI DX 3 FE A R R O
LI DN AP CRIFVEPT 5 E R, Jf H R
O A, W HYE . SRS A 2 Ak, 1B
J& IFEARDN AR AE S AT BEAT I I A EATPCRY™
B4, LAMTFEADNARRAA AT 38 24 3 BRI, 1 B
0t 5 | EEsRAR T 2, 51 3 M CpGA
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SO S mad4 B R A, AH L E Py MR E
B v BV I T T T e RO B AT A AT A R S
T =, 25 R e S MG 2 S RS IIDN A
F AL T IEA TR K.

T4 K5 Hl(methylation-specific PCR,
MSP)MSPEAS I it 8 v Smad4 5 IR ) R B4R,
TR R R, N HTE ). R, gl
YIFTEL S ICp G i A7 B, AR AOE A I, &

iR EE

AT R B 5 Hr
AN AR R R
e B & AT R
R B REY
P A 3
oA h kR B
2, Bl R Rk
BRmERARL
AR LA LR, B
MALDI-TOF MS
ks Smad4 ik
B+ ReHA
AL B o T AL
R AEBATAR, TR
ok 5 AT A i
Fik B OBA AR
Y8 £ W Smad4
AR FF T AL
#9455, A1 F AR
£ 53758 A
HE R E R I
iz J{l Western blot
%A Smad4 &
Gy RERE, A
B IE A KR
T B KA R A &
FREETHS
W g 5 F AR &
FALE R ISR IR

2013-07-18 | Volume 21 | Issue 20 |



1912

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

HFRAENEILZYE 2013578188 5215 552087

W@ 53U

A AR T Smad4
AR EHFFR
5 #igeh it L
HB R R, KT
TR TIZEER
T B K IR R
F A B F A
— R RFE AL

(49

TEE
Jaishideng®

A FR I FEAN S84, 255 5 RS AR BH . A+
REAEHEITDNA FJEAL 7772, MassARRAY HiA Bk
] B SCPRAE . S VR AR A v PR
fia] B — ] LU 2 AN Cp Gy AP, JF o]
DA H S AR AT 257 1) FR L%, Tl I Epi-
TYPER#A /0 M R 48, v LB E BRI FEA
HREANCp GV A HT AN 26 1 B3 20 504 IR R, 2
P B RS I Saad4 T HREAR IR U5 1.

B2, IEH S T Smad4 it KA ) 7 XA F
A VT 55 20 R 1 35 B TR AR O ARG
I FMassARRAY £ ARk ISmad4 & K JA 51~ X
CpG 3-45CpG 10-1147 s =y AL TT g 2 B i
WE TG B T e AR I R A 2 —, AR
T TRV R 2 —. BE DB RG T, B
GRS B v e B AR T R A 147, HILIR R X M
bR TE R s AL, LAWEARCAETE b 3, AT A
BEAFAE— @M, A I 2 M G 2 s 45 N B 0t
S 0T K12 W BRI 7T LU 59, AR A X
%I, LA DGR R Wy AT 2E AT
ST i 99 AL R AT 0 sk AR T EE
AR £ W TGE-p/Smadsfs 518 i
Smad443 5L PR ) PR S AR /KT 558 e ()BT s
TG R R VIR OG, B2, A0 usgsE. 4
BT A A5 Sl i S BN TR £,
TGF-B/Smadsf5 5 il ¥ K& H.Smad4 40w 5 11
A T A e X, R R S AE
F, a5 A E % R AR R U IR R AR
X H T B IR ST

4 ZEE

1 RAZR, R FREDGMEME LT R AT AR E
30T, FRIE fRERERLF 2009; 25: 246-248

2 Zhao S, Venkatasubbarao K, Lazor JW, Sperry ],
Jin C, Cao L, Freeman JW. Inhibition of STAT3
Tyr705 phosphorylation by Smad4 suppresses
transforming growth factor beta-mediated inva-
sion and metastasis in pancreatic cancer cells. Can-
cer Res 2008; 68: 4221-4228 [PMID: 18519681 DOI:
10.1158/0008-5472.CAN-07-5123]

3 Wang H, Rajan S, Liu G, Chakrabarty S. Transform-
ing growth factor beta suppresses beta-catenin/
Wnt signaling and stimulates an adhesion response
in human colon carcinoma cells in a Smad4/DPC4
independent manner. Cancer Lett 2008; 264: 281-287
[PMID: 18367323 DOI: 10.1016/j.canlet.2008.01.039]

4 Barros R, Pereira B, Duluc I, Azevedo M, Mendes
N, Camilo V, Jacobs R], Paulo P, Santos-Silva F, van
Seuningen I, van den Brink GR, David L, Freund
JN, Almeida R. Key elements of the BMP/SMAD
pathway co-localize with CDX2 in intestinal meta-
plasia and regulate CDX2 expression in human
gastric cell lines. | Pathol 2008; 215: 411-420 [PMID:
18498120 DOI: 10.1002/ path.2369]

5 Kundu J, Wahab SM, Kundu JK, Choi YL, Erkin OC,

WCJD | www.wjgnet.com

10

11

12

13

14

15

16

17

18

19

20

21

22

23

Lee HS, Park SG, Shin YK. Tobl induces apoptosis
and inhibits proliferation, migration and invasion of
gastric cancer cells by activating Smad4 and inhibit-
ing B-catenin signaling. Int | Oncol 2012; 41: 839-848
[PMID: 22710759 DOI: 10.3892/1j0.2012.1517]
Wang LH, Kim SH, Lee JH, Choi YL, Kim YC,
Park TS, Hong YC, Wu CF, Shin YK. Inactivation
of SMAD4 tumor suppressor gene during gastric
carcinoma progression. Clin Cancer Res 2007; 13:
102-110 [PMID: 17200344]

Baldus SE, Schwarz E, Lohrey C, Zapatka M, Lands-
berg S, Hahn SA, Schmidt D, Dienes HP, Schmiegel
WH, Schwarte-Waldhoff I. Smad4 deficiency in
cervical carcinoma cells. Oncogene 2005; 24: 810-819
[PMID: 15531914]

Ikeguchi M, Iwamoto A, Taniguchi K, Katano K, Hi-
rooka Y. The gene expression level of transforming
growth factor-beta (TGF-beta) as a biological prog-
nostic marker of hepatocellular carcinoma. | Exp
Clin Cancer Res 2005; 24: 415-421 [PMID: 16270528]
Dobaczewski M, Chen W, Frangogiannis NG. Trans-
forming growth factor (TGF)- signaling in cardiac
remodeling. | Mol Cell Cardiol 2011; 51: 600-606 [PMID:
21059352 DOI: 10.1016/j.yjmcc.2010.10.033]

Guo W, Dong Z, Guo Y, Kuang G, Yang Z, Shan
B. Concordant repression and aberrant methyla-
tion of transforming growth factor-beta signaling
pathway genes occurs early in gastric cardia adeno-
carcinoma. Mol Biol Rep 2012; 39: 9453-9462 [PMID:
22722999 DOI: 10.1007/s11033-012-1810-x]

Sk ELE, 1457, HHAF. 2003-2007 4 [EFEAESED 5>
BT, A R 2012; 21: 171-178

MR, 2 = UGt AR E. Just: hE
PVIER RO R, 2008: 10

4z, BegdfR. 2004-20054 4 E SEA EIFHHAEJE
EH R RN HIEPIEEE AR 2010; 44:
390-396

AN R IR AL T A o — 2 58 = AL IR I BEhE
A dtst ARIIAEHRRE:, 2010: 52-62

P, B 2010 E MR SO, dbnt: FHER
R L, 2011: 192-196

Ferlay ], Shin HR, Bray F, Forman D, Mathers C,
Parkin DM. Estimates of worldwide burden of
cancer in 2008: GLOBOCAN 2008. Int | Cancer 2010;
127: 2893-2917 [PMID: 21351269 DOI: 110.1002/
ijc.25516]

Al INEE, P, BT 2003-20074F HhE B AN 5
FELAEULAHT. I 2012; 32: 109-114

PR, WHOIMESHT /285 B e e OB
. thE MR 2005; 32: 1201-1203

Zhang Y, Fan KJ, Sun Q, Chen AZ, Shen WL, Zhao
ZH, Zheng XF, Yang X. Functional screening for
miRNAs targeting Smad4 identified miR-199a
as a negative regulator of TGF-f signalling path-
way. Nucleic Acids Res 2012; 40: 9286-9297 [PMID:
22821565 DOI: 10.1093 /nar/ gks667]

SAERE, PRELE, SIkn], mazld, el ., TRils
BRI B IRRTSY. B 2001; 21: 334-338

Liu BQ, Peto R, Chen ZM, Boreham J, Wu YP, LiJY,
Campbell TC, Chen JS. Emerging tobacco hazards
in China: 1. Retrospective proportional mortal-
ity study of one million deaths. BM] 1998; 317:
1411-1422 [PMID: 9822393]

R, SR, BIFE. Hies . IR EREE
ELIFE. iR 1989; 9: 228

Hancock SM, Gopal DV, Frick TJ, Pfau PR. Dilation
of malignant strictures in endoscopic ultrasound

2013-07-18 | Volume 21 | Issue 20 |



NE, F. FelEiF kS mSmadsERBE) 5 HBPEIRS 1913

staging of esophageal cancer and metastatic spread 574-580 [PMID: 15033661]
of disease. Diagn Ther Endosc 2011; 2011: 356538 28 1353, AR, 200k, ARMH T B E i 2R G IE
[PMID: 22203779 DOI: 10.1155/2011/356538] . BTG EE S 2007; 34: 3081-3082
24 Chun N, Ford JM. Genetic testing by cancer site: 29  Kang HJ, Kim EJ, Kim BG, You CH, Lee SY, Kim DI,
stomach. Cancer ] 2012; 18: 355-363 [PMID: 22846738 Hong YS. Quantitative analysis of cancer-associated
DOI: 10.1097 /PPO.0b013e31826246dc] gene methylation connected to risk factors in Ko-
25  Shiou SR, Singh AB, Moorthy K, Datta PK, Wash- rean colorectal cancer patients. | Prev Med Public
ington MK, Beauchamp RD, Dhawan P. Smad4 Health 2012; 45: 251-258 [PMID: 22880157 DOI:
regulates claudin-1 expression in a transforming 10.3961/jpmph.2012.45.4.251]
growth factor-beta-independent manner in colon 30  FIo45, BEMERA, ZOHERE, MMEW, TN B2 JERE S
cancer cells. Cancer Res 2007; 67: 1571-1579 [PMID: Smad4F: K FH HALRADSHT. MRS E09 2011; 05:
17308096] 269-274
26 Xiao DS, Wen JF, Li JH, Hu ZL, Zheng H, Fu CY. Ef- 31 Kamb A, Shattuck-Eidens D, Eeles R, Liu Q, Gruis
fect of deleted pancreatic cancer locus 4 gene trans- NA, Ding W, Hussey C, Tran T, Miki Y, Weaver-
fection on biological behaviors of human colorectal Feldhaus ]. Analysis of the p16 gene (CDKN2) as
carcinoma cells. World | Gastroenterol 2005; 11: a candidate for the chromosome 9p melanoma
348-352 [PMID: 15637742] susceptibility locus. Nat Genet 1994; 8: 23-26 [PMID:
27  Kim YH, Lee HS, Lee HJ, Hur K, Kim WH, Bang 7987388]
Y], Kim SJ, Lee KU, Choe K], Yang HK. Prognostic 32 Smith E, Jones ME, Drew PA. Quantitation of DNA
significance of the expression of Smad4 and Smad?7 methylation by melt curve analysis. BMC Cancer 2009;
in human gastric carcinomas. Ann Oncol 2004; 15: 9:123 [PMID: 19393074 DOI: 10.1186/1471-2407-9-123]

% W B% 1954

ISSN 1009-3079 (print) ISSN 2219-2859 (online) DOI: 10.11569 20134}k ) Baishideng 75
o ?ﬁ»@v o

TOAHBRLAEIRAR (HRFATWEEL)
H49d 3 0.775

AFR 1 E RS OS2 322012-12-07 fy b B BHSAS BRI BT (AR T 5 IDAE L i kA6, (b
FERHE AT 5 1E R (%0 0R)) it BoR, 20114F (A AT A4 B s k387 1K, Mk F0.775,
A TN B 965.55y, AL JE N RMEZE 2RI SES L. 5700 ESAL, 43 BIALJE 1998 Ff o [ R A% 0 1A
FIOH E RS SCGHE T SR 65 0. 5523840, 5513847, HAbIEER; RI4ETEFR0.081, Hh5140.82, 51 HTI%L
526Ff, §ELIR T-13.59, BUSKIH T 1260.02, #7525 10143, RIFESCRk 642, SCHRYE T 20.93, HiX /A %729, HlH
S A$302, Fa 418 3CER0.45, AN ST ER0.01.

S0t Z T2 RFG bR GE A VP M FAT B R VP UGRESR, (T A4 MR A« E R0
7 (AR NTHAIEY ).

(49

TR

Baishideng® WCJD | www.wjgnet.com 2013-07-18 | Volume 21 | Issue 20 |



WA EARILELR

wcjd@wijgnet.com

HRIEL N BZYE 20135:78318H; 21(20): 1914-1924
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

L 24 77F 572 BASIC RESEARCH

PISMIRTIEG A ST — FHE RHF S I K B KB 2 PEGFAN
PGE,3R3% IS5

CEE

A A —FF 3 L
BTG, K
T 09 Z IR ALH B
W R R, A
% I B 5 A SL IR
¥ % (gastrin,
GAS)BEA =W 3k
BF(1,2-Dimethyl
hydrazine, DMH)
FERXAKRBD
R A, A
A B (proglu-
mide, PGL)# 47
T, Rt
2P R R A K
B F (epidermal
growth factor,
EGF). #3%
E2(prostaglandin
E2, PGE,)¥ & &
ERE & XA
B AUAT 2 K W T
TP aEA.

W@ 5 #RA
HBA, Hax, F
mRFHEE
R € g &N

(49

T
Jaishideng®

KEE, WF, &, BN EFRREERHALAR STMAE
# L 563099

K2, mhint, F2MERBEOAR TIE.

FM B AH R AR AT BT B, No. S—2007-103

T B ERAT TS R F 8RB, No. TZJF—
2011-32

& RS INEABXESERT, HARIIEBEFIRIE
7o, AN AREEDKSSSERELATN, S SRER
WK SSTeA; XEHR.

BIRAEE: ©GE, 2B, TEEIR, 563099, SRINDE W HAER
2015, &Y ESFMBERDE AR, kuizhao95868@msn.com
RS EEE: 2013-05-07 {BOEHR: 2013-06-26

¥ESEHE: 2013-07-03 7E£5HBhRBHA: 2013-07-18

Effect of endogenous and
exogenous gastrin on PGE,
and EGF expression in
dimethylhydrazine-induced
colorectal cancer in rats

Man-Man Zhang, Tao Peng, Kui Zhao

Man-Man Zhang, Tao Peng, Kui Zhao, Affiliated Hos-
pital of Zunyi Medical College, Zunyi 563099, Guizhou
Province, China

Supported by: the Science and Technology Program of
Guizhou Province, No. S-2007-103; the Special Scientific
Research Fund for High-level Talents in Guizhou Province,
No. TZJF-2011-32

Correspondence to: Kui Zhao, Professor, Chief Physi-
cian, Department of Gastroenterology, Affiliated Hospital
of Zunyi Medical College, 201 Dalian Road, Zunyi 563099,
Guizhou Province, China. kuizhao95868@msn.com
Received: 2013-05-07 Revised: 2013-06-26

Accepted: 2013-07-03  Published online: 2013-07-18

Abstract

AIM: To examine the effect of endogenous and
exogenous gastrin on the expression of epider-
mal growth factor (EGF) and prostaglandin E,
(PGE,) in dimethylhydrazine-induced colorec-
tal cancer in rats to explore the role of gastrin,
cyclooxygenase (COX)-2, EGF, PGE,, and EGF
receptor (EGFR) in colorectal cancer.

METHODS: One hundred and forty rats
were randomly divided into seven groups:
DMH+GAS, DMH+PPI, DMH, DMH+GAS+PGL,
DMH+PPI+PGL, DMH+PGL, and control group.

WCJD | www.wjgnet.com

The concentrations of GAS, EGF and PGE, in se-
rum and large intestine tissue homogenate were
determined by radioimmunoassay. The expres-
sion of COX-2 and EGEFR in the large intestine
tissue was detected by immunohistochemistry
and quantified by optical density analysis.

RESULTS: The concentrations of GAS (pg/mL)
in serum and large intestine tissue homogenate
were significantly higher in the DMH+GAS
(15.59 + 2.90, 0.38 + 0.11) and DMH+GAS+PGL
(15.31 £ 5.66, 0.35 + 0.10) groups than in the con-
trol group (8.64 + 2.36, 0.16 £ 0.03) (all P < 0.05),
and in the DMH+PPI (20.50 + 3.71, 0.45 £ 0.13)
and DMH+PPI+PGL (19.90 + 5.10, 0.37 + 0.11)
groups than in the DMH (13.12 + 3.47, 0.19 £ 0.04),
DMH+PGL (11.45 £ 5.13, 0.20 £ 0.05) and blank
control groups (all P < 0.05). The concentrations
of EGF (ng/mL) in serum and large intestine
tissue homogenate were significantly higher in
the DMH+GAS (4.26 + 0.92, 0.011 + 0.005) and
DMH+GAS+PGL (4.29 £ 0.50, 0.009 + 0.005)
groups than in the control group (2.91 + 0.54, 0.002
+0.0007) (all P < 0.05), and in the DMH+PPI (5.20
+1.03, 0.015 £ 0.007) and DMH+PPI+PGL (5.13 =
0.50, 0.011 + 0.007) groups than in the DMH (3.76
+1.47,0.004 + 0.002), DMH+PGL (3.59 + 1.12, 0.002
£ 0.0018) and control groups (all P < 0.05). The
concentrations of PGE, (pg/mL) in serum and
large intestine tissue homogenate were higher
in the DMH+GAS (76.03 + 60.75, 2.74 + 0.76) and
DMH+PPI (70.29 + 66.58, 2.42 + 0.89) groups
than in other groups, but the differences were
not statistically significant (all P > 0.05). Serum
and tissue concentrations of GAS (32.06 pg/mg
* 15.84 pg/mg, 0.73 pg/mg + 0.31 pg/mg), EGF
(448 ng/mg + 1.13 ng/mg, 0.045 ng/mg + 0.020
ng/mg), and PGE, (99.05 pg/mg + 60.80 pg/mg,
4.27 pg/mg + 1.17 pg/mg) in adenocarcinoma
were higher than those in the control group (all P
< 0.05). The IA of EGFR (17161.67 + 9851.33) and
COX-2 (21403.33 + 11377.25) in the adenocarci-
noma group was higher than that in the adenoma
(5154.00 + 2744.13, 7291.60 + 2849.12) and control
(3327.11 + 1880.44, 4822.90 + 2340.89) groups (all
P < 0.05). The positive rates of EGFR (66.7%) and
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COX-2 (81.5%) expression in the adenocarcinoma
group was higher than those in the control group
(0%, 30%) (all P < 0.05).

CONCLUSION: Endogenous and exogenous
gastrin could induce the expression of EGF and
stimulate the secretion of PGE, in colorectal can-
cer. PGL does not inhibit the effect of GAS on
EGF. GAS, EGF, PGE,, EGFR, and COX-2 play
an important role in the formation of colorectal
cancer. EGFR and COX-2 are involved in the
proliferation of colorectal tumors.

© 2013 Baishideng. All rights reserved.
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BrY: K3+ AR H & (gastrin, GAS)AF
ZEMFEFRARDBEEFRALAERAT
(epidermal growth factor, EGF). #1%|i%z %
E,(prostaglandin E,, PGE,) & ik #9 % " vA %
GAS. & Fi(cyclo-oxyge-nase, COX)-2.
EGF. PGE,. & &% KK-FZk(epidermal
growth factor receptor, EGFR) XK & F 49
AEA.

Fik: 140 2 K A BEALS A 748 (D)= F B,
2-dimethyl hydrazine, DMH)+GAS; (2)DMH+
REB B EIE ¥ (omeprazole enteric
capsules, PPI); (3)DMH; (4)DMH+GAS+%®
&-Pe(proglumide, PGL); (5)DMH+PPI+PGL;
(6)DMH+PGL; (7)* 2. 2 a4t 9z e
doFFe K ARG R L FRGGAS, EGFAe
PGE,iRJZ, %98 4127405 k4 K fj 4028 P
#9COX-2F"EGFR#) K14, W B £ 505 & 07

ZR: ()FISA M B FAHL PGAS.

EGF. PGE,k F tb3:: GAS: DMH+GAS(15.59
pg/mL£2.90 pg/mL, 0.38 pg/mL+0.11 pg/mL)
41 5 DMH+GAS+PGL(15.31 pg/mL+5.66
pg/mL, 0.35 pg/mL+£0.10 pg/mL)483% & T *F
B ZH(8.64 pg/mL+2.36 pg/mL, 0.16 pg/mL =+
0.03 pg/mL)(P<0.05), DMH+PPI(20.50 pg/mL
+3.71 pg/mL, 0.45 pg/mL=+0.13 pg/mL)
48 5 DMH+PPI+PGL(19.90 pg/mL+5.10
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pg/mL, 0.37 pg/mL=%0.11 pg/mL)4¥ & T
DMH(13.12 pg/mL+3.47 pg/mL, 0.19 pg/mL
+0.04 pg/mL)2E. DMH+PGL(11.45 pg/mL
+5.13 pg/mL, 0.20 pg/mL£0.05 pg/mL)Z8
% 5B 4n. EGF: DMH+GAS(4.26 ng/mL+
0.92 ng/mL, 0.011 ng/mL%0.005 ng/mL)28 5
DMH+GAS+PGL(4.29 ng/mL+0.50 ng/mL,
0.009 ng/mL=+0.005 ng/mL)%03) & T x+ 2&
20(2.91 ng/mL%0.54 ng/mL, 0.002 ng/mL =+
0.0007 ng/mL)(P<0.05), DMH+PPI(5.20 ng/mL
+1.03 ng/mL, 0.015 ng/mL%0.007 ng/mL)
20 5 DMH+PPI+PGL(5.13 ng/mL+0.50 ng/
mL, 0.011 ng/mL+0.007 ng/mL)%834) % F
DMH(3.76 ng/mL+1.47 ng/mL, 0.004 ng/mL
+0.002 ng/mL)22L. DMH+PGL(3.59 ng/mL
+1.12 ng/mL, 0.002 ng/mL+0.0018 ng/mL)
AR B4, PGE,: DMH+GAS(76.03 pg/mL
+60.75 pg/mL, 2.74 pg/mL+0.76 pg/mL)%
DMH+PPI(70.29 pg/mL+66.58 pg/mL, 2.42
pg/mL£0.89 pg/mL)48 & T A4l 12 2 F 1
%3t 3 & L (P>0.05); Q)R 40 i R AL LR P
GAS(32.06 pg/mg+15.84 pg/mg, 0.73 pg/mg
+0.31 pg/mg). EGF(4.48 ng/mg+1.13 ng/mg,
0.045 ng/mg=£0.020 ng/mg). PGE,(99.05 ng/
mg+60.80 ng/mg, 4.27 ng/mgx1.17 pg/mg)
KE ) & T 3R A(P<0.05); (3R 4127
PEGFRZCOX-2#914(17161.67+9851.33,
21403.33+11377.25)% & T M5 48(5154.00 +
274413, 7291.60+£2849.12) %+ #& 40(3327.11
+1880.44, 4822.90+2340.89)(P<0.05); A%
2842 # EGFR(66.7%)~ COX-2(81.5%)%) a4
Fik B F T AR L(0%5.30%)(P<0.05); (4)45
) K Bk % 7, EGFRECOX-2 4 3 F] & ik
1748), =% 69 FRPERE XA £ 3 (" = 0.818,
P>0.05).

it ()ASMRIEGASH THFRMEL P
EGF#) &4, T HAT 3 PGE, % oik; (2)PGL
FH %A 7 GASKTEGF #9423 48 A ; (3)GAS.
EGF. PGE,. EGFR. COX-27 K # 7%t 75 %,
P A3 T T 094 5+ EEGFRACOX-2 3 F)
A5 T KIAr s oy £ RIGsaT A

© 2013FRIXTBaishidengFiE.

KR REAKETF SiFIREE,; BIAE, IS
f&; KPadE

ZDIRIR: WS B Bk (gastrin, GAS)3) 745
K % % o A & K B T (epidermal growth factor,
EGF)# &1k, ¥ AL 4%t 7] 5] I Z E,(prostaglandin
E,, PGE,)# ik, #48-f(proglumide) % 7 474

A7 B 5
GAS TR # X 7
& % FPEGF# &
ik A PGE,% %
#:; GAS. EGF.
PGE,. EGFR.
COX-24 X i J&
R AR bR
TR, 24
F AR A AR
GAS % 3 47
PGL*IGAS/E X i
S P AR R 8l
Fik—F KT
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E:erofo%os% GASHEGF#{2# k. GAS. EGF. PGE,. & MIEN10 wk; (2)DMH+PPIAL, [{if4:DMH
W HGASH K KA K EF 2 4k(epidermal growth factor receptor, 20 mg/kgi TSI MPPI(1.0 mg/qd)#EFH 10 wk;
ifgéjs*g’i EGFR). R &AM (cyclo-oxyge-nase, COX)-2£ kX  (3)DMHA, H4iZ5DMH 20 mg/kgfy FiEH
Gk s n RO T RE T E2HHERFLEGFRA 10 wk; (4)DMH+GAS+PGL4], fEDMH+GAS
MR COX 2RI AL T XK MphrJE ey A KIG 42, 3R F4PGL[200 me/(kg » qd)[EE 10 wk;

e, w5k, 00 RINRCASY BEESIAR s )0 MITPPIYPGLAL ZEDMH-PPIALILI L
TOEGFRIPGE ZAMSAN. HFRE A ZvS 2013 2120 PGL 200 mg/(kg * qd)# % 10 wk; (6)DMH+PGL
1914-1924 URL: http:/Awww.wjgnet.com/1009-3079/21/1914.  #H, fEDMH#Z] KAl 43 PGL 200 mg/(kg * qd)iE
asp DOI: http://dx.doi.org/10.11569/wcjd.v21.i20.1914 %110 wk; (7)5@%2”‘, ?ﬁ*ﬁﬁDMHﬁU%B"]’E’ZfE%ﬁ
IKEE RS 10 wk. BEEIFR TR 1K, LLRFEDMH
0 3= JePGLITHT L, SE56 43130 wk.
U T e L S RT, — R h ACT 4k 1.2.2 KB Ik 98 o BOME B %52 (D) EUM: F-5618.
T 5 6 1 A O 6 MR - s o 240 BB BET I R, B30 A EALAE,
B L R - v B R - S R e e i Ry R LB BB H IR ALK S R
SRR, (LB AT o A, Sk TREOELH . SR IBEIE S i U M e e 3
SRR R R L, Ve e aacy BRI b A 2B R R R Ak 2
FENW R IR [ BFSE, — L1, 2-di- T PV R A4 i I PRI [ 5 DR A7 A5 I XE
methyl hydrazine, DMH)&—Fi8u@y, Foige AU MIEATHER KNS mL, MR S
JFF IO 8 A R A R R, S p- A e e /03000 r/min, -4 C)HUMLFTLTLS mLA VR
Ghs IR, BN s, AF VRO SRR R E-80 CUKARRAE; (2)
1 0 40 B AT B L (K B A R Rl 4 S HER (OSBRI S DL, U vk
PR 4840 B (0 0 P B T T, At gk R B 18 A I P HRCIIL T MK i 2 23 K L R
FUEY, SEOGE LAt ARzt WIGAS. EGFHIPGE MR, 21 Uk A0k
43 i (proglumide, PGL)7E 5 W % (gastrin, GAS) W KBALLA P FICOX-2MEGFRIZERIL, HIC AN
BTSRRI 5 A DMHYE SO B o FHPEDI A VR B I, A5k U BEA L £E5 4
ASPERE T, I UG R A K Tk B, X400 A BB F IR S, R
(epidermal growth factor receptor, EGFR) Az R Z1J it 448 5 {0 FO U 52 R B 4 4 i 1 25 o 20l 20 A
ZE,(prostaglandin E,, PGE,){ 550, JFRITARE  FH 05, B 158, B0 4258, BRts 1l
ML T GAS. EGFAIZZ K, PGE M 34r. FHIEANM%<10% 4075, 10%-30% 4147,
fiff(cyclo-oxyge-nase, COX)-2IKZ A, HXFAR  30%-70% 4245, 70%LA 1 Ry3 5. 256 LikAG34),
R COX2 S EGFRILFIRIARIATEL  Z0E> 1R R FHE, (B %065 43 #r.
B, ARERI 5 DR -1 25 M A R v (R . SitF bR S0 KK HHSPSS13.04t 1
SERAFUARER, FEiT TR FIANOVA, o 4646,
1 HRADTSE K KifEa = 0.05, P<0.05# 52 5 AT i 2
L1 AR BRI S8 = S E) 5y
PyrpiE g & Wistar K EL140 K, J5if80-120 g.
DMH(Sigma/A #l); W MIGH I E(omepra- 2 BR
zole enteric capsules, PPI)(M /RIEAAESHI 25 BR 2.1 KR A K — A SLE I £6 B K AR LA SEEG
A FL); PGLCH PN S 1 25 e A A B 23 7). AIIL120 KR, JETZ15 K, ARIET H12.5%,
12 Fik R AR I KGR ERAR, AT NE ). xt
1.2.1 FE7 EAshi o 140K RA TS HA200UREIEsEF, JooET:. %518 &4 K
T B =9, 25 °C, YIS h/d, WA RNEAAR WLk AL; 524 eI 4 & A2 ]
e 38 JOREARR S, WOR F SRR, SEIRRTIE Y. KRR I, Sk, K/h20.2-0.5 cm
PR T wk, 2 IR E, F R IG G S, NEE: 30 IDMH+GASZ . DMH+GAS+PGL
H20, BHFLS A (DDMH+GASH, [Fi4 4INDMH+PGLA & H4- . DMH+PPI+PGLA
DMH 20 mg/kgf FrESRATLIKGAS(20 mg/qd)  5H. DMH416{. DMH+PPI417, KL%
Jgg,@ WCJD | www.wjgnet.com 2013-07-18 | Volume 21 | Issue 20 |



KES2, 5. WINEMCASH —BEFNFSHAE RBEBLPEGFRIPGE, KRN0 1917
& | BERENSARHGEIEEES 1) mil# a5
KEBHRLA
oW B A SR
i 18 wk 24 wk 30 wk — 'j_ff G /; Sjji X
pera— o PR o e prrevmarmr k2 b J Z ¥ XEGF.
SO PUEDIE mDE WEDE E BEDYH PGE, £ 3% Ajr i
DMH+GAS 6 1/6 6 2/6 5 4/5 717 I -
DMH-+PPI 5 0/5 5 2/5 6 6/6 8/16 #GAS. EGF.
PGE,. EGFR.
DMH 6 0/6 6 2/6 7 77 9/19 COX2 % % BT
DMH+GAS+PGL 6 0/6 6 3/6 7 477 7/19 K WA AT
DMH+PPI+PGL 5 0/5 5 2/5 6 5/6 7/16 A2 5 48 2 A A
DMH-+PGL 6 16 6 2/6 6 4/6 7/18 gi‘if%%%
NHB4A 6 0/6 6 0/6 8 0/8 0/20 w
REBEX 40 2/40 13 13/40 30 30/45 45/125

DMH: —EBER; GAS: BINRK; PPl BASEHINZEINEE; PGL: IREZ.

1 KipAE.

RIFEM, K/NZ10.4-1.0 c AN (B 1), 64120 5
KBRS A e

22 REHEF EWE Y KRR LK E
VR, gl RAR TR ) R B, 6 A K BTG —
Jiggg A, BRI 3R 120 KGR, ZETC1ISH, R
Jib I e Phas I, B AR R 2941.1%, o Ep Al
M2 400, WRdRa s, MR tEsm AR 114, Mse2 7401,
BIo e g iR (R, E2).

2.3 HI18HE I &Ll fr &AL PGAS. EGFA=
PGE,# % Yo 55 44518 wkIFIF I B4 o, AN ] 52
I AR MAH S GAS. EGFHIPGE, & &
AT (GR2, 3).

2.3.1 B4 A2 47 GASHKJE Yo 4k DMH+GAS
5 DMH+GAS+PGLAL Y i T W2 (P<0.05),
DMH+PP14]1 5DMH+PPI+PGL41 %% TDMH
1. DMH+PGLA A 4. PPIV] Aeidiel — &
HIIEET5 T GAS /T, PGLAE JHGASSZARIH,
il IEABRIRGASHIZIL, el FHITGAS
B AR S 5 R HIGASIIEA].

232 B4 FH AL PEGFRE: DMH+GAS
21 5DMH+GAS+PG LA 2 T B 40, (P<0.05),
DMH+PPIZ 5 DMH+PPI+PGLA %) = ' DMH

(49

a3
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‘4. DMH+PGLA Xt 4. DMH+PPIA w1
DMH+PPI+PGLA . 44 DMH+GASA =T
DMH+GAS+PGLA, A% ®¥ Lg% E X
(P>0.05). " LIS HHGASH L=k G5, W hHE
It — R ME 50 %75 FEGF 4L, PGLH]
REAMHIGASIREGF#RIA IAEH], I HARMEH L
FiE—E W98, DMH+GAS & DMH+PPIZ Il
ML PGE M B v T HAh 4L, (1227 gt
25 (P>0.05).

2.4 REER ik R FGAS. EGF. PGE,
HE A YA GAS. EGF. PGE, /& I vk Ji
YT 0 4. (P<0.05), HL &R 1~ (A9 55 i 21
TR, H 22 R TSR R X (P>0.05), X
L K] 18 I I A 0T HEL 2 - e - Mg i A -
JiEE A AR O i (R4, 5).

2.5 REEALALEGFR. COX-2k k89 %95 40
AL e & 0 F (AR AP R A R ik
IR AU PEGFR. COX-211A ¥ T i 41 &
XF IR 41(P<0.05). 4l PEGFR. COX-2[fFH
PR R IE R 5 T IR 2 (P<0.05)(36, 7).

2.6 FPELA LR FPEGFR. COX-24:F & ik & £ #)
4545 K Ih9gg o, EGERFHPE L2501, COX-2
BHAEFIE33 41, BHMEIL IR A 1741, B SL )
FRALAE, N K5 L COX-2FIEGFRI
PR R IA 2, 25 1 BoR —F MR R % 2=
Ay’ = 0.818, P>0.05), FLAIFKIERE m, Wi
EGFRHMCOX-23L (R Z 5 T Kz [ g 11 A= K 1
B REFR(KS).

2.7 EGFRA=COX-2 %95 2 AL 5 3 &, COX-2F11
EGFR 2R 41 M R A, 5 2 o Bl it
MR, B IEH A2 B R AN ERIEY
I EGFRAE MR ok Ry B, i 75 iR
Pl B s v 2RI A B COX-27E IR I
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| B 3E XA

K W % 0 E g &
HBEH FHEA
e KT K I
I RGR A B S
A, A EEiE
XA K AR
w7 3, KT GAS
it fE b 5 1
e A, 3
— & B R K W
T A% A L], it
K B S 6 B b
AR G ah 2%
RIE.

(49

TEE
Jaishideng®

P R g
3 “:/"'l"‘ o l 7

2 EEREHERA
HERBLER(x 400). A:
IEF RN, B A
fugs; C: BYE; D: B9E
PERERAS; B B

& 2 18 wkIESERI34ABIGAS, EGFRIPGEREBILLER (mean + SD)

4R n GAS(pg/mL) EGF(ng/mL) PGE,(pg/mL)
DMH+GAS 5 15.59 + 2.90° 4.26+0.92° 76.03 £60.75
DMH-+PPI 5 20.50 +3.71° 5.20 +1.03° 70.29 + 66.58
DMH 6 13.12 £3.47° 3.76 +1.47° 68.05 + 33.55
DMH+GAS+PGL 5 15.31 + 5.66° 4.29+0.50° 55.17 £15.15
DMH+PPI+PGL 5 19.90 +5.10° 5.13 +0.50° 56.56 + 19.74
DMH+PGL 5 11.45+5.13% 3.59+1.12% 54.09 +32.47
WA 5 8.64 +2.36 2.91+0.54 59.72 +41.57
FE 5.31 3.746 0.209

PE 0.001 0.007 0.971

?P<0.05 vs YIBRZH; °P<0.05 vs DMH+PPIZH; °P<0.05 vs DMH+PPI+PGL4H. GAS: BINE; EGF: REREKRF;
PGE,: BIFUEREKE,; DMH: —_EBESH; PPI: BAERI N7/ BASE; PGL: IREHZ.

IR AR R IR 2R R 3 R PR, ik
i E(E3, 4).

3 1ie

DMH & H 1l 23 W0 K 8 B0 57, WeiPm
MaZEBR D MH I & K O . A

WCJD | www.wjgnet.com

WEFE N FHDMH S & K g i, 5530 )8 9 42 %
FIA8 1. 1%, 5 SCHRHRIE IEAAM [, 455 KRK
IR IR, Lrb Bk A 21, RROR R gt
AU A S, R FE AR 1149, Bg 274, bR
4 2R 2 R R e A2 ke R ok 2 5 N AR K g i
(10 955 A% ok FE AR A AHARL, AT DA G 1 B AR LN
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3 RREKERFS WA FHG
AHIRIK(x 400). A: 1F A LA A LT,
WAL B R C: B A A j‘%* ;{: %
AR Ty, [ KM R 4 K I
PEREAS; D IR, appaliged

AR I i 96 1 S B80T 9

GASJZE M 718 G4 fa 43 Wh (1) — Fh 2 JIK
%, TG A S B AR T, b1 3= 224 B ) R
ST R A PR TR R A O A e B A 4y
M Tk, VPN GASS B I E S5k
JWges 1) 0% R AT IL, R IL60%-80% LA F1H 45
Jigg 2R RE F ) LG AS. GeorgopoulosZe )
GASHIUX iz B fi 22 70 73 i3 th s GAS 72 K
i M98 () Ak S A B DR 3% A S I P P AU
GASP}FIDMHEUE, T LULGASZAFEHLAIPGL

(49
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4 WEHE-200RX
(x 400). A: [EH A,
B: BRI C: BRRIREREAT;
D: Hiﬁ

I, AW 18 J I A AL FI AL GAS.

EGF K PGE, &, M4 R LI HHPPIRE

FHFHENGASHI FERIL, GASH I Z LG
Ja, i RIME 5 S5 SEGFIN#KIL; EGF
XFGASH A REAT e ek H]. 1115 i i
A GAS KIS e Rk ] LR EGFR
MECAR. REGE AL T4 EEM; EGFRY
JBCAAEGF 4 & Ja v I 2 51 2 45 Wi
W A AL g, HRIMEGFRIBZ 5172
I T g TR el RO, AR AR 22 5 i o R 4

A
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R 3 18 wkiRLASEEISMABIGAS, EGFRIPGEREHIELHR (mean + SD)

pax:] n GAS(pg/mg) EGF(ng/mg) PGE,(pg/mg)
DMH+GAS 5 0.38+0.11° 0.011 +0.005° 2.74+0.76
DMH+PPI 5 0.45+0.13° 0.015+0.007° 2.42+0.89
DMH 6 0.19 +0.04%¢ 0.004 + 0.002°% 2.25+1.19
DMH+GAS+PGL 5 0.35+0.10° 0.009 + 0.005a 1.96 +0.55
DMH+PPI+PGL 5 0.37+0.11° 0.011 £0.007a 2.00+0.42
DMH+PGL 5 0.20 + 0.05°¢ 0.002 + 0.0018° 2.29+0.48
WigA 5 0.16+0.03 0.002 +0.0007 1.83+0.62
FE 9.22 5.554 0.829
PE 0.000 0.001 0.559

?P<0.05 vs NIBH; P<0.05 v's DMH+PPIZH; °P<0.05 v's DMH+PPI+PGLZH; %P<0.05 vs DMH+GASZH; 'P<0.05 vs
DMH+GAS+PGLAH. GAS: BINEK; EGF: RRAEK RS, PGE,: BIFIRERE2; DMH: _EBEHH; PPl RERIWEZS

fRFE; PGL: IRERZ.

® 4 AEEEMBEGAS, EGFAIPGE,REHILLER (mean + SD)

ax’:| n GAS(pg/ml) EGF(ng/mL) PGE,(pg/mL)
fRAER 5 13.94 +4.82° 3.65+2.11 64.07 £ 18.90
IRIEB LR 1M 21.43+10.28 4.39+0.80° 65.15 +27.32
fRiR 27 32.06 + 15.84° 4.48+1.13 99.05 + 60.80°
WiRA 15 8.76 +4.53 291+1.15 46.76 + 25.57
FE 8.558 4.827 3.574

PE 0.000 0.005 0.021

°P<0.05 vs WIRAH; P<0.05 vs [REBAH. GAS: BIWEK; EGF: RERAEKR S, PGE,: BIFIIRZRE2.

R 5 FEEELALAGAS. EGFRIPGE,RERILLER (mean + SD)

ax’:| n GAS(pg/mg) EGF(ng/mg) PGE,(pg/mg)
fERsER 5 0.30+0.17° 0.025 + 0.005° 3.08 +1.66°
R 11 0.56+0.17 0.037+0.017 3.64+0.62
] 27 0.73+0.31 0.045 +0.020 427+1.17
WiRA 15 0.21+0.12* 0.025 + 0.006° 2.13+£0.91*
F& 8.93 3.372 7.02

PE 0.000 0.026 0.001

°P<0.05 vs fER4H; °P<0.05 vs IRBAEBISAH. GAS: BIlE,; EGF: REHK RS, PGE,: BIDIRZE=E?.

HEGFilId 454 GASHE) T FIMEGFII/E G
fE-gEREMT 2 5GASEIAM LA™, PGLIEN
GASZARFEHRIIFAFRICG A S IX, 17 2l
W PHIKIGAS S HZ k45, MHIGASHIE. 1t
SR S5 18 J I 5 AL i A A Z P EGFMBE I L
%, DMH+PPIZH¥) =+ DMH+PPI+PGLA, 41
ZUIPDMH+GASY = T'DMH+GAS+PGLA], 1H
ZESF TG F R X (P>0.05). L4 K HPGL
A G A STE R W A L R oW E GF IR g kA

WCJD | www.wjgnet.com

M, EHEAEH AR E. A1 870 4
52 PGL AT LARH Wi A4MG A STE IR 7= A= EGF I
YRR, e B o iR AN B X2 PGLIAE RE g4I
G ASTE S ¥ 41 FRH T-29 0 X E GF 2 8k 15
H, AEHAMEIVEH S GASIKE A 5. He25P R L
PGL® AR 77 K e 4 e S W40 1) 31 5 Tt B
R, BTG A S K M J 40 1) 2 484 5
YE . Meten-Muchas" W57 % BIPG LA 8Kk
JE0° 10° 52107 mol/L)I A BESMHI A e 40
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R 6 EGFRFICOX-27ERRER4E. AREMEREEZN4A. ARE/ANIESAMFRANIAE (mean + SD)

D4R n EGFR COX-2

fRIR 5 5154.00 + 2744.13" 7291.60 + 2849.12°
fREBHTB L 11 10673.64 + 382462 15964.55 + 9728.46°
] 27 17161.67 + 9851.33 21403.33+11377.25
WigH 15 3327.11 + 1880.44° 4822.90 + 2340.89°

°P<0.05 vs [RIERZE; P<0.05 vs IFE4H. EGFR: REPA KRS, COX-2: MERE-2.

R 7 KIFHAPEEGFRFICOX-2PBMRIAZR LR

EGFR COX-2
248 " BEIEL) BEIEER(%) BB PEMESR(%)
IERH 10 0 0 3 30.0
feRiERZE 5 1 20.0 3 60.0
RERMIE0E 11 6 54.5 8 72.7°
feRiERlE 27 18 66.7° 22 81.5°

°P<0.05 vs IERAH. EGFR: REZAEKES,; COX-2: MEHT-2.

& 8 AlBAEECOX-2RIEGFRAVIERIRIA ()

i EGFREA
COX-2%K e e
[B 17 16
B 8 4

EGFR: REZAEKET; COX-2: EEE-2.

MO RE38 4N Hu 5. G A SHT LAk 45 g3 40 g
JN-TAK A (NS &5 BV 22 14 3 30 440 PR e
(40 Bk I AR K, (R R BE R F AT LA PGL
B!, BabaE PHEWI 10°-10° M G-GLy(H&
PR AE G A S) i 35 115 0 N 288 4 o & e 40 PG
(Lo VoFIHT-29) 112 281, G-GLy*T &5 Wi 41 i
(112 2845 F T Al AR B G AS/CCRAZ AR it
FIPGLAI S AT (0 2 1R) T fil. GASIZ A
ECCK-A. CCK-B. CCK-C, PGLIfFARJ&45 5+
[1ICCKBAZ A 4 HI 7, SU %k FEo R ) f ik,
ML E AR, R, E K P PGL AT
REFB 40 GASHEBEEGE /0 WA AR I, (B IGAE 1T
NIRRT

K I e ) A= K 3 4 ek B2 CO X -2 FIP GE,
RIEEEER, COX2MmRIES KIgE ik
AL RSV, HRKILCOX-27E 1IEH K
JWr b Bz 40 M rp LT AN SRR, AR K i 4L 21
RERIE, FORCOX2MmERIEN 625 T K

(49

kR £ 3
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FE R AN cOX-22 5 K R L
BUATR JUAS: (O)F0H R 40 P 15 (2) (e ik i
SR LA PTG A (3)ME5mIR 22 075 (4) e itil; (5)
R 20988 IR 2 g I AR T O H RO R
LR, COX-2/PGE,E 2 Pl I s JUH &
AR MR e Rk, IR R ) R A S
R S B AR . A AR AR TR AR
V2 AP IRE, ARSI YEEr. v,
VAN 5925 J U PGE, it 1 i i e vh 2 Bt
AR5 i BUR R NN LB e o
L5 T BER A g 1 A B2, 3T SR 9AE 5
PGE, &% I s 1 3k g, T8 ik axin ¥ 1 45 A2
B-catenin'™. ZRMFTTLE FEW, 16Kk
1, GASHCOX-28 Rk IF H ol LIMEPGE,
(K53 . SRR 2P RS2 G ASFICOX-24E K
SRE NI T S T AR R R R AR I
Ik, HL R I B R 5 AR DG RN
PGE i 5 I 111 5 COX-2 /) 5 1 5 B 46 T
SR, Slice ™ MIESE, GASH LI EICOX-2
mRN AR F 17K F LA K& AR 3EP GE, 1) 43 k.
Colucci®P HEFT & ILG A S ] LA 3 45 W e
HT-2941 i ¥k HERK-1/ERK-2FA K tir) i R A, «

IEFECOX-2 (1K IEMPGE, 70 Wh. A5, 4b
PP EPPIS R MK N GASTHE 41 PGE, 1)
WS AR AR L3 B ot (R 2 R Egt
R X (P>0.05). FUHE W RE AN INGAS
WP TE i P RE AN REAE 5 K R A 2
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PGE KM BE TS, BUE/EDMHTE 2 RRK B, A2 Mg AR aa i B, At m] e 2 1697 IR i
AR R, KECRERA 2= A IGASHYEL  HEI I, (2) ANIE IR 5 - M oee - J e 1 g A - it
COX-27 1] HEXTPGE, [ 43 W — 52 IS4 . S (A i fE T, GAS. EGF. PGE,. EGFR.

K9 W0 e AL AR L W IR bR -3 A B COX-2f3RIA T B Wil mn i ka4, I 4L ik
AR A /0N IR - SO R - SR - SRR - e, LN DR A e L Ak B v T R
JEFER AR LR, VWP R, AR A, BEUHAE K R AR R R, iR 4l 4T BL
TGAS. EGF. EGFR. COX-2MPGE, X - FRXUEP 131k, XK1 &E Sod >k
ik, ZHME K. GAS-17TREIEIRCOX-2 A ] GEAERE IR 1t A K 1 3.
FE DR (R S G 1, R HEC O X-2 11 Rk (14 in K NEKZ BOEE MR T, COX-2FIEGFR
PGE, /1143, Z 545w R, W FERIEI B4R bl I 6 3 S 270, A szt Xt 45491
CD44v6. EGFMEGFRE 4t T-Dukes A/BHIK KM/ 1 COX-2 L EGF B R IE AT /)
g E A RIS AR, i BRI #r, &5 R BoR B Bea 2 0, JLRlR
BB AM-2. COX-2. M NEAMMAKRE EAFKE, HPCOX-2MEGFRILFAZS T K
“F(vascular endothelial growth factor, VEGF)5 4L Jilyed it 28 K i i f, HALHI v e R EGFR M
FDukes CHI R B H AR RIS A K. Pai c-ErbB-2ilid i 5 45 1 W 41 il RCOX-2 1 %
P A R R I A M Al bk Caco-2.  IAT MR AN MRS, I S AT B S R
LoVoMTHT-29t", PGE,fe i R B IRALEGFRIT  FANucki/EH, 158 IR 40 e i 8 5 7% 7, COX-2
HEGRERK-2E0A 22 73 15 i de; mk#EvE  msn U=/ TEGER, #E— 5L dk s i 4
EGFRAVHF 2 2 (I HIPGE, 1 S IMERK-211 K. HalfZ5P™iESZ, COX-2/2ErbB-1(EGFR)HI
TG PE. EGFRAVEAR I KK 51, JEHAEEbB-2/  ErbB-21% S B 1 U 88, 76 N\ K&t ik
HER-2HMIErbB-3/HER-3(4:F- WEGFRs)l I 41BHCA-7+, HLEGFRAIPLErDbB-2H LA RE W4
—SOIRADAE R WS e A R AEAE . A BIERKEEL, JFH FIHCOX-28 AFRIA, M
J BEBNME KR AR T B OSBRI, A P th B 4% 49 3 8 PE C O X240 41
StolfidE HESE, A HIE X COX-2/PEGHIIIZIY  NS-398[1 B2k, {# FI2fLIN Caco-24 s 4
UMK e oK BRI BB A e i yéyy ol LU INEGFR I\ BERR 1L, 512COX-2%K
AT 2- F -5 - U - IR R G R (2-14) T LABHLIT  p 38 1k 38 i LU A AR BC O X-2 (HIP G E, 7= fk [y 484
HT-1540 o (— P JERIECOX-2 R 41 I1) i 1 F EGFR 4% & [ ki 40115157/ PD 15303511,
R IFAMHIAET S 2- 14 T UM MHT-2941 4630 7 20L1% S IICOX-2/ FI51Y, Hrskin ik
W Je RIECOX-2/PEG,II NSRRI (1COX-20 PG E, AL 4> WA il 5 485 i 1) % Je
FERSEIA T -aif 3 [ICOX-2. Konstantinopoulos  #47j4f 5, PGE, ] LLil % § EGFREk i i
A PUIE S 45 i R TR O S AT A IS VEGF R g (i 44 EGFRBERRAL, HETTT FHBS EGF RIS 5
COX-2IM BRI, AEXLENMET, EGFRINE 2 5545 ™, Wi krllCOX-2RIEGFRAE
L5 COX-2RIVEGF R A4, HLAIERET 00 i 0 i i e 1y 24 K- B
AP-1 S A% R 1« BEE SR 7 4 6 k. AR
W A3GIIIR 2> N BRRE A BRR P AR LRl 4 BB
}Eéﬂ’ ﬁleﬁ;{j/ﬁﬁéﬂ) *TGAS. EGF. PGE,. 1 Fiala E. Investigations into the metabolism and
EGFRAICOX-24) B HEAT L, 450 5o A mode of aFtion of the Colon. carf:inogen 1, 2-dimethj

> ylhydrazine. Cancer 1975; 36: 2407-2412 [PMID:
FE T I 75 M2 GAS. EGF. PGE, KA 1212658]
B U FATIAIP0.09), IR FAE % (0 o el protferain Kinetis and
WA, BERLS ﬁ‘#’%ﬁ)‘((}’>0,0 5). MA EbE retinoic acid receptor expression of colorectal mu-
T AEGFR. COX-2:3 ik (LA 8 K B 1 6 1k ;(2);?.81%%3111 ] Gastroenterol 2003; 9: 1725-1728 [PMID:
RS RS2 (DA T EGFR. COX-2 3 Ma QY, Williamson KE, Rowlands BJ. Variability
(I 349 72 T Tssea 4 J% S i 4 (P<0.05); (2) [t of cell proliferation in the pl.roxirr}al and distal co?on
UIHEGFR. COX-210 1 2634 % 75 T4 Il ncinoed careinesgencen. Wortd | Gastroentent 20075
(P<0.05). ARLESRATLIA h: (OBl SO RS R e s
TR B I I B AT 1 , (H TS ST o S TR CRIEIG R 2GR ik T2 2008;
149
Boichideng® WCJD | www.wijgnet.com 2013-07-18 | Volume 21 | Issue 20 |



K

E2 5 WINRIECGASK _FEMASIAR AIDREZPEGFAIPGE, AT

1923

10

11

12

13

14

15

16

17

18

19

13: 822-827

Georgopoulos SD, Polymeros D, Triantafyllou K,
Spiliadi C, Mentis A, Karamanolis DG, Ladas SD.
Hypergastrinemia is associated with increased risk
of distal colon adenomas. Digestion 2006; 74: 42-46
[PMID: 17068397]

Takhar AS, Eremin O, Watson SA. The role of gas-
trin in colorectal carcinogenesis. Surgeon 2004; 2:
251-257 [PMID: 15570843]

Wang L, Cao H, Lu N, Liu L, Wang B, Hu T, Israel
DA, Peek RM, Polk DB, Yan F. Berberine inhib-
its proliferation and down-regulates epidermal
growth factor receptor through activation of Cbl in
colon tumor cells. PLoS One 2013; 8: 56666 [PMID:
23457600 DOI: 10.1371/journal.pone.0056666]
Grabowska AM, Hughes ], Watson SA. Use of in-
terfering RNA to investigate the role of endogenous
gastrin in the survival of gastrointestinal cancer
cells. Br ] Cancer 2007; 96: 464-473 [PMID: 17262081]
He SW, Shen KQ, He Y], Xie B, Zhao YM. Regula-
tory effect and mechanism of gastrin and its antago-
nists on colorectal carcinoma. World | Gastroenterol
1999; 5: 408-416 [PMID: 11819478]

Meten-Mucha G, Lawnicka H, Mucha S. The com-
bined effects of proglumide and fluorouracil on the
growth of murine Colon 38 cancer cells in vitro.
Endokrynol Pol 2005; 56: 933-938 [PMID: 16821214]
Yamada T, Onda M, Tanaka N. Establishment and
characterization of a human rectal neuroendocrine
cell carcinoma in vitro. | Exp Clin Cancer Res 2001;
20: 561-567 [PMID: 11876552]

Baba M, Itoh K, Tatsuta M. Glycine-extended
gastrin induces matrix metalloproteinase-1- and
-3-mediated invasion of human colon cancer cells
through type I collagen gel and Matrigel. Int | Can-
cer 2004; 111: 23-31 [PMID: 15185339]

5K, BANE. GASKH L7 RR AR HT-29/K mEE H
AR, BN THIGE 2009; 17: 1234-1237
Zhan ], Liu JP, Zhu ZH, Yao HR, Chen CY. Rela-
tionship between COX-2 expression and clinico-
pathological features of colorectal cancers. Chin Med
J (Engl) 2004; 117: 1151-1154 [PMID: 15361286]
Patsos HA, Greenhough A, Hicks DJ, Al Kharusi M,
Collard TJ, Lane JD, Paraskeva C, Williams AC. The
endogenous cannabinoid, anandamide, induces
COX-2-dependent cell death in apoptosis-resistant
colon cancer cells. Int ] Oncol 2010; 37: 187-193
[PMID: 20514410]

Piazza GA, Keeton AB, Tinsley HN, Gary BD, Whitt
JD, Mathew B, Thaiparambil J, Coward L, Gorman G,
Li Y, Sani B, Hobrath JV, Maxuitenko YY, Reynolds
RC. A novel sulindac derivative that does not inhibit
cyclooxygenases but potently inhibits colon tumor
cell growth and induces apoptosis with antitumor
activity. Cancer Prev Res (Phila) 2009; 2: 572-580 [PMID:
19470791 DOI: 10.1158 /1940-6207.CAPR-09-0001]
Binion DG, Otterson MF, Rafiee P. Curcumin inhib-
its VEGF-mediated angiogenesis in human intesti-
nal microvascular endothelial cells through COX-2
and MAPK inhibition. Gut 2008; 57: 1509-1517
[PMID: 18596194 DOI: 10.1136/ gut.2008.152496]
Dianzani C, Brucato L, Gallicchio M, Rosa AC, Col-
lino M, Fantozzi R. Celecoxib modulates adhesion of
HT29 colon cancer cells to vascular endothelial cells
by inhibiting ICAM-1 and VCAM-1 expression. Br |
Pharmacol 2008; 153: 1153-1161 [PMID: 18084316]
Tsujii M, Kawano S, Tsuji S, Sawaoka H, Hori M,

(49

Jaishideng®

T

e WCJD | www.wjgnet.com

20

21

22

23

24

25

26

27

28

29

30

31

32

DuBois RN. Cyclooxygenase regulates angiogenesis
induced by colon cancer cells. Cell 1998; 93: 705-716
[PMID: 9630216]

Gupta RA, Dubois RN. Colorectal cancer prevention
and treatment by inhibition of cyclooxygenase-2.
Nat Rev Cancer 2001; 1: 11-21 [PMID: 11900248]
Wang D, Wang H, Shi Q, Katkuri S, Walhi W,
Desvergne B, Das SK, Dey SK, DuBois RN. Prosta-
glandin E(2) promotes colorectal adenoma growth
via transactivation of the nuclear peroxisome pro-
liferator-activated receptor delta. Cancer Cell 2004; 6:
285-295 [PMID: 15380519]

Castellone MD, Teramoto H, Williams BO, Druey
KM, Gutkind JS. Prostaglandin E2 promotes colon
cancer cell growth through a Gs-axin-beta-catenin
signaling axis. Science 2005; 310: 1504-1510 [PMID:
16293724]

e, B, B2, AER. HikHRMCOX-21E4
b el g . T E & IEAR 2008; 35:
206-209

Slice LW, Hodikian R, Zhukova E. Gastrin and EGF
synergistically induce cyclooxygenase-2 expres-
sion in Swiss 3T3 fibroblasts that express the CCK2
receptor. | Cell Physiol 2003; 196: 454-463 [PMID:
12891702]

Colucci R, Blandizzi C, Ghisu N, Florio T, Del Tacca
M. Somatostatin inhibits colon cancer cell growth
through cyclooxygenase-2 downregulation. Br |
Pharmacol 2008; 155: 198-209 [PMID: 18587421 DOIL:
10.1038/bjp.2008.268]

Marcuse R, Fredriksson PO. Fat oxidation at low
oxygen pressure. I. Kinetic studies on the rate of fat
oxidation in emulsions. | Am Oil Chem Soc 1968; 45:
400-407 [PMID: 5655524]

Wan XB, Pan ZZ, Ren YK, Ding PR, Chen G, Wan
DS. [Expression and clinical significance of metas-
tasis-related tumor markers in colorectal cancer]. Ai
Zheng 2009; 28: 950-954 [PMID: 19728913]

Pai R, Soreghan B, Szabo IL, Pavelka M, Baatar D,
Tarnawski AS. Prostaglandin E2 transactivates EGF
receptor: a novel mechanism for promoting colon
cancer growth and gastrointestinal hypertrophy.
Nat Med 2002; 8: 289-293 [PMID: 11875501]

Patel BB, Gupta D, Elliott AA, Sengupta V, Yu Y,
Majumdar AP. Curcumin targets FOLFOX-surviving
colon cancer cells via inhibition of EGFRs and IGF-
1R. Anticancer Res 2010; 30: 319-325 [PMID: 20332435]
Stolfi C, Franze E, Monteleone I, Caruso R, France-
schilli L, Sileri P, Sica GS, Gaspari AL, Del Vecchio
Blanco G, Pallone F, Monteleone G. 2-Methoxy-
5-amino-N-hydroxybenzamide, a derivative of me-
salamine, inhibits colon cancer cell growth through
cyclo-oxygenase-2-dependent and -independent
mechanisms. Clin Sci (Lond) 2012; 123: 295-306
[PMID: 22435743 DOI: 10.1042/CS20110556]
Konstantinopoulos PA, Vandoros GP, Karamouzis
MYV, Gkermpesi M, Sotiropoulou-Bonikou G, Pa-
pavassiliou AG. EGF-R is expressed and AP-1 and
NF-kappaB are activated in stromal myofibroblasts
surrounding colon adenocarcinomas paralleling
expression of COX-2 and VEGEF. Cell Oncol 2007; 29:
477-482 [PMID: 18032824]

Shibata-Kobayashi S, Yamashita H, Okuma K, Shi-
raishi K, Igaki H, Ohtomo K, Nakagawa K. Correla-
tion among 16 biological factors [p53, p21(wafl),
MIB-1 (Ki-67), p16(INK4A), cyclin D1, E-cadherin,
Bcl-2, TNF-a, NF-xB, TGF-, MMP-7, COX-2, EGFR,

2013-07-18 | Volume 21 | Issue 20 |



1924

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

HFRAENHILZYE 2013578188 5215 55208

(49

TEE
Jaishideng®

33

34

35

36

HER2/neu, ER, and HIF-1a] and clinical outcomes
following curative chemoradiation therapy in 10
patients with esophageal squamous cell carcinoma.
Oncol Lett 2013; 5: 903-910 [PMID: 23426606]

Hsia TC, Tu CY, Chen Y], Wei YL, Yu MC, Hsu SC,
Tsai SL, Chen WS, Yeh MH, Yen CJ, Yu YL, Huang
TC, Huang CY, Hung MC, Huang WC. Lapatinib-
mediated cyclooxygenase-2 expression via epider-
mal growth factor receptor/HuR interaction en-
hances the aggressiveness of triple-negative breast
cancer cells. Mol Pharmacol 2013; 83: 857-869 [PMID:
23355539 DOI: 10.1124 /mol.112.082743]

Serfaty L. Chemoprevention of colorectal cancer
with ursodeoxycholic acid: pro. Clin Res Hepatol
Gastroenterol 2012; 36 Suppl 1: S53-560 [PMID:
23141895 DOI: 10.1016/52210-7401(12)70022-0]
Qian LY, Li P, Li XR, Chen DJ, Zhu SH. Multivariate
analysis of molecular indicators for postoperative
liver metastasis in colorectal cancer cases. Asian Pac
J Cancer Prev 2012; 13: 3967-3971 [PMID: 23098501]
Gadducci A, Guerrieri ME, Greco C. Tissue bio-

37

38

39

markers as prognostic variables of cervical cancer.
Crit Rev Oncol Hematol 2013; 86: 104-129 [PMID:
23031678 DOI: 10.1016/j.critrevonc.2012.09.003]
Half E, Sun Y, Sinicrope FA. Anti-EGFR and ErbB-2
antibodies attenuate cyclooxygenase-2 expression
and cooperatively inhibit survival of human colon
cancer cells. Cancer Lett 2007; 251: 237-246 [PMID:
17189670]

Hirota CL, Moreau F, lablokov V, Dicay M, Renaux
B, Hollenberg MD, MacNaughton WK. Epidermal
growth factor receptor transactivation is required
for proteinase-activated receptor-2-induced COX-2
expression in intestinal epithelial cells. Am | Physiol
Gastrointest Liver Physiol 2012; 303: G111-G119
[PMID: 22517768 DOI: 10.1152/ ajpgi.00358.2011]
Hernandez Y, Sotolongo J, Breglio K, Conduah D,
Chen A, Xu R, Hsu D, Ungaro R, Hayes LA, Pas-
torini C, Abreu MT, Fukata M. The role of prosta-
glandin E2 (PGE 2) in toll-like receptor 4 (TLR4)-
mediated colitis-associated neoplasia. BMC Gastro-
enterol 2010; 10: 82 [PMID: 20637112]

ik WiE B 1EEA

ISSN  1009-3079 (print) ISSN 2219-2859 (online) DOI: 10.11569 20134E/RAL I Baishideng 145

o ?ﬁbﬁ‘ o

(ERFATBWNZE)BERANE(FPX B HAEA EE)

( 2011 %5 )

TR AR SCHR v 27 10 S SR 3%, TSN BN R R SCHRIRL 2R L TSR0 MT, LR E R S0P, (it
FHAENHHIRED) FRRNIE (RO OHITIE H T 20114 R (B S5 7S RRO)AZ Lo 301 ).

R TAZ LT I PEAN R 52 S VPO 2 P VP o AR 45 15 D7 1. e PP R ARk R R Tl i, Wi

B BOIE. fhglE. gEE. BT gENSEZRR TR, e, Web FEREHIMT
Wriaws, ARV FabRGe THIR I B0 i B S T8 B602Fl, Ze vk 2 ) SCikEc L 22 1177 R TR IR, Wk
I 1440045Fh. A% O FIVE O (22 R4 5 IA 82002 4. Z8 3k s Ik Al 4 5% 5 PEVE Y, TR [ 1E 78 H R A
HROCHATF R VT IE H 1982 o3 L.
(TR NI AR EARRF SCFRE T, WP PRSP ITT, Wi R, F R
R EE (PO OIATIZH S QOTLAERROICE. TR, et 3R (AR NHAAED) 14
Zi AEBRELE, KRB O ( CHEFE NI ZE) SRiEEe)

WCJD | www.wjgnet.com

2013-07-18 | Volume 21 | Issue 20 |



WREAFILELC

wcjd@wijgnet.com

R A S ILZYT 20135E781853; 21(20): 1925-1930
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

s AT % CLINICAL RESEARCH

EFE R BBk 28R TT B KT I & JE 4601

TEIV, R/N5R, £ {2, R #

e, RNeR, EfE REF, AFRKFEE—EEANRE I
# 7T 100034

B, BEID, EFEMSBIREN NET BVERIAR.

& RIS SDOMSSEBEWE. S0, SlRE s
BXES; RI)ESTSFARIE. BXIESESEBN TRRE25SF
NEBIE. BNIES: RANSSHIBINEINCIUES.

BIRAEE: )98, 2%, =EEIM, 100034, JtRHFEHXEMT
FEXESS, WARERNAIMEIMY. gxt_1125@163.com

E315: 010-83572633

RS EER: 2013-04-28 {BOEHA: 2013-05-30

#BZHH: 2013-06-05 AL HMREE: 2013-07-18

Transarterial embolization
for treatment of giant hepatic
hemangiomas: An analysis of
46 cases

Sha-Li Fan, Xiao-Qiang Tong, Jian Wang, Li Song

Sha-Li Fan, Xiao-Qiang Tong, Jian Wang, Li Song, De-
partment of Interventional Radiology and Vascular Surgery,
Peking University First Hospital, Beijing 100034, China
Correspondence to: Xiao-Qiang Tong, Professor, Chief
Physician, Peking University First Hospital, 8 Xishenku
Street, Xicheng District, Beijing 100034,

China. gxt_1125@163.com

Received: 2013-04-28 Revised: 2013-05-30

Accepted: 2013-06-05 Published online: 2013-07-18

Abstract

AIM: To evaluate the long-term outcome of tran-
sarterial embolization (TAE) in patients with gi-
ant hepatic hemangiomas.

METHODS: This retrospective study included
46 patients with giant hepatic hemangiomas
who were treated by TAE at our hospital from
February 2003 to October 2010. Changes in tu-
mor size between pre- and post-treatment were
evaluated, and complications such as changes in
liver function were analyzed as well.

RESULTS: The mean diameter of hemangiomas
before TAE was 9.2 cm. All the patients were fol-
lowed by US/CT/MRI for 3 to 106 mo. Follow-
up radiological examinations revealed that the
mean diameter of hemangiomas was 4.0 cm
after treatment, and the reduction of tumor size
was statistically significant (P < 0.05). Symptoms
related to hemangiomas were relieved in all the

K
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patients. Minor complications were found in 27
cases (58.7%) after embolization, and no severe
complication occurred.

CONCLUSION: TAE is safe and reliable in the
treatment of giant hepatic hemangiomas in
terms of long-term efficacy.

© 2013 Baishideng. All rights reserved.

Key Words: Hepatic hemangiomas; Embolization;
Complication
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Abstract

AIM: To assess the value of alpha fetoprotein
(AFP) levels and presence of parasitical blood
vessels in evaluating response to transarterial
chemoembolization (TACE) in patients with ad-
vanced liver cancer.

METHODS: One hundred and sixty-three pa-
tients who were diagnosed with advanced liver
cancer by pathology, iconography and tumor
molecular biomarker detection and underwent
TACE were included in this study. Serum levels
of AFP were detected by radioactive enzyme-
linked immunoassay. Computer tomography
angiography (CTA) was used to detect parasiti-
cal angiogenesis.

RESULTS: Of 131 AFP-positive patients be-
fore TACE, 82 had decreased AFP after TACE,
and the response rate (survival time over one
year) was 87.8% (72/82); 13 had increased AFP,
and the response rate was 30.8% (4/13); 36 had
unchanged AFP, and the response rate was
58.3% (21/36). In contrast, the response rate was
100% (32/32) in 32 AFP-negative patients. The
response rate was significantly higher in AFP-
negative patients and patients with decreased
AFP than in those with increased or unchanged
AFP (P < 0.01). Fifty-six patients developed par-
asitical blood vessels (including 53 AFP-positive
and 3 AFP-negative patients). After TACE, the
response rate was significantly higher in pa-
tients without parasitical blood vessels than in
those having parasitical blood vessels (78.5% vs
41.1%, P < 0.05). The percentage of AFP-positive
patients having parasitical blood vessels was
significantly higher than that of AFP-negative
patients having parasitical blood vessels (40.1%
vs 9.4%, P <0.01).

CONCLUSION: High serum levels of AFP and
presence of parasitic blood vessels are associ-
ated with a poor response to TACE in patients
with advanced liver cancer. Measurement of
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M, Y1636 b AT 6 &4, £
ATTACE J7 0] J& A A 48 B Bk %, 0% % A il
B FHAFPA 2 E VAR TACE% /7 0147
At o ) Bk C T2 % 3% % (computer tomography
angiography, CTA#& 4, T MEAT & 69 F A
Bk o B B L.

BR: 1636 &4 F, AI3IHBIAFPMAK, 2
TACE% 77 )&, 2 P 826 AFPIAK, A 2857 (1
& B0l B F 4 87.8%(72/82); 134 AFPH 3,
A AE ST F 430.8%(4/13); 3661 AFPA T L
HEZETA, A RETFH58.3%(21/36). 32
15 AFP IR L 38 4 09 7 2008 97 & 4100%(32/32);
S B =, AFPHAKSAFPIA & & F 9 A
HERREHZHFES TAFPHA SR AL
# 4 (P<0.01). CTARML B = /E163%] &5 P,
H56%) & H A F A M A AEAFPAMKES3IH],
AFPIAM3M]), 225 5 F % 8 ¥ % (digital
subtraction angiography, DSA)&%& 3t B4, # 4~
#100%. ZTACE®% )G, LF A hE B HH
B IT F A T78.5%(84/107), Mk 4 A f e &
F A RE T RN A 41.1%(23/56), F LA
RFME F(P<0.05); »HAFPAES5F A R
F BN AL, AFPIEEF A 4 A o
F B AR5 A A40.1%(53/131), M AFPIA & H A
F M E B R H9.4%(3/32), B R
M %2 5+(P<0.01).
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A % BEAAFPA Bl feCTAK & 463 F 4
TACE% 57 P We B AT % B & a9 th{a.

© 2013FhRtNTBaishidengFis.

KR PERAATE, RFIRED; £SEMRMTIR
EA; FAEME

DR A ST a0 e Ak e 4 AR &
) % J6 %% & (alpha fetoprotein, AFP)Fe=} a iT 4@
RLE AR SR RS 6 3 A e B B AR, AT
RIXAH G AFES PRI R EEITETED
FRAL ST ¥ K (transarterial chemoembolization,
TACE)#% 77 s R 69 % 0. AL IRiE 54 S HAFP
Fal A o B FHTACES R R
F & W&, B vATTACE® 77 i 240 M AFP &% =
I A BB AL

O, Z®IL, KR, WEE, T, MEEK, WY, TFRk.
AFPEENFTLMEN PR HATEESTACESTHEE. 8
KL A MILZYE  2013; 21(20): 1931-1938 URL: http://www.
wjgnet.com/1009-3079/21/1931.asp DOI: http://dx.doi.
org/10.11569/wcjd.v21.i20.1931

0 512

JH 98 A2 71 B N S Al R (1) 2 P e . A S
L, REFAT 61000041 8 T, 3 A2
(R, BRI A S 2P T By v
Jirt e T I PR 25 ek (1) T BT 55, | T
FEva s RAD R BR R s, BT LAG PR A2 W -
RARE, K2 E i O 2ok e 20 vh g 9. IR
WG T2 UE B v i S0 T 0 B AR AR AR —
1-4 moP . JH 4l e A 1) iR 2 [l (alpha
fetoprotein, AFP)X f-4 4 M (AT A A
(VR TT R TR 52, AFPTF R 2 23U
MEVA KA TR R AT AT IR SR R, AFP
REAE 1F s 40 M B9 5, 2 5 3 JHH i i i R 3k Sre
FICXCRAM A0 L E 1107, T Sreeik Ak L 1EHw 4
T 52 251, CXCRAZ R N fig 5 250 41 iy
BAT R VREYE, PrLLAFPRIA M Sk g HU
VR TT ISR, (R, N AFPS e a7 AR il
B ) 0% R DA PR I VR 97 O R R R
D FEMEPR b, b T v e S A SR AR L
K, [N Z PG5, B LAIGIR b R IR
VBT RIEAC B LA, H AT 2 E I IR YT
Ti R4 P E B KT K ZE R (transarterial che-
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moembolization, TACE)™*'”, 4R M TACE&YT ) &
FAEAE AT ZE AR K, A WISk T 25 A= il
BN TACEYT R N 25—, Btk
TACEVGRYT HI Ja VRN T i AFP 5 f LUK 25 /1
P B IR B A B HE I E. AT
AT v e U JH g 2R IS AF P B AR A R 77
M AAAE S TACEWR T RCR B G, h g
SRR YT R PO S I AR A

1 MRRT5E

1.1 A 2008-06/2011-0675F 1 445 4% B 5 1 e o
I8 N BHILAT 163451 e U i S AT TACEYRYT,
Hoh 513941, 2244, R B /N28% , B R84%,
PRI 60.6% . I A B 20010 “ IR
P36 (I PR 12 W7 5 3 AR HE S W s i2 Tk
W . IR R I BN EIEANE . IR
s BRI ST DX, 3 43 KR H B
/8 Child-Pugh 7> 25" AZ6011, BZL921, C&%
116, 15 2 R BLE SR 3B G o &5 I E I 7
kL), wRIS 24451, G5 RI26M. LR R REbR
Bl Ll ERH 1434, AFPRH 131
1, 7KFA£20-60000 ng/mL. BT & WEHT 5T
Y45 B g A B0 PR B s AR B R ) S HEHE.
12 7%

1.2.1 AFP#: TACEVRITHI1 wkN KIRYT 5 F
A 3 hh A JE bk i Ak 56, R FH SO G 9% 72
SE S AFPAE, W AFP S 8<20 ng/mL Ay BHYE,
AFPE 220 ng/mLAFHTE. LLUEHTACEWRTT
B G AFPE =SB o N BT e
B, HA T JEAFPE B N M 10% 5 5E
h N B, AFPE &L BT 10% 50 € K T, AFP
B AR 10% 58 58 b T B ARk

1.2.2 g 56E: Pl LLGEA A 71
6AHFURTIEC TAT =SB s, 453 Bl Ay iR T
EBE . RARES mm, ZEES mmE{TiZ
BEAAHE, AR E] A FFB K25 s, TTER K
60 s, ZEIRHI180 s, FHH 5¢ B i B Mk R AR 11
JE A $ 470,625 mmi 2 E A fEE S AW43 T
Vs AT P (I L B K C T 3% B2(CT angiog-
raphy, CTA), T & 77 7% A 55 K% & B2 (maximu-
mintensity projection, MIP) & Z¥f F- I (volume
rendering technique, VRT), T & /s SRS BN IIK <
JFF 50 ok P gg LA, R T g A K A B 1)
JE R Rt o, JEPEvE A R F Bk,
k. B2k BASMK. k. 453
fik A5 B RSk WER sk A e
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BNk A0S RE b2 Rk K YIS 3 ik 3 52 4, B
T g A ik B ik ) 46 5 EAT A B
TH L.
1.2.3 #%97: TACEVRYT LR KA L Sias B CE
FHEAT, K Seldinger % il H: ARAT I 2 Ik 28 il 4
B, N C T A g iR ik 1 20 ik 175 190k F A [A)
RS WSE, AT KGR, S AR
B B, KT 22 4 Ak il 20 ik (0 i R T R4
A ki 8 ik 4 AR 2, AT 294 Y 56 PR e
WE. 2885, B IEFIHEADM 5 40%/k il
RA T, BFATTACERE U 1-61K, ¥ 43
K. GG ZEN R, 4 RIRYT.
1.2.4 57 A TACERYT Ja 2k #4530 d
B BE F G52 A — OO R 2 A R e Ak
TVRIT 7 %6, B A R4 WH OS2 (48 2 W7 3%
PR bRET, Oy R e AR AR, SRR, TR,
HEREA, IR IGAYTT3 mo) KM A K
(CR+PR); T i B H I EABEVI 14ELL I, A 30A
705 I AEAF VL, L, ERGRIT P A%
PRI AL, SR A6 mo .

Gt IR PR LA S 18 1) 34 P K 1)
KH KL%

2 BR

2.1 TACE# 6 77 R WIT A MH. K7 1455
EAFHE, W A RAYT. 1630155 2 /D1
A, FEPTA R VIE SR B E T, VAR RN
BHT79.1%(129/163).

2.2 fiEAFPA B TACES 77 69 %vm JIUN B
AL I R B, 16301 5 H TR AT 1316 AFP
B, BIPE324. 7EAEBebiR], 1X13 147 AFPRH %
g, 2 TACEWRYT G, A 824 L% AFP
RN R, HIRYT A R N 87.8%(72/82), 1RYT
TERCR A 12.2%(10/82); 7 134 L35 AF P55 5t
L, BT R N 30.7%(4/13), 1897 TERE
4969.3%(9/13); 1136H LI AFP & ¥ AT 3%
PEMAS, HVRIT H %%E 58.3%(21/36), IRIT
R NA1.7%(9/13). 3241 1L i% AF P & B 1 i
#, HORIT AR N 100%(32/32). G253 HT i
N, ITJEAFP 5B H FIAFP S [ 1 2 1)
HROGIT R B E 5 TAFPT & MAFPAAS #

(P<0.01)(F1).
2.3 BEF A S f B B R M LA L R
TACE:% 75 49 %

2.3.1 CTAKRZE 1635 &% F A hE4 bR E
S 0L CTA R 564513569 FF ML S 15 i

Wi £ E

A ALE NG R F
WA T R B
53 G AFP 4%
% 4 3+ TACE %
7R R YR,
VAR 4 # T AFP
5 LR A
AR,
B AL, AFPA
—ANEFEEY
# " TACE % 57
WPk T 6 &
WA, Tie
B R A AFPAA
P2 HE T %
& o Bk R G A
e
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WA #H A L
AL RER
WEYAFP & ¥ A
B F A D4R SBISEMN) SEISTTHIN) SBT3 BRER%)
e R F % TACE
% 55 P W0 AFPBEIE
ZRARWAEE, AFPREZ 72 10 87.8°
HFIEHAFP S & AFP_EF+ 4 9 30.8°
A fe A R A AR e .
E LT AFPARZS 21 15 58.3
TACE3% J7 ¥ ¥ 40 AFPIRIM 32 0 100.0

A% ot & s dx &
#AFPA EFW &
1 kIR B2 A 6y
1% R R Z Fo 08 7
Kk, B RFA| R ¥e
) 47 4 AFP & ik
w A M 2 K
RBH T
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TEE
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B 1 CTARTHGEmRERER. BETFcTAR A G
R TR GBI A S (FT3RATR), 128l Sk B AR
shik, FFAshIKEAEIeHE, A E ST T Ash
R, sk AT TR B i R I

B 2 CANEERFFLENENFAEGHMMENR
0. AFCTAG REFZE NI ety FEA DO Eh L
1L, i ELAFAIRK AT WAS S, FFE AR E I A0 sk (2 i
SKHTR), I BhikEea N, ahikE B A sk (&
BEKHTR), HZEahbk R H H ZEzhbk.

gt i, A REh ka2, BABIIKT S, A%
IR RIS, WABIkASC, WA K5 S

I3 5% P9 Sl Bk B 2 B s ik #5332, A s B L 2 ik
13, MBhBk13C. BE2h kI 2541, i
fl 22 S KR IRE T A2 gk 1632, R Bl ik ek
A A B U5 T R L BB KOS TE A
o, AVERER AV R E3) K% A 30 ik
A S V] S 7 g 2 AR LA (). R A AR
A A i R B 3 91 o, AT BRAT FFCTA B
718 1 B VKA AR b 8 Rk ot 1) s ), %A B
kA M 2 B K 2 SR R I A I b ke
EH A 30 Bk B v gl ik R4k o, w7 L3 ik
A, P A S KR A /S, ki BRI (E12). A
T WS IR A A AT 25 A LA X AT TACEIR YT
IS4 5 I, ABFRAEATTACEYRIT il
CTAMEE, 45 R Won T3 MEfA S8 T
| PRI, 254 JCTENRR) 238 bR 3, R ILAE
P VR A KR i g i A, (B T T S W
WA, T H RS T 5 R 3 s ke I AR,
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°P<0.01 vs AFP_EFHE; °P<0.01 vs AFPBE4E; 'P<0.01 vs AFP
TR, AFP: IIFEPRIBED; TACE: RSBIKTIEER.

AR S P A B (BI3A); CTA o474
155 T LLR S TACER YT, AWFFTIER 5120
]I B VE R T 52, 1% R AT FCTAR £r 45
ORI R LB ik 53 325 A B ko s A
AL, M FRATIEATTACER) Y I S48 R 4
JWr Z - B kol sk A 3 Sk N AT Bk (B3 B),
ZEF IO R, A A AR R AR Kl
RIEAVEH, TEATTACERYT N 2275 B JE 25 21
M AL, FEABETTH, FRAT TR A A i
AL B FH FEATTACEIR T BT AMC TAML 52, A48
R T P K N 7 S ) 7 N e N | =
Z 5 gk, Bt LAATTACER YT I J s 28
JF Sl Ik A3 548 26 25 AL Ik (BI3C). 754 25 ARl
BEH IR, WA A A S AR
FENFBINKAL, I 5 B 2L 25 AR BIIK, SR IX L5
BT R AT 25 W BR Ak, R BE B A
AR 3 BA YT RORAE(EI4A). TEAHT
FoH, b TIEWITACERYT 2R, BATH KT
—Jp i, 7 BRFEATTACEIRYT Ji 1 mo& A ATCT
BRI EERTAR /N, e py il 2R 4R
BOCERERL” ) I HGE s XA R LR, $RR
R A A 25 AR LB A AE, At £, REC
2oL I [ AR I B kAT TACEYRYT, (HJ2 ik
B ISR IER AN H I, 3R BHT S
IRTACEYRYT, TEH2U0GTT I, FRATIZ L& IR I 42
JEJT Py [ 4G 4 30 KRN 25 2E 3 Bk (B4B). SREUM
FARFE T, VAT R I W

232 FA % A fE AT TACE S 57 2R 49 % vh: B
i sk TP S 691 A A AR i 4k i B A VAR AR AT
KA1 1%(23/56), 107510 75 A= 15 (ka5 1
TR A% 4 78.5%(84/107), Loy Kol 14E 1 17 2%,
TC 7 A i A I ) B LR AR AR R R T
P AR I A I A 2 (P<0.01). 45 AR R, TR 4H
LR TAFAE A AR ML D 3R 2 5 ) 58 AR A7 %4 1)
FERFEZ —(K2).
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3 CIAMER TGOS EMENTACEESHEIA. A: {TCTAR &R RHAARIKAN TG, A E S Teh
FFAAN Ak, kN ] WM, (EIETIT DEHEREF TR, fEERETSE sk iR,
EREBFEITTACE RTINS B MREIEE T REASTAEDIK. B: CTAR RIT 2 I EE S TACERTT . SER2AH—R
B, cTak & T RH AN B ST SITEE S A 2B G AN, BoREH T TACEG TN FE TR AR _Eah
LRSS NIFAEIK: C: CTAR & B R ANZFEME T CTAT R 7N B A I Zhik dbmsh, ZFAEMmE G
) FE TR B2 SR LT, ToRTACERI TN SRR FEIT A NEFR R FE S LAk, TACE: BS54 LTI ZER.

4 FFARABEMEREESESHENSosBCENBBGICTHILRBITHRETRAYDMN. A: SEINFE—HE. BFEET
TACEHT FSias Bl CEH L2 MZZRIM076T5 T, B: EIE-—HF), BEITTACERIT/G1 moE A C TR, o] WL AELAT
a0, MMARNEHRES B | AR D o] AR X, SRS A M E MM TACEIST T IN 2949 ) A8k

TACE: &S5 8T R ZER.

paxil SBT3 BN SBISTTR) 8T BRE%) DA BFEMEBN) THFEMEN FEMEFBIEZR%)
BFEMEHI 23 33 411 AFPRBEIME 53 78 40.1°
TCEEMNEHIM 84 23 78.5° AFPBEIME 3 29 9.4

°P<0.01 vs BZEMSHI.

2.4 HEHEEMEE T B FAFPA S £
F 10740 JC 77 2B i 4 Ak i (1) S5 TACEYR T Al
AFPE IIE78%1, FITE2961. 7E56%14 75 A&
I AL i (995 451 th TA CEYR 97 R AF P25 5 [ 42
5341, B34, AFPRHME B % AR ML R K
40.1%(53/107), 1 AFPRATE 8 o7 F i 5 R
49.4%(3/32), AFPFIYEE# FMAFPRIVE G E A
ZFA M LR, 22 2 7(P<0.01), $eoR
BHAFPE 1 5 M & A5 A7 70 75 AR L8 A I
PIAH IR VE(SR3).

(49
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°P<0.01 vs AFPBEIE. AFP: MIIEBIBEDS.

3 1Hie

AF P i 40 I oy 8 35 (10 Re S P M 98 b 75 420,
AFPRIET] e 5 )i 40 L () S EAT R S35 DA G,
22 PRI A, AFPE I R AR 5, 5
ST ST LA F PANMN AT $0 344 P 4192 e
AT T T 400 M 8 5 1 D NS, FRAT I SR
R ILAF P2 i 40 L 52 44 P b Jgg DR 28 B 45
) 2 RN A 2 A FE ) O A R Rl 202,
AFPREIH L BHWTCaspase3 (5 5 1l B FNHIH 1215
SRS, AFPI ARG PI3KI& 1R T BUH 40 i

W@ 5

AR A AR 0 F
R i B4R, &
T AFPHAH F
ko B E RS
HTACE#% J7 % %
FRMEZHAL,
4T TACE % 77 #
e AT B A
s R A5 -8
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PUR TR A0 B REVE AR A, IS IR R R SR O SR i Bh BT D AR, it
R, AFPR A AEAA N BV EAF T2 48 S TACE R Mk # LA NiRYT, W HM
LB, BIFSE L2 UE A FPRIE (R S (8, 22 i T g e 8 P 8, B ) i A7 1) Sk Y0t B o ) O
TACEWT G SR W i TAFPRIMERY, A &, M0 AT i S 0K, b ond B o, 4
WA R o, T g e 58, ATTACE  JFARN 8], PR SRR, e NRIT
697 Ja, AFPIIYE SR FAFPRRREE AT OR. AERATMIT AL BT, i T2 I8 2R 7 4%
R TAFPT S MAFPAAZ EH, IIRIRH) B SRR, 528 % 5 24T 2 IRTACEHYT, &
HEAR KT L) WY 40 M iy R IBAFPAUR T B AT TACER B T34 97 S5 AF P& B 424k
T AR I 24 (K OCRE DA 1, R WS MINAIT AL IR A A B, TACER S £ ol /b 34 i
REE IR, IR AP RIAA, BT LATACERE 1 202 H i

P8 80 PR (0 S % A I i FE M TACEIRYT PR A MR £ (1 A F P2y LRI 27 A 1 5 (1) S
MR R TR, BRI AE85%-90% K8 wse i, i H 25— KTACE, HAFPH &
TR, T AU AR B SR R R B D E2 CTA R AR O
Bb, 70%-75% M1 THEIKOEN, Jr DARZERTZINK w2k, iX B4 i s AN T 2 F BEATTACE, Hif
a] LA BT AR g, ot IR ALV e IR R, SR AE R T R LA F P
W/, I LB BIEANIT 258, 85 TR kS CTA R 2 28 M55 SO, gk B
AL 2R S, T IR AR TR, X 4TS 2IKTACE. ML, %7 5 [ TACE
Tt 0 PR 2% A PR O S 8, I 00 oM v T 307 B AR P B 735 L 254 1
DT AL, SRATTACERIT 1 Heht, HCR KB bRk 5. ABFIR
W SIS (AL R R S RE R E T E. AT CTAKY A 5 7R 7E 163451 M ST 2 5 vh, 4756
KERFAE L TACER EMEREIATT, 356932 JIF A1 LA 2 55 I8 (L1l JFF 30 ik e
A AR S AP OB AT WL B . ABE A Rosfpl, B3 BIDSATESE, 74 % H100%,
TR R, FIRERE TP 8, AT g e (0t i 30 ik 0 2 35 77 I C TATT BL 5 4t
ZTACEWRST R ALK ZAAER, 3RS DS A, 215 F4T TACEIAYT 1l I FFJECTA K
BB TACEI YT BCRRNERIT G VAR R gy .

BAR T A M gl o, SO, FATIA I o A T, 292 LA F 24 ik B R AN
NI A 2 EEZ IR AL TR g g s IR, AFPREMLIE VR AA I S0 R
A DA PR 00 SO PR A5 D 3R 2 B, g i 5 20 e, A0 TR ), ARG 407 5
SRS RO R BRI BRUE, CERTBIIK ore AR Pty i 15 i WO AR 25 /1 .
ITARIEIATT T, ROREIT SRR 250, g trmep) oA etk DT .4 K0, AFPRIGE
PR SF SRALEN I, S TR RE PR S AT IR 2 ppc AMAS SR ek M AR ™), 0T IO
YT, LRAT RAFIIT 2. 0 TR PTHEMIIRIOA v pn W9 40 9 AFPRE S PTENSS & )5 40076
SENTREPAT PRLEIBK, EANTRITILRE T, BRW prENgmtk, MTHORPIBK/AK T Si8 72015 B
RATIEIE SR o R B Bh ik 5246, 29K 32 PIBK/AK TR A S EpCAMAS & [ T 2 £
ARG, D PWRe, MOPEEAIE g e g m P R B (LT, AFPIED
O G MR e TSN IGERD ~ TSN g i R i 0 MU, 0
Vi 5% — W ZR b B b 5 — 1k BRI 3 ke ML R A2 B, X RS ARF 9T R LA F P
w W HR I Bk — IR B ik — I S sl ks 2. 95 A (A AL () P 26 40 T ARG T 45 B8
MARERIRREEF, BRAESIRONT, XTLERIEN, © p ppmuppes e it 6 £ S BUTTACE YT
JHIMINDS RBSAFATIRE ™ AOTAII g gy g AR 2. B eI A4
FEOA IR CTH NGB A X B RISIRINEE, 1o ity i 5, SIS AFP S RASLATCTA
FPIRTATREC TSRS VR, AR o0y iy i s sy S5 98, L HURAFPRINTAE
ISP R GBI T RURHAE o 1y iy s e TACE T ORI T AL
HE R T B sh ik, R ARGE, AT
LT ERE . AL, W R RIS
ijjﬂm E@ﬁi@ﬁfg /:E m , ﬁﬂ%ﬂﬂﬂ@*ﬁ%ﬂ Hg*ﬁ%*ﬂ? 1 Pollicino T, Saitta C, Raimondo G. Hepatocellular
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Abstract

Chemotherapy occupies an important position
in the treatment of gastric cancer. Platinum
drugs are commonly chemotherapy drugs for
gastric cancer; however, sensitivity to these
drugs varies among different patients. The
breast cancer susceptibility gene 1 (BRCA1) is a
tumor suppressor gene that is associated with
sensitivity to platinum drugs. At present, the re-
search on the BRCA1 gene is mainly focused on
breast cancer, and there have been fewer studies
on gastric cancer. This paper will give an over-
view of the structure and function of the BRCA1
gene and the relationship between BRCA1 and
gastric cancer.

© 2013 Baishideng. All rights reserved.
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BRCA1H FIC-Uiiy 5 & MRV 2 31, $7mixIX A
B SRR AE R

1.2 BRCA1% & #57 4% BRCA1ZE (1 FLA7 kb
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1.2.3 A5 4 F A4 BRCALE A B 5%
A AR SR U0 OO A FH, N - (1 8 i 45 4 LA
DNAZ & Ihfg, C-ult) “FRrERE R HAT &
PO IIAERY. MullanZE™ 50 W BRCA1 C-A Ui
TR PERE W] 5 GALADNASS 4, 005G A LA It
(4 3 2 T4 5%, R EBRCALH REIER Sl 45 &
DNAJTHI, Ho s im PERCHURT 7 45 G- DN AT
eI 74 A S 1. BRCALL BLSbkE % K 1o,
e S YR Y DR T AR FH n] 48 i A 5 £ R
e, IHBRC AW AR hypS 3%y v, id 4k
B 11(& 3 224-500) FIBRC TS, f 3 b (5%
121760-1863) PN AN 45 5 i L B2 &5 £ pS3, IE R
A5 5 DN AE 5 FH 41 i 1 BEL A AT G 1 P,

2013-07-18 | Volume 21 | Issue 20 |



ERR, &. BRCATHESBIOOHTHE

1941

MpS3 AL St K IHIBRC AL FRIL, LA F
Fog A B /EHPY. BRCALIS T 5C-myc4i &,
P C-my e %t it 8 5 5 S BE(hTERT) (1 %% i 1
50 AN, BRCATE AT 5CHP. CtBPZER 14
FAEH, P RO N e S Tim e, RAEANIRI )
TkE.

1.2.4 F SR80 5% BRCAIS FBiiies &G 42
I AL RRAATE )y -k B A LA, AE Ry
WA G TR Y. BRCATIHER 5847
A PP A IS, PO AR B, dERfE
s n, S nTRE T UM k. Ik, BRCA1
T YRR Y O ARTRE I TE LN, AR 22y B
HAEZEH.

2 BRCAIESREDPHR

2.1 BRCAlS A A% 2 Bl ERLZ
S Z D AR P R, il R M 2 Bl EURE
5 DR A0S AN BE DR 1) 0% . H TRIF SR B,
0 AT 1) 2 7 Je 9 1) e e vl BT 1 4 FH T
RE LU SR L DR (PSR A B W SE 2L BRCAT
SeE L, BRCA TR i (IBRCALE H A
058 g A TRV A 4 R TR 4 R e
EEEAE. MBRCAIR EIENRAAE HE
FIA G R i R IA KT N, B T A R
PAEBRC AL IE & D e Ji 99 53 2%, vl e 3304
P A R R o 1) AP,

B 7k 2 SO R A I 6 1491 ' i 4L 40 1
HLPBRCALMKIL, KN E AL BRCALE
IR IR L IE 4 AR IA 5 3 PG, Kim &
I 03184145 52 F- Ry I7 HD2AR A A i
HBRCAIHERZFALFTN, RILIL P 15545 B s i
H(48.7%)BRCALEMIPERIL . 964 5 I i ¥
(30.2%)fIKERIL . 671 B B (21.0%) M &Kk,
A A ISR I B I R A S BRCALI IS Rk
A%, HBEH IR IR R AL FRE, BRCALER
FFERIAR B S 2R, $ORE R — Bk
g AT $RA5 R4 E [BRCA LR [ &4, itk
Moiseyenko 5 5¥ A 2 B i W] AEJEBRCA 1A
RItAL PE R LR B AL

JE B S R A A A R DR R 1R — A
EENLE, FERAELA)AE) FCpGRN. fEIENR
T OL T XLEAT fUAE T 58 2 R IR A, CpG
By PR S T AR A 2 U S R P SRR A
T B0 g O (10 2 S TR BT BR. R T P S
DRIAN B A7 18 2 200 B o S04, 56 40 M ) B 30 e 1
CAHEAT, AT 5 3040 s 1tk s, T i g 1041,

144

TR

Baishideng® WCJD | www.wjgnet.com

H A& W, BRCA 1L N 5" )i 81 CpG & 7+
(R A (R S REAR T A E R S A [ X CER
ANMETE A RIS LB N5 308, X MRS
FEAM A 55, S SR AW B T R, AR IR
Bk iR RIA. ZavalaE ™l R0 2 5
IR 7 R 834911352 1 e RS A i DR Ak 3
AT, S5 WK AT BRCA R L wi
Ftb, AR AR EC S T I A BRARFAE TC
B AR DG, T8 Bl S RS A e A 1 L
FAEL AT A R 2V . Bernal EFAY
RIMBRCA T HALT] Be 5 5 1 B A k.

B IR R B A AN R P O, T 3 S g
DKl Ty fi e 3 Bl 2, ot 5 1 e 8 i A 1) o 222 [
w2 —. FEEMM B EAE M (microsatellite
instability, MSD)F1 2% & Pk K (loss of heterozygos-
ity, LOH)J& & Jl 18 I8 & DL 152 4% 0%, Chen
SEEUSTIE 3o A0 0 3 7 461 5 9 2 23R B 1) Al
ML BRCAIFEMSIFILOH, /~RBRCA1
IMSISLOHS B I TNM 2 M4 2 UIAH %,
BRCAIIEHNMSIAETNM T - 11 3 1 g5 451+ (1)
BRI = T TNM -V 31, 1iBRCA 13
RILOHTE B TNM T - 113995 4 v BH M R A
TTNM -1V, (HP 3 5k a5 58, 4
AU R oA E W] R R BRIk, BRCAT
FEIM STR] 15 BOR 2 16 98 5L — AN 145
&, LOHW] LAE A MUK M g e S 1 — AN TS
. BRCAIEHARE S TNMA . B0
b4 %, BRCALER (AZETNM T + 11 81 i BH %
T TTNM IV f. BRCALEE FIIRIA
5B R R IEAR DG, BE A BRI 1k
FREER T, SEBHPE 2R 5L 00 B e 3, X R
BRCALH A B B TS, I nl Ag B A ]
9 G AR R AR . Zhang 2 B 5T &0
BRCAIRAH S By 8. 2 WAE X, M
HBRCATFIAERK 1) 15 % LEBRCALARER K
BE M AAE W] W . $ERBRCATRIAER
A g R 1R BRI U 7. Chen il ik
Rr637%1 B i F AR A IBRCATE [, KL
HA721941) B bR ABRCA 134 B P, HBRCAL
FL 5 MR o A B BAH G AN, RS
FWBRCAI. TRF1. TRF2. TIN2. TERTAI
KU70%8 A R I8 5 v b 4 J A 0%, JFnl e s
T 9 14 22 B B AR, AN R B TT 6 1 e T ik
OFTEINGR
2.2 BRCAl 54a X M tbag X 2 152
Yy OWAER AN RE R A1) 2 B AT E AT W H 25 )

Wi £ E

AKXLZHRBRCAI
Rk k5B &
By, S A
%, M HABRCAI
F 'S T RIN-F
EHIWBRCAI K&
BRELEOLEA
A BT,

2013-07-18 | Volume 21 | Issue 20 |



1942

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

HFRAENHILZYE 2013578188 5215 55208

WA # AL
KL AR E#H A,
W RBRCAI %k
NP E
. AR
R, stk s AR
A= s Jk R ¥
ABEEZNIT
WAL

(49

TEE
Jaishideng®

Z— B2 O\ VIR A PSS KA A U
241, mSEPIB AR PTE B K ST L
0 MK 5 T BB AR, SRR
DNAHJEPt-DNAK &), T HDNA 1 ) 5
BN ACHE, B 128 M ACHR, > HOh 1,35 ]
ACWE L KBEATIELL DN A-HR ARSI, 5IHEEDNA
SHIBERT . RN ARG M6, BELAS 40 fu 45 i TG,
B, I G 1) 40 i AT DN AB A 18 B 5k
AT BRCAME S —Fh s tE s N 72 5
200 R SIS AR R T O s T R R A
Y% 5DNABE. BRCAL R R 40115 5 fit
7385, AR AN AN 2 BV R AT, AT
U i 2 P04,

RFIABRCA ) i B JCa A7 ) (disease-
free survival, DFS)F1 & A= 47 W(overall survival,
OS)H B FAIK, TITBRCA 1263 [ 1 F) ' o 56 2 T
Ja 22 R I BEAE K BRC A /3
[IDFSHIOS, {HAfELE KBRCATBHM: P, 4R
AT BRCA LR K BIPE B B2 511
AT BN ARG, Tk SO R X 74
911 SR FH 5 - i PR W W+ B R A0 R S AT 5 R
B R AT, 45 R RORBR CATHEN IR 3K
KKV 5 A R 5 AR O, IRRIABRCAL
11 B e 52 B AT IS 2B AT I ] A v Rk 1
B KA. Shim25E 58 i X6 200451 i i
IR AZ e R 209697 IR B AT L, R
BRCAI TT4l& 1 RAR e i & 1K 8 E DR A A
RIEEY], IR ILBRCAT TTHE I A B i
B R I B e (O T b A 4. DR, A R R
FE EBRCAIRIE KRR Ay LA il
29T 1 TS 9 R AR AT IS IR A TN 43

3 &8

BRCAIS HMIRAE . . BUE &k
ST RAEY)ICR, WMEANBRCALRIATE
L] T4 5 B g AR R T DA AR AR )
T, PSR A BRC A LZE 9 (R VAL, LA
TE VIR VR T IR, Sk bR 0 7 v T 7
W5, B O T A AT RE— R ANBIFIC I ) L

4  BEE

1 VNG, INER, FETR, M, skEgE, (2, %1
7R, BAER]. 2003-20074 51 E B s 0n SPET B
. IWEE 2012; 32: 109-114

2 EREUE oK B £, BEmaesT. hES
FIEE2 2004; 22: 1637-1639 [DOL: 10.3969/j.issn.1007
-9572.2004.22.004]

3 Hall JM, Lee MK, Newman B, Morrow JE, Ander-

WCJD | www.wjgnet.com

10

11

12

13

14

15

16

son LA, Huey B, King MC. Linkage of early-onset
familial breast cancer to chromosome 17q21. Science
1990; 250: 1684-1689 [PMID: 2270482 DOI: 10.1126/
science.2270482]

Narod SA, Feunteun ], Lynch HT, Watson P, Con-
way T, Lynch J, Lenoir GM. Familial breast-ovarian
cancer locus on chromosome 17q12-q23. Lancet
1991; 338: 82-83 [PMID: 1676470 DOI: 10.1097 /0000
6254-199203000-00017]

Miki Y, Swensen ], Shattuck-Eidens D, Futreal PA,
Harshman K, Tavtigian S, Liu Q, Cochran C, Ben-
nett LM, Ding W. A strong candidate for the breast
and ovarian cancer susceptibility gene BRCA1. Sci-
ence 1994; 266: 66-71 [PMID: 7545954 DOI: 10.1126/
science.7545954]

Pt BRCALRIPS37EINEL bR Mfgmrh ik K
FHOEE, 2011

Atipairin A, Canyuk B, Ratanaphan A. Substitution
of aspartic acid with glutamic acid at position 67 of
the BRCA1 RING domain retains ubiquitin ligase
activity and zinc(II) binding with a reduced transi-
tion temperature. | Biol Inorg Chem 2011; 16: 217-226
[PMID: 20967475 DOI: 10.1007/500775-010-0718-y]
Shiozaki EN, Gu L, Yan N, Shi Y. Structure of the
BRCT repeats of BRCA1 bound to a BACH1 phos-
phopeptide: implications for signaling. Mol Cell
2004; 14: 405-412 [PMID: 15125843]

Deng CX. BRCAI: cell cycle checkpoint, genetic
instability, DNA damage response and cancer evo-
lution. Nucleic Acids Res 2006; 34: 1416-1426 [PMID:
16522651 DOI: 10.1093 /nar/ gkl010]

De Siervi A, De Luca P, Byun JS, Di L], Fufa T, Hag-
gerty CM, Vazquez E, Moiola C, Longo DL, Gard-
ner K. Transcriptional autoregulation by BRCA1.
Cancer Res 2010; 70: 532-542 [PMID: 20068145 DOI:
10.1158/0008-5472.CAN-09-1477]

Morris JR, Boutell C, Keppler M, Densham R, Week-
es D, Alamshah A, Butler L, Galanty Y, Pangon L,
Kiuchi T, Ng T, Solomon E. The SUMO modifica-
tion pathway is involved in the BRCA1 response to
genotoxic stress. Nature 2009; 462: 886-890 [PMID:
20016594 DOLI: 10.1038 / nature08593]

Ciechanover A. Intracellular protein degrada-
tion: from a vague idea thru the lysosome and the
ubiquitin-proteasome system and onto human
diseases and drug targeting. Exp Biol Med (May-
wood) 2006; 231: 1197-1211 [PMID: 16816126 DOI:
10.1159/000334283]

Wood RD, Mitchell M, Lindahl T. Human DNA re-
pair genes, 2005. Mutat Res 2005; 577: 275-283 [PMID:
15922366 DOI: 10.1016/j.mrfmmm.2005.03.007]

Pal T, Permuth-Wey ], Betts JA, Krischer JP, Fiorica
J, Arango H, LaPolla J, Hoffman M, Martino MA,
Wakeley K, Wilbanks G, Nicosia S, Cantor A, Sut-
phen R. BRCA1 and BRCA2 mutations account for
a large proportion of ovarian carcinoma cases. Can-
cer 2005; 104: 2807-2816 [PMID: 16284991]

Yun MH, Hiom K. Understanding the functions
of BRCA1 in the DNA-damage response. Biochem
Soc Trans 2009; 37: 597-604 [PMID: 19442256 DOI:
10.1042/BST0370597]

Fabbro M, Savage K, Hobson K, Deans AJ, Powell
SN, McArthur GA, Khanna KK. BRCA1-BARD1
complexes are required for p53Ser-15 phosphoryla-
tion and a G1/S arrest following ionizing radiation-
induced DNA damage. | Biol Chem 2004; 279:
31251-31258 [PMID: 15159397 DOI: 10.1074/jbc.

2013-07-18 | Volume 21 | Issue 20 |



PER, F. BRCATESBIHATHE 1943
M405372200] 30  MacLachlan TK, Takimoto R, El-Deiry WS. BRCA1 mzAZE
17  Somasundaram K, Zhang H, Zeng YX, Houvras Y, directs a selective p53-dependent transcriptional A X %% 7 B 7]
Peng Y, Zhang H, Wu GS, Licht JD, Weber BL, El- response towards growth arrest and DNA repair ~BRCA1%4%5 § %
Deiry WS. Arrest of the cell cycle by the tumour- targets. Mol Cell Biol 2002; 22: 4280-4292 [PMID: A % Tt &9 B,
suppressor BRCA1 requires the CDK-inhibitor 12024039 DOI: 10.1128/MCB.22.12.4280-4292.2002] It i i A L
p21WAF1/CiP1. Nature 1997; 389: 187-190 [PMID: 31  Arizti P, Fang L, Park I, Yin Y, Solomon E, Ouchi T, ~ A &M #4911,
9296497] Aaronson SA, Lee SW. Tumor suppressor p53 is re- {7‘ iﬁif Jf 5’?‘)\53?
18  ZHEIE. BRCA1SH G, FFEESF5T 2011; 20: quired to modulate BRCA1 expression. Mol Cell Biol 7:; A &7‘% L)
382-284 2000; 20: 7450-7459 [PMID: 11003642 DOI: 10.1128/ RAET .
19  Ziogas D, Liakakos T, Lykoudis E, Fatourou E, MCB.20.20.7450-7459.2000]
Roukos DH. Exploring the role of BRCA1, BRCA2 32  Zhou C, Liu J. Inhibition of human telomerase re-
and RAD51 as biomarkers for breast cancer. Radio- verse transcriptase gene expression by BRCA1 in
ther Oncol 2009; 90: 161-162 [PMID: 18343512 DOI: human ovarian cancer cells. Biochem Biophys Res
10.1016/j.radonc.2008.02.020] Commun 2003; 303: 130-136 [PMID: 12646176 DOI:
20 Tommiska J, Bartkova J, Heinonen M, Hautala L, 10.1016/s0006-291X(03)00318-8]
Kilpivaara O, Eerola H, Aittomaki K, Hofstetter B, 33  Stolz A, Ertych N, Bastians H. Loss of the tumour-
Lukas J, von Smitten K, Blomqvist C, Ristiméki A, suppressor genes CHK2 and BRCA1 results in
Heikkila P, Bartek J, Nevanlinna H. The DNA dam- chromosomal instability. Biochem Soc Trans 2010;
age signalling kinase ATM is aberrantly reduced 38:1704-1708 [PMID: 21118151 DOI: 10.1042/
or lost in BRCA1/BRCA2-deficient and ER/PR/ BST0381704]
ERBB2-triple-negative breast cancer. Oncogene 34  Metcalfe KA, Lubinski ], Ghadirian P, Lynch H,
2008; 27: 2501-2506 [PMID: 17982490 DOI: 10.1038/ Kim-Sing C, Friedman E, Foulkes WD, Domchek
sj.onc.1210885] S, Ainsworth P, Isaacs C, Tung N, Gronwald ],
21  Weberpals JI, Clark-Knowles KV, Vanderhyden Cummings S, Wagner T, Manoukian S, Mgller P,
BC. Sporadic epithelial ovarian cancer: clinical rel- Weitzel J, Sun P, Narod SA. Predictors of contra-
evance of BRCAL1 inhibition in the DNA damage lateral prophylactic mastectomy in women with a
and repair pathway. | Clin Oncol 2008; 26: 3259-3267 BRCA1 or BRCA2 mutation: the Hereditary Breast
[PMID: 18591560 DOI: 10.1200/JC0O.2007.11.3902] Cancer Clinical Study Group. | Clin Oncol 2008;
22 Khanna KK, Jackson SP. DNA double-strand breaks: 26:1093-1097 [PMID: 18195327 DOI: 10.1200/
signaling, repair and the cancer connection. Nat JCO.2007.12.6078]
Genet 2001; 27: 247-254 [PMID: 11242102] 35 Rakha EA, El-Sheikh SE, Kandil MA, El-Sayed ME,
23 Zhang], Willers H, Feng Z, Ghosh JC, Kim S, Weav- Green AR, Ellis I0. Expression of BRCA1 protein
er DT, Chung JH, Powell SN, Xia F. Chk2 phosphor- in breast cancer and its prognostic significance.
ylation of BRCA1 regulates DNA double-strand Hum Pathol 2008; 39: 857-865 [PMID: 18400253 DOI:
break repair. Mol Cell Biol 2004; 24: 708-718 [PMID: 10.1016/j.humpath.2007.10.011]
14701743 DOI: 10.1128/ MCB.24.2.708-718.2004] 36 BEkZE, R, BERSF BRCALTE B EHSAFH#R
24 Paull TT, Cortez D, Bowers B, Elledge SJ, Gellert M. ik, PEEFGFE 2010; 7: 61-62
Direct DNA binding by Brcal. Proc Natl Acad Sci 37  Kim JW, Cho HJ, Kim M, Lee KH, Kim MA, Han
U S A 2001; 98: 6086-6091 [PMID: 11353843 DOI: SW, Oh DY, Lee HJ, Im SA, Kim TY, Yang HK, Kim
10.1073/pnas.111125998] WH, Bang Y]. Differing effects of adjuvant chemo-
25  Hashizume R, Fukuda M, Maeda I, Nishikawa H, therapy according m BRCA1 nuclear expression in
Oyake D, Yabuki Y, Ogata H, Ohta T. The RING gastric cancer. Cancer Chemother Pharmacol 2013; 71:
heterodimer BRCA1-BARD1 is a ubiquitin ligase in- 1435-1443 [PMID: 23633032]
activated by a breast cancer-derived mutation. ] Biol 38  &f&F-. Her-2, P63, BRCAI/EFBEHEIFENE
Chem 2001; 276: 14537-14540 [PMID: 11278247 DOL: S TR, 2012
10.1074/jbc.C000881200] 39  Moiseyenko VM, Volkov NM, Suspistin EN, Yanus
26  Westermark UK, Reyngold M, Olshen AB, Baer R, GA, Iyevleva AG, Kuligina ESh, Togo AV, Kornilov
Jasin M, Moynahan ME. BARD1 participates with AV, Ivantsov AO, Imyanitov EN. Evidence for pre-
BRCA1 in homology-directed repair of chromo- dictive role of BRCA1 and bTUBIII in gastric can-
some breaks. Mol Cell Biol 2003; 23: 7926-7936 [PMID: cer. Med Oncol 2013; 30: 545 [PMID: 23532817 DOI:
14560035 DOI: 10.1128 / MCB.23.21.7926-7936.2003] 10.1007/s12032-013-0545-4]
27  De Nicolo A, Tancredi M, Lombardi G, Flemma CC, 40  Comings DE, Gade-Andavolu R, Cone LA, Muhle-
Barbuti S, Di Cristofano C, Sobhian B, Bevilacqua man D, MacMurray JP. A multigene test for the
G, Drapkin R, Caligo MA. A novel breast cancer- risk of sporadic breast carcinoma. Cancer 2003; 97:
associated BRIP1 (FANCJ/BACH1) germ-line mu- 2160-2170 [PMID: 12712467 DOI: 10.1002/ cncr.11340]
tation impairs protein stability and function. Clin 41 Bernard-Gallon DJ, Déchelotte PJ, Le Corre L, Vis-
Cancer Res 2008; 14: 4672-4680 [PMID: 18628483 sac-Sabatier C, Favy DA, Cravello L, De Latour MP,
DOI: 10.1158/1078-0432.CCR-08-0087] Bignon Y]. Expression of BRCA1 and BRCA2 in
28  DiLJ, Fernandez AG, De Siervi A, Longo DL, Gard- male breast cancers and gynecomastias. Anticancer
ner K. Transcriptional regulation of BRCA1 ex- Res 2003; 23: 661-667 [PMID: 12680164]
pression by a metabolic switch. Nat Struct Mol Biol 42 Zavala G L, Luengo ] V, Ossandén C F, Riquelme
2010; 17: 1406-1413 [PMID: 21102443 DOI: 10.1038/ S E, Backhouse E C, Palma V M, Argandona C ],
nsmb.1941] Cumsille MA, Corvaldn R A. [Hierarchical cluster-
29  Mullan PB, Quinn JE, Harkin DP. The role of ing analysis to detect associations between clinical

BRCA1 in transcriptional regulation and cell cycle
control. Oncogene 2006; 25: 5854-5863 [PMID:
16998500 DOI: 10.1038/ sj.onc.1209872]

(49

TEE
Jaishideng®

WCJD | www.wjgnet.com

and pathological features of gastric tumors and hy-
permethylation of suppressor genes]. Rev Med Chil
2007; 135: 17-25 [PMID: 17369979]

2013-07-18 | Volume 21 | Issue 20 |



1944 ISSN 1009-3079 (print) ISSN 2219-2859 (online) HFRENBIKAE 2013F7518H 5216 5205
[ JoRGRE iy 43 Esteller M. Aberrant DNA methylation as a cancer- lung cancer. Lung Cancer 2002; 38: 217-227 [PMID:
AL ZAHR, 48 inducing mechanism. Annu Rev Pharmacol Toxicol 12445742 DOI: 10.1016/50169-5002(02)00224-6]
XIAER S, LF 2005; 45: 629-656 [PMID: 15822191 DOI: 10.1146/ an- 50  Altaha R, Liang X, Yu JJ, Reed E. Excision repair
e e O} nurev.pharmtox.45.120403.095832] cross complementing-group 1: gene expression and
Ao T 4 5T A 44  Bernal C, Vargas M, Ossandén F, Santibéiiez E, Ur- platinum resistance. Int | Mol Med 2004; 14: 959-970
!&%%)iﬂk’%‘ rutia J, Luengo V, Zavala LF, Backhouse C, Palma [PMID: 15547660]
e ﬁ%?‘jﬁ“ s PR A M, Argandofia J, Aguayo F, Corvaldn A. DNA 51 Liu L, Xing D, Chen WR, Chen T, Pei Y, Gao X.
sk BT 6 SR methylation profile in diffuse type gastric cancer: Calpain-mediated pathway dominates cisplatin-
A evidence for hypermethylation of the BRCA1 pro- induced apoptosis in human lung adenocarcinoma
moter region in early-onset gastric carcinogenesis. cells as determined by real-time single cell analysis.
Biol Res 2008; 41: 303-315 [PMID: 19399343 DOI: Int ] Cancer 2008; 122: 2210-2222 [PMID: 18214855]
10.4067/50716-97602008000300007] 52 BUERE, ), LDEERK. e 2GR SE R .
45  Chen XR, Zhang WZ, Lin XQ, Wang JW. Genetic in- E’II[_[HTE-T 12 2005; 8: 152-155
stability of BRCA1 gene at locus D175855 is related 53 Rosell R, Cobo M, Isla D, Camps C, Massuti B.
to clinicopathological behaviors of gastric cancer Pharmacogenomics and gemcitabine. Ann Oncol
from Chinese population. World | Gastroenterol 2006; 2006; 17: v13-v16 [PMID: 16807441 DOI: 10.1093/
12: 4246-4249 [PMID: 16830385] annonc/md;j942]
46  Zhang ZZ, Liu Y], Yin XL, Zhan P, Gu Y, Ni XZ. 54  Rosell R, Danenberg KD, Alberola V, Bepler G,
Loss of BRCA1 expression leads to worse survival Sanchez JJ, Camps C, Provencio M, Isla D, Taron M,
in patients with gastric carcinoma. World | Gastro- Diz P, Artal A. Ribonucleotide reductase messenger
enterol 2013; 19: 1968-1974 [PMID: 23569343 DOI: RNA expression and survival in gemcitabine/cis-
10.3748/wjg.v19.i12.1968] platin-treated advanced non-small cell lung cancer
47  Chen W, Wang], Li X, Li], Zhou L, Qiu T, Zhang M, patients. Clin Cancer Res 2004; 10: 1318-1325 [PMID:
Liu P. Prognostic significance of BRCA1 expression 14977831 DOI: 10.1158 /1078-0432.CCR-03-0156]
in gastric cancer. Med Oncol 2013; 30: 423 [PMID: 55  5KICE, $E32. BRCATEAFIRAPS0 mRNA KA /KF
23292835 DOI: 10.1007/s12032-012-0423-5] S5EEHPT SN R. hENEIRR S
48 Hu H, Zhang Y, Zou M, Yang S, Liang XQ. Expres- FEE 2012; 19: 122-125
sion of TRF1, TRF2, TIN2, TERT, KU70, and BRCA1 56  Shim HJ, Yun JY, Hwang JE, Bae WK, Cho SH, Lee
proteins is associated with telomere shortening and JH, Kim HN, Shin MH, Kweon SS, Lee JH, Kim H]J,
may contribute to multistage carcinogenesis of gastric Chung IJ. BRCA1 and XRCC1 polymorphisms as-
cancer. | Cancer Res Clin Oncol 2010; 136: 1407-1414 sociated with survival in advanced gastric cancer
[PMID: 20127252 DOI: 10.1007 /s00432-010-0795-x] treated with taxane and cisplatin. Cancer Sci 2010;
49  Rosell R, Lord RV, Taron M, Reguart N. DNA 101: 1247-1254 [PMID: 20331623 DOI: 10.1111/

(49

TEE
Jaishideng®

repair and cisplatin resistance in non-small-cell

j.1349-7006.2010.01514.x]

ik WE W 1EEA

ISSN  1009-3079 (print) ISSN 2219-2859 (online) DOI: 10.11569  20134FfAY ) Baishideng 15

(EREAFWR L) #

HHE DR &M BMFA

AHR 2011-12-02, FEBER ARG B ATEIL TR AT20105E 0 BRGS0 E 45 F, Zonk v BRE fh RS
WP PR PR REEA VN, (A IR PP oh 20 114E S b RS S BHE TP, rb RS SRS 31 A

R e o
AR Gl )

WCJD | www.wjgnet.com

AR, At BB E RS 22 A (5 . s fh RS AL A 00 =48 ( (SN

2013-07-18 | Volume 21 | Issue 20 |



WREAFILELC

wcjd@wijgnet.com

THFRIEL N BV 2013573 18H; 21(20): 1945-1949
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

L #k 458 REVIEW

HELEEEFREAEXEZNHARERE

WBXE, KigE A B

WMXE, KiER, AE, LHEHKRESF —HWEERELA
# =& H AT 650032

N E, FEMBRTHBIEE RSB EVAR.

& RS ANFARBEIESBETN, KESATER.
BIRAEE: KBS, 208, THEEID, 650032, ~FaERIFHIER
2955, BIHERIRZE—MBERHELARL zhr919@sina.com
E313: 0871-5316883

RS EEE: 2013-03-22 {BOEHA: 2013-05-29

ESE5E: 2013-06-05 £ HhREHA: 2013-07-18

Factors affecting quality of life
in patients with cirrhosis

Wen-Jun Deng, Hai-Rong Zhang, Wei Shi

Wen-Jun Deng, Hai-Rong Zhang, Wei Shi, Department
of Gastroenterology, the First Affiliated Hospital of Kun-
ming Medical University, Kunming 650032, Yunnan Prov-
ince, China

Correspondence to: Hai-Rong Zhang, Professor, Chief Phy-
sician, Department of Gastroenterology, the First Affiliated
Hospital of Kunming Medical University, 295 Xichang Road,
Kunming 650032, Yunnan Province, China. zhr919@sina.com
Received: 2013-03-22 Revised: 2013-05-29

Accepted: 2013-06-05 Published online: 2013-07-18

Abstract

Cirrhosis is a very common chronic disease
with an insidious onset and a protracted course.
Many kinds of complications may occur in pa-
tients with advanced liver cirrhosis. Patients
with cirrhosis have seriously affected quality of
life and have to suffer great physical and men-
tal pain. Evaluation of quality of life in patients
with cirrhosis is of great significance for the
management of this disease. The quality of life
in patients with cirrhosis is influenced by many
factors, including sex, age, education, economy,
duration, severity, Child classification, and late
complications. Of these factors, disease course,
severity, liver function grade and late complica-
tions have the greatest impact. In this paper we
review major factors that affect quality of life in
patients with cirrhosis.

© 2013 Baishideng. All rights reserved.
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