i~ B E

B

W02 12ubM* Mmm

mym&RE | WD

o V= L

E &4+

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

- N YIS

WORLD CHINESE
JOURNAL OF DIGESTOLOGY

Shijie Huaren Xiaohua Zazhi
2014 F7 A8 %1 % 22 % % 19#% (Volume 22 Number 19)

19/2014

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

ISSN 1009-3079 HR O W 201248 fR) ) A1 CrhSoi0 1R 2 H
19> SV (QQOTTARRR) ) WSR2 ARSI (AN
WA ZRE) FE 2, (Chemical Abstracts)
| | ‘ ‘ ““H‘ {EMBASE/Excerpta Medica) , {Abstracts Journals)
9 '771009"307056 Al (Digital Object Identifier) Y.



a1 At

AN
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.

BJRia B i A% E R Ed EIERE €l FP AR
BTiss BEXRFAEIF A B MR P& FRHR R
FEBHIS T A ZAL R FE AR MR AR Fh a8 ZALRIT
PRS2 S SR & Rk BT FRARZHAR B R AR
IE R Bk 8t Tk FAE BT Wh it 8 EAEE T ENN & e
EX R S 4 R HHAR YR T &Ll IR HAR e E &5
W Rk HIE X EH AR 75k BT Mk Ao AS B FRAAHAL
B R A * BeAE EAEE T RE &l L F EAEE )R B E R B A
WA AR FRBEAPHAT JEHE R HAR I & FEEHR
TR ARIE FHIL W F A HIL 2% B #A% = ZFHI
e e pITERE & JE 5l AR MRS HIR F ) AR
AT 4k ik A% STAT I AT E =R x) & AR I
gt ATAN AR EX Pk & B S HIR ) AR H AR
EEHIE EPE &l ERCP &l WA X 5 o &) B
IR ERFHA T L3 PUE=%-&: 4
e KR TAEE )P EILREHA AR A 8 #A% | 7 &) AL E T
RS FAAHIZ EN -3k &d i &d X FR EAE B IR
XU R KGHI ER R AR E 19 4x &) #4% PR
TR IR FE &R Bk A% A BEH AR R &
X1 i B HIE TR R Fut i B A% A% MR &) #dx AR ) Az
%) b I E A HIR LT &l AR B AE 8 HiR W R e
2 M EY i« AT AR 1 EA= AT B =A%
ok Al EA0E EAEEIF IR B IR Sk 3 3IH R
EX e TS ELE i RE EAEEIF BRI TR AR
I AHH B FHH WA 3 AR M &) A% RARE FALEIF
WSR2 A FREHAT KE R FAEEIF BAR AL E T Bl R HIR
kR PR A% B AHAR REH R B A &) £4E B IR RIRAAR
B2 R SRR AT HAZ B # A% AHER IR
RE BRI @) AL E T B EALEIT EFE €5 FAh A AE B T
SEYIV St St MEFEHIT AL B A% ARG EALE T PR R AR
oY S pIp LT K& BRI AR 3% B At Bk 8 %
B R R AR FRIF AR TR AL 78 AEEIT
e pUF: &k X A FM T AL AE AT B HE R ToA TR &) A%
W E & AL E R X e T A BT A E S EAEE)D AT B R 4 4% 76 E R AR
LS 4 X AR EAEEIT LY E:C:d T I A FeiRA=HAZ
T X 35 A & AR JB B # £ A% BT LRS-k ¢5d 708 E &) TALE )P
TS %is M AEAR AR J& F 3z & FHIR LHRE SRR
T W8 k2% L £ EEIF SR 0% -F AL E T o S A AT AR
R HIT Lk AL E IR HEHAR X RHAL RIRHAL
REBHIE EN Nt Erd TI AL E )P ED &2 84 FhdiEHIR
VA RAE &Y 25T Al FAEE )T L FEHIR
MF <803 R A HILINIZ A E ZEET JNE @ #A
RESLIE & d GRE IR 8% e BT L) A% FIF AR
FHHIR RERIE - &id Sk E R R HR AR ETiE e
AR H EALE I BR A AL 8] HA% CEX(Z &4 ¥ el A R T
PR ETS 4 & HL Rz I nk 8 Has 6 & HHNEF] FAEEIT
BALAR G FAEE )T 7 Atk 8 2R K=F LR LRI & T 4B kIR
BRI HA% A FME AR GAREEE)D FHELFEEI JE B UR
JBaishideng® WCJD | www.wjgnet.com 1 2014-07-08 | Volume 22 | Issue 19 |




W a1 Aifi st

S Y AN
RMEEZNR
EEE TR EH% iFEa kel R il R A B 2 2T
EK EAEEIR OE:RIE & ESILIE &id AR EAEE I [ IR &3
VEAR M 8] 44 SN FAEE T o AL EEE T EIETe
ZiH R IAEE)T TR R H A ST T iR AE e
EX Y SIEX FAdeHAt FLEAR R ER TS T
;Qﬁiﬁa &8 A X & BUPRELEES EHEHIR

V&I B R & % 8 Ha L EEe AR R R
EAEE IR £ B B3 LAY . imm%%J
e Sk €3 o @) A & Fd it EFEFRR R I8 BB
£ A EAEEIT 3 AL A 2 AL E T & B REE £ SRR HAL IR HE
i%%%%@% PR TALEIF RAF &R R LR SEE 53 ZFHIR
;g;;;ﬁﬁ% ﬁfﬁi&%% R F LSRR R A48 Hok

< LR EEIE e ST A EAEE) AR B 2 &8 3%

AR B %igﬁﬁ ﬁ i§i£§& ?aﬁéﬁ&
E R 38 AR B A sl LALENT
EEME LR g 3 e m ) FHAH PICERLAZ T IR R
fiﬁiﬁ B 2 AE BT SEEEE L ETE HEEHH
joasiogn AL AT ) 48 AT R W 81 R 4 L UECH

ol 7 A 5 2 5] S £ =S oA Gk EE oy 3
WAk EAEE T iggggﬁ ﬁ?%aﬁ R I ABERLR
P rﬂ/ 2 X ‘Eﬂlﬂgffb}x MR E R ARERBNHFR R
k] 22 E E YU P T 8l 2AEE )T B AL ot A
oyl EXCEXS A 5 BB HBOURHA A
AR RB EALEI AR S BT BT PR T
5 Aok E%%#ﬁ' Vo AL E T & B A HUL FRAIP B BF 7T R
LTI Y e TR HRETIN R
e %mw%@, EhLa] ZALE )T B ATLE HA% Aok HIE
55 o £ AE BT PR 6] A8 )T FALRAH IR R A A 5 R
AR & 2 AR 48 5 it IRMHE RS L
xS e RAE E AL R IR B LA AR T 1T404% 8B 50 ) J e K 8] £4E E )P
R e A 75 3 8 4 ¥ 38l AEE T TR ko R A
Aok L) AL E R A B A B R R B & IRHF R R
ERUEIEISH S AR RT3 AL
1 4y e Rt \ : ¥ B #H HIRERS
RIS Rt 2AEBIF a7 S IBAR 2 R 8 AU
3l ) EAE I ) . QW AR 2R 4t AR 2 @) At
T 7#1%$[§2§—?—" CRISPE & 5B IR R AR
X T gk EAER I LR LR  EARHI SEAE ) 8] 3 AE B
kA B A AL F R R BT HAR E P& Ik &l IR AL
WAL SR T RBETF AL )T REFE R EEEF S kit T A B
3K E I ek EIEET T o #ak F ¥ B HR 8l
FRARIE ZAEE )T if#ﬁﬁ 2 B #A% x| K AE &) H A% EREE IAEENT
SEES IR T ¥ B AR ) FHAL ) 7 O A
AN EAEE T LT E e AR ) e Ha SELEEX
A4 F AL 3 al it FE e A @) d THF AR R REAE S
AT H% F IR HH LIRS ¥ RS R ES T E T
AT 8l AL E T ) B R AT EAEE T EAEHR ] & S48 ZAEE T
EIDNE &id X 8 4k EAEE )T A 8 #% IEFEEENT
\ SEXTEIE S BIECARRNANESSY kel #ut ERIEL S
f&%ﬁf# LR L el Aol &) EAE B )T B e &) FAE 2507 BRE A 8 HR
BB HAE FEF AR FRFHI;K RS EIE e T3 #oAk
 ER 2 AE B I EIGEE ) A R &) £ A4E B T VR SRS SR FHI
§2ﬁ2§ﬁ iiéﬁﬁ ER % 3 MR - @ A $I T TE T

F ok A ERA A TN F T GHA IR AR B HIT
W & A 8] 2AE E ) EERIAEET kT WA k7 8 M
Baishideng® WCJD | www.wjgnet.com 1I 2014-07-08 | Volume 22 | Issue 19 |




e NIRRT

Shijie Huaren Xiaohua Zazhi

2014 %7 A8 H $g22% F 19 1A B 5 45947)
s S| 2665 HEERIEKERHIPT LR
Bk Eaia

o2 2671 Smo/NTHERNAR) A £ CAES- 74 TR $2
= i 71 % 21, AR, T K A
2679 ChREBP N HALELA PNPLASTERFRA RIS ML AR e E
%, FaT
2686 NIFME—SEALG/ — B R SRR AR NS 2L F AR AR RERUHREAL TR R 2
R A, IR, ARG, KT, FRIE
2692 (PREHEIF LT AR RS 7 I Smad 7/ TGE-BARIK AL
37T, FEETF, BdE, L4, B34, Sk

b S s 2703 STATsSHTLF4EL e ATt R

X 47 & Fx A%

2710 NADPHEAVEGS R AT L F 4R L AORF ot 2 I
VSt X

2716 JELIMEIFARBINEE RS VA BE TN
O, 2RI, Sk, B

2722 gEtidE ATENE L R MYE R stk R
LB, X BN

HRIR IR 2728 SiRNAFZAJTERER AT AN KR F- 2 AR R B 7 B8R N AL
HEA

2734 IEHE A N B R AR A K DU SYK . HER2ZAHIFAN]
RAFIE, A, F i

2740 Calnexin GRP784E KR ABF RGBS 4mA A TR 1
ARE, T, 52—

2746 Smad4 BRI 45 e I 25 25 I T BRURR I OO 52)
e, X2, THF, T4

2752 1ERERR RN N TTERFOXQ IR RITE K i 4l A DLD-1 i) &iA
Gue, L, BREM, iR

I R R I 2758 MR SIS X B % 8 7S VEGFAINO & S/ #20 ) & 3
Ak, FRok, ATEF

2763 MR NIRRT A R R AR AT TRk K S
IR, FEE, FH), SREE, Rk

2768 =TT A AR SRR RETIE SR & I 274k (L FibroScaniillE SHT4H 4V FR2A 12 W 4%
BIR, e Yk AR, SR T, Rk AR E

2774 ARG EEME IR TN ATE AR L A Meta 34T
REE, Bt it

2780 VI SR AIGTT A M & Ik S EE 734
MAt, ¥

2784 FHREAGFIINE 7= NELIREI L
FRE AR, A A

2789 #rH L I/ NEFARSENEH- I RO % A e SE B IR T
=, T, R, EE, BRI, R EF, R EE, Tk

2795 B I TIHNE SIS A 23 A M T HE I Bk 2B B T T R%
1P, L

2800 H UEEIRA e P FRymBh N Ac iR S 3 RO PR s R
5, Barty

2804 EMGHLELAEMISUSINER 2RS0T Pk AR B B O Ze AT 38 S a2
IO, MRk, FRE

Baishideng® WCJD | www.wjgnet.com I 2014-07-08 | Volume 22 | Issue 19 |



2809 & /e S g RS H LR IEMREREAN TS B ST TR

~~~~~

7= B R &

2813 BB AEIER A E AR B I7ETDRERS 1151
FHTE, G, BRRE, X E

P R

[-V  EFEANHEIE) SR
I 20145 ENE PRI

& | I

NGRS AT E S

=] =i 2678 (HFIENHMIE) FRAE (HPOCCITIZEH ) (20114FAK)

2691 (HFUENHEEAE) T2012-12-263k1FRCCSEH ERUEEARIITI(AHIRS
2762 HEFHE BWPRAT A (R BIZRE2E GR) ) #2IK1-0.873
2779 (HFENHIRE) B ERE RS

HEWS

T3, EETF, S, TR, L2d, k. A ORI E 7 )2 Smad 7/
TGF-piRAR L. tHFAE N\ kA& 2014; 22(19): 2692-2702
http://www.wjgnet.com/1009-3079/22/2692.asp
http://dx.doi.org/10.11569/wcjd.v22.i19.2692

AHITRAEA

Uds FA; IKEYRIR & 2, I006; ARG & B SOURER RS DTSR SRm; TEARLE A
URARTR AT M8 RRATERE AL R B

J‘f’;,%/‘*iﬁfﬁi'f&

Shijie Huaren Xiaohua Zazhi
ZHh-F AEHETE
BT SRS

(1)
& FJ 1993-01-15
o F 1998-01-25
kR 2014-07-08
RHB FBIRERE

BT
BRENBEHAE

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

S

FEEF, 847, 200233, LiFM, DREBEARZNES

NARERRGR

FEXE, 4B, 710004, [RFERTELM, FELA@BARE

ES s MEERBRRR

TSR, 4%, 250031, LURETEH, PEARREN

EREXSERER

XUERT, 4%, 150001, BT BIBICET, [BITVEE

RRFE—IRRESREIMY

XS5, #%, 200072, LiEM, @FFAFIES A

REFTELCAR

SE, #4%, 310006, FTATUNT, ILPERAE
\Mﬁ)%\@%(%l%qn@%ﬁ%m&

AN, #48, 200433, £i8, PEARRNK
FEFREAFWERBERHER
FHRIE, i, 030001, (UFERARM, LFHE
ARERTHEIR
TR, %, 350001, 1SREIBINT, 1B2E
RNRSEEIDAERDE AR
WhEE, BZ, 226001, STAHREED, FEEX
S BERRIBRESAR DI

KSROA, 2%, 100016, IR0, BEXZE—
WEERTELESDIL

mIEED

SIS,

(HFRELNBIRTE) wEE

100025, L ROEABXRIIADES62S,
M FEFRC)DEEIOIZE
EBIE: 010-59080035
fEE: 010-85381893
E-mail: wecjd@wjgnet.com
http://www.wjgnet.com

FH: 18311378628

HhR .

FTEELBAAR LA
Baishideng Publishing Group Inc
8226 Regency Drive, Pleasanton,
CA 94588, USA

Fax: +1-925-223-8242
Telephone: +1-925-223-8243
E-mail: bpgoffice@wjgnet.com
http://www.wjgnet.com

HIHE

T RBUEEPELRERAD
100025, It RHEABXRIUADPES62S,
O ERDINDEEI0ZE

E31E: 010-85381892

f&&: 010-85381893

(HREABMEZR) B (FEH
Hob XA IR R OF B AR SO G
Fl 2012400 ), (FXESHFIE
B % (0114 5)) . (Chemical
Abstracts) , (EMBASE/Excerpta
Medica) , { Abstracts Journals) #r
(Digital Object Identifier ) Y 3.

(R AU EE) EFERERK
KAz BH % FT, 2012-12-07 % A7 92011
£ (P EAE A B ERE R
BOY St B AR, BT AISTLR
51 %0.82), ¥ F0.775, %4&iFHh
B A465.54, 4 A GLE AR F 5% 4
KB BT #5067 E5hL,
F I IK20114 5 of E 4 & A T

(HREANFEMREF) EXTFRE
THEE DD FZ S (http://www.
baishideng.com/wcjd/ch/index.
aspx), FIABNRRE—ETUES
#HAT, BERRE. . R, T
VLB . e Z B EER

R
15k 28T

8IS
AFIFIHERT A SCE A GEEA TR
FAIA IR ZE ROV, BRABFRESI S
B, AT HIAE 5T R, (AT
AT IR

EM
§HA90.677T £ 36183264.007T

© 20144 FRI)I B tH & H R E A R 2
ARE

J

Baishideng® WCJD | www.wjgnet.com

Il

2014-07-08 | Volume 22 | Issue 19 |



World Chinese Journal of Digestology

July 2014 Contents in Brief Volume 22 Number 19

EDITORIAL 2665 Advances in understanding pathogenesis of gastroesophageal reflux-related cough
Gong SD, Cui LH

BASIC 2671 Transfection with small interfering RNA targeting smoothened promotes cell apoptosis in human
esophageal carcinoma cell line CAES-17

RESEARCH Liu S, Zhang Z, Chen TY

2679 Role of ChREBP and its target gene PNPLA3 in pathogenesis of nonalcoholic fatty liver disease in rats
JiL, Li CP

2686 Effect of endogenous nitric oxide/nitric oxide synthase and carbon monoxide/heme oxygenase-1
on portal pressure in rats with hepatic cirrhosis
Song LX, Chen WG, Zheng Y, Zhang N, Qi CH

2692 Establishment of a rat model of alcoholic liver fibrosis and detection of hepatic expression of
Smad7/TGF-p
He PY, Hou ZP, Gao SM, Wang MJ, Ma LX, Li BQO

REVIEW 2703 STATs and hepatic fibrosis
Jiang YL, Zhou X
2710 Role of NADPH oxidase family members in promoting liver fibrosis
Yu SS, Zhu X
2716 Magnamosis combined with endoscopy: A new endoscopic technique in digestive surgery
Yan XP. Liu WY, Li DC, Lv Y
2722 Metallothioneins and digestive system tumors
Meng HE, Liu ZY

RAPID 2728 SiRNA-mediated silencing of fibroblast growth factor receptor improves chemotherapy effect in a
xenograft mouse model of gastric cancer
COMMUNICATION Yamg 1

2734 Effect of cisplatin implantation in human gastric carcinoma xenograft growth in nude mice and
tumor expression of SYK and HER2
Cai TT, Yan LP. Li H

2740 Role of calnexin and GRP78 on hepatocyte apoptosis in rats with nonalcoholic fatty liver disease
Hu XX, Wang Y, Wang JXY

2746 Smad4 gene knockdown enhances chemosensitivity of colon cancer cells to doxorubicin
LiJP, Liu H, Yu JP, Yu HG

2752 Construction of lentiviral expression vectors to silence expression of FOXQ17 gene in colorectal
cancer cell line DLD-1
Bai X, Tang H, Lang FC, Guo Q

CLINICAL 2758 Buzhong Yiqi Huoxue prescription increases serum VEGF and NO levels in patients with gastric ulcer

PRACTICE Qin JS, Zheng B, Fu ZF

2763 Clinical significance of plasma visfatin level in patients with non-alcoholic fatty liver disease
Cai HY, Li YZ, Li L, Zou JT, Tu Q

2768 FibroScan vs hepatic histopathology for diagnosis of liver fibrosis in chronic hepatitis B patients
with liver stagnation and spleen deficiency syndrome or damp and heat accumulation syndrome
Jiang KP, Li JH, Hu HT, Ren J, Qiu TY, Huang QOH, Mao RJ

2774 Assessment of hepatic fibrosis stage by real-time tissue elastography: A meta-analysis
Zhang BY, Li XG, Xu J

2780 Hepatectomy combined with devascularization for treatment of primary hepatocellular carcinoma with
portal hypertension
Yang K, Yang O

2784 Clinical effects of early enteral nutrition via a nasogastric tube vs a gastric-jejunal tube in patients
after liver transplantation
Li H, Zheng D, Xiong HL, Wu J

2789 Incidence of and risk factors for parenteral nutrition associated cholestasis in neonates
Yun X, Luo B, Qi GZ, Tang Q, Shan QW, Chen XQ, Chen YJ, Wang LL

2795 Efficacy of enteral nutrition combined with comprehensive nursing in patients with coma due to
hypertensive cerebral hemorrhage
Zhong GY, Ma LP

2800 Clinical effects of auricular application and comprehensive nursing intervention in stroke patients
with constipation
Huang P, Liao HM

2804 Biofeedback therapy for functional constipation: Long-term efficacy and nursing measures
Wang SP, Liu HH, Xu CY

Baishideng® WCJD | www.wjgnet.com I 2014-07-08 | Volume 22 | Issue 19 |



N

2809 Efficacy of 5-day levofloxacin-containing concomitant therapy in eradicating Helicobacter pylori infection
Zhou Y, Xu QH, Zhou ZJ, Dong YB

I Meeting events calendar in 2014

CASE 2813 Abdominal pain as first clinical manifestation of gastrointestinal dysfunction following renal
transplantation: A case report

REPORT Li YE Zeng Z, Ma CL, Liu T

APPENDIX I -V Instructions to authors of World Chinese Journal of Digestology

ACKNOWLEDG- I

Acknowledgments to reviewers of World Chinese Journal of Digestology

MENT
COVER He PY, Hou ZP, Gao SM, Wang MJ, Ma LX, Li BQ. Establishment of a rat model of alcoholic liver fibrosis
and detection of hepatic expression of Smad7/TGF- in this model. Shijie Huaren Xiaohua Zazhi
2014; 22(19): 2692-2702
http://www.wjgnet.com/1009-3079/22/2692.asp
http://dx.doi.org/10.11569/wcjd.v22.i19.2692
RESPONSIBLE Assistant Editor: Xiang Li Review Editor: Ya-Jing Lu, Peng Guo Electronic Page Editor: Ya-Jing Lu
EDITORS FOR English Language Editor: Tian-Qi Wang Editor-in-Charge: Peng Guo Proof Editor: Peng Guo Layout
THIS ISSUE 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 8, 2014

NAME OF JOURNAL
World Chinese Journal of Digestology

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

EDITOR-IN-CHIEF

Ying-Sheng Cheng, Professor, Department of
Radiology, Sixth People’s Hospital of Shanghai
Jiaotong University, Shanghai 200233, 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 Zheji-
ang Chinese Medical University, Hang-zhou
310006, Zhejiang Province, China

Da-Lie Ma, Professor, Department of Pathol
.

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

Jun-Ping Wang, Professor, Department of
Gastroenterology, People’s Hospital of Shanxi,
Taiyuan 030001, Shanxi Province, 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 Univer-
sity, Nantong 226001, Jiangsu Province, China
Zong-Ming Zhang, Professor, Department of
General Surgery, Digestive Medical Center, the
First Affiliated Hospital, School of Medicine,
Tsinghua University, Beijing 100016, China

EDITORIAL OFFICE

Peng Guo, 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 18311378628
Fax: +86-10-85381893

E-mail: wcjd@wijgnet.com

http:/ /www.wjgnet.com

PUBLISHER

Baishideng Publishing Group Inc
8226 Regency Drive, Pleasanton,
CA 94588, USA

Fax: +1-925-223-8242
Telephone: +1-925-223-8243
E-mail: bpgoffice@wjgnet.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 90.67 Yuan for each issue
RMB 3264 Yuan for one year

COPYRIGHT

© 2014 Baishideng Publishing Group Inc. Ar-
ticles published by this Open Access journal
are distributed under the terms of the Creative
Commons Attribution Non-commercial License,
which permits use, distribution, and reproduc-
tion in any medium, provided the original work
is properly cited, the use is non commercial and

is otherwise in compliance with the license.

SPECIAL STATEMENT

All articles published in journals owned by the
Baishideng Publishing Group (BPG) represent
the views and opinions of their authors, and
not the views, opinions or policies of the BPG,

except where otherwise explicitly indicated.

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

Baishideng® WCJD | www.wjgnet.com

v

2014-07-08 | Volume 22 | Issue 19 |



WREAFILELC

wcjd@wijgnet.com

RN HILZYE 201487838 H; 22(19): 2665-2670
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

12 #F EDITORIAL

/.

B RS Rt I % R AL HI R i 3 2 R

5=, £34

S=F, B4, PEAARMBKERELERBELAF w
100048

BV, 3B, FEEN, FEMEVEEMERER. RESS
SEICRS R AR B R RIBI2/8 D EOVIAR.

& RO ANBS =R, ETTZIESER.

BIRAEE: 1140, 2%, FEEIN, BTESIM, 100048, JLR
HPEXS2NIES, PEARBNEBERERTEARL
luckycui861@sina.com

E83%: 010-66957541

RS EHEE: 2014-04-16 {BOBHA: 2014-05-26

ESEHER: 2014-06-02 £k HMREHR: 2014-07-08

Advances in understanding
pathogenesis of
gastroesophageal reflux-
related cough

San-Dong Gong, Li-Hong Cui

San-Dong Gong, Li-Hong Cui, Department of Gastroen-
terology, Naval General Hospital, Beijing 100048, China
Correspondence to: Li-Hong Cui, Professor, Chief Physi-
cian, Department of Gastroenterology, Naval General Hos-
pital, 6 Fucheng Road, Haidian District, Beijing 100048,
China. luckycui861@sina.com

Received: 2014-04-16 Revised: 2014-05-26

Accepted: 2014-06-02 Published online: 2014-07-08

Abstract

Gastroesophageal reflux-related cough (GERC)
refers to chronic cough caused by gastroesopha-
geal reflux disease (GERD) and is one of the
common causes of chronic cough in adults.
Compared with typical GERD, GERC has its
own characteristics in the pathogenesis of cough.
The main mechanisms involve direct refluxate
stimulation and indirect esophageal-bronchial
reflection. In addition, the high sensitivity of
cough receptors, acid-producing bacteria, non-
gastric H"/K'-ATPases and psychological fac-
tors are also important in the pathogenesis of
GERC. GERC may be the result of the combined
effects of multiple factors.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To investigate the effect of transfection
with small interfering RNA (siRNA) targeting
smoothened (Smo) on the expression of Bcl-2 in
esophageal cancer CAES-17 cells.

METHODS: Smo siRNA was transfected into
CAES-17 cells. Reverse transcription-polymerase
chain reaction (RT-PCR) and Western blot
were used to detect the levels of Smo and Bcl-2
mRNAs and proteins. TUNEL assay and flow
cytometry were used to detect cell apoptosis.

RESULTS: Compared with the control groups,
after transfection with Smo siRNA for 24, 48 and
72 h, the levels of Smo mRNA were significantly
down-regulated (0.524 + 0.011, 0.422 + 0.008,
0.332 £ 0.019, P < 0.05 for all). After transfec-
tion with Smo siRNA for 72 h, the levels of Smo
and Bcl-2 proteins were also significantly lower

Baishideng® WCJD | www.wjgnet.com

compared with the control groups (0.330 + 0.016,
0.391 £ 0.019, P < 0.05 for all). The number of
apoptotic cells was greatly increased after Smo
siRNA transfection.

CONCLUSION: Smo gene may play an impor-
tant role in the apoptosis of esophageal cancer
cells. Smo may be used as a novel biomarker for
the treatment of esophageal carcinoma.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Smo gene; Bcl-2 gene; CAES-17 cells;
Apoptosis
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Fi&: Smo siRNA# 24 mCAES-1740 /e,
SR 1% 4 SRR Bkt R (RT-PCR) A &40
A% BECAES-1749 % Smo. Bcl-2 mRNA
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CAES-1748 . ¥ Smo. Bcl-289 % & &k ; £ A
TUNELZ A X 28 fe R A% M CAES-17 28 e &
= .

R 5 &3 aAAa, Smo siRNAZEF 2n e
24, 484272 h Smo. Bcl-2%& & ZmRNA# &
k¥R BEAK, £ P Smo siRNA#MRNA$:
FAKF40.524+0.011. 0.42240.008420.332
+0.019; Bcl-2 mRNA# 2 %K 40.571 +
0.024. 0.51240.017420.492+0.011, B A #A
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Bel-2%& & #11FK-F 5 2t BB Aa L, 4% 40.330
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EHAELBEAR
AWt R (Zaa
) A, TH
T %3t s RNAI
LR, BEFR
fRithapde A,
#A M A K R
W 4 & 3k )
HOLR Y AR
o 2y B, 5t B AT
¥ A TAR G
T BBIFL.
EMEFHRE
g
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¥R 238 % (P<0.05).

££92: Smo siRNA T 4@ i #pH|CAES-1748
P Smot B £k, i FiABcl-2 &4, 1Rt
CAES-17%m It 8 .

© 2014FRNDEE S BREDTBRATE.

KB SmoBR; Bol-28H; REECAES-1740
B AT

#ZO3R: Smoothened(Smo) /s -F4#HRNA(small
interfering RNA) T #tid it 474 C AES-17 41 it
Smo R B & ik, 3t f T ifBcl-2 & i, 42 # CAES-17
LR . AR R A 06 T AR AR A AL

N, I8, BRRIE. Smo ) FHERNANW A BERBCAES-1740
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0 51
Hedgehog(Hh){F 5 1 1% 42 18 45 41 g 38 5 R 21 21
AL S Sl B, Smoothened(Smo)#E 42
Hhf{5 58 2 bR E 1, fl 2 Hh 5 5 38 2 1) i 46
a5, U4 MR AN HME 5 74 e i N I GLfE 5,
TS HAH Y K B e l- 255 1R e 5%, 5241 il
PN, ARFFE N /N T-HRNA(small interference
RNA, siRNA)TERSmoIE K, M0 N &8
CAES-17H R T AREE A Be-273838 S A i 1
(RSN, R B R RV T B4t T H A aR.

1 #BR0SE

11 A4 AR B C AES- 1741 bk i[5 27
25 B IR I B - e g 2 ] oK o S o
W43% . Lipofectamine™ 2000 A TRNzolif 7 &1
H & [E Invitrogen /A 7]; Revert Aid™ First Strand
cDNA Synthesis KitJJ [ Fermentas/A #]; Quant
cDNAZE—8 & AR &, Smo~ Bel-2. B-actin
I AR AR TR AT A W] 5 G RPMI
164055 77 1 A0 503 3 SR B2 W] 4241
TUNELIAG & H %t 1-Roche A A, Smo—#i.
B-actin—PL X Bel-2RPLAN 2 v EHLIAI H 2
[ElSanta Cruz/A #. Smo siRNA(EHE3&AFIH
Smo siRNA. PITEX HsiRNA, FIPEX FAM-
SIRNA) FH i 27 3 A ) & k. JPal kL.

1.2 7%

1.2.1 smAas g ¥ N CAES-1741 i
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U/mL, %2100 U/mL), 37 ‘C. 5%CO, 544 M
B B

1.2.2 #54: ¥ CAES-1740 1 LA4.5 X 10° [ty i 42
Rl T ofLAR b, 4 7 o5 26k F130%-50% N 3EA T
gk ¥510 pL siRNAJIA250 pL iy Johi sk
FIIRPMI 164035 77 #4250 uLJG MLiE ot
A FE IR IR NS pL Lipofectamine™ 2000,
FWIFE S minj5, SEWFERRIRY, SRR E
20 miny T JE/kisiRNA/RNAi-Mate 2 54, &
INNALH, T 5 B R e LR IR &35, 18
37 C. 5%COFEF MM 4k 8557, 5 hfm By
I35 5 P E ZHIRPMI 164055 777

1.2.3 Smo siRNA#EF R o4 5 k. KWK N
33, 66+ 99 nmol/LIHFAM-siRNA¥ 4L \ {1 &
EIECAES-17411024 him, %6 BiEE ~ Mg,
W PE 99 nmol/LisiRN AR YL R 15 5, ¥99
nmol/LsiRNAE 4 5 4 5250 i i

1.2.4 &FEsiRNAF 7] ffik: L4364l Smo
siRNA-14H. Smo siRNA-241. Smo siRNA-3
4. TERIPHAL . B gl in gl 40 Hx 4.
TE 3 4% 7 14 e 510 v s 32 410 71 30 26 B i i Smoo
sIRNA-3/ 741 H T J5 255 5.

1.2.5 2@ o548 43 44: Smo siRNA-341. Fo%
FEHIA . B RaR A, di il IR, FEAN IR
YL IR] B 0340 24 h4l . 48 h4H. 72 héd.
1.2.6 RT-PCR# M Smo. Bcl-2 mRNA&%: [T
TRNzo BRI Y5 54 RN A, FER4Ms
FEBCIM AL, A 000 HHABAEL.9-2. 12 [H]. $i4
FEL3 2 5 B e DN AR 2 50 B 15 &5 i c DN AL
Smo L7 51474 45-CGCTACCCTGCTGT-
TATTCTCT-3', FiF51¥F4145-CAGGTG-
GAAGTAGGAGGTCTTG-3"; Bel-2 L5145
51 }5'-AACTCGAGTGACAAGCCCGATG-3',
TSI W4 5'-GTACCACCAGTTG-
GTTGTCTTTGA-3'; B-actin LilF 5141551 4
5-CCTAGAAGCATTTGCGGTGG-3', Fiif5l
Y4 45 -GAGCTACGAGCTGCTGCCT-
GACG-3". Smo~ Bcl-2. B-actin/x V.41 N:
95 CHiASES min; 95 °C, A81E30 s, 63 ‘C/68 C
/67 ‘CiB K45 s, 72 CIEM45 s, HLI0MF I,
72 ‘CZLEHS min, Smo. Bel-2. B-actind 347~
WK/ 306, 201, 416 bp. RT-PCRHI£:2%
B IR B HL bk, AlphaZ ThEEHEAR 1% R G0k
1%, HAlpha View ik fE1% 5 #1, 435 LASmo.
Bel-2 5 B-actin ) LUK 4 A RO BE (A2 LR R
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XL, 2. Smo/\FHIRNAW A BB EBCAES-1 7488 T BY00 2673
Wi £ E
B AT, B R
RNA T #(RNA

SmoBHER SiRNA

Smo siRNA-1 5'-UUUGAAGGAAGUGUGCCAGTT-3'
5'-CUGGCACACUUCCUUCAAATT-3'

Smo siRNA-2 5'-GGAGUCAUGACUCUGUUCUTT-3'
5'-AGAACAGAGUCAUGACUCCTT-3'

Smo siRNA-3 5'-GGGACUAUGUGCUAUGUCATT-3'

5'-UGACAUAGCACAUAGUCCCTT-3'

BRI IBFAM-siRNA

5'-UUCUCCGAACGUGUCACGUTT-3'

5'-ACGUGACACGUUCGGAGAATT-3'

FEMIIPRSIRNA

5'-UUCUCCGAACGUGUCACGUTT-3'

5'-ACGUGACACGUUCGGAGAATT-3'

bp M 1 2 3 4 5 6

500 B-actin
400

300 Smo

200
150

100

1 RLACAES-174BEPSmo mRNABYZRIA. M: DNA
Marker; 1: 4G IR, 2: 555004 3: TERFESI4; 4
Smo siRNA—1%H; 5: Smo siRNA—24H; 6: Smo siRNA—3%H.

7xSmo. Bel-2 mRNA HIAHR #IA

1.2.7 Western bloti:#-M|Smo. Bcl-2%& & # &k ik :
203 Y b BT F 4 P PRI Ak 20, 2 R
FAAA, HFAEVK AR, S AR P, R
BC AV bR ACAE96FLAR H il 5 3 K562 nmit}
A, e hilbaitEthZe, vHE&E Wz, HSDS
RNIEB AR vk B, S4B R
M55 ng/fL, HE A Marker 5 ng/fL, 56100V, J5120
VAE LK, H Ui A0 B 1 7% TPVDF
ik 1. TBSTUESG, 55 5%/t g 0k i TBS Tt 1412
h. PVDFfii 5 — 4145 A SmofIBcl-2. p-actinfyiiA
(1 2 1000F7%), #£4 C Nt %, TBSTHE 2 )5,
THEAQ 50008 R = WIFE 1 h, TBSTHE
2, A SRR (DAB) Wt H AlphaZ I
REBE I R RGK AR, HAlpha View K44y
Hr, JHH 44 SB-actinflIA {2 He kR H I
A AR Rk

1.2.8 % X gm AL 2m B 8 = WOAERE L) &
AN, {RUFRELLG0 M2 B >1 X 10°/m L. PBS¥E
P33, 1100 uL¥iv4 1)1 X Binding Buffer # &4
Jf9, A5 uL FITC Annexin VA5 uL PIVEA)#E
715 min, FHIA400 pL 1 X Binding Bufferig
) S5, P2 SRS DU 3 2098 1 40 i bl 4.
1.2.9 &A% K 384738 3% (TUNEL)# | 2m 08 = i
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AL H A0 HRIC i, PBSYE3IR, 4% % 5 8] o
20 min, AT E AR B . PBSTE3IR,
0.3%TritonX-1004K_-1# % #30 min; PBSYE3IX,
H13%H,0,0% 5 10 min; PBSPE3, L #1(En-
zyme Solution)50 pLAIA£|450 pLid72(Label
Solution)"", FHEIRA], BHITUNEL VIR &
8 M50 L TUNEL [ SR 537 CIRE 57 i
1 h; PBSYE3IX, ik 713 (converter-POD)50 L,
37 ‘CREGHIFTN; PBSYE3R, HIDABR 1, B F %
Rt [R] FoRAK AR v IR AR R G
1% Sl K B B

Beit AR KHISPSS17.048 tH i AF k4T 48
TR B, THR AR, R IEAS AT TR TR
KHmean+SD, 24134 L Ad R 5 5
ZEHT(ANVOA), X 032 v s Bk,
i FHL S D-eA 50 HEAT 22 434550 ) () P 4 B A, A
K KRB o = 0.05. P<0.05 0 2 5 HAT g2

2 B8

2.1 #1£Smo siRNA 34Smo siRNA(siRNA-1.
siRNA-2. siRNA-3)# QL i mCAES-1741 i
&, L Smo mRNARIA K40 BAL T
KX B ZH(P<0.05), HF1Smo siRNA-3HIHI %%
5 H1(P<0.05). JE2ESEE Kk HISmo siRNA-3 1
17, SXRACLE KT gl Hdl. H
J o R ZH) ] Smo mRN AR £k 7 75 B 1k
P>0.05)(K1).

2.2 Smo siRNA-33CAES-1748 i,  Smo & Bcl-2
mRNA & ik #9%7% Smo siRNA-354 44l 124, 48
MI72 W5 &0 AT 40 idAH LE, SmoAIBcl-2 mRNA
FAL AP IIBEAR, DAL YL72 hige ol 3, HL& 41
ZERH G X (P<0.05)(#2, K2, 3).

interfering, RNA1)
AT kR % T
CARERE, 3
A4 F 2 T RNAi
N8 ST T @
ME, EilsR L
A H e R
A
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WA # A 2 & 2 Smo siRNA-3XTEEEECAES-174AE30Smo mRNAZRIARVEZE (mean =+ SD)
JARNAI # A & #7

GE-NEES S
iR, A BT R
&A% IR F R IR T
FET #eG LR

Jaishideng®

pax:| Smo mMRNARIAE Bcl-2 mRNARIXE
IRNYIRA 0.644 +0.023 0.783 +0.032
el A 0.632+0.026 0.790 + 0.036
ToREPIA 0.660 +0.035 0.797 +0.036

0.524 +0.011°
0.422 +0.008™™
0.332+0.019"
327.87
<0.01

EESmo siRNA-3/524 h{8
EEASmo siRNA-3/548 h4H
¥EZSmo siRNA-3/572 hH
FIE
PE

0.571 +0.024""

0.512+0.017°"

0.492 +0.011%™
212.14
<0.01

°P<0.01 vs MMIBNIRLAE; %P<0.01 vs FEUTFIAE; P<0.01 vs T

DUZEABLL; "P<0.01 vs #&

FSmo siRNA-3/524 h#; 'P<0.01 vs F&ESmo siRNA —3/548 h4f.

& 3 Smo siRNA-3XTREFECAES-174RiE0SmoFIBcl-2ZE2 B RIAIEZNE (mean + SD)

x| SmoBHRELE Bcl-2ZEBRAE
BRANYIRA 0.624 +0.017 0.671+0.023
2o A 0.622 +0.031 0.664 +0.028
ToRFIHE 0.628 +0.037 0.651 +0.030
EEASmo siRNA-3/572 h42 0.330+0.016™" 0.391+0.019°*
FE 151.31 180.20

PE <0.01 <0.01

°P<0.01 vs MBEENVEREA; “P<0.01 vs FFMTFILA; 1P<0.01 vs TTRIILEAELL.

bp

500 p-actin
400 Smo
300

200

2 R4BCAES-174AHEDSmo MRNABIZRIA. M: DNA
Marker; 1: DN FEZH; 2: #£54Smo siRNA—3)524 h4H; 3: %
ZLSmo siRNA—3/548 hZH; 4: #:4Smo siRNA—3/572 hZH.

bp

500
400
300
200

150
100

B-actin

Smo

3 RLACAES-174BFECPBCI-2 mRNABYRIA. M: DNA
Marker; 1: 4R BAZH; 2: #5544 3: TR o, 4: %%
ZtSmo siRNA-3/524 hZH; 5: #4Smo siRNA—3/548 hZH; 6:
FEYlSmo siRNA—3J572 h4H.

2.3 Smo siRNA-3%FCAES-1748 52 % Smo & Bcl-2
K8 Rk 09 % s Western blothall 45 R BoR, 5
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Smo

Bcl-2

B-actin

4 Smo siRNAXE S EECAES-174AiESmoE BFIBcl-28
EITABIRIN. 1: HIERTIALL: 2 LRI 3
4H; 4: F5Y4Smo siRNA—3/572 hZH.

X HRZH 4 U AH B, Smo siRNA-345 4441 124, 48
F172 h, SmoFBcl-2 mRNAE LK F I A, LA
P72 hipoh B3, H& AN ZER A m X
(P<0.05)(33, Kl4).

2.4 JRAZ K 3% AR E (TUNEL) R 28 i 8 T 89
R R BN A A B gkl
TR HN AT 55 (apoptotic index, AT)73il)
H3.00%+1.58%. 3.80%+1.92%. 4.20% =+
1.92%, #4Smo siRNA-3J548 hZH 40 i T-95
$420.40% £3.61%, % 4Smo siRNA-3/548 h
Y15 Fo0 AR L, 40 B dd e 3 oA gt
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XU, 2. Smo/ N FHIRNAW ABBRECAES- 17448805200 2675
B 5 Smo SIRNANEEE ELZALZE
CAES-17{BIAT- VS IM(TUNEL  ERFE ST 7 @,
x 400). A: ZHHERTIALL; B: #hy  RAHED A TRNA
WHIH; C: TRFEHIMEH; D: ?i‘?ﬁifji
. B o e e BUBES
Smo siRNA—3455548 hZH . LA R
4o % AL B AR
A, WUR E g

R 4 Smo SiRNA-3XIZABEECAES-174HiRBTIEE

BYS20[ (mean + SD)

48 BTEH
EENIRA 3.00+1.58
2o A 3.80+1.92
ToRFIA 420+1.92
EESmo siRNA-3/548 h4A 20.40 £3.61°"
FE 66.27

PE <0.01

5P<0.01 vs BIENIRLA: %P<0.01 vs EEIURFIA: P<0.01 vs T;
RO,

25 U(F = 66.27, P<0.05), -t 20 2 8] b4 41
M TR HO LG (34, KS).

2.5 K ga B A M) &2 gm0 B T H L Smo
siRNA-3H: Y (r i iEC AES-1741 948 h, i 3013
T4 LRSS T4 B o R B R B T
0T R (F41P<0.05), 22 T el 3 L (4P
<0.05)(3%5, K6).

3 e

HhA5 5 1 i A 145 20 W 156 5 F0 20 23 93 A 1) i 2
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Abstract

AIM: To explore the role of carbohydrate respon-
sive element binding protein (ChREBP) and its
target gene patatin-like phospholipase domain
containing family member A3 (PNPLA3) in the
pathogenesis of nonalcoholic fatty liver disease
(NAFLD).

METHODS: Forty-eight adult male rats were
randomly and equally divided into two groups
to receive a normal fed diet (control group) or a
high-fat diet (NAFLD model group). At the end
of the 4™, 8" and 12" week, 8 rats in each group
were killed to determine serum biochemical
parameters, observe pathological changes in he-
patic tissue under a light microscope, detect the
expression of ChREBP protein by immunohisto-
chemistry, and detect the expression of ChREBP
and PNPLA3 mRNAs in the liver by RT-PCR.
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RESULTS: NAFLD was successfully induced in
rats after feeding a high-fat diet. In the control
group, rat liver lobule structure was intact under
a light microscope, the biochemical parameters
were in the normal ranges, and expression of
ChREBP protein was weak in the liver tissue.
Compared with the control group, rat weight
was increased, the volume of the liver was obvi-
ously increased, fat drop deposition was visible
in liver cells, and the levels of aspartate ami-
notransferase (AST), alanine aminotransferase
(ALT), total cholesterol (TC), triglycerides (TG),
fasting blood glucose (FBG), and fasting serum
insulin (FINS) were significantly elevated in the
model group (P < 0.05 for all). With the prolon-
gation of feeding time, blood AST, ALT, TC, TG
FBG and FINS levels were gradually elevated
and ISI significantly declined (P < 0.05). ChREBP
protein expression and ChREBP and PNPLA3
mRNA expression in rat liver tissue were in-
creased in the model group compared with the
control group (P < 0.05). With the prolongation
of feeding time, ChREBP protein expression
and ChREBP and PNPLA3 mRNA expression
were significantly increased (P < 0.05). ChREBP
mRNA expression in the model group was
positively correlated with PNPLA3 expression,
serum levels of AST, ALT, and hepatic inflam-
matory activity score (r = 0.409, P < 0.05; » = 0.498,
P <0.05; r=0.677, P <0.01; r=0.729, P < 0.01; r
= 0.566, P < 0.01), but had a negative correlation
with ISI (r = -0.611, P < 0.01).

CONCLUSION: High fat diet induces the ex-
pression of ChREBP, which may activate the ex-
pression of lipid synthesis related gene PNPLA3
and promote the formation of fatty liver through
regulation of insulin resistance.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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YL, FEAR D BT 2UH T mRNA IR
1.2.2 foiF AAIgAR e 4ml: R4 A B4y
BT ASCIN 52 N % R % 2 % 7% ¥ (alanine aminotrans-
ferase, ALT). K] &% IREFEH B (aspartate
aminotransferase, AST). H il —[iH(triglycerides,
TG). JiJH[# % (total cholesterol , TC). Z5 il
Bl (fasting blood glucose, FBG); Jill el 52 I 15
7= J15 9 &% 25 (fasting serum insulin, FINS)/K°F; JF
LR & F BUKFEHASI = In[1/(FINS X FBG)].
1.2.3 AL R I 5 K B IE A 2108 T
4% % JE P24 WG B R IMIEAT SREWLK
THZRIED] B, B A ey, AT E M
HEZL (A, {0650 T WS 2H 200 ARk, 115 )
J47ChREBPEnvision e 41 2k 2 et $4
HEEnVision ™ 2570 Gl 21 24k 238 55 i )
FHAT, —PURIMEE 1 2 100, LLIES 4L
YE R BHAE X, FPBSHUE A —Hi/E b It
X, DABR(A, JRARZREE YL, PR IEE .
K FHImagepro plus G M3k AF 04T, 115 B
G AR

1.2.4 # 2 F R 5B3% B9 (RT-PCR): K H TRIzol
VAR IF 42U RRNA, 4RI S At i it
B 54T 00 B 55 S V. PCRBIWIF51): PNPLA3:
5 14: 5-GTGCTGGTGTCTGATTTCCG-3!,
FUE514): 5-CCCACTGTAGATGCCGTTCT-3
ChREBP: Lj55|¥): 5-AAAGGCCTCAAGTT-
GCTATG-3", Fifi51%): 5-~-AGACAACAGCCT-
CAGGTTTC-3". PCRR W4k TiAL 14 (PNPLA3:
94 ‘C 5 min, ChREBP: 94 'C 5 min), 4k
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(PNPLA3: 94 'C 35 s, ChREBP: 94 C 3 s), ik
(PNPLA3: 57 'C 40 s, ChREBP: 56 C 35 s), 4
ffi(PNPLA3: 72 °C 35 s, ChREBP: 72 C 30 s), 30
AMER )G T72 CHEHS min. GADPH L7514
5-GACCCCTTCATTGACCTCAAC-3', Fili5|4:
5-CGCTCCTGGAAGATGGTGAT-3', PCRX %
ZAF: VA PE94 °C 5 min, A5PE94 °C 30 s, I K 55
'C 30s, #EMH172 °C 30 s, 28 M 5 172 C 45
min; AT B INN 1.5% IR B I B it
JREE YK, LADNA Marker iy 437525 RARIE, B
G RS TSR L R AR, I BB BT iR A0,
13 B 41T AT A BEAH, B FREEImRNAAH
B i HAREE R 4 O0 % S /IGA PD HIE IR 5%
Brit # A RHISPSSI13.08F 3T 4 it
O, T EE R Amean+ SDE R, KA
(independent-samples ¢ Test)B¥ J7 2555 PR 56 )5
K FH PR 27 2293 BT (one-way ANOVA), i Lt
R HLSD-tA 56, 2400 34T PearsonAH 5% /3 #T.
P<0.05 K ZFA SR X

2 B

2.1 BHKXRZAFAALT. AST. TC. TG# L&
50 0T A LA, VRS 1 JH o B 28 41 13
ALT. AST. TC. TG¥JH& ETHP<0.05), HBf
IERI A IE K, ALT. AST. TC. TGWZHT
TFHEI(P<0.05)(F#1).

2.2 ZFBG. FINSAISI# i 5 1F 5 %t
AL, AR P A A M EFBGL FINS
¥ B ETHP<0.05), ISTHI I R [%(P<0.05),
H Bt 3 A 1) () IE K, FBG FINSWIZHi Tl
(P<0.05)(#2).

2.3 FFLA 23 T AL HEY (OO0 g ioR:
IE O RALUK BT AR e &2 R IR, I
NI EE R SE RS, TR A 4 55 [ G v i ik S
JECFPIR 20 A 4 WA IR 21K B mT L FF 40 a4 5
FCLE TR NG 7 7 Y A 0 7K i, T /s i &5 4 T B
SEEL, A M. 8 WA 2] K Rl n] L
JH /NS5 5L, JH20 B, JH /N R] L 2D
RN M, B2 I A0 I e R R, LUK
PRI AZ 4 3, BRI IR R R 40 i A% 5% 21 4
WL . 12 wkARBERL A KT W) 32 R 4
JROAG 5 A2 1, ST AS, B AERFE O, /a4
R W) 2530, ARSI ZRAL, N R X 58
A0 A [ B, m AL R PR IR AR (D).

2.4 ChREBP % J% 41474k ¥ ChREBPE 1 L%

Wi £ dE
Dentin% A % 3%
% ChREBPA
a o R, R
B 3 R
W By 7 R HE 3
Jm, % # ChREBP
5 & F AR
(insulin resistance)
Ak, 3k IR
ChREBP T L &
SE N RAE B AT Ae
W& A 2L,
R Hy B R
fi& 5 B 4% — & 71
e B A g X —

&z
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WA # & 5 x 1 [MBAST. ALT, TC. TGZEE (mean = SD)
A X 4K 7+ ChREBP
R £ ¥ X A
PNPLAZENAFLD 4349 AST(U/L) ALT(U/) TCmmol/)  TGlmmol/L)
P agtE R, X EAF
JEChREBP mRNA 4 WKA
W R F, TH WBA 54.76 +8.51 37.43+4.15 0.96+0.32 0.67+0.32
i bt ek ERTE| 62.89+6.41°  4968+6.99°  143+042° 1.01+0.24°
B PNPLA3% .5 8 wiek
B Rk, it W
fik & M B R WigH 54.74 +8.01 39.45+7.74 1.25+0.33 0.65+0.22
(R RECE SRE fERUZE 98.56+7.83°  69.99+9.88° 2.16+0.61* 1.68+0.41*
e i B e BT % 64
W WRA 94.64+13.97  43.59+9.20 150+0.56 0.69+0.22
il LAz 136.51+6.83"  93.17+11.83" 3.38+0.62° 2.52+0.51™
°P<0.05, °P<0.01 vs FEBNIIRLE; P<0.05, ‘P<0.01 vs 4 wkRiERUZE. AST: SBIEEES;
ALT: HERREEEES; TC: (BRI, T6: Bm=k.
1 KEFFAERIBHERE(HE x 400). A: [FFXTIEH; B: HHH4 wk; C: FRIUZHS wk; D: #UZH 12 wk.
76 H UL R B RN X Rk, IE R ORI LR R R RS 3 T R (P<0.05)(3).
ChREBPZHRIE T Ui, A DA KR 2.5 RT-PCRE 40 K A AF AL ChREBP.
Wik NAFLD#H4 wkitfChREBPE X 5 IEH Al PNPLA3 mRNA# %k CAREBPFIPNPLA3
AAHLE R IA G 5E. 8 wkifChREBPRIAH 2458,  mRNAFIRIA ) 5 LLCAR EBPEIPNPLA3IGAP-
A M TP RS TR ORI 2 R DB A% DHW ISR & G L E hCAREBPRI
HE B B Bk R, B S T A B G D AR R PNPLA3 mRNARIL AN & . NAFLD#A Y
I, 7612 wkiChREBPFRIA B 5, 4t nl  IE % X R4 AH L CAREBPFIPNPLA3Z mRNAKIA
DL B A Bk ORY, R R o 4l ezt 3822, JRBE R I FFRE B2 0 hn 8 36, 5 16 %
AR L(E2), BT CAFERE B ALR U4 My, 4IAH bEA 2 1 22 7 (P<0.05) (34, 3K5).
ML RZ H IIChREBPACF R IE W A 4L KR 2.6 A ZEChREBPAK T 5 &R 354748 K 2o
B s54. 8. 12K RS R BAE bL R, BEAY A AERERIY] R, CAREBP mRNAAIXS K ik &
A ZIChREBPHE 13Kk B # TH=1(P<0.05);  5PNPLA3. MIEAST. ALT/K P JFFEARAERS
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2  RERBTHEChREBPS B4R LRSI ( x 400). A: TEHXTIALL B: A4 wk; C: BEAIZAS wk; D: FRHIA112 wk.

& 2 [MiEFBG. FINS. ISIER (mean + SD)

4R FBG(mmol/L) FINS(U/L) ]
4 wkzk
WigH 5.00 +1.23 12.38+5.50 -4.02+0.47
i) 7.07£1.13° 19.40 + 7.40° -4.82+0.35°
8 wk>k
WiRA 5.38+1.47 15.84 £5.04 -4.37+0.47
i) 9.27 +1.70™ 35.15+ 11.65™ -5.73+0.38™
12 wkk
WigZH 525+1.16 20.73+11.12 —-4.67+0.48
i) 11.65+1.87™ 55.73 + 14.26™ -6.43+0.34™

°P<0.05, "P<0.01 vs [FEBNIBLE; °P<0.05, “P<0.01 vs 4 wkRIEHRIA. FBG: SEMNLE;

FINS: RS R, 1SI: [RDRIUBIEEL

& 3 FLAKRBChREBPEERIALE (mean +SD) = 4 FLEAREPNPLA3 mMRNATRIAZER(mean + SD)
axi| 4wk 8 wk 12 wk x| 4wk 8 wk 12 wk
WB4H  0.09+0.03 0.14+0.05 0.19+0.05 NBB4H  1.19+0.98 155+1.39  1.50+1.54
BARZE  0.19+0.05° 0.24+0.04° 0.28+0.04™ B 3.29+1.44° 50+£1.34" 6.76+1.27™

°P<0.01 vs EHINIRLA; °P<0.05, P<0.01 vs 4 wkRIEAAA.

Y B IEAEE = 0.409, P<0.05; r = 0.498,
P<0.05; r = 0.677, P<0.01; r = 0.729, P<0.01; r =
0.566, P<0.01), HISIFE K@ =- 0.611, P<0.01).
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°P<0.01 vs [EHEANIRLE; °P<0.05, P<0.01 vs 4 wkRIEHIE.

3 I8
NAFLD/Z % . QDR M 56 1 — Rl
HRBHLEIAER B 2%, 2 AN # AR B A

iR EE

ssChREBP &
B AL AR
PNPLA3 AR R
P B B P BT R
K d e 4E A 6y
BN, h—F
T #E 3 E R ALE,
&g Wy I F 3
ZRIR I, B
B IR ey
Jr P AT % 69 16 FR
Ry Ao i 97 AL
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W@ 15 o0 B AT 1 R B, AR R R R B B ZR G
ALK — A

B, AA—E
FEL
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pari:] 4 wk 8 wk 12 wk
WRE  0.19+0.14 0.26+0.15 0.25+0.21
BAE  0.37+0.19° 0.61+0.20° 0.87+0.27™

3P<0.05, °P<0.01 vs [FEANIRAE: °P<0.05, “P<0.01 vs 4 wkis
AR,

FZUUEMY, M Day S I AL B BT
AR ) AT Ul R R A
g, Fo B i ARG I AEN AFLD ) AN
Wl L VR . F 2 FTIESENAFLD &
GAFAE LR I S TR 5 2R PR A
05 AL 235 R 80U 23 MG T I (free fatty acid, FFA)
B2, BENFEIE S AT IR B AR H il =1
A%, B n I NAFLD!, 1 T I FFA S
SN S AR, T OB IR ER. BTLA,
B ZARFUIEBENAFLD [ % 2F o 202,
ChREBPJE T3 15 ik, & 8644
A TR A P P R T - AN - R e/ A TR B
(bHLH/ZIP) K4 FDNALE & B [, A& 2 i
T2 v (1 e e S TR 7201 2 L5 QA A TR
A RPN O H I PN PL A3 5 T
P I A7 AR ARSIz FH v R S R B T
A VPR 1 T I P ARE 2R &85 ] DK B O T B
T ASTRIRR B 1R JFF O P 17 A, MEREAR L o i i
i e fR B 2R A DA R SR B R R A e
Fe. Tk 5 0t A HEAT A R b RO R L
RILEH A KR RIEDENChREBPE A, B
RHChREBP mRNA KK [13ik & . PNPLA3
mRNAFRIE N, 2 5] 2 AH RS, I
HIJEAST. ALT/KFE2IEAK, HISIE fiAH
K. G —3, IEW IO KRR E
R/DEMChREBP, MM IE & ik &, ki
a2 WA S, BT K D v I X I 7 T
gl K BUHFIFCAREBP mRNAIFKIA T, H0]
feil it HIRPNPLAZS MAREEIN (RIS, &
5 i R Jk B 25 HRL P T A 40047 i 107 4 M et J £
FI R NAE, AN E KRR B 0, AN
2 (V037 5 P 10 R 3 A1 UL, ABCSR 17 R MK A g 07
(BN 25 P47, A0 EORORL A4 IR It 4 Ak A I
RAERARIN, 105 BN e AU A, b = e
G S 2, AEIFIE N IR ITRUR, 51ENAFLD
ChREB P 8% i A 5 v A 4 HF %
LEERL, AR W R FRCAR EBPAEIF 1) /)N
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ot W 2, BT LLChREBP ] RERL A 1697 AT
R 1k U 03 S5 AR U 3 B I (R T A AL AR
ST A TRAE 1 g 07 2 JHE 998 000 0 R 9 — BT
AT, AER R WAL AT A e ATl 48, AR
e G 7 2 JHF 993 1 S T F0 7 R v 7 SR
JIT LA BEHE— 20 T R LR, oS0 IR W I
FFAEGEIIR I HE . S ChREBPIEIN K HAE KL A
PNPLAZTEARRE 1 g 107 4 995 505 v 1 4
MR, A8 AR TR 2 1 105 2 JEF 95 PR i
PRI FIVETT B A7 1R B A
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Abstract

AIM: To assess the effect of endogenous nitric
oxide/nitric oxide synthase (NO/NOS) and car-
bon monoxide/heme oxygenase-1 (CO/HO-1)
on the portal pressure (PP) in rats with hepatic
cirrhosis, and to explore the role of NO/NOS
and CO/HO-1 system in the development of
portal hypertension (PH).

METHODS: Sprague-Dawley rats were ran-
domly divided into three groups: a normal
control group (NC), a cirrhosis model group

WCJD | www.wjgnet.com

(CIRM), and a cirrhosis model + L-NAME +
ZnPP-IX group (CIRM + L-NAME + ZnPP-IX).
PP was measured using indwelling catheters.
Plasma concentration of NO was detected using
the nitrate reductase method, and the plasma
CO was measured using the Chalmers method.
The expression and localization of Enos, iNOS
and HO-1 in endothelial cells of the portal vein
(PV) were studied by immunohistochemistry.
Western blot was used to analyze hepatic tissue
eNOS, iNOS and HO-1 protein expression.

RESULTS: Compared with the NC group, the
CIRM group had significant increases in plasma
NO and CO (160.12 pmol/L + 4.18 pmol/L,
111.12 pmol/L £ 2.26 umol/L vs 81.11 pmol/L
+ 291 ymol/L, 70.51 umol/L £ 3.10 umol/L, P
< 0.01), PP (16.08 mmHg + 1.16 mmHg vs 9.85
mmHg + 1.10 mmHg, P < 0.01), and the expres-
sion of eNOS, iNOS and HO-1 (165.59 + 1.71,
164.66 + 1.34, 166.38 + 1.17, P < 0.01), but a sig-
nificant decrease in hepatic expression of eNOS
(118.65 £1.29 vs 160.77 + 2.12, P < 0.01); howev-
er, the NC + L-NAME + ZnPP-IX group showed
significant decreases in plasma NO and CO (52.06
pmol/L + 3.17 umol/L vs 52.51 pmol/L * 2.63
pmol/L, P < 0.01), and the hepatic expression
of eNOS, iNOS and HO-1 (130.83 + 1.57, 120.81
+1.47,111.03 £ 1.45, P < 0.01), although the PP
showed no significant difference. Compared
with the CIRM group, the CIRM + L-NAME +
ZnPP-IX group had significant decreases in plas-
ma NO and CO (100.24 pmol/L £ 3.80 ymol/L,
83.73 umol/L £ 1.78 umol/L, P < 0.01), PP (14.13
mmHg + 0.56 mmHg, P < 0.01), and hepatic ex-
pression of eNOS, iNOS, and HO-1 (87.50 + 1.07,
150.66 +1.42,139.88 +1.73, P < 0.01).

CONCLUSION: NO and CO as new messengers
may have a very close correlation with the PH,
and the NO/NOS and CO/HO-1 system serve
as an important regulatory system for the PH.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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BEY: A% AR —FA R (nitric oxide, NO)/
— AL R A B(nitricoxide synthase, NOS){k
% B — A (carbonic oxide, CO)/frtr &4
Bx(heme oxygenase, HO-1)4k & s AF A AL X
RV FH IR F 8%k, RITNO/NOSHK & &
CO/HO- 14k & £ K ST ARACTT # Bk & & F 49
EA.

Fik: ¥ SDRAMMAMS A4 E7 2T BA
(NCL). JE% 5t BB+ A 7% 5l A 45 S BR 7 B
(L-NAME)+%% & #hotk-IX (Znpp-IX ) A (N C+L-
NAME+ ZnPP-IX#0). AFARALAEA 28 (CIRM
2) . T AR AC BE A+ A sk AE R HE R BR W BY
(L-NAME)+4% . 7k~ IX (Znpp-IX ) 28 (CIRM+L-
NAME+ZnPP-IX£8). ¥ 7 46 & &M 2 11 # bk E
7y, M REBRE R Bl ik T PNOS=, BR—
TARER 338 B kM E e COLZ, 2 &G £
5 PP 3% H AR (Western blot)] & AT 2842 ¥ A i 4@
e, — F AL R4 B(endothelial nitricoxide synthase,
eNOS). #FF& —A MRS H(inducible
nitricoxide synthase, iNOS)&HO-1% & #9 & &
B

ZR: 5NC4M, CIRMA R ENO. CO
4% 291 %(160.12 umol/L+4.18 umol/L,
111.12 pmol/L£2.26 pmol/L vs 81.11 umol/L
+2.91 pmol/L, 70.51 pmol/L+3.10 umol/L,
¥P<0.01), 1Ak E A 90 2% (16.08 mmHg
+1.16 mmHg vs 9.85 mmHg+1.10 mmHg,
P<0.01), FF2022 PINOSAHO-1% & 4% &
##(165.69+1.17, 155.79+1.29 vs 13522+
0.54, 125.440.94, 3P<0.01), 12eNOS £ AT 41
4R Rk 2P A% (118.65+1.29 vs 160.77
+2.12, P<0.01), @mNC+L-NAME~+ZnPP-IX
ZINO. CO2 2 M ¥ 2 H%4K(52.06 pmol/L
+3.17 pmol/L, 52.51 pmol/L=+2.63 pumol/L,
BP<0.01), NM#HKEH LLETFEL, FA
2 FeNOS. iNOSEHO-1%8a 4 F A%
%4%(130.83+1.57, 120.81+1.47, 111.03+
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1.45, 3P<0.01); 5CIRM#LAak, CIRM+L-
NAME+ZnPP-X4A & ENO. CO& =2 2%
4%(100.24 pmol/L #-3.80 umol/L, 83.73 pmol/L
+1.78 umol/L, ¥P<0.01), I#/E /¥ B1E
1%(14.13 mmHg+0.56 mmHg, P<0.01), AF4L
£ FeNOS. iINOSAHO-1% & &3] L HA4%
(87.50+1.07, 150.66+1.42, 139.88+1.73, ¥
P<0.01).

Zig: NO. COEA#FHABAMRIET T, 5iTF
RACIT R 1 69 BALE AR %, MNO. CO
Fp ) 7 809 F A5 N 3t — B AR T R IR A
NO/NOS#k & & CO/HO-14k £ 3T AFAZAC T
Pk o R0 T B By A AR

© 2014FMN DB E S BREDBRATAE.
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EEAE; L TSRS E

BDIOR: AR —AAL R (nitric oxide)/— &
1L R ABi(nitricoxide synthase)k & & — &AL
(carbonic oxide)/fz4r % &-B#(Heme oxygenase)i
FAL T I RALIT #hk & R 6T %, 2113k /E
HEBAHZTZwRATAER.
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T D i H E A2 AT T K R G Lt ) ) 2 e
SHREAE, T i B0 A8 PR A A T K s )R
AEPE A, IX M B ) A8 A R AR A 16 e AL
H, H AT R AN TS R O 2B LR, BIA
JE R AN RS Tz 7 5k e e R R e, <
A5 51— A & (nitric oxide, NO). —% kL
Tk (carbonic oxide, CO)J& I JLA: A I 1) 1L 45 4% 1
Wi, 25 KIS, 78R TR K
JEP T B B E A . AW
HIAJEPENO. CORY™ A, MEEIH-AEAL K BT T
Jik e 254k, MENOL COFHRE 2411 7 1=, LA
PRI A U — 454K A (nitric oxide, NO)/ —4 4k %
& f(nitricoxide synthase, NOS)/& R & — 2 AL fikk
(carbonic oxide, CO)/Ifl 4L % & (heme oxygen-
ase, HO-1)M Z 75 HASE AL T bk v s 1) B B HR 1)
YER].

Wi £ E

B 1 9B KL
NO. CO% 57
17 # Bk & R 6T
mEE K, B
IR ER L
BHE R ADF
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1.1 A Ze i3k 20 FR(L-NAME). #F
JRARBE-IX(Znpp-IX) FH Sigma/s ) ; HI A Y
NOW 7 B &8 H w5t it A1) TR SR,
A Bz %A %A B (endothelial nitricoxide
synthase, eNOS). i3 8 —4 L& & (induc-
ible nitricoxide synthase, iNOS). HO-1% 7%
1A B Santa CruzA w5 HLAti 71424 1k 4%
afi. T1800%4M e ETl . £ EBIOPACA ]
MP1507 2 FAHE{Y . HEIR KIS R 4E(BIO-RAD
Gel 2000)%.

1.2 7%

1.2.1 FFARACAE AL 69 ) &0 SRS KR T
T 40% (1) DY S AK B HE 40 e v o, o RS
0.5 mL/100 g, LAJ54 d/ik, &:1%0.3 mL/100 g, H
30%1) SREF AR IIK, 12 wkFH20%% i
+80% FOKEAFE, Jo F0.5% A [ Bk + K T
Tl 0f BEZH K B R R VRS AR B ER K, ARE S )
A SR A, SR AR HETAI TR, R AR PR 4 DA
HIERILE I, AEIERES2 disF, KU RT3 g
JH-AE A0 2 TR

1.2.2 S5 o20: FKSDAKRBENLY hadl: 1F
HRALINCHL, n = 6) 1E 5 6] i+ A0 e i 3oks
S F S (L-N AME)+£5 5 1 -TX (Znpp-1X) 41
(NC+L-NAME+ZnPP-IX4, n = 6). JAH#{b R
R (CIRMZL, n = 8). JFAEALAR IR+ /2 Jig firg 3
A5 5% S (L-N AME)+£¢ JE k- 1X (Znpp-1X)
ZH(CIRM+L-NAME+ZnPP-IX4, n = 8). NC+L-
NAME+ZnPP-IX 41 F1ICIRM+L-NAME+ZnPP-IX
HAEERES2 dJF 2 T M L-NAME(S mg/
kg)s % NS Znpp-1X(20 pmol/kg), 1¥k/d, 37
d; [A55E77 50 RISEF = TPNCAl. CIRM41 A3
K, 1/, 257 d.

1.2.3 118k E A w52 I 10% 0 7K A SR I8 s
WRIEE(0.35 mL/100 g), | ] kA (A TR 41 e
R JTVE, I Sk B BT 22 il e ). Sk B gt —
i 1 4 T AR B 22 O I I R oy, O A
(R0 3 3% 45— 5 mLid S, v SR P AR I 5
B, HESVE G A, 0 SR PR 2 A 7 Sk R
BRI, DARIMEE I, JFHERR Sk BB I S
T, DA e [ DK g BRI s 2 SRR R LT
EEF ARG b, TR IR 2547 89 I R bk A
JGIVL, SR 5 P B K SO0 T P B2 R FIILIAL, DA 78
Oy SRR, SR TEIK R, B B TR,
SR 5 FH IR TR0 P A i ] )bk, R T 2
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A Sk B BEAE TR K P A T BT ARAS, SRR
I KO ) 1 AR AR, RS IR R ) 2R
FRaE I, A0SR BRI IR R
1.2.4 23 NO. CO#g#m: K RASETHIE]
L, T O iR R S L TP NO B i, T
P P SR J Y U 2 1 3 CO 7y Y,
1.2.5 7% & 50 TFHZUT40 g/LI F s v [l
S, AR D) L AT ARG, Ol
B RS AS= 0.
1.2.6 Western blot#il o #7: B & U il 41 21
AR ER AT Western blot/3 AT, I 5E 421
eNOS. iNOS. HO-1E [AMRIE. HER G
RGN 2 MR 5 45 I AR TEAE.(A), BAAH Y. X
AR TR 2 1 £ 23 o, I HIB-actind
NWNSIE FFE AL

Beit b PR R HISPSS13.048 it 24 i,
Htls lmean £ SDFRIR, £ 411 USR] 56 42 b
HLBETH 5 2 20 M1 (One-way ANOVA). P<0.05%
ZERA G L

2 B8

2.1 FFRETS 3 LS JTHREAL K U T, T ]
AP R SR, U, B WA R, M
AR £THELs A A 230G S AR TR (B ).
2.2 1M#FmEaZ 5SNCAMLE, CIRM4T]
ik 9 T 55 (16.08 mmHg+1.16 mmHg
vs 9.85 mmHg+1.10 mmHg, P<0.01), NC+L-
NAME+ZnPP-IX 4[]k Hs 77 W) G B 2 2=
S HCIRMAHAH L, CIRM+L-NAME+ZnPP-
IXZH [T ik s 0 B 2 B4 (14.13 mmHg £ 0.56
mmHg)(P<0.01)(F1).

2.3 mENOFCOKF LA CIRMAIMIHENO,
COH EHNCAAM LI BT 5(160.12 pmol/L
14.18 pmol/L, 111.12 pmol/L£2.26 umol/L vs
81.11 pmol/L+2.91 pmol/L, 70.51 umol/L£3.10
umol/L(34P<0.01); LCIRMZIAH L, CIRM+L-
NAME+ZnPP-IX41MLIKNO. COF &= W] i [EL
(100.24 pmol/L+3.80 umol/L, 83.73 pmol/L+
1.78 umol/L(}1P<0.01)(3:2).

2.4 FF4R42 FeNOS. iNOS. HO-1%& & &k I
ECIRMALITFAZIFINOS LHO-14 & i
NCA W & TF5(165.69+£1.17, 155.79+1.29 vs
135.2240.54, 125.44+0.94, ¥JP<0.01), {HeNOS
TR R IE B B PG (118.65£1.29 vs
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B 1 FFIERZZSEA x 200). A: WFTALH; B: TR VAL,

® 1 KEIIEBKENEE (mean = SD)

& 2 KENO. COZE (mean +SD, umol/L)

pax:l n  EAEMmmHg) pax:l n NOSE cozs

NCZ8 6 9.84=%1.10 NCZH 6 81.11+291 7051+3.10

NC+L-NAME+ZnPP-IX4A 6 9.16+£1.17 NC+L-NAME+ 6 52.06+3.17° 5251263

CIRMA 8 16.08+1.16° ZnPP-IXA

CIRM+L-NAME+ZnPP-IX42 8 14.13+0.56° CIRMA 8 160.12+4.18" 111.12+2.26°
CIRM+L-NAME+ 8 100.24+3.80° 83.73+1.78°
ZnPP-IX4A

°P<0.05 vs NC4H; °P<0.05 vs CIRMA. NCH: [FENBA
NC+L-NAME+ZnPP-IX4H: [EEWIR+ el ErE R fRtPEs+£F
[RONM-IX4H; CIRMEE: FHIBERLE; CIRM+L-NAME+ZnPP-
IXA: AT+ Zieis XS iR tP s+ £ Nt - TX2E.

160.77£2.12, P<0.01), NC+L-NAME+ZnPP-IX
HRFH L HeNOS. iINOSHO-15 & &R
W G P&A(130.83+1.57, 120.81+1.47, 111.03
+1.45, ¥JP<0.01); 5 CIRMZLAH L, CIRM+L-
NAME+ZnPP-IX4IF41£1HeNOS. iNOS K
HO-15E A& = 2 F%(87.50+1.07, 150.66+
1.42, 139.88+1.73, ¥JP<0.01)(3K3, 2).

3 11e
JFFAE Ak ) 5 Bk v O R A R AT AE P R IR 3%
PR S 2 DR 2 B P A H T B 4% e,
& B H P RS B0 R A T S S —
o AR R IR 2 B 3 R R, R A
BUE, TR 5y kP8 2 . 4 il 55 Y
SR A A i 65 et oA 9052 4 6 A0 O s v
B AT DR 2 5 1 i ik e s v 3 0 A B 1R TR
TEEANO. CO. I T W ZAIA
P 255 NOTEVF 2 A5 B R R B A BUIR A& vh
AN A5 0S40 M Lh B RS R 7 (K Th g, 2
FRARTEIRIA B B3, b B 76 BERS 2 RIE N OS
(IR A5 R 5 5 R AT I 5 W il 4 o
NO? S )35 P B A, 3 B0 52 A % 41 N O™
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°P<0.05 vs NC4H; “P<0.05 vs CIRMZE. NCAH: [FENIRA;
NC+L-NAME+ZnPP-TX4H: IEENIR+ el ErS 2R tP s+ (7
[RONSF-TX4E; CIRMZE: FHBUIRALE; CIRM+L-NAME+ZnPP-
IX4E: AP R+ iR EERIREP I+ FR0NM - IX4H. NO:
—& k&, CO: —&{LhiK.

D, AR LR 0 A A4 e 48 5 AN T A A A
BB, A& R FR K . LA, NO/NOS/H4&
B ) IR O 4 R I 4. CO R &
L M PR, SORFE T KO A stk A,
Jo I PR I 52 10 £ kRS R A L E L
fEH, M2 28 Al (heme oxygenase, HO)Mf 4=
PP R CORY = BE SRR, A0 A 1] ik v s
I, HOMFIA B 158, 41l COZK-P-th B 2 7t
= FHZn PPHOMHIF) IR N IEPECO, fiE
o | FFF A BEL g ey B S T ™, RO O
BEEAR, HF IE 3 K BRULRE 5 1 P38 8l bk e 4
T, XA T TR K K R C O i 22,
TE 11K o 138 o B D RS vh kg T
(R FAU, 3= LR 30 1 I 52 1 e B
SEEDR AN A i A A
NOS5HO H ik e T kb A ik, H.
ZATAE TN 4. NO. CORLARIY A9 I 4%
Poe, oL IO P ML A R A EE AR R A, (R
PR 0T IR0 B A R AN TR : NO =224

WA R
AX EEHA, L
H—m3HFEL
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4R n eNOS iNOS HO-1

NCH 6 160.77 £2.12 135.22 +0.564 125.44 +0.94
NC+L-NAME+ZnPP-IX4H 6 130.83+1.57°  120.81+1.47°  111.03+1.45°
CIRMZA 8 118.65+1.29° 165.69+1.17° 165.79 + 1.29°
CIRM+L-NAME+ZnPP-IX4H 8 87.50+1.07° 150.66+1.42°  139.88+1.73°

°P<0.05 vs NCZH; °P<0.05 vs CIRMZA. HO-1: [T R EE, eNOS: —&IRSE, INOS: —|iLES
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CIRMZR: FFE8{LERUE; CIRM+L-NAME+ZnPP-IX4H: AR ER+ Z et B e 2 BREPES + SR N -

IXA.

eNOS A .

2 BF4ALRDPeNOS, INOS, HO-1ZEBRIEMZE. 1: NC
2H; 2: NC+L-NAME+ZnPP-IX%H; 3: CIRMZH; 4: CIRM+L—
NAME+ZnPP-IX4%H. HO-1: ML E4HE; eNOS: —SE VRS
fif iINOS: —S L F AT

JFSh k5K, 6 Tk L RS s, (HCO S
JHF 0465 BEL O 1) 2 R Y, 6 R T KT 5K
PREF I SRR SR A E B .

A LA R I, AR R REAL
JEFIATRIB B, MENO. COEHAAANH M, K
B A i O U o ) A A R R AT )
fik 71 K L ENO L COF &M sE, WU T
NO. COTEREAK [T ik e Hs (1 T e 4
RAE T EEEH. AR, LR A
RESREF, NO. COM& &M BT M, X5H
A IRIE A — 2. PannenZE” H Zn PP R
WIEPECO, BE 51T it 8 B e B 2 T, T
L-NAMEY G835 [ AT M BH (e g b7t A
SR 0 T IR TENORIC O = 4, il it
Western blot/Eill 7€ T HF4HZ1HeNOS. iNOS.
HO-1EE A& &, 453 KILNOS. HO-1E 7
JFZR b IR BN CHL I B Tt 7, I CTRMA+L-
NAME+ZnPP-IX 41 % I 22 45 4 W B CIRMZH
W S BAIG, X W) A IR AT U I LA R A R 4
DAAEIIT ST — 3, X 3t Tl AME PSS TNO
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Abstract

AIM: To develop a suitable rat model of alcohol-
ic liver fibrosis, which is easily available and low
in cost with a high success rate, and to detect the
alteration of expression of genes involved in the
pathogenesis of alcoholic liver disease.

METHODS: Rats were raised individually in
respective cages and were fed ad libitum. Rats
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were divided into two groups: a normal control
group and an experimental group. The normal
control group was given a normal diet with
alcohol-free water. The experimental group was
further divided into three subgroups, namely, a
normal diet subgroup, a high fat diet subgroup
and a limited high fat diet subgroup. Commer-
cially available Chinese spirit was diluted into
different concentrations (6%, 9%, 12%, 20%)
using distilled water and used as the source of
alcohol consumption for rats in the experimental
group. Rats in the experimental group were fed
distilled water containing 6% (v/v) alcohol at
the beginning of the experiment, and the con-
centration of alcohol was gradually increased to
20% within 4 wk. Ultimately, water containing
20% alcohol was maintained towards the end of
the study. At the end of the experiment, livers
of rats were dissected for histological studies
whereas serum samples were taken to detect the
levels of alanine aminotransferase (ALT) and as-
partate aminotransferase (AST). The mRNA and
protein expression of transforming growth fac-
tor 1 (TGF-B1) and Smad? in liver tissues was
detected by real-time PCR and Western blot,
respectively.

RESULTS: No pathological changes were ob-
served in the liver of rats in the normal control
group. However, rats in the experimental group
demonstrated histopathological changes such
as fatty change, inflammation as well as fibro-
sis. The histopathological changes were most
severe in the subgroup fed a limited high fat
diet, followed by those fed a high fat diet. Fatty
changes were observed in the liver of rats in
the experimental subgroup fed a normal diet. A
small amount of collagen fibrils, inflammation
and a more severe fatty change were found in
the liver of rats fed a high fat diet. Bundles of
closely packed collagen fibrils, inflammation,
and fatty change were observed in rats fed a lim-
ited high fat diet. Serum levels of AST and ALT
were higher in the experimental group compared
to the normal control group. The subgroup fed
a normal diet had lower levels of AST and ALT
compared to the other two subgroups, although
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no significant difference was seen between sub-
groups fed a high fat diet and a limited high fat
diet. Protein expression of TGF-B1 and Smad7
was positively correlated with their mRNA lev-
els, respectively. TGF-B1 expression level in the
normal control group was lower compared to the
three experimental subgroups, and the level was
positively correlated with the severity of hepatic
pathological changes. Smad7 expression was
shown to be higher in the normal control group
compared to the experimental subgroups. How-
ever, there was no correlation between the level
of Smad7 and hepatic pathological changes.

CONCLUSION: Feeding a limited high fat diet
with alcohol ad libitum in rats is a convenient,
low cost method for developing an animal mod-
el of alcoholic liver disease with a high rate of
success. Inability of Smad?7 to inhibit the TGF-p1
pathway contributes to the development of alco-
holic liver fibrosis.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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BLB9: A A L RT 5 S L) 206 97 B 4R
BERIAR . 2235, AR & e S AR TR A
B M VLT 5 8 SR LA

Fik: AR, B dERRR K 7 XA
KR ATRBAR TG, B BEREK, £k
TR, oA EE AN, SIEAA AR
B REFRA L. TR @ BB R (6% 9%

12%+ 20%)%F & FlR E 69 Rk, VARAEA
KRB E—KIR. £ T6%0 G B KER,
HRRELGBAARZIE, BHRGHHIEKR
JE, B AR B G B KRR & £20%, — AL 5%
kR, FHZREBRITHZNRREF T
1L, A AR AU KR, fe 3 RBR R
#:#% B (alanine aminotransferase, ALT)#= X 1]
A R BR R I 4545 B (aspartate aminotransferase,
AST)Z AL, A Real-time RCRAGM AT 2047 4540
4 KB FBl(transforming growth factor beta
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1, TGF—Bl)ﬁUSma(ﬂ mRNAK-F T, i
Western blot# | & & K F % 4L.

R SRR AH SRR, Sl P IE
AR LR 4B 48 3k IR B AT AL, & Rg A At
ANy R EAR A SRR I T AT KRR R A
gy A MEZHRAFAREINT KERER
89 IR AT Y AR A AT K BB B I R L. ik
ALT. ASTE R B7: E5B%4 kn, xtBa
Vb 52 B 20 5 R B PR A 5(P<0.05), R
52 B 48 18] Yo A 3 Mg AR R 4 Ao FR AT 3 AR 4L 45
B P T £ B, 4234 52 0EF FAHA 5 (P<0.05).
TGF-BlA»Smad7ZX A KR E G FE 5tk
14 B #9mRNA KA KT 2 EAG K, 5t
B3 R4 TGF-BLE R KR-FH 3, 5T
MR FLARAG A2 E 2 OEA X, F IR 4ASmad7 & ik
IR AR, A2 5 BT k5% 22 T AL AR KA.

BER: MR G T KR T 2 A TR B AR
6 7 s T VA B3 2 S TR P IT SF L8 K A
BEA), Smad7 R AL A A AP B TGE-B LI T I 25
A T K.
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KB EREER A4 K RER, BULERKE T
B1; Smad7; & AR

BORR: A EI kAR Wistar K R ) &84
WERT IR AL R, & B KA A R —RIR, &
W 3 e B MR W T R LR T KRR B 69 AL,
R ) Sk B AR AT A AL S AR RS A
Real-time PCRF=Western blot# i 4 4448 %
B o F AL, RITGF-BLEAK 9 F 5 & AL
) My Smad7 69 AR L F) L 32 T AR LT AL AE .

OB, &G, e, T8, B, SRK. BEELT
YR SR RBETT K Smad7/TGF-pRIAL L. tHRENHE
76 2014; 22(19): 2692-2702 URL: http://www.wjgnet.
com/1009-3079/22/2692.asp DOI: http://dx.doi.org/10.11569/
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RS PERT 99 (alcoholic liver disease, ALD)Z 1
R SO 3 308 — MR . ALD T
JE 9 AR BE 2 H 199 14K 19 4.2 % 4 1 2219964 1)
21.3%"M. A0 1 A T4y A VRS PR R U T L PR
PEIF S WK PR 2T 2 A0 R RS VA Ak i
PRASTT S BRAUE B A4 AN n] 3 5 i 21 4 Ak
{16 I AT RE, X 25 44k & 93 AL R AIE 5T

A7 B A 5

B K P R R
5, RE
MR e E, 3t
A B
R E
B A AR A i
I3 7 ik AU
T HE. KT
£ R E T A
ARXAFE AL
A B A7, BRI
B & Ao A BF R R
ML B4R X,
32483 AL A 84
HE&EEXER.
B AT 3h 4 A A )
&L A2 P
—hidF,
sk, 4
B R0 BT R R R
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HRE Tk
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W8 £ BE
LR S
HRERNET %
GRC R i 2 EX S Izl TS 1¥E5
W HEER, L - ; X -
B A bk 5 TGF-B1 5'-CAAGTGGACATCAACGGGTT-3'  5' —-GCAGGAGCGCACGATCATGT-3
TSUKAMOTO- Smad7 5'-GCTTGCTGGCCTAATAGCAG-3'  5'-GCAGGACACCCTGATAGGAA-3'
FRENCHAZ & % GAPDH 5'-CGGATTTGGTCGTATTGGGC-3'  5'-GTCATACCAGGAAATGAGCTTG-3'
R AR R AR
B AR T Mo 32 ) I
MABENBRE  TGF-p1: BILEKRTHI.
HIEANE, 12T A
KB A A 4 B A A
iﬁ?jzf%igﬁﬁ- BT RS TR R R ALE SR vk o KRR A B 125%") . R ER
a% X N 7 Py > /4 », ‘ — = = ]2y =) N A
W E Rk £ I RETS RN AR KFE B T AT 3 BR & m g4l & sletel, & &mcl.
ARG S T BV N5 ANRALDE RS 1.2.2 BRI ER SRR E 2 K

T I K AT R A
A A 0 ) &it
GV NE Y N
A2 4 AR
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BAPE. DA P 22 SR ) R VR IE E, (EE T
FAR . AT BIE U B DY S S5 A 27 24 4 it
ST A SRR, AR R IR L R HRTE S
PR WO PRI AT A B . TH A
AL KX 7B 1 (transforming growth factor B1,
TGF-B1) JH 2T de A il 1 rke 3= SAE HEAE T
4 A F-, Smad74: 1 /E TGF-B 1 i ) 3 %
il 1P R N = R e v I (1 N7
TR H AR AL 55 N SEIPRS PR 9 AH I 1) 3))
YRR JER I TGF-B1 IS mad7 48 [ 1) 2% LA
A FUTRE 1 I £ A A ) RS L.

1 MRRSA

1.1 ## 2 Wistar K365, 6-7F, &
180-220 g, MR B AZE LR Y 08
. DR BT e i A8 0 ot S o R b A T
R, WK BE38%(v/v), H R 8 2 1 Al
B2 YA R A F 2R 77 Szt B R K il A 55
FESigma/ . 4 AN (HAOLY M-
PUS640). 34 HLBE(H A H 37.H-7650). Real-time
PCRAX (4 [EEppendorf realplex) & RNARI 4 [
PPGAA G kil & A Real-time PCR
W AR E ELA A R (422850 80004 205311,
204054). TGE-B1MSmad7HiikM A 3 FH £ 5w
YA F 7 G5 o s SC-134013,
SC-146). PCRZ M H T bR g 190 i
LA, 51 FI I 141,

1.2 7%

1.2.1 528 5 hadl, A9 -, IEH X AL, %
YT BN R ETR, AN AT AT A HE R 55 TR
P19 170 S5 560 AR A A B S5 R AN TR 23 e 1E 3 ]
B, s lava kb K SRt a4, 1E kb
FHBERI R Ho6 AN IR 5 e R vk 4l A
BEAMH 4 (85%) S K1 (15%) il Jke v I 4
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38%(v/v) Ll & H 28 1R K A B 18.6% « 9%
12%- 20%Z5E AN AR . 5 BL6Y% F 7 M 9 K B3
d, Z 5B DR, 9% FIPIIRFR3 d, 12%
FITMETR2 wk, 2 J5 LA20% I 7%, 557 R LA
38% FIBMETR3 d, J1A) K BRUOK AR AR I 8 s>,
PR T R R PR P UK 1% A2 20% 1 48 505 16 i A S
gEf.

1.2.3 X RARB AR E T ALegin g L
K I8 R H g il R, A5 VS I s A R 2
AU SRR FOR BT LR RS . Dl Agkg ik
FUE N Ol R R R &E, VT O
AR Fkgh RN LB (g) = K
W (mL) X L 5(%) X 0.8/1000 g T-5256 7F
USRS H B AR & AR A T A

1.2.4 K R oo 3 57 45 2 B (alanine transaminase,
ALT). &3 #: 2 B (glutamic-oxalacetic transami-
nase, AST)#ml: Py HLERIKEIM, HED TAPLEE,
S0 B E S, P ARG E i K ALT
ASTIEPE. S AE TR I 1 R4 b Sl i, 2 )5
AN F R A 1 AR 5 SR .

1.2.5 ¥RNAZZR, R 4% 3% % Real-time PCRA2 M
TGF-BlAeSmad7 4k ik AP ks 4 AR 7 £ i
WA 150 RS UL B RN A, H A6 BTt
R RNA 20 SO B, T3 RNALRAE-T--80 C
VKA. RO LA ng RN A ARRR, s A4
F20 pL, SR 5EA G vl T,
341 pg cDNALRAET-20 ‘CUK4f. Real-time PCR
SN F96 LI ik 4T, LAGAPDH W5 3L,
FEMFEARBIN AL, BAPRIMA2XSYBR
Green PCR Master Mix 12.5 uL, cDNA 1 uL, |
FUFSIMAST ul, WZEK9.5 ul, EAAFI2S5 uL.
PCRYZH 1 E: 95 CHIAZMES min, FF95C
APE10 s, BYERE60 C, LEAH30 s, FEIRRE
35, F AT 20 minyA)EE T 4295 C L%
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20 - W ERRRR R 416 B1 AEREABBEREE mi#is
18 B HERER - HFF R AE
6 - SFuhmEEAEsE 1Y @ HFEAT AL
3 112 i Jm E A AR
E14 5 FEAEAR 5, 0 B
Ry 110 5 HER SR B3
10 | g MR KRR
3 iz R M K Rt
=0 16 fE B AL R
6 |, % HALRE, R
4 ® X AR 4T
1 9t BF 4F 440 5 % 22
2T 2 & Ho
0 0
0 20 40 60 80 100 120

t/d

e BSEKER FdFRESR SRARZEEA

RAd) KRB, %) BABEEQ BERERIERIM
1 6 3.7+0.7 16.00 +£3.33
4 © 6.56+1.0 18.24 +2.98
7 12 8.0+1.5 17.00+3.19
16 12 75+13 15.94+3.13
24 20 9.4+2.1 12.00+2.85
29 20 8.2+1.4 11.78 +2.01
37 20 10.6+1.8 13.38+£2.27
43 38 139+1.9 9.94 +1.96
54 20 913 12.92+2.18
68 20 9016 13.70+2.37
87 20 10.1+1.9 13.84+2.71
94 20 10.1+1.1 14.02 +2.17
105 20 102+14 14.47 +2.32
112 20 109+15 15.35+2.41

Ml . P34 R HAACHEEAS H, Z i bL
mean £ SDFEIR.

1.2.6 Western blotix# M TGF-B1 % Smad7% &
KA e A AR R SR VS U I 4 2
. TE10%5R A I I i B P v P ik e A i 4 2R
W R OIS 10% B R Wik Tris TweenZk
MIR(TTBS)E ML, A —Hi/ai 7, TTBS
Ve Z R —PUE MALLL & 100058 1 — 3L,
37 CHLH 1 h, TTBSHUEHARZ G 521K
5 g, TREIR G o0 BT R e EAH, AR
BandScanZ3 H AN 451 IO BE(E. S B
iB-actin. BLHbx 8 A EUE/Z MR BB A T
H bR AR 32 B2, $0{E Dlmean &= SDE .
1.2.7 AL T LB R AT IER 2 7 R $T T8
Ji, BCH K RUTFEIE, [ 5E 140 g/Lir) ok v,
A, U), HER (A, D68 P EE 210 B
ALK
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1.2.8 w4 TR KX RATIERE F B L MK
B BN R AL 2R 000 N KRR S, e T
B, WD, Jeth, THUBE PSR
JHF 41 B sk 5 A 4.

ZitE A 4 FE Dimeant SDER, M
SPSS10.048 T4 A 0] S 30 KA 0T G v 2% 73 i,
TR BCRER 7 20 Mgt Uik, P<0.05h 25
CENE -9

2 B8

2.1 KRR L IEEX ALK B RA IR,
RIS, N R, R IR, AR
SERFALIG I G A 258 4K BB R L TGOt
e, REAPEEE, OSOREE, SEShED,
TR, 54 A J5 350 43 K BRI A 35 Bl
b, ATENIR L, A, BAKEGR. )45
YR UEE, UF 2, B, S0/ 174K
PURARLLM . B IRFE, 2 K R I
S16 J I — 2 S 5 20 K B IR AR 4L A I,
TR KRBRIRIE, A E WA, mlREER
AR T4, REmaa2i
KR T EB12RBET, 35T W s I R AT 2
JEAET, fRH G AR R I AE IR, 5 BT e K
SETPDRE A0 PR R T S

22 HARABHFREBREE] kgh AR
NE A% E TTUR LL6Y 1 111 7K 5 Ay M — 7K U5t
MR, EB 45 2T N 4220%, fERT6 wkiN
KA RS 13,7 g/(kged)+0.7 g/(kged)d
£10.6 g/(kged)£ 1.8 g/(kged), T MR
R 4K 16.00 mL+3.33 mL[#%13.38 mL+
2.27 mL. 557 AT AR LR 13 8% i 45 1
3 d, HEATREE 13,9 g/(kged)+1.9 g/(kge
d), 1K B AARRR % 245 K9.94 mL+1.96 mL,
KRR RIS D, BRI AR 0 FE B 2220%
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m2A2E

B W 8 B A

PR R R R A A

8l & kR a4 EJ=) EyI= Ek)= 48

i ’ﬁgﬁfi R4 207.30+13.00 232.40+17.45 255.86+26.74 298.60+36.91

& AL B ) A8 EBEARE  202.75+16.78 201.43+19.78 232.80+£22.20 244.80 +20.65

MasL. AR EiAkE 2017541463 245111670 257.62:1925 258453271

ﬁg;iﬁ?gi‘ [FEEMSE 204.95+1450 221.96+18.70 229.74+23.87 217.85+25.16

BB x4, ERF

R B KR 64 £ 5F

5373 V5N
x| EIPS EJISES EVISES ERISES EZISES
ESWIRA
ALT 4218+4.86  44.20+3.91 27.59+4.16  34.48+3.20 36.54 £5.23
AST 130.45+21.45 121.20+16.54 140.38+25.64 151.68+30.03  141.6+28.14
ERERNA
ALT 40.06£4.19  66.09+6.10 50.48+4.60  58.76 +6.34 61.68+7.66
AST 138.53+18.31 147.67+28.10 170.24+35.60 169.87+38.84  178.31+24.58
SIEIRIA
ALT 38.67+£3.86  69.14+655 52.74+10.02 58.89+9.41 68.83 +12.38
AST 142.98£22.08 155.70+34.65 171.68+30.80 193.65+35.4 238.45+415
FesisA
ALT 42.69+5.6 66.70+7.80 6855+8.12  77.48+9.08 71.95+11.01
AST 147.16 £20.88 210.83+37.20 236.16+25.50 288.56 +40.5 242.17 +46.50
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ALT: AR RIS, AST: XX aka B IEHmis.

310 .
200 |
270 |
D%’250 :
EZBO :
B0
190 T
170

B 2 AEESLIBEAKR
W IR
—A— WEA
—o— =54

150 ‘ : ;

t/mo

HARSLIGER, R kR TR BN RS & 4ERRAE
10 g/Zefa, BERUH FHFREBAAFZ 14 mL(%
2, ).

2.3 B8 KRR B HAL XA R s
K, B4 H I 5 E1X298.6 g £35.91 g; =
JRPADFZH K B AR AR LA A K th, 2 )5
W g%, B4 H AR H258.45 ¢+32.71 g; ¥
A PRDRL A A4 o 3G N H 248, 4 T I T
#244.8 g1+20.65 g, K AR I A FOK R A4
RGP K32 g B s IRALRT A H A4 T
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WA I N 095 229.74 g+23.87 g, Z Ja HIEAE
JRE IR, B4 H AT E217.85 g£25.16 g,
BESEIG Z WIBAT RGN, 2 54 I I
FELZEL A 5 B B Wl e T S5 40 (P<0.05). — AN SEES
202 ) JE I BB 22 57 (P>0.05) (33, K]2).

2.4 3 ALTAASTHAL B ISR HERS, X R
YIALT ASTAEAN A (I ) s5TG BE 2 T, 1 =
A A AR R FRRE NS ALT AST/K-4B
AR T, RIS S5 W, 5T 46 550 7y
Pl BEAAE AR LLAT 2% 22 7 (P<0.05). —/NSEEG
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PERIFAIELE30% AN, EIRRAE. RWTACTE S W@ 54

48 TGF-p1 Smad7

ERNRA 0.70+0.119 1.14£0.102
ZEENA 0.91+0.146 0.94 +0.091
SESIRIA 0.95+0.131 0.87 +0.093
[FESiEA 1.18+0.198 0.89+0.077

TGF-B1: FAHERESPI.

MR Legs, m Rk A R B i IR AST T
R 55 1 B Y 22 5310 (P>0.05), {H 13 K T TF 3 1l ke
H(P<0.05). =ALR A ALT/K-JC W] 2 =
(P>0.05)(#4).

2.5 MFRELELATE A R 6 4L ATE 41 27
TEASFIE . M IE R 9 LS50 41K Fl 3%
HEL T AN RIFREE IR R I, e h22%(2/9) i
i AR PERR FERE, AR WORS MR I 29T fe r )2
WrbR vt S T-F128™, 11%(1/9) H BLF24% g i )1 %
I, HAR67%(6/9) 15 105 HFRE B 3% o J8 T F34%. ik
1 AR RO IR T RR B 0 S0 21 T F44K,
HA162.5%[1) K R (5/8)i8 L T G1-G2 4% W K5
PEIF R IR, 37.5% 1K BU(3/8) I EAE LBt
A% B ST L IR LT et 36 4, IR & s R4l
71.4%(5/T) IR B L T S2-S3 40 i AN ZE (1 T
T YAk D028 R I - G 1-G2 48 BT 28 FNF 1 48 g Wi
HFEAZ; 53 4028.6%(2/7) K BRUFIE S B T i
i IHE S 98 .

2.5.1 R TRE: IEW R4 T4 KR
AIEHR, 405 FHEr, 40 ez 5, A3 40
rhge . g g DL/ e S Ik R s 2SO R
Hep, ESHR, Jod ik Ko, 1E#Rk4l: i
IR ARTLE R ey o I R R I U LS
15 1 43 A TR A0 M T U A, T 44 B B PN T
DL/ INASEEE (1) 5 5 205 [0 2 T i, 4 i i
B, o] WLEAERERR AR . s AR RE A ek R Al
DL FF 2R 230N R 1 40 TG I A 1, B R P el L
R /INASEE W B, 08 20 60 55 T I JHE m DAL T 4 M
8K M A A K 1 T T T R B A A M 2%, i
SR HEPZEL. Wit 37 mT UL S T 4 A< Bk
FEAZ L RUIRIR BBk B/ 8 v % (1) U T 40 e
PR B e d: Ive 3ty T D BH S 40 i sk RE AR,
A RURRINGEL, AT WD 5 R G 00U T 41 i,
A7 VAR 0 i R R N B YR T P 4
JA R AT 4 Ah, BT LK B AR B SR A 4 S 2 My
LA YAk, 5 DX IRT DL A BN Ak, Mg D AR
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LT SRR AN ) 40 A (3).

2.5.2 FFLA R AR LE M B - I 6 AL 40 P
% R A G ECR R G, A AT T 40 k% e sl
Hh DX 40 i R P % A /D R T
T T B 5% ) 5T e s & o 48 2 bk E 4 i 2
PEAH BRI, TG S S AR i K A2 T B 4 1 o S
ARG, IR R AL TR IR,
{23045k, g WOk i, A% R B9k, 4005
I VNS % A 2 SO 1 Qe 8= S A 8 4
IR AN ANZE 1R 5 T el 2 6 T g . v T o el 4 -
JHF- 400 0 T TR B o, Y IRl =B, 32 Jd 1] B AN
JH- 400 T 85 P DR 9 E 4 v, Bbr A g 2, i
ik, SERIE, bt . ARK, A0 BEAL.
0 L ) 852 o ) L 0 D T A AR A P T
WLIE T B I TG . PR s e 52 A R ik
R B 2 1 Ay i, P Lk B b, Bk ik
SRR, R AR, PR R DG,
ORI R R O RSCAC ) R BR AT 4. A N AT
S ES A TSI

2.6 KAMFALRTGF-B1 & Smad7 mRNAK A
AR F A 551 AT Ll A S 06 41T A2
TGF-B1 mRNAKIEIKF-TH 5 (P<0.05), 71555
A PR F IR 2L TGF-p1 mRNAZK TR IA 51 il
LA K e IR TR T 5 (P<0.05), 173873 1 e
AN R b LA B AR 22 0 (P>0.05). 15 IR
X HE AL LR S A T4 2R P Smad7 mRNAK A
JKFBEAG(P<0.05), (ESRIRA hE ik al . &
J AR 2 B PR £ v MR 2 — £ 41 ) Bl A 3 A 22 5
(P>0.05)(35, Kl5).

2.7 R 4K RATALATGF-Bl1 A Smad7®&
B FA KT T AL R LR S S A TGF-BI
FIE¥IA BT, MSmad7 & ik /K T34 F .
M TR B A B v R R B AP BB R A
TGF-B1 LA WZEL T, (HSmad7Rik/KF
FE3A S o] B 22 7 (1816).

3 17E

T AP SR AR VE A AR IR AN W B iy, A PR G 6 Bl
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Abstract

Hepatic fibrosis is a response to repair of chronic
hepatic injury caused by different diseases. Its
pathological features are inflammatory cell aggre-
gation and associated cascade reaction. There are
myofibroblast formation (MFB) and excessive de-
position of extracellular matrix (ECM) in the liver,
and the structure of the liver is destroyed. The re-
cent research finds that Janus kinase/signal trans-
ducer and activator of transcription (JAK-STAT)
plays an important role in the development of
hepatic fibrosis. In general, STAT1 and STATS5 act
as anti-fibrotic signaling molecules preventing
injury-driven liver fibrosis. Although the antiviral
effect of STAT? is well documented, it is not clear
whether or not STAT?2 also plays a role in contrib-
uting to the interferon-o,/f-mediated anti-fibrotic
effects in the liver. What's more, the biological
functions of STAT3, STAT4 and STAT6 in hepatic
fibrosis remains largely unknown. Therefore, this
review focuses on the role of STAT family mem-
bers and cytokines in hepatic fibrosis.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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B(transforming growth factor B, TGF-B)/Smadifi
B, PIBKIE K. MAPKIE . # K F(nuclear
factor-kappa B, NF-xB)ifi . Janus kinase/signal
transducer and activator of transcription(JAK/
STAT)ME i . I 40P ) Wl A 389 B 00 it 32 A
P45, 7EUA B AF IR D, JAK/STAT & 4808
HEW a2 il —, | 2250549
iR = AN S AN N BN T A e
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1 STATI

WKW, STAT1Z 5H4T4ufbid 1y, 2 IH£T 4k
AT A7, LS o s B AR R
411 Jfd (natural killer cell, NK) M i 4% A2 0% 40 i
(hepatic stellate cells, HSC)FIFNHIHSC 134 5 iy
RAFVERY, MAES TAT 1L F2 4 24 41 i
K72 Y, b d 3 SR N ARCRT A AR KA
“F(platelet derived growth factor, PDGF). 3
# (interferons, IFNs). A/ 2-27(interleukin-27,
IL-27)%.

HSC/Z " EECM B 1 240 i, T PDGF &
AT CAN A H S CHE TR A doe ok 1) 40 i R
Jeong®FWRI I CCL 3/ RUF LT EALAS ALK IR,
STATIHE N F B4/ BUTEET A0 e 0 IR
W1 Nk, PDGFR*Z 14 J PDGF (¥ 15 W] 4 £,
HINK A i 3 ok 22 JE WU R A% LI A IR 41 A 1)
1559, KRN UL 4EL I BERE , STATI
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DA TRON K A0 o7 0 3 A 1 BT IR 4 B,
AN LRt TRk, 8 W S TAT 1R Al
HSCHFALIETE, fEEN KA o 40 i 75 45 i A4,
XA RE RV TT AT AEAL R T HE AL
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f-B(transforming growth factor-B, TGF-B). 4F
e M AR 1 IRIREE ATA2. )8 S 4l
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YR, TL-27 0 fg il it STAT 1SS 40 AT 47
YEAR UL SR, TL-27/STAT LI AR AE AR N 2 15 R £
HAPA RN IC A R — L A

2 STAT2
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IR0 PRI 5 2 B T B B (W A BT
B, 2 5TIFN-ofUF i G 2L 0 2Rk 25y .
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REEAEM. — T, 158 LIERHC VG, #k g
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M Z R UREE ), (RN KA 1 5 R Bz
TP AETFN-y R KHC VIE L (1 T AN, S5 24051
PR 995 253 (R A2 4111, SRS, STAT2E T 41 4k
A B 28 )5 AR F (04 FH v A D AH DGR .

3 STAT3
H AT, STAT3Z e Bt — MIFTEH . 2R
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IL-221%5 FHS CRE & IR R R BRI, dxnl i
JE i FRIBIL-22 BRI 4T AR 5 11 3 ZEHLAT.

98 2 BB S R (0 DKL DR G i) 5 ki —
PR R, FE B A AIRIIAZ 4. R
FH S8 R Pt = 98 32 3K 1) /N BRURI 58 R Pk ik = )
eV 252 AR Zucker K U ST [ B A Y o
1321 R0 H AN R A T 2 o A i T 21 4 A 2 1
REE, KR L MR LT YR 7. EfEk
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-1(tissue inhibitor of metalloproteinases-1, matrix
metalloproteinase-1, TIMP-1-MMP-1)& 5911 1E
i (2)MRIEEAE Sl IR FE 2Kk 1(AdipoR1)
4N £ A % 2 IR 1§ IR 1 B(protein tyrosine phos-
phatase 1B, PTP1B)RIAFEHAL, X5 8 FH)
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4 STAT4
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W ER 5 | ) JHF 7 A Ak — T4 56 DR 4 DG TR AT
(genome wide association studies, GWAS)Z5 454y
Wi Rt — DKM, By THLAN fi4bh, STATH,
DENNDIBFCDEOTEF W Ik F I 5 I Kk
PR B4k (primary biliary cirrhosis, PBC)
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HCVE Rt T, KA ZIER AR,
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o 25 T AR A TR, DR, STAT4%E
DAL 20 05 DA Ok AT i e A SRR i o 1 £ 3 T4 AL
HEFR S T 2P

5 STAT5

STAT5%) JSTAT5a. STATSb, %I93 4% H i
ZNSTATSIE i, Sl (i E 40 M dg s o re.
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Abstract

Liver fibrosis is one of hepatic wound-repair
responses to a variety of chronic liver injuries,
which is characterized by excessive deposition
of extracellular matrix. Increasing evidence in-
dicates that nicotinamide adenine dinucleotide
phosphate (NADPH) oxidase and oxidative stress
caused by reactive oxygen species play a key
role in liver fibrosis. NADPH oxidase is a multi-
subunit complex. In the liver, both phagocytic
and non-phagocytic NADPH oxidases are func-
tionally expressed. They have a significant fibro-
genic effect on the hepatic stellate cells, the main
cell type causing liver fibrosis. In this paper, we
review the recent advances in understanding the
role of the NADPH oxidase family in the occur-
rence and development of liver fibrosis.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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T4 FH 1 3 P R B0 08 52 s R i R A 1 A,
VF 248 P JH 90005 5 v] 32 SBUR- 21 4k, 4T 4
A A MO FE T R DA T 2R e Ji oy 3 1) 4 B o 2
Jit (extracellular matrix, ECM)J{ARE . FFALIR
41 )} (hepatic stellate cells, HSCs)& AT £F 4E4k
I 2 BN AN, AR EECMIF) 32 B ED.
KBk 22 IR 9 T 7, Ji R AR T e e — %
TR R4 LB (nicotinamide adenine dinucleo-
tide phosphate oxidase, NADPH oxidase, NOX)ZX
W S FL 7 AR () PR 4 (reactive oxygen species,
ROS) 55 B4 B 4T A b AT B E
(D).
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ICHR B2 (TR O ST LAAE Jhy 4 Jit of % A A= 3l ™
AN AR, FEVF A Sl b R
BAE, W SR A AR AE T
0 R TV, AR R IR OS2 HLAT 41 i
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DA s ok /I BSURITEEY 2 /) B BE RS M 55 7 Vi R
IR, 8 A Y05 P R A 98 R R P IO 4 L A 1
NOXHSS 5 T HFME UL I R AL, paTP Rk
HE A2 2 PRI 4T 44k, [N AR AT 4 HN O XHE
JHF IR R T Ak R 4 Al H B AR A, (ENOX
X S 1 P U0 77 73 2 B 52 4 R Y TR O S
PR BAT (LR . Paik PS50 HINOX
FIEHHINOXT. NOX2. NOX4 M A K %
p22°"%, pd0P" Y. pd7""*. p677" M FIRacl AECCI4
JBDL5 T2 4E40 HS CH ) m RN AZK - B
BT ESHSCH AT, Brbh, fENOX S K
o, AR AR TINADPHALEENOX?2, 62 JE 7
IETRNADPHAMEF INOXT. NOX4%5/EHSC
A FRIE, FEALE T AT 44k 10 995 v 8 R
FHEEHP, NOX RS R TTHSCAE /MR AT A
E K K F(platelet derived growth factor, PDGF).
M5k 2% 11 (angiotensin II, Angll). 83
(leptin) MITGF-BA5 & ML T 4EAL I VE ] T 4l
P PR A 222 AR ST I, NO XT3 5 il 2
LR BV 2 IS AT AL I R AR K,
Al 7E 5 2T AR A0 IE RS rh i) ik B 25 3 I, DAL,
NOXJE: 75 I A% 7E 52 B0 21 4 AU 17 2T 44k
R IR LA

3 NOX25RT4F41k

N O X2 2 76 H PRz 40 i vp ok B 1) 28 i o g 7Y
NOX. Athy f A7 40 S5 L (R4 Ak W R gp9 177 (L
HNOX2)FH AT Fep22P", S A7 F-40 % A 1)
oA PUAS T I e pd 77", pA0P" . p6 7P FlI I
GHERacdl i, H P RacHNOX2IEHAIT 06 75 ik
g, — H52 BRI, H A DA LR
P 2 MBI 55 LA P AV FE 25 5 T U A4,
BORNOXERETER. W9 Bor, HWMAINOX21E
YA I R E ] 8 BT, A S HSCs I
T AT A SN 1) 2B S DDA 520 4 P
T HSCIH Ak & FFEF4EA 0, Zhan%s P!
WEFCUE B, B0 M 1 JE HS CXFJR T /MA TR 77
WA FH R 21 4 Ak s, 40 T 2R fie it 2 (4 AT GF-B
(1235 i AN OXAH G A 1) 7= A3 BAy
FEAEHEER. M5, TiangZ5PNE B, HSCX T
S0 PRI TR AR T B EETE AL HSC, 10 FE
NOX2(gp91™" N T, NOX2/r S EIROS
Al S IRHSC W IR IR & F1 R 2) 1 1935 /1. Sub-
hadip%5P2R P M = 5000 BBz fil ik 5 & T
IELT4itk, BEIE gp9 1P (NOX2)FINOX p67™"
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P FER AR I N oA Sk, Ath At A28 i N O X AR
(VAN A 75 41 (kuffer cell, KC)FIE,
Biti 5 5 | L B SR S AE Rl F a(tumor necrosis factor
alpha, TNF-o)f5 S ML IE, M3 350H 41 i
AT, HSCIHAL AT A 4L it & A= NOX23:
DAL fs B /N S22 C C L7 S BRI R 25 4L )5, 2T
YA R I AR T 15 I AR /N RS axh
NOX27E 41 Al o B w2 /E R 1 o) — Il 4%
A IR,

4 NOXI1 SR 44k

EFTE PINOXF T, NOX1HA H5NOX24H
LI EEH R fE. AN OX B H A p22° " e it
P, {HZE R Hpd 7" [ RYINOX O 14 A il 52
K, p67" R ZYINOX A LHEAL B E LY, 2T 4k
A I PPN O X2 5N O X 1 i 23 1 W 5 189,
TEN OX27E A 9514 AT 40 J R e 46 %% A JHF U 4
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PELTHEA AR IR, B4 Y AL 1 (superoxide
dismutase 1, SOD1) 5iFLIINOXE A& )
Rac VI HAE FH BERIENOX 13 779, Tomonori
BRIy R, SOD1G37RISAR M HS C ] it il 48
IINOX1IE M, LIANOXAMMEIE. HIIROS
(772, (R HEIFIE 4T 44, Ang IT 51 1)
NOX47K - L1 R AR 4T 4 Ab N A3 TN O X1,
IMTGF-BRIX LN N HNOX1 K. FINOXT
FERI R BR(NOX 1K O) /) BRAH FINOX 1 E 4T 44k,
RIEAIVER, RIUIA R 85 LR (bile duct liga-
tion, BDL)J, NOX1KO/N T T 4 i Jii R
FImRNARIEAT BRI &= Sk
HS CIA%: J T 4 A2 B 35 B A 2202, )
I CuiZEP A K B, NOX 1R IR OS A 45 4k
R IENLRE -3/ 2 12 ¥R (phosphatidylinositol-3
kinase/Akt, PI3K/Akt)f5 5 i % 4 1 4 DA 518k
WA TK 71 B A W] & P (protein phosphatase and
tension homologue, PTEN)FF {5 FL 20 3%, KM {ie it
Akt/FOXO4/p27 P (5 5 1l % 1) 35 LAME #EHS Cs
(ORI IR T T R . BRIz A, b
R IMNOX ik il il it 5 1% 5 /A LA &
Pt AH E A FH B A L B PR S A N ER R
TR EFYEAL IR T TGF-B & 413 R 11 2R IAP.
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to achieve has changed: to reduce surgical inva-
sion and operative time as minimally as possible,
on the premise that therapeutic and anastomotic
effects can be guaranteed. Therefore, after more
than 30 years of exploration and development,
magnamosis as a novel anastomosis technique
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Abstract

Metallothioneins (MTs) are low-molecular
weight, cysteine-rich, intracellular metal-binding
proteins involved in diverse functions, such as
metal homeostasis and/or detoxification, scav-
enging free radicals and stress response. Recent
studies show that MTs play an important role
in cell differentiation, proliferation and carcino-
genesis by displaying different expression pat-
terns and through different signaling pathways,
have important value for the clinical diagnosis,
treatment and prognosis of tumors, and can be
used as a cancer biomarker. This article aims to
discuss the research progress in MTs as a cancer
maker in human digestive system tumors.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To investigate the effect of siRNA-medi-
ated gene silencing of fibroblast growth factor
receptor (FGFR) on the chemotherapy effect in a
xenograft mouse model of gastric cancer and to
explore the possible mechanism.

METHODS: The expression of FGFR in MRC-5
cells and MGCB80-3 cells was detected by flow
cytometry. The siRNA against FGFR was con-
structed and transfected into BGC-823 cells via
Lipofectamine™ 2000. The reduced rate of cell
proliferation was assessed by MTT assay, and
apoptosis rate was detected by flow cytometry.
Western blot was used to detect the protein
expression of FGFR, Caspase3 and Bax after
gene silencing. A xenograft nude mouse model
of gastric cancer was established, and fluores-
cence quantitative PCR was used to detect FGFR

WCJD | www.wjgnet.com

mRNA expression levels after transfection with
siRNA. Tumor size was measured to assess the
effects of treatment in different groups (model
group, cisplatin group, and cisplatin + siRNA
group).

RESULTS: The expression of FGFR in MGC80-3
cells was higher than that in MRC-5 cells (P < 0.05).
After transfection with siRNA, compared with
the cisplatin group and model group, the cispla-
tin + siRNA group showed significantly inhibited
cell proliferation and promoted apoptosis (P <
0.05). After FGFR gene silencing, the expression
of FGFR on cell surface decreased and the ex-
pression levels of intracellular Caspase3 and Bax
improved (P < 0.05). The level of FGFR mRNA
expression significantly decreased in tumor-bear-
ing nude mice after siRNA transfection (P < 0.05).
Besides, tumor volume decreased and tumor re-
cession rate increased (P < 0.05).

CONCLUSION: SiRNA-mediated FGFR inhibi-
tion promotes the therapeutic effect of cisplatin
against gastric cancer.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: siRNA; FGFR; Gastric cancer; Cisplatin
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BHEY: BFRsiRNAK B T 2K, 4 4 4w oL 2 K
B - 4k (fibroblast growth factor receptor,
FGFR){2it & A7 69 2R R HAE A ALH).

Fik: AR A M A E T 8 MR C-5%=

H &M MGC80-3 P FGFR# & ik &. &4
M FGFR4¥ 5+ PsiRNA A7, Lipofectamine' ™
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55 55 min, U IACAE488 nmib I, A
S BT 0 MR T A IR T LR T 4
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1.2.8 % %€ FPCR&M JE K PFGFR mRNA#)
FIE T Fe Y24 WG, K SERA A AE10 BRI, 1
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BA+siRNACE 17 H] AT B S 4 40 fuBGC-823 (1)
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g MAA+sIRN AL [1164.5%, TR ZH 140 i ) 1
HJESIRNAZL RS, ddknr 4, fI+siRNA
156 A AT 4 25 e i 40 R BGC-823 I T2, M i
I P T2 AR T siRNAZ.

2.4 A g mpn At KRBT 2RI T X kiR
A0 £ & & % ik BT Western blotiiMIFGFRY
ISP T AL (A Caspase3. BaxIRIE K I,
Lt AL, S04l P FGFRINKRIEY T
W, MCaspase3. BaxWJZRIAY i, H )l
+siRNAZH 1) 22 7 1 45 W] il (P<<0.05). 55 IR AH
[k, siRNAZLIMFGFRFIAEHMK, {HCaspase3 3R
KA (P<0.05). BT S5 T AL, FGFRAT =
PEsiRNA U] W] W T ERFGFRIV K IL, BIHIET 5%
MR DGR FIERIA, INIfTE S 40 M T (D).
2.5 R AT ZFPCRAEM R R JE A FFGFR mRNA
Mg AR Xt A F SO E EEPCR AT AN, 4
It +siRN AZH AR B A T FGFR mRNAFJAH
PR IE B C TR, Jorh 1 +siRN AZHL (1)
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1 FGrREERIIERGFGFR, Caspase3FIBaxHIRIA. FGFR:
AT HEARN A AR IR F-SE 0.

15+

I1.

XHEZE IFEZH I +siRNAZH siRINAZH

—
o

FGFR mRNAFEN FA &
o

o

2 FEHEEPCRIGUIREBIACFGRR mRNASIEN A
8. FGFR: AT HEANE AR IR T2 1.

FGFR mRNAMX ik S Ik, A AR A —
2(P<0.05), T HEAZHFGFR mRNA KIHIXS %
K EABS R T AL 4] (P>0.05). & W], FGFRE}: S+
PEsIRNATE S AR HH R % JL2o% i, 24 h g RIA]
B i F#{FGFR mRNA [ ik 7 (412).

2.6 B EARR AR KD R R FE RIT
N, TR IS B +siRN ABE SR TT )5,
T e R SUIRT A 1 PR AR S A /s E S BT 2 A
Ll MSURTZE Ry AR AR AR 8N T 1A%, T IAfT+siR-
NA P AR T 345, JOR R 18 e ik
75.3%, WHE s AL, AT UE B A +siRN A
A A FH VAT B TR S SRR T B g A st
BT iRIT.

3 1e

A, &1 B X R oy R e, FE A
ST TBIR T TR, AT, BAR YR IT
I, B ZHOBCRAR. IV 2 B AT 7
KR EH 22—, b LMEDN A, BR
DNASHI, FATHRinbE. (IR B8 14k
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KA RIS A, siRNA M & R fa
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EN IR S0 G Sl = B (B u e e )
ARG N TE 5 40 JEIMR C-5 11 5 9 40 JlIM. G C80-3
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R T NIE R M. SR RBFGFRIER Y5
R e P SIRNA, i JIE T4 Gei2o Rt siRNA
HNBRABGC-823, MELM4A4]. siRNA
2 J T +siRIN AL B i 40 i (0 386 (15 S R T4y
. MTTYZ2:55 2 A0 M (SR I A R, 45 S 36 4,
T+ 1 RINCA 2 (1 240 e 8 B 410 1) 23 R o 12 e i
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R, ALY EEsiRN AT B (O BCR I, 2
2 W TR I VB T T Lk 21 58 4 (197 k. it
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A KN B P 5 R 3244, 78 BRI ke
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(RS I R B, AT +s iR N AL A AT T 26 i F A
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i, WORIET R PRI A O (1 Kk, T
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Abstract

AIM: To assess the effect of cisplatin implanta-
tion on human gastric carcinoma xenograft
growth and tumor expression of SYK and HER?2
in nude mice, and to discuss the mechanism of
action of sustained-release cisplatin.

METHODS: A xenograft model of human gas-
tric carcinoma was established by subcutaneous
injection of SGC7901 cells in Balb/c nude mice.
The mice were then randomly divided into
four groups to receive intravenous injection of
PBS (group A), intravenous injection of cispla-
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tin (group B), intratumor injection of cisplatin
(group C), and implantation of cisplatin (group
D). After drug intervention, tumor weight and
tumor inhibition rate were measured. Tumor
tissues were observed after HE staining. Expres-
sion of SYK/HER2 was detected by immuno-
histochemsitry. Besides, the cell suspensions
prepared from the tumor tissues from the four
groups were tested by FCM.

RESULTS: Sustained-release cisplatin could
promote apoptosis and suppress tumor growth
significantly, and it also could enhance the ex-
pression of SYK (group D: 73.42 + 4.92 vs group
C:30.42 +3.92, P < 0.05; group B: 14.14 + 2.84 vs
group A: 5.06 + 2.96, P < 0.05) and reduce the
expression of HER2 (group D: 16.32 + 4.82 vs
group C: 34.82 £7.32, P < 0.05; group B: 45.8 + 6.60
vs group A: 77.34 £ 9.04, P < 0.05).

CONCLUSION: Cisplatin implantation induces
tumor cell apoptosis and exerts anticancer func-
tion possibly by enhancing the expression of
SYK and reducing the expression of HER2.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Cisplatin implantation; Gastric cancer;
Nude mice; Apoptosis; SYK; HER2
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L), RAHIE N IESLE(CAL), IRAAHLA TN
(D). BT HUG, LRBRE, it AW
B AR ATHER €, %95 202040 52 sk e
SYKZHER2F& ik R -F, S BARLE3R 5% 1k )
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LR AN G B E IR BB AK,
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B, XL RE 2T R Y. F S A S50 A4

1 #RRT5E

1.1 A 20 L SPFZiBalb/cHi i, MEAER 101, 1
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S L. DMEME; 7838 K i 4 if i (Hy-
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c-erbB-2 g PR P A2 S A B E
RN 7DD, a4l B 1 Annexin/P TSR 51 (14
HeBioscience), Frill {451 H 2% EBD 2 ] 4E 7™
FACSAria™ I 40 4% E1(CDDP)E S
W EHEE RIS 25 B PR /A 7], 25 mg/mL); i
HIEREBIFICE =) 5 B R N2l A+,
F: RENF; Bk : 20 mg, 5 20120403).

1.2 7%
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BMRMANT  4p SYK(%) HER2(%) BRE VB (%)

B, B Y

BEARGYEH R AR 5.06 +2.96° 77.34 +9.04° 1.63+0.17° -

WL, BT BZH 14.14 + 2.84° 458 +6.6° 1.12+0.17° 27.1°

f:i;f;%,ﬁ 4:; cA 30.42+3.92°  34.82:7.32°  0.64+0.05° 43.0°

;#S‘F%ngiﬁ/;i DZH 73.42 £4.92 16.32 +£4.82 0.23+0.12 63.8
*P<0.05 vs D4E. AYH: PBSEEASINEEIA; BA: IOREIIEA; CE: IROBATETE:
D/ IEAEAFUBAL. SYK: SIS ERAHES; HER2: ARRAKR T ZIA2.
1 BLEHERELER. A: PBSJEHHGEITZE (X 200); B: IEIEEIESZ(x 400); C: NTEHRENTIESZE(x 400); D: ITEIZERE
FFEAZH(x 400).
ML ZERMISYK. HER2FE (AR Al 7, i SRR AR fimean+ SDE R, K H 525k
Y) R B KA JG, BERE3 minfpHN7.4I0PBS 215X HRAL. IFALTA N 2L 5 8 B 55 41 7
MUETR L3, WALGURHATHN MBS, FEARALA AL, %42 8 HJ7 250 HrFR i,
13%H,0,(50 pL/iK) %I H 10 min. PBSHYE3  P<0.054 = 5341245 X
K, [R1B3 min; FEPBSI, SEIK I F 50 pLxt
REf—Ft, % IRME R 60 min, PBSHIBEIVK, 3 2 BR
min; 3FPBSYE, T4 13 B # Maxvision™ ek 2.1 BHBAREREIL, BREAIFBE 201
P A AR, SR T 10 min, PBSPYE3vk, PR BUSLETIUNIIA I 0] Y 0, 0 %6100%. 14
[]F%3 min; [ 2:PBS, 100 uL DAB, ¥k, sk Pl A411564 mm’+ 180 mm’, BZ1883 mm’+46
FKEE Y, PBS Mk, KT, —HAER, mm’. CZ4584 mm’+91 mm’. DZ296 mm’+
T A TR E Bk T G ()% 414Uk 146 mm’. DALARIGAL B CALLLE, 7570
S HLHE: SYKAIHERE (I PR oty gy AZEHERIX(P<0.05, F = 160.568), DAL 5t
i T A B A IR S TP, 400 X 485 F ARk 4L IA. By CALHUBIIRML, ZRAZihE X
S e () 55 3R X 0P 10N FLEE, Al (P<0.05), D AL A I it T Hoft = 41 (R ).
B R BN T 1000 AN A BB Al a2 (b 22 HER & AQDT IR HEG Y, A7 D i 4
R0 % = BH P 40 1 K fir s 4 i 25 X 100%). JAT R ROIRIRGE, B 2 2= 28 2 i s A UL
1.2.3 s X 2w s A pa 8 = B P2 ety A2 BALUR A0 A W (0 52 R, R LB 2
BRI GUHEATIE SEWF IS, FIPBSUR gk MRAERETH, WL T MR SE: R R
I B AT TR R, 2000 t/minB05 min, 5 ae 2R NTALZL CALM Y 4R i A W] A S A
i, F1200 uL PBSIRE, 2000 t/ming9.0>5 min, 37 ALY R AR FEEE, ] WL AR T KR At
LS EHI100 pL 1 XbufferfB R E1X 104715 MEALUR AN L. DA REAY &,
T-441.5 mLIMEPE P4, N5 uL Annexin V, 25 AR JLIRECIREG R, AT UL I 40 M 08 12 A0 KRR
WEGTHCE 30 min, 281X bufferPEi 5200 pL 1 A6 R ZEIARALR, KA.
X bufferfil 40 VR, IMAS uL Propidium 2.3 SYKAHER2 % & 20 42405 248 R A AR K T
lodides, 2 'C-8 "CIE¢ 5 7 10 min, i JE_EAL. A. B. C. DZAHER2[{KIEZHT [ EF, MSYKK

Biit 03 HISPSS17.048 AT 4y B EIEHTTHRIESP=0.000,£=96.04)(12, 3).
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Abstract

AIM: To observe the changes in calnexin and
GRP78 expression in nonalcoholic fatty liver
disease (NAFLD) induced with a high-fat, high-
sugar diet and to explore their role in hepatocyte
apoptosis in rats with nonalcoholic fatty liver
disease.

METHODS: Twenty male SD rats were random-
ly divided into either a normal control group or
an NAFLD group. The rats of the NAFLD group
were given a high-fat, high-sugar diet for 12 wk
to induce NAFLD, while the rats of normal con-
trol group were given an ordinary diet. Triglyc-
eride (TG), total cholesterol (TC), low-density li-
poprotein (LDL), high-density lipoprotein (HDL)
and free fatty acids (FFA) were evaluated. Real-
time fluorescence quantitative PCR was applied
to detect the mRNA expression of calnexin and
GRP78 in liver tissues, and Western blot was ap-
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plied to detect the protein expression of calnex-
in, GRP78, CHOP and p-JNK. Meanwhile, cell
apoptosis in the liver was detected by TUNEL
assay.

RESULTS: Compared with the control group,
serum levels of TG, TC, LDL and FFA signifi-
cantly increased in the NAFLD group (P < 0.05
or P < 0.01), while the level of HDL was de-
creased (P < 0.01). Western blot analysis showed
that the expression of calnexin, GRP78, CHOP
and p-JNK proteins in the NAFLD group was
significantly higher than that in the control
group. Compared with the control group, the
mRNA expression of calnexin and GRP78 was
also increased in the NAFLD group (P < 0.05).
TUNEL assay showed that the apoptosis of he-
patocytes in the NAFLD group was significantly
elevated (P < 0.01).

CONCLUSION: The up-regulation of calnexin
and GRP78 may be involved in the pathogenesis
of NAFLD.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To evaluate whether small hairpin RNA
(shRNA)-mediated knockdown of the Smad4
gene influences resistance of colon cancer cells
to doxorubicin in vitro.

METHODS: An Smad4 shRNA was stably trans-
fected into human colon cancer HCT116 cells
to silence the Smad4 gene. Cells were basically
divided into three groups: shRNA-negative
control cells (RNAi-NC), shRNA-Smad4 cells
(RNAi-Smad4) and HCT116 cells untreated
by doxorubicin (CONTROL). Doxorubicin (50
nmoL/L) was applied to treat cells for 7 d. The
expression of Smad4 was examined by Western
blot and RT-PCR to test sShARNA transfection ef-
ficiency. Cell viability was determined by MTT
assay, the concentration of transforming growth
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factor beta 1 (TGF-p1) was measured by ELISA,
and expression of multidrug resistance gene
plasma membrane glycoprotein (MDR P-gp),
epithelial mesenchymal transition (EMT) related
markers E-cadherin and vimentin, related tran-
scription factors Snail and Slug, Smad2/3 and
phosphorylation of Smad2/3 expression were
detected by Western blot.

RESULTS: The protein and mRNA levels of
Smad4 were significantly reduced after Smad4
shRNA transfection. After doxorubicin (50
nmoL/L) administration for 7 d, MTT assay
showed that cell viability ratio in the RNAi-
Smad4 group was lower than that in the RNAi-
NC group, and declined in a time dependent
manner. ELISA assay revealed that TGF-p1
concentration in the RNAi-Smad4 and RNAi-
NC groups were significantly augmented by
doxorubicin (P < 0.05). Western blot results
indicated that protein expression of MDRP-gp,
vimentin, Snail and Slug in the RNAi-NC group
was higher than that in the CONTROL group,
but RNAi-Smad4 inhibited such increases. In
contrast, expression of E-cadherin in the RNAi-
NC group was lower than that in the CONTROL
group, but RNAi-Smad4 enhanced its expres-
sion. Doxorubicin administration did not change
the expression of Smad2/3 but enhanced phos-
phorylation of Smad2/3 expression in the RNAi-
Smad4 and RNAi-NC groups.

CONCLUSION: Smad4 gene knockdown to
block the TGF-$/Smad4 signal pathway in-
creases chemosensitivity of colon cancer cells to
doxorubicin.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Smad4; RNA interference; Doxorubicin;
Colon cancer; Drug resistance
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FEAK G Smad4E I MImRNAR KL, HH
5y PRIV e G Ja 1 40 i A B 1, BCAVED
JE 5 AL EE IR, AR IR B AREAT HLUkOR e I
2PVDFJE L, 5%/ G5k I TBSTHE 411 h, N
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.
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M T 6L, Controldl &2 FLOAN T2y
), bFLZIRNAI-NCAIFIRNAiI-Smad4 4l (31
il 7 22 M B 50 nmoL/L) %24, PL4I K
%2 80%-90% L3 I Ak T 0 £ A= K IF 4f n 24,
YER7 )5 B0 %% 20 A B 1 T DR o 4 3
TR, FEFFUCINNAR [ FH A (0 e 3 32 4k 2 8 9%).
1T Western blothr il #-2H H 1) & 1 (BAB-actin g A
XF ).

1.2.6 BBE 75 R 2 N2y a0 ik “ 4L
BOMZGAbEE” | SR 544 TGF-p1 ELIS A&
FRAE I T IEE AR, 23 A I3 TGF-B11K
WRIE.

St SR E G 3IR, HISPSS17.0%k
PEEAT et o #, 8 45 R Himean + SDFRUR,
% A H0R] LR F LR #0722 a0 B, PR
] L6 35 R 4 Il R 56, BAP<0.0520 22 5 A e vt

2 BR

2.1 Smad4 3k W &k o %552 Fda e F UL 5 4N
M2y SR BUR A B mRNAME T Western blot
MRT-PCREZIMISmad i FI HImRNA/KV- [F)F1k.
25 FR NN FHHE S B v fISmad4 shRN AFE 4
HEANHCT1164H )5 e % &l 25 1 Ik Smad4 5
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Abstract

AIM: To construct lentiviral vectors to silence
the expression of the FOXQ1 gene in colorectal
cancer cell line DLD-1.

METHODS: According to the FOXQ1 gene se-
quence, three pairs of shRNAs were designed
and synthesized, and then ligated to the lentivi-
ral PLKO.1 vector. After the resulting plasmids
were transfected into STB13 competent cells and
cultured on ampicillin resistant culture plates,
single colonies were picked to prepare plasmid
DNA. The plasmids were identified by enzyme
digestion and DNA sequencing. The identified
plasmids and auxiliary packaging plasmids
including pRSV-rev, pMDIg-pRRE, pCMV-
VSV-G were jointly infected into 293-T cells by
the calcium phosphate transfection method, and
the lentivirus supernatants were obtained and
used for infecting DLD-1 cells. After selection
with puromycin, the FOXQ1-silenced cells were
obtained. The efficiency of gene knockdown was
then determined by real-time PCR and Western
blot.

RESULTS: Enzyme digestion and DNA se-
quencing results showed that the shRNAs were
successfully inserted into the PLKO.1 vector. Re-
combinant plasmids were transfected into 293-T
cells and high-titer lentiviruses were formed.
The lentiviruses was transduced into DLD-1
cells. FOXQ1-silenced cells were obtained after
selection. Real-time PCR data and Western blot
showed that the highest inhibitory efficiency for
FOXQ1 expression was approximately 90.4%.

CONCLUSION: FOXQ1-silenced cells have
been successfully obtained by constructing a
lentivirus interference system, which provide an
experimental foundation for further study of the
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function of the FOXQ1 gene in tumorigenesis.
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5% GAPDH-F: 5-TGACTTCAACAGCGA-
CACCCA-3", Fi#51%GAPDH-R: 5'-CACCCT-
GTTGCTGTAGCCAAA-3'. 519 Eugd T4
V) LR B A A k.
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SERZAT IR € A, 1B RS T NEEIshRNA,
AR FURIPLKO. 1-puroZ: [R 1 W YA ge T A1
EcoR 1 MgV Ja, ik, VI, FT4 DNA
ligaselfshRNA 54 i PLKO. 1-puroid 4%,
JERE A JRRPLKO.1-FOXQ1-shRNA-A

PLKO.1-FOXQ1-shRNA-BHIPLKO.1-FOXQ!-
shRNA-C, ##5 B 2 ki b 22 /%52 A STB13
H, gy R AT T2 R R R BUEL B AR,
37 CHiF714 h, P EEPLKO.1-FOX QI -
shRNA-A. PLKO.I-FOXQI1-shRNA-BAI
PLKO.1-FOXQ1-shRNA-C, £F4151, #%1#12 h,
AN TORL, 1% IR T RRABkE— AT
IR E AL TORL, F 2 9 25 38 R0 A B X
Jookr, MR, BREITENVIBEECOR T FNco 1 i
P e,

1.2.4 2mAe e SM3X10°0293-T41
T 10 cm’ 57714, FIDMEMSE 4 ks 77 34,
5%CO,. 37 CHHEFE, £724 hig g3 e K
4250%-70% I e G, ) F Wl I £ e e s A
JitFiPLKO.1-FOXQ1-shRN A 5 % By £, 35 Ji ki
pRSV-rev. pMDIg-pRREFIpCMV-VSV-GLI8 g
D4 g4 pg 4 pgdtEYL293-TAI MY, 446 h
Jio S AR i B IR, B A48 h A il R B
FIEERFRI, 0.45 pm 1o R RE R 2 R R R
OVE, SRIFIRYE A B85 VShRNA-A. VshRNA-B
MIVShRNA-C, VAH A 77028 A B siRN A-
FOXQUFFI i #4144 VshRN A-control,
VU ZH e 46 95 B W53 24 J R A7 T--80 "CORAF ER EL
T IEEDLD 141 .

1.2.5 B#&DLDI1@mA: 4y AP SZK 4.
(1)VshRNA-A; (2)VshRNA-B; (3)VshRNA-C;
(4)VshRNA-mix, 55 VU2 BIFT =410 #5441 -
1 VRA, FFRN B — AR 4]: VshRNA-
control. #ADLDIZIML T-64LHK, L3 X 10°4
M, 164058 R FRMS%CO, 37 CHHAH
7%, 24 hJ5 402 B K 4250%-70%, 45T 5
FEWL, IMANIRAGTR BEA, BEA3FL, W #4424 h
JE FH10 pg/mL I e 53 3% 0 e 40 i, ) BN 34
BF R ZH A s 2 AN INMEne 75 2%, FLalif ) DLD 14
Jf), BIPEIZGA AR EE NS pg/mLIE I 77 3,
T2 YIPEg0 st T 5 o), 77iE3-5 d, &2 d
SRR IR, AR I RZE I DshRNA-A.

DshRNA-B. DshRNA-C. DshRNA-mixA/l
DshRNA-control.

1.2.6 RT-PCR¥EMFOX Q1A A A0t & 4 2
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| TN

2R Age 1 NS Loop I53%::3 BIFF  EoR]
shBRNA-A 5'-CCGG CTCCATCAAACGTGCCTTA CTCGAG TAAGGCACGTTTGATGGAG TTTTT G-3'
3'- GAGGTAGTTTGCACGGAAT GAGCTC ATTCCGTGCAAACTACCTC AAAAA CTTAA-5'
shBRNA-B 5'-CCGG GCTATTGACCGATGCTTCA CTCGAG TGAAGCATCGGTCAATAGC TTTTT G-3'
3'- CGATAACTGGCTACGAAGT GAGCTC ACTTCGTAGCCAGTTATCG AAAAA CTTAA-5'
shRNA-C 5'-CCGGT CTTGAAAGCAAGTGTGATT CTCGAG AATCACACTTGCTTTCAAG TTTTT G-3'
3'-AA GAACTTTCGTTCACACTAA GAGCTC TTAGTGTGAACGAAAGTTC AAAAA CTTAA-5'
Ao bp 1 2 3 5 6 7 8 bp

b

WVWM MH Il f\ M\ﬂ’f/\ | J\ »MM\\ Wl

il /f\ bl (\ i xf\ i

B 1 SELABKIPLKO.1-FOXQ1-shRNATIRELEER. A: PLKO.1-
FOXQ1-shRNA—-A; B: PLKO.1-FOXQ1-shRNA-B; C:
PLKO.1-FOXQ1—shRNA-C.

DLDI4I G A8  2572 his, 35 280597, H
Biozol Reagentid fflZ&fi# L ESHR40 e FIDLD1
S, SR RNA, B2 ng RNAZ Promega
T A SRR U S SR A e DN AZE — 4, T2 L
cDNAYE MR, FIFHISYBR Green SEi 5
PCRY XY HFOXQIEE N, WAEIOLME
2SS M FOX QI HE IR 78 55 4L 41 i H (A 6
Kk
1.2.7 Western blot5#FOXQ1% & /ii: DLDI14
L Getg i #4596 him, ¢ LR IR, S0 %
FAPBSUELIK, MIAN150 pL40 o 24, JF bk
Vo R 11 440 0 ) 2 L JECRE, 4 °C R 4R 2R 24A% 30
min, WEFEAE1.5 mLE.OEH, 12000 r/min
2015 min, WIS, FHBCAVLEHK
FEE R MR ) G AT B 1 S, NSRRI
EREGE S min, LAEEFL20 gt iR A
H1T10%SDS-PAGEHLIK, ¥4 8 ¥ 2 PVDF
JE -, S%JB R Wk B AL hs, 43 B INAFOX Q1
FiB-actin—PiRIR4 CHFH LI, TBSTH YL
3-5UCU5, 43 i ABOR G S A0 0 b ad ) L 2T
fl1g G-HR P S B S8 A W0l b i 19 L1 =E 40 4
IgG-HRP ) —$i, AR H 1 h, KTBSTIVE
J530 min, K [HI¥H IISuperSignal West Pico HRP
122 R, T Chemidoc XRSIL2A K 4
EEl SinTs -

Gt AL S pT A3 A R Himean+SD
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4
=

B 2 SHFEKNSB
PLKO.1-FOXQ1-shRNA—-A; 3: PLKO.1-FOXQ1-shR—

X MEGENEFEEBIR. 1: DL2000; 2:

NA-AWEGFY]; 4: PLKO.1-FOXQ1-shRNA-B; 5: PLKO.1—
FOXQ1—shRNA-BXiE]; 6: PLKO.1-FOXQ1—shRNA-C;
7: PLKO.1-FOXQ1—shRNA—-CHEGT]; 8: DL5000.

TR, U2 LR T R 2R T 2 Ay A
(ANOVA)EAT 4[] 2 53 Wl & A 3, LAP<0.05
W R G S

2 R

2.1 £/ #PLKO.1-FOXQI-shRNAM| 5% 7
BIESAFEARZL 2 Rl TAY TRA IR
28 F) I, RS AR AR AT AN I shRN AJE
M AERE N, K713 2456 AL SR T A S
AT shRN AT HE, 45 3 B oR 34 S22
PLKO.1-FOXQI1-shRNA-A, PLKO.1-FOXQI-
shRNA-B, PLKO.1-FOXQ1-shRNA-CHER % 4
w275, 3/5, 2/5(F 1), XEshRN A EFEfffdi A
T8 BB AR .

2.2 FLA#PLKO.1-FOXQI-shRNA ¥, 7k 4]
B Bl S K W IR A R 3AN TEALS 0 R R
IR L N BEEE R, 2k, 1T IL—>5000 bp
4%, S5 HH7000 bpAHFF, LEcoR 1 FiNco
I XX@E:JE)JF A LK /N2 9500012000 bp )P
gy, ¥ 5 TUWARRR(E2).

2.3 RT-PCREMFOXQI L RARXT KL & 457
R, FHFOXQIHENShRNATE ) 73/ DLD1
MM, FOXQIREN IIL B A (KIS, 5

A LB R AT
#FOXQIE 5% %
FkHARKR KR
W FEFOXQI AR
W Mm%, RT-
PCR Z Western
blotiE 5 FOXQI
mRNAZ & & &
X M & ke &
DLD-1% # %k
2 E AR
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HiZRAEE 1 2 3 4 5
ALBRAMET —

K #FOXQ1
B mph, H ik
AR R Sh R, B
RFOXQI & A 12
K Wy e KR
Peg R, o F
A LT F R
b,

Jaishideng®

1.20
ig 1.00
0.80

0.60

0.40

FOXQ1 mRNAFHA 7

0.20

-1

B 3 RT-PCRIGIFOXQEEEMRNAFERIRIASE. 1: DshRNA—
control; 2: DshRINA—A; 3: DshRINA-B; 4: DshRNA—-C; 5:
DshRNA-mix. "P<0.01.

0.00
1 2 3

DshRNA-controlZH 41 ffiiAH L, DshRNA-A.
DshRNA-B. DshRNA-CHIDshRNA-mixZ] 4
JIF O X QA2 43 21 7139.7%(P<0.01),
59.6%(P<0.01), 90.4%(P<0.01), 70.5%(P<0.01).
A WshRNA-CT# F BEWFOX Q1 3L DK R ik il
RO B R B S U S b T (R 1 R A A
ShRNAT-4 v BeReA R HlFOX Q1 FERTE KW
FEd e RDLD1H R IL, Jf HshRNA-CHH
BONFOXQ1HE N R IB AN 5k i 2%

2.4 Western blot5 #FOXQ1 & & T 8 R ToR, 5
DshRNA-control41 41 fuAfl L., #-HFOX Q1A
shRNATEJH 5/ DLD 141 s, FOXQ1%& [ £ ik
BIFAR(E4), HohshRNA-C T BEATFOXQI
B IR I R e o B R U S5
T 1895 2 35 shRN AT 48 1 BERE A7 243 61
FOX QIR FH 1 A K i 4 s RDLD1
FOXQ1 8 AR,

3L

45 H ¥ (colorectal cancer, CRC) /& FH &
Rt 1 = KR 2 —, F B LA4. 2% )
FERGK, 2% 1 [ PR 3 K KPP AFOX Q1
FERE AL T AR 65 G o R 7 15 25.3 X (6p25.3),
2K2319 bp, (NF 1ML T, Hhh403 425
R Th e nT ARR e &5 A BESE IR ) 3 7 X
(11G CELAEAL L IO AT, 4 1 35k DRI S i P i A 4
AR, ITAERTSTIESEFOX Q1 mRNAZE K
Jigs R ARk, FIRTFOX QI Ry A fE 3 o
K Wi Fop 980 40 H 1 2 A A i . BT 1 i 3
W E M, FOXQ1 mRNAFIE [ i (1) R iE/KF
W 5 K I 9 — KW M o 3K — g B R 5 20 T
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Practin — ————

4 Western blotfMFOXQIEREZBBXRILE. 1:
DshRNA—control; 2: DshRNA—A; 3: DshRNA-B; 4: DshR—
NA-C; 5: DshRINA—mix.

1, AR FOX Q1 IR E K o e g Ax ik o,
TEALHE R B A KR 52 A (epithelial growth fac-
tor receptor, EGFR){5 5 1l B AE N I A 215 5 1l
B R A A A B R FOX Q1 3
DRIAE K Wi 2B R R v ) Tl e, AR SOl i by
FOXQI5:FIshRN AT 75 F L 800k, JIBR A
FEAMMIDLD1 T FOXQIFE R Rk, AT Fse i
FOXQIIEHYUBRANM, K F— D TF A Py bk
0 B S A,

RNAFAR A R I A, AR
FRE A EH RN EETFR L —, TEAKKE
I RE . 1555 T RISE R 2 Wrva 7 wIF 9 7 T
7 R IR St 88 15 A DR L I Qe % i,
AT DL G 43 S 3 Al it A0 Al 2 S A B, e X
NN, TEEAIRE ), AR R BUECR, HIN
FEDR 5 R R AR, S H SRR R K
I F) 2 IE SR A, BA i R T BB IE 5 R R VA
7T T B DL HT V-1 AR & 1185
B AR H 28 20 R B o AL . A AR 4y
AR T SOREE A BT TR BN AR A,
) B A 53 B 3R 1 2 se B A AL B
ARSI H BIFE R A 1o 5 G i = AR
BERURLFT 2 5 R 2R 1 R 5 R BE ™, A SCHIVS V-G
AR HT V-1 60 5 A5 75 S S 41 i 5 ) 448,
VU sk 3L e 293 TN i, PI R4S i . e Jak
e SN BER B e A B A", shRNA
e P AN R ) TSI IRN AR, Al n]
DA vet [ 31 1k A4 I R IA B IsiRN A DN A %>
T RIS T M 2 I shRN AR AA, AT DLZE
G 5 B4 B 7 IR G A1 M I FE R A, R AT K JR]
WA ERIE, RAER. BoE. B rhon sy
5 [17,18]

KL E W FOX QIR Wit T3 B
shRNA, 1875 54 i shRN A YL N K
AMIDLDI, K H 5 D8 5 30 40 i 1) ik
b, mR. RoE . FREEe EsiRN AR
A HFOX QI M RIE., AT B A2
X FOX QIR AN R s v vk 1), TS RT-
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PCR K Western blothiMIFOXQIHENTHAR, 8 0T HAAE S2LD. IR Bk LAERNA T - WA sz iy
SRR SRR, T2l SisiT it ; 5 LR — T A
ShRNA-CHUMHIAE I 5, 7400.4%, Iyt Lo NSRS FRIGHITS 20155 % S A=
SRR RFOXQI RS HGMIg KK E 9 Mok, skBde, RRA, 2900, BOF, Bk, 575,
o o IR S CHBIX 20 0848 T ML IR i ALBE T AT
TR FIBLRIBEE T R 4T A S 6 KL i el 2012 21: 1112
10 Katoh M, Katoh M. Human FOX gene family
4 2@ (Review). Int | Oncol 2004; 25: 1495-1500 [PMID:
R i s 15492844]
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Abstract

AIM: To observe the effect of Buzhong Yiqi
Huoxue prescription on serum levels of vascu-
lar endothelial growth factor (VEGF) and nitric
oxide (NO) in patients with gastric ulcer due to
spleen-stomach weakness, and to explore the
underlying therapeutic mechanism.

METHODS: Seventy-seven patients with gastric
ulcer due to spleen-stomach weakness were ran-
domly divided into two groups to receive Bu-
zhong Yiqi Huoxue prescription (TCM group)
and omeprazole (Western medicine group), re-
spectively. The symptoms, gastroscopic results,
and serum VEGF and NO levels were compared
between the two groups before and after treat-
ment to observe their therapeutic effect on gas-
tric ulcer.

WCJD | www.wjgnet.com

RESULTS: After treatment, the clinical curative
effect was better in the TCM group than in the
Western medicine group (P < 0.05), and serum
levels of VEGF and NO were significantly im-
proved in the TCM group (VEGEF: 102.36 + 12.33
vs 60.85 + 8.47, P < 0.01; NO: 78.57 + 8.57 vs 51.87
* 8.76, P < 0.01) and Western medicine group
(VEGF: 102.36 * 12.33 vs 93.87 + 9.31, P < 0.01;
NO: 78.57 + 8.57 vs 71.91 + 8.77, P < 0.01). The
improvement was more significant in the TCM
group than in the Western medicine group.

CONCLUSION: Buzhong Yiqi Huoxue prescrip-
tion exerts its therapeutic effects possibly by
regulating expression of VEGF and NO in the
gastric mucosa of patients with gastric ulcer due
to spleen-stomach weakness.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: TCM; Buzhong Yiqgi Huoxue prescrip-
tion; Gastric ulcer; Vascular endothelial growth fac-
tor; Nitric oxide
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(vascular endothelial growth factor, VEGF)#f=—
AL R (nitric oxide, NO)&& 897, %ﬂ&ﬂ'*]‘
TERAERTETITR EBAEE KB E
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Tk B S NAT A TTH R AL A
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VEGFANO® K-, WL M F 3t 9%
#9497 3R

LR LG, PR RST R B AT A
R BNEZ T IR, BFARKTHEY
ZL(P<0.05). P L HFIE B imEREaE P
VEGFANO# &2 K-FILig 7oA 2
(VEGF: 102.36+12.33 vs 60.85+8.47, P<0.01;
NO: 78.57+8.57 vs 51.87+8.76, P<0.01), B+
s T R 25 T HH2(VEGF: 102.36
+12.33 vs 93.87+9.31, P<0.01; NO: 78.57+
8.57 vs 71.91+£8.77, P<0.01), W LAILE £ F A
St F &L

it AP SRR ERFEFRBEBA TR
F A VERALE T o 5B § 2L+ VEGF A=
NO#) & IEH X.

© 2014FE RN TB U E LIREDERNATFTE.

KPR PE; AP RRIEMLT; BitE; 0N
BARRE T —f MR

BDRR: AP R A FhETHREZRGE
AEBEERHEL AT ALEREF
(vascular endothelial growth factor)f=— &AL &
(nitric oxide)4%, Rt § 4B A 5465, 457
B, Bk 5A.

=G, JBR, NIEE. A PRSaoNSRRESIEVEGE
FINOZSENFIMERN. WRENBHHRE 2014; 22(19):
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03I

H 5t (gastric ulcer, GU) & —FlIIFIRTHIL RS0
R I 22 ko, FLEU R 3R SR, M BEALE
A RoE G 2. 20T E 5t R R 1)
PR FEATRTIG R S e 22 50, #h 28 <87 ) 2
I PR B T30 97 18 1t Ja I 5 R 59 TR A ] 2
Y. ARWFFCR) H S b 28 Iy %
Tt L R 5 7R AR I3 O Y R AR K R
(vascular endothelial growth factor, VEGF)Hl—4
W& (nitric oxide, NO)Y& = A5, Ht— 25w 1
Ahrh a AR TT 2R YT E Bt I 2 BEALE, A
Fr R TE S Ui R B S,

1 #RFITSA
L1 AR AT G0 B = Wk P 24 iy 45 L A
FARCH R PR BET 2 WO KA 5 B b IR 255
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2 Wi bs itk 1) 8 5 7761(2011-09/2013-10). FR 45
S RAS I DR 93 81 BE AL 23 b v 2 <00 1ML YA
I 20 (TR T 24 4H) RT3 S Ve 7 28 (TR PR VG 2
4y, erprhgidiaafl, v 2413561, 2 Wikr ik
PANFRUE FEBRARUEYY 2 BOCHR[1,2] 0 45 € 1)
JI B R 9 UE A 1R 2 Wbt s . LR RS 18-70 8
BN, T H B I RE, oL N,
AT BORG R, o B L S T R
UEBE B BC A 167 I B YN IEFE X 4. AL
<188 5i>70% %, A Wt ™ B I RAE.
PEEL . L S BIhReAAE, PR, WEL
Wl 2, PEFHEAE TS B I9IE. A RN
BVRIT M BV E VR I HEBR AT 5. VEGFR &t
B S e AR R AT B 2 | (diE 5 AK-
0014FEB26007), NOR I &Il 1 B 5t idt e AE 4
TREWFSE TS 20131109), B3 Hr (AL : 20
mg, fit5: 110325, FREFLHIZAT R D), il
LA BOR OA%: 0.5 mg, 5 110515, 44t
T2 R A 7)), S2EBio-Tek ELX800% 1)
RERGHR .

1.2 7%

1.2.1 397 2 dl: DUREN T 333G 17, 259
FEONHE20 g 5520 g FIAR15 gv 4420
g+ BREZ10 g THFRS g+ %E#H15 gv K H %10
g. HRJR10 g. VHiTH6 g FFAJ15 gv KE6HE,
Rz 1R, 1570/d. PE 2540 25T B35 20 mg il
B BEPUAR R 1 g, VIR, 1K/, P25 A8 wk
AT R TERYT IR, PR ALAS A JL A 2
Y367 VN7 RS A T B Akt A .

1.2.2 97 ¥ 52 W BEAE ST O W bn e 218
SCHR[2]0F A 1 e i . K. KA
v M Z I TR T R R R ARAE SR 43
LI EIATIE Sy, BRI, B, . E4
g%, iEN0L 1. 24 348 M. BKARAR 4 1E
WREARIE R L, 43080, 14, ImIRZE &
Ry ARNE R BIEA 2%, B 82>=95%;
R RS AARAEW] WG, AR kb =70%, 1H
<95%; AR FER ARAERIE Ui, B ib =
30%, H<70%; LA SR ARNEISTE W] i ot
e, BOmb<30%. B AR N (A
I7 AR -38 97 S5 B R IT AT X 100%.
BEIT RCH e G A 8 1t B R TR 98 4
R, AL WU A R, EANA SRR I,
HRC BmmEAE N =50% L b R s e
LB /N<50% 2.

AR A 0

A WA KE
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H(nitric oxide, NO)
ARRBEHER
R BT, A F 5t
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REERGAER,
K R A2 VEGF
o R LR AR
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EAS AL FERFLRIRRUE S AL, 25 I FLINFE &
i R LAE Ay 25 0 B, R FL AR O A i L3
100 pL, dreEFLAR IR A0, 31.25, 62.5.
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AN ZACHUE TAER100 pL, 37 CHE KR
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TR0 pL, 37 CHEEIEF SN 15 minja,
FLINANS0 pLZ a3, 20k V. FH 2 Dhfg Mg bR
1E450 nmyE KM E 5 FLAME. FARAE S 15 216 2
i FHExce WEPRAE I 2, R4 b v ith 2k [0l )3 )7 7%
THEFE R L.
1.2.4 sANOAZHm: KA —D3, k&
BER BT A AL AR AESLAII E AL, 4 A AL
Z&/K. 20 umolV/LVVAHFRANbRUER . FEM . WA
)G, BHELS min. 2 J)REREARAESS0 nmi
K S LA, WP A U & FEANO
.

Brit B AR KHISPSS17.08 4tk &
PR mean+ SDR IR, KHAGL, 07K
R TR, P<0.05 0 Z 5B G2 X

2 BR

2.1 W EF— AR FH LR SRR, gl
M BLLL B IC G v 7 % 57 (P>0.05)(R 1).
2.2 W BRIT A5 B AL T 7 Aok AR H S Ik
702 WibR AEBEAT i 43, AR 0 73 & RAT IR YT
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BOR BVE R IR & Ak AR AL
AN ZIR. BRITRTS, PRALIGIRTT RO AR LR
A E M2 R (P<0.05), 41T W] AR T4
I (R2). AL H GEMEET R7 A L2 G
BN (P>0.05)(33).

2.3 B A E M FEVEGFANO® A2 T 1L
SRR, 2l —ANTRRRIT G, A S
B F M P R VEGFHMINO S & 51877 A Al
34T W B THP<0.01), HAh 24l 8697 )5
1% VEGFRINO 2 W] T 74 25 41 i
(P<0.01), ViBH 2541 va 7 E 200 TV 2940
(#4).

3 171E

GUIMKAEHBE AT R R, 22
Rl B AR DR 1 R At i A E TR A I 45
R DT, 15 R 4 e B T e B,
B AR R A7 DRk A2 T 15 B9 ¥ 7 P o g B
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1 30 % N LA A A2 BRI P A
TS, e i L A7 B ) P 2 4
B WA, (RHEBAN N TE R 5 — i
RS2 AR BOE WG IRC, 5 545 510 I A5 P Bz
0 i BB, 38 Nt A R A . AE
PE R T, VEGFEE HEMEH, et
M A A A AR S BN R .
E S R A R AR R R A, 2B
WA EZRER 57 GRS BoR, £
Bz B H P VEGF I RIEE B B sl . &
G R S e, B VEGFAE
W7 S R R E Y. R
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BREz . H BSR4 07 e i<, FHRH 28
W, WEFCIREA, b ad Sz ne A Wb B oz 1
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2, BAEFBRY AL E R s = )
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J3 A P R AT I 7 BE W AR T AR 0l
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ST LA, IX Y0 5 I T VR T R
T ME 55 211 15 W0t (0 VE L BLAI mT g 5 0 1 G
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Abstract

AIM: To detect plasma visfatin level in patients
with non-alcoholic fatty liver disease and to ana-
lyze its significance.

Baishideng® WCJD | www.wjgnet.com

METHODS: One hundred and seventy sub-
jects were enrolled in the study, including 110
cases of non-alcoholic fatty liver disease and 60
cases of healthy controls. Blood pressure (BP),
height, weight, waist circumference (WC), hip,
body mass index (BMI), waist-hip ratio (WHR),
triglyceride (TG), total cholesterol (TC), fasting
blood glucose, fasting insulin, liver function and
plasma visfatin were measured in each patient
and the HOMA-IR was calculated according to
the typical HOMA model.

RESULTS: The visfatin level, BMI, WHR, SBP,
DBP, ALT, AST and HOMA-IR were significant-
ly higher in the patient group than in the normal
control group (P < 0.05 for all). Plasma visfatin
levels were significantly positively correlated
with BMI, WHR and HOMA-IR, and the correla-
tions became more significant with the aggrava-
tion of non-alcoholic fatty liver disease (r = 0.557,
0.398, 0.508, 0.579, 0.508, 0.650, P < 0.05 for all).

CONCLUSION: Plasma visfatin levels were sig-
nificantly higher in patients with non-alcoholic
fatty liver disease, which increased with the ag-
gravation of the disease. There was an important
correlation between plasma visfatin and non-
alcoholic fatty liver disease, which implied that
plasma visfatin may play a role in the pathogen-
esis of this disease.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Non-alcoholic fatty liver disease; Plas-
ma visfatin
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SRS o KT 0 AR A & L

Tk gFRATRBRRAEGA N E1706);
PR 4 B AV PR IR B AT R 2B 11046) (5
BEA0B . P EA0B A= F JE300)), 1 xR
WO0B. NiAFEWEEME, H&. KA
. HE. BE. W=k, EEEE. &
M. AT Ae . MR By F KR Ae N ERE B A
., H HAR 2 45 #(body mass index, BMI).
JEAE-rb(waist-hip ratio, WHR), F A48 S8R
TRAE 04 IR B F IRITFE 2 (homeostasis model
assessment, HOMA-IR).

5B ()2 BT B AL 3E IS A M AR By AT
JmaLbi, BMI. WHR. AJEAE R . K
Y5 k. ATIKE. AR AL A B (alanine
aminotransferase, ALT). R A& BRIk E45
B (aspartate aminotransferase, AST). HOMA-
IRF 4547 £ 7 A £ 43+ 5 & L (P<0.05). Wk
Re W & A2, P&, EENAFLD ¥R I
%, B AEEAR RS B AT RS P E A
B AL RS B AT 9R 4 £ A it F &L (2)
& oM R, AR % 5BMI. WHR.
HOMA-IR% 2 iEAB K, Mg b5 AT m &, HAm %
PEF R (AR K #0.557, 0.398, 0.508; 0.579,
0.508, 0.650, 3P<0.05).

Zit: NAFLD & & ¢ WERS By & K-F 9 2
5 T2 AR M ENAFLD# m &, s 3¢ W IE
fig By K -F 27 &. AR & 5 NAFLD
* Z2 %Y, A THAENAFLDA L mid 42 f Az
—ZAEA.

© 20145 IS BBWETERATMNE.
KB AR B AT, RS R R

BoORR: AR KA AN £ 5 F B4
'V g B M RT & (non-alcoholic fatty liver disease,
NAFLD)% % %1, 37T 6k — 3549 o ) &
4 WTNAFLD#) A 245 4F.
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asp DOI: http://dx.doi.org/10.11569/wcjd.v22.i19.2763
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KV A% R L 0T 00 KL e K ST 1o )
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fERXIRE REMEMATA PERHE EEMERFAE
B 35/25 24/16 30/10 22/8
FH(S) 47 +13 49+ 11 49+ 14 43113
B3(cm) 165.7+5.5 165.8+6.6 167.6 +5.7 167.1+6.5
IARE(kg) 62.34+856 72.64+12.28" 80.38+845° 81.78+12.49™
BMi(kg/m?) 233+2.9 26.3+3.1° 28.5+2.4 28.6+3.2
WHR 0.84+0.05 0.89+0.07° 0.92+0.6° 0.91+0.05
4B (mmHg) 129+ 13 135 + 12° 139+ 16° 141 £12°
£95K E(mmHg) 78+ 12 84+8° 85+8° 85 + 5"
HOMA-IR 1.06 +0.59 1.78+0.73° 2.49 +0.82" 2.64 +1.37%
HMH=a&5(mmol/L) 1.68+1.37 2.22+1.36 3.32+£2.15" 2.22+1.19
BEB3(mmol/L) 4.95+0.85 5.27 +0.94 537 +1.37 5.16 +0.94
RABZLZ (pmol/L) 13.70+3.36  13.91+3.25 16.16 +7.41 16.19+4.21
BB R (umol/L) 4.31+1.38 4.14 +1.50 4.24 +1.95 4.73+1.15
[BEEABZ] 2R (pmol/L) 9.39+2.22 9.78+2.21 11.92+5.77 11.50+3.48
BEB(g/L) 47.99+3.43 4854+3.16 48.44 +3.18 49.55 + 2.55
BREEEEF(U/L) 21.6+10.7 25.2+10.7 39.2+19.3% 40.5+18.6"
BERAIRUL) 23.3+83 22356 28.3+8.6™ 32.4+12.5%
PBEASATER (no/L) 17.33£3.22  41.51+20.05° 57.71+23.20° 58.96+23.27”

°P<0.05, °P<0.01 vs BEENIRA; P<0.05 vs BHEIEIHATAE. BMI: (ARSIBE; WHR: [BEE; HOMA-

IR: RBRMUSEL

H) ) A3 A B F KT, R A ALV AL 1)
Ji¥ 5 AT HE F(homeostasis model assessment,
HOMA-IR) = ZJiFIfiL ¥ (fasting blood glucose,
FBG) X %% [l Jjfi &% 2 (fasting insulin, FINS)/22.5.
1.2.3 o ¢ P9 AR By & 69 AR AR 48 2ol 52 SRR
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ARG 2 X (P<0.058%0.01). IR Z 17
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(2R T Ji, 0 JFF AL 2 P U I 077 25 3808 32 i
TEim, PG I 25 110 320 AR Ak 5 T 7 AR R 5
3 R LR . EENAFLDS
BRIENAFLDAHLLEL, M3 P iR 2 AT W BT,
HA BFEG 22 5. XU W% A g K7

WCJD | www.wjgnet.com

16— EFEJE AT LU N AFLDF) ™ FFEE. K
TP JIEHE I AEN AFLDJ FEAR Ak b (1) 5% 0 ) f
FUGE A s A SRS A (1 JU R B 2 AR v] LA
R 2 B . BRI =t IR E Ui, 1M
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HKAPASLARDRE, N IENE DT 35 5 WHR B IEAH G, (9]
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Abstract

AIM: To assess the application of FibroScan, a
new non-invasive diagnostic technique, in the
diagnosis of liver fibrosis in chronic hepatitis B
(CHB) patients with liver stagnation and spleen
deficiency syndrome or damp and heat accumu-
lation syndrome.

METHODS: According to the clinical diagnosis
of CHB and the TCM diagnostic criteria, we

WCJD | www.wjgnet.com

selected 180 CHB patients with damp and heat
accumulation syndrome and 159 CHB patients
with liver stagnation and spleen deficiency syn-
drome. The liver fibrosis stage was assessed by
the liver stiffness measurement (LSM) evaluated
by FibroScan, and the pathological diagnosis of
liver fibrosis was determined using the META-
VIR scoring system.

RESULTS: The total incidence rates of liver fi-
brosis exceeding F2 diagnosed by pathology in
CHB patients with liver stagnation and spleen
deficiency syndrome and those with damp and
heat accumulation syndrome were 65.56% and
62.89%, with no significant difference (P > 0.05).
The incidence rate of F4 liver fibrosis in CHB
patients with damp and heat accumulation
syndrome was 25.56%, which was significantly
higher than that in patients with liver stagnation
and spleen deficiency syndrome (16.35%) (5° =
4.2748, P < 0.05). The incidence rate of F4 liver fi-
brosis determined by FibroScan in CHB patients
with damp and heat accumulation syndrome
was 15%, which was significantly higher than
that in patients with liver stagnation and spleen
deficiency syndrome (5.67%) (x* = 7.7586, P <
0.01). Based on the “gold standard” diagnosis by
hepatic histopathology, the total accuracy rates
for diagnosis of liver fibrosis from = F2 to F4 by
FibroScan in CHB patients with liver stagnation
and spleen deficiency syndrome and those with
damp and heat accumulation syndrome were
75.42% and 66%, respectively, with no signifi-
cant difference (P > 0.05). The accracy rate for
diagnosis of liver fibrosis = F2 by FibroScan in
CHB patients with damp and heat accumula-
tion syndrome was significantly higher than
that in patients with liver stagnation and spleen
deficiency syndrome (84.85% vs 63.04%, ° =
4.5396, P < 0.05), while the accuracy rate for liver
fibrosis = F3 or F4 was similar between the two
groups (P > 0.05).

CONCLUSION: There is a high incidence rate of

liver fibrosis in CHB patients with liver stagna-
tion and spleen deficiency syndrome or damp
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and heat accumulation syndrome. CHB patients
with damp and heat accumulation syndrome are
more susceptible to F4 liver fibrosis (cirrhosis).
FibroScan can be used for non-invasive diagno-
sis of liver fibrosis in CHB patients with liver
stagnation and spleen deficiency syndrome or
damp and heat accumulation syndrome, espe-
cially for the initial stage of liver fibrosis in CHB
patients with damp and heat accumulation syn-
drome.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Chronic hepatitis B; Damp and heat ac-
cumulation syndrome; Liver stagnation and spleen
deficiency syndrome; Liver fibrosis; FibroScan; He-
patic histopathology
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5B

BH: T FibroscanZE B A F X
(chronic hepatitis B, CHB)I2 # 28 25 4 Fo IT AR
JIR J AE & AT 4F YA T80 35 5 P 64 B R AT R

ik 3B CHBIG KL W& 38 B+ EIEME D
Wi AR E, LBFCHBR AL E & 41804 . AT
AR B E % 1594). AR FEFibroScanAl A4
(liver stiffness measurement, LSM)J& B, $]E
FFAF A A2 B, AFLR LR 4 i im B 507, R
JAMETAVIR R 5 & 455 2 4 4t o 30, it
FHOM KRG, k.

LR EMFAL IR FLW P, CHBIR K254
T Fo F AR B JE AE B R F2VA B AT 4F e ¥R A&
F 5] 465.56%. 62.89%, £F K&t FE
SL(P>0.05); CHBIR # 25 454 B 5 I 4L 4R 41 4
ACFA(AF AR AL) & A 5 425.56%, & T CHBAFAR
MR AE B #(16.35%), 2F AL FEL( =
4.2748, P<0.05). f£FibroScan®l & ¥, CHBIE
A28 S5 B KT A LR ACFA(RT AR AL) R R R
15%, B 2 & TCHB ARE B AL % % (5.67%),
£ A Gt 3 E (= 7.7586, P<0.01). YAIF
WP RMWFL WA “24F4” , MFibroScan
Y B CHBE R B L L fo F AR BB 2>
F2-FART 4 4t B/ 7 5 00 5 A 75.42%.

66%, %5+ T4t 5 E X (P>0.05); 4 BiCHB
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(84.85%) % T CHBAT AR ML & 4 % % (63.04%),
£ FH %t 3 L(y" = 4.5396, P<0.05); 4
=>F3, FA(RFRRAL)ITF 45 de Aoy e o &, #3285
# 1B F M E F(P>0.05).

518 CHBIR # 28 25 4 fo T AR IR % 4 8 5 AT
UL A R, M RBEIEEE T S
IFA(FFA2AR), 16 RN E & X %, FibroScan™
A T CHBIR # 28 45 1 Fo AT AR IF 5 4E B % AT 4F
YA 0 A5 W, 2R 25 4 E BRI AF AL
HEA2 B B U W) B S RO
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IR AL Gz —. FREIA S LB R
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AN AR DY A4 ) FE(TQR) 5 v { e
fHIQR/M)<30%, #HAFINZEHE =60%. L5 L
kRO AR L S MK s T £F 4E AL FE TS Fo-
F1(LSM<7.4 kPa), F2(7.4 kPa<LSM<9.4 kPa),
F2-F3(9.4 kPa<LSM<12.4 kPa), F3-F4(12.4 kPa
<LSM<17.5 kPa), F4(=>17.5 kPa).
1.2.5 AR IBRAE F L WA B L HRE S
Jo, LS N 16 G, KA1 stk
PP AORAT 8 R I 5 BTG A UK Ay, LRI
PHFEHSKE=1 ecm. W& =61
T A bR AR H I 5 7 B 4% R v
W e, WA, &S & H41R
I BR U] F FH AR 8 28560 = 6 1A 993 B R = Ui 3 St ik
ATHEY A . MassonZeth, FEMR Gt POIREF
Yegett K . HFAL AT b B 22 2 I, SR
METAVIRY- 4> R GeHf e £F 4 Ak 733" FOOIC 4R
Yetb). F1OTTH KX A 4T YAk AR B A 2T 4 e b
JEH)~ F2(/b LTl BRIE R F3OK & 414 (]
MRS AT IHHEAG) . FA(HHEAL).
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Mr. tHE %R Limean+SDFE /R RIS,
FOEORER K. P<0.05 K 22 A Gi it 2 X

2 B8

2.1 CHBIR # 28 45 4 Fo I AR R 12 4iE 3B 4 AT 40 27
AL IR E W AR P 2 A AL FE 2412
W7 5 7~, CHBYE AV S5 E AR IR R I R 34 F2
DA AT EA0 R AR 2853 7R 65.56%  62.89%,
ERLG R X (P>0.05). Hoh, CHB#Z]
SEE B AL AT AL FA(IFREAL ) 1) R A2 R N
25.56%, f= 3 CHBIHIB M R IE £ 25 (16.35%), 2
S GRS (y = 4.2748, P<0.05); TT41214F
HALFO. F1. F2. F3MIRAER, fEM4L R
YO0 W3 1 2 5 (P>0.05) (R 1).

2.2 CHBIZ # 28 25 i fo BT AR RR 4E & 5 AT 41 2
{LFibroScantell sk - 4E1LFibroScant il
R, CHBYEAZE 451F B # FibroScank il i £

Baishideng® WCJD | www.wjgnet.com

YEALFAH AL ) K A %0 15%, Wi B FCHBIF
T R U B0 (5.67%), 253 Gl 2478 Xy =
7.7586, P<0.01); fF4F4E{LFO-F1. F2. F2-F3.
F3-F4[f PR, EW4LEFH TR LR EEE S
(P>0.05)(32).

2.3 CHBIR # 28 25 % Ao BT AR AR B2 4E % 5 AT 47 4
A FibroScante | 5 AT 40 47 95 B2 5245 W ve 2z DU
WU 2212 W I brifE, FibroScaniZ WiCHBR
PR GEUE D TR R R IE R = F2 P 4T 4eAb i
WERR Y 1 A T5.42% 66%, 25T TG
X (P>0.05), i£Wi=F2. F3. F4RFET4iAk ivEmf
I35 H184.85%. 82.05%. 63.04%F162.16%-
75.67%- 57.69%. ., 12 WiCHBYE FAZE 25 1E /&
F>F2 £ Ak i HE R 26 v T C HBJHHAS JIE 12 U
B, ERALEE (] = 4.5396, P<0.05);
ZWiCHB=F3. F4J£F 40t nf %, MLl
G 2 R (P>0.05)(3R3).
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B R(=17.5 kPa), 50 LS00 B 2712 W o8 T
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.

DU AL UM E 222 W ol “&hrite” |, bt
FibroScaniZ WrCHBE HZH 45 0F F1 Al B 52 I
JHEFAEAG I HERA E, A BRHE7R: FibroScaniZ
CH B FAZE 55 1F AL I R UF 53 =F2-F4JH2F
YL (1) TR 25 R 75.42% 66%, PIATFEAR
AH[F(P>0.05); FibroScaniz WrCHBI 2 45 1F 1
JHEAS JB I H 8 =F2. =F3. FA(HREAL) 2T
HEAL I HERG 23 ) M 84.85% . 82.05%- 63.04%
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Abstract

AIM: To assess the value of real-time tissue
elastography (RTE) in hepatic fibrosis stage
assessment.

METHODS: We searched PubMed, Elsevier,
Springer and CNKI databases for the articles
in Chinese or English language that evaluated
RTE for diagnosis of hepatic fibrosis. Data of
enrolled articles were analyzed with Meta-disc
1.4 software.

RESULTS: A total of 10 studies were included.
The pooled sensitivity, specificity and the area
under the summary receive operating character-
istic curve for significant fibrosis (= F2) and cir-
rhosis (F4) were 83.7%, 80.75%, and 0.9017, and
77.7%, 86.5%, and 0.9183, respectively.

CONCLUSION: RTE is a non-invasive detection
method for hepatic fibrosis with high accuracy.
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BH: 2 A Metafr A7 i 55 B 20 2 58 1 R A%
(real-time elastography, RTE)# R34 £F 41k
#935 Wr 1A

7 i%: *FPubmed. Elsevier. SpringervA
% B #F) W (China National Knowledge
Infrastructure) ¥ A X RTE#RAT 4F 4t 5 2R
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discl. 4 3 N 35 STk BEAT 2B 5-H7.

ZER: EYIN10% Lak. RTEX AT 4F 41 o 4%
=F240 (7 AT 4F 4&4&)%}74(%@% T AR AL) 48
BB, HFRHE. Be2RE A
AE(summary receiver operating characterlstlcs)
W& T @R H 483.7%. 80.75%. 0.9017F=
77.7%. 86.5%. 0.9183.

8 RTEH AR AT 47 i R B A 8 595 W7
M.
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Abstract
AIM: To investigate the clinical efficacy of hepa-
tectomy combined with devascularization in the
treatment of primary liver cancer with portal
hypertension.

METHODS: Fifty hepatocellular carcinoma pa-
tients with portal hypertension treated at our
hospital between January 2011 and December
2013-12 were randomly divided into either a
study group (n = 30) or a control group (n = 20).
The control group underwent hepatectomy only,
and the study group underwent hepatectomy
combined with devascularization. Clinical re-
sults were compared between the two groups.

RESULTS: There were no significant differences
between the treatment group and control group
with regard to white blood cell (WBC) count and
platelet (PLT) before treatment (P > 0.05). The

WCJD | www.wjgnet.com

WBC and PLT were improved after treatment
in both groups, and the improvement was bet-
ter in the treatment group (P < 0.05). There were
no significant differences between the treatment
group and control group before treatment with
regard to alanine aminotransferase (ALT), aspar-
tate transaminase (AST), total bilirubin (TB) and
albumin (P > 0.05); all these parameters were
improved after treatment in both groups, and
there were no statistical significances in these
parameters between the two groups after treat-
ment (P > 0.05). The operative time and treat-
ment costs were significantly higher in the treat-
ment group than in the control group (P < 0.05),
although there was no significant difference in
hospitalization time (P > 0.05). The incidence of
complications showed no significant difference
between the two groups (16.7% vs 15.0%, P >
0.05).

CONCLUSION: Hepatectomy combined with
devascularization is effective in the management
of hepatocellular carcinoma patients with portal
hypertension.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Primary liver cancer; Portal hyperten-
sion; Liver cancer resection; Revascularization;
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Abstract

AIM: To compare the clinical effects of different
ways of early enteral nutrition in patients after
liver transplantation.

METHODS: Ninety-eight patients who under-
went liver transplantation were selected, and 4
cases were excluded because of postoperative
deaths within one week. The remaining pa-
tients were divided into two groups according
to the way of enteral nutrition: nasogastric tube
group (n = 44) and gastric-jejunal tube group
(n = 50). The nasogastric tube group adopted
a nasogastric tube, and the gastric-jejunal tube
group underwent percutaneous endoscopic gas-
trostomy /jejunostomy for enteral nutrition. The
start time of enteral nutrition, indwelling time,
complications caused by feeding tube and liver
transplantation, and the average hospitalization
time were recorded and compared.

WCJD | www.wjgnet.com

RESULTS: Compared with the nasogastric tube
group, the start time of enteral nutrition in the
gastric-jejunal tube group (25.7d +5.2d vs97.3 d
* 9.6 d) was significantly earlier and the indwell-
ing time was significantly longer (P < 0.01). The
incidence of gastroesophageal reflux and gastric
retention in the gastric-jejunal tube group was
significantly lower than that in the nasogastric
tube group (10.00% vs 27.27%, 14.00% vs 34.09%,
P < 0.05). When the preoperative Meld score was
greater than 15, the average hospitalization time
was significantly shorter in the gastric-jejunal
tube group than in the nasogastric tube group (P
<0.01).

CONCLUSION: The effects of enteral nutrition
via a gastric-jejunal tube are significantly better
than those via a nasogastric tube in patients after
liver transplantation.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Liver transplantation; Enteral nutrition;
Nasogastric tube; Percutaneous endoscopic gas-
trostomy/jejunostomy
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Abstract

AIM: To investigate the incidence of and risk fac-
tors for parenteral nutrition associated cholesta-
sis (PNAC) in neonates.

METHODS: A retrospective review of 97 neo-
nates who had received parenteral nutrition
(PN) for more than 14 d was performed. The

Baishideng® WCJD | www.wjgnet.com

incidence of PNAC and the possible relationship
among birth weight, gestational age, duration
of PN and PNAC frequency were analyzed.
Subjects were divided into either a PNAC group
or a non-PNAC group. Statistical analysis was
done to compare several parameters relevant to
PNAC between the two groups. The risk factors
for PNAC were also assessed.

RESULTS: The incidence of PNAC was 18.6%
(18/97). The neonates with lower birth weight
or longer duration of PN had a higher incidence
of PNAC. There were significant differences be-
tween the PNAC group and non-PNAC group
with respect to birth weight (1.53 kg + 0.41 kg vs
1.79 kg + 0.55 kg, P < 0.05), duration of PN (32.28
d+16.31 dwvs2278d+ 760 d, P<0.05), dura-
tion of total parenteral nutrition [7 (3.75-9.75) vs
3 (0-7), P < 0.01], cumulative amount of amino
acids (67.82 g/kg * 48.35 g/kg vs 48.58 g/kg *
22.17 g/kg, P < 0.05), duration of amino acid
intake (3228 d +16.31 d vs 22.61 d +7.57 d, P <
0.05), duration of lipid emulsion intake (28.17
d +10.61 d vs21.38 d + 7.42 d, P < 0.01), and
infection (83.33% vs 34.18%, P < 0.01). Logistic
regression analysis revealed that infection (OR
= 6.818, 95%CI: 1.599-29.07, P < 0.01) and dura-
tion of amino acid intake (OR = 1.228, 95%CI:
1.057-1.426, P < 0.01) were independent risk fac-
tors for PNAC.

CONCLUSION: PNAC may be associated with
birth weight, duration of PN and TPN, cumula-
tive amount of amino acids, duration of amino
acid and lipid emulsion intake, and infection.
Infection and duration of amino acid intake are
independent risk factors for PNAC.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.

Key Words: Parenteral nutrition; Parenteral nutri-
tion associated cholestasis; Risk factors
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Abstract
AIM: To investigate the efficacy of enteral nutri-
tion combined with comprehensive nursing in
patients with coma due to hypertensive cerebral
hemorrhage.

METHODS: One hundred and twenty patients
with come due to hypertensive cerebral hemor-
rhage treated at our hospital from March 2011 to
February 2014 were studied. The patients were
randomly divided into either an observation
group or a control group. The control group was
given nasogastric nutrition therapy and routine
care intervention. The observation group was
given enteral nutrition and comprehensive care
intervention. After 4 wk of nutritional therapy,
total protein (TP), albumin (ALB), hemoglobin
(Hb), and total lymphocyte count (TLC) in the
two groups were monitored and analyzed. The
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prognosis and complications were compared be-
tween the two groups.

RESULTS: After 4 wk of nutritional therapy,
TP, ALB and TLC significantly increased in both
groups (P < 0.05), but Hb showed no signifi-
cant change (P > 0.05). TP, ALB and TLC were
significantly higher in the observation group
than in the control group (64.31 g/L +4.33 g/L
vs 63.10 g/L £ 3.65 g/L, 39.24 g/L + 5.45 g/L
vs 3837 g/L + 549 g/L, 17.32 x 10°/L + 7.01 x
10°/L vs 15.12 x 10°/L £ 6.60 x 10°/L, P < 0.05).
The prognosis was significantly better in the ob-
servation group than in the control group (U =
-3.0039, P = 0.0027). The rates of gastrointestinal
bleeding, nausea and vomiting, constipation,
and hyperglycemia were significantly lower in
the observation group than in the control group
(P < 0.05), but the rates of constipation, diarrhea
and aspiration showed no significant difference
(P >0.05).

CONCLUSION: The use of enteral nutritional
support with comprehensive nursing interven-
tion can significantly improve the efficacy in
patients with coma due to hypertensive intrace-
rebral hemorrhage.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To assess the clinical effects of auricular
application and comprehensive nursing inter-
vention in stroke patients with constipation.

METHODS: One hundred and two stroke pa-
tients with constipation were randomly divided
into either an experiment group or a control
group. All the patients were treated by auricu-
lar application. On the basis of this treatment,
the control group underwent routine nursing
care, and the experiment group was given com-
prehensive nursing intervention. The scores of
modified Rankin scale (MRS), defecation scale
and the rate of constipation were compared be-
tween the two groups.
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RESULTS: In both groups, MRS score was sig-
nificantly decreased after intervention compared
with before intervention (2.93 + 1.17 vs 3.58 +
0.86, 3.20 £ 1.22 vs 3.62 £ 0.69, P < 0.05), and the
decrease was more significant in the experiment
group (2.93 £ 1.17 vs 3.20 + 1.22, P < 0.05). In
both groups, the score of abdominal distension
was significantly increased and the scores of dry
mouth and halitosis were significantly decreased
after intervention compared with before inter-
vention (0.29 £ 0.60 vs 0.05 + 0.24, 1.29 £ 0.68 vs
2.12 £ 0.80; 1.18 £ 0.55 vs 2.25 + 0.80, 0.35 + 0.29
vs 0.06 = 0.17; 1.36 + 0.77 vs 2.09 £ 0.91, 1.67 +
0.53 vs 2.26 £ 0.81; P < 0.05 or P < 0.01), and the
changes in the scores of abdominal distension,
dry mouth and halitosis were significantly lower
in the experiment group than in the control
group (0.29 +0.60 vs 0.35 £ 0.29, 1.29 £ 0.68 vs 1.36
*0.77, 118 + 0.55 vs 1.67 * 0.53, P < 0.05). The
rate of constipation in the experiment group was
significantly lower than that in the control group
(11.76% vs 21.57%, P < 0.05).

CONCLUSION: Auricular application and com-
prehensive nursing intervention can improve the
symptoms of constipation in stroke patients with
constipation.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To assess the long-term efficacy of biofeed-
back treatment (BF) for functional constipation
(FC) and to discuss the nursing measures.

METHODS: One hundred and fifty FC patients
who underwent BF were retrospectively ana-
lyzed. The clinical symptoms and anorectal
manometry results before and after BF were
compared. The long-term efficacy of biofeedback
treatment and the related nursing measures
were assessed.

RESULTS: The numbers of patients with typi-
cal clinical symptoms decreased significantly

WCJD | www.wjgnet.com

3 and 6 mo after treatment compared with
before treatment (P < 0.05). There were no sig-
nificant differences in the rectal resting pres-
sure and the maximum constriction pressure
between before and after treatment. However,
the initial defecation perception threshold and
the anorectal inhibitory reflex threshold were
significantly higher after treatment than before
treatment (41.65 mL * 6.74 mL vs 29.41 mL + 4.97
mL, 67.12 mL + 9.55 mL vs 47.25 mL + 8.34 mL,
P < 0.05). Univariate and multivariate analyses
showed that the long-term efficacy of BF treat-
ment was positively correlated with patient
compliance and utilization of social support,
and negatively correlated with age, disease
course and other diseases.

CONCLUSION: BF therapy can improve clinical
symptoms of FC patients and correct physiological
dysfunction, having satisfactory long-term efficacy.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

AIM: To assess the efficacy and safety of 5-day
levofloxacin-containing concomitant therapy in
eradicating of Helicobacter pylori (H. pylori) infec-
tion.

METHODS: One hundred and sixty patients
with H. pylori infection who did not receive
eradication therapy were randomly assigned to
two groups to receive 5-day levofloxacin-con-
taining concomitant therapy and 10-day sequen-
tial therapy, respectively. The eradication effect
was assessed by the '“C-urea breath test at 4 wk
after treatment. Adverse events were recorded.

RESULTS: According to intention-to-treat (ITT)
analysis, the eradication rates of H. pylori in

Baishideng® WCJD | www.wjgnet.com

the concomitant therapy group and sequential
therapy group were 90% and 91.25%, respec-
tively. According to per-protocol (PP) analysis,
the eradication rates were 92.31% and 92.41%,
respectively. The ITT and PP eradication rates in
the concomitant therapy group were not inferior
to those in the sequential therapy group (P <
0.05). The rates of adverse events were 11.25%
and 13.757%, respectively (P > 0.05).

CONCLUSION: The 5-day levofloxacin-contain-
ing concomitant therapy is as effective and safe
in eradicating H. pylori infection as the 10-day
levofloxacin-containing sequential therapy.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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Abstract

Gastrointestinal dysfunction with abdominal
pain as the first clinical manifestation is a rare
complication following renal transplantation,
which always shows generalized infection such
as pulmonary infection and gastrointestinal in-
fection before the emergence of gastrointestinal
symptoms. The symptoms of gastrointestinal
dysfunction such as abdominal distention, de-
creased bowel sounds, stress ulcer, aseptic cho-
lecystitis often results in misdiagnosis. Abdomi-
nal pain should be promptly evaluated for life-
threatening acute abdominal diseases for each
individual patient. Identifying the cause and
prompt and effective treatment are key to suc-
cessful management.

© 2014 Baishideng Publishing Group Inc. All rights
reserved.
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WA, LR H R A 9 in], 4o Kistroke,
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VRIS IE, Bq), p(# %, ABUIE, ¢/L), c(KJE,
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EEJ110.002% 7%, HbJH g/L. M IR 144 N 4 )5 LA
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