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Abstract

Autoimmune liver diseases (AILDs) include
autoimmune hepatitis (AIH), primary biliary cir-
rhosis (PBC) and primary sclerosing cholangitis
(PSC). Overlap syndrome (OS) of AILD:s is a rel-
atively infrequent disease that has the combined
clinical, biochemical, serological, histological
and radiological features of AIH and PBC or
PSC, mainly comprising AIH-PBC and AIH-PSC
overlap syndromes. The AIH-PBC overlap syn-
drome is common in adults, while the AITH-PSC
overlap syndrome is predominantly found in
children. Overlap syndromes have a progressive
course and may finally lead to liver cirrhosis
and liver failure without treatment. High-dose
ursodeoxycholic acid (UDCA) combined with
immunosuppressive therapy with corticoste-
roids and/ or azathioprine (AZA) is usually used
in both AIH-PBC and AIH-PSC overlap syn-
dromes. At present, liver transplantation is the
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only option with known therapeutic benefit for
end-stage patients.
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fik 2

B & %)% A Jm(autoimmune liver disease,
AILD)&L 46 8 & % & W AT £ (autoimmune
hepatitis, AIH). /& & A= 7T M AT A2 4L (primary
biliary cirrhosis, PBC)#= /R K M A AL e &
¥ (primary sclerosing cholangitis, PSC). AILD
& & 4244 (overlap syndrome, OS)Z 45 &4
R B & A ATHAPBCSPSCH A & Ja 89 I K
FI., AW F, hiFEF, ABFURF
B F R IEe) —F AR AIKRE. AILD OS £
%4 AIH-PBC OS#»AIH-PSC OS. ## %
WTFRA, BH S LTILE. OSELBT, &
ST T RALSIT 8. 57 F kXA N2m
(ursodeoxycholic acid)5 % J& #74) 7] £ [ B
Fa/ R AR vZ A (azathioprine) R A% ) i 5 4K
A T %97 AIH-PBC OS#=AIH-PSC OS. H 4,
I A LA 06 7 A A HOS & 4 67k — A &

© 20145 IBEBERETBRATE.

KR B & REETR EREAL; B 5 SRR
FF58; RZ P RRIHERTRE AL, IR MERE AL PR R

Zo0IRR: B & 295 BT A (autoimmune liver
disease, AILD) L3 & & %5 HAT ¥ (autoimmune
hepatitis, AIH). /&AM A2 it AT KL (primary
biliary cirrhosis, PBC)& & & M & A1 e % £
(primary sclerosing cholangitis, PSC). AILD & & %4z

LEE R

B & S R T A
(autoimmune liver
disease, AILD)-%
—Fk i AT
AT IR A, L4
VART 2m e 33 45 A
ER RSN
AT K (autoim-
mune hepatitis,
ATH) VA & VA 2
AHE. ikt
A AW RA
lE9-R - W3 o &
(primary biliary
cirrhosis, PBC)#=
JR B R AL M e
& ¥ (primary scle-
rosing cholangitis,
PSC)3#t & %, 3F
S AILD & % &
B ATH 16 /R
o o 22 R LY )
B, & LA PBCHK
PSC# I K B 21
LR IR A AE, AR
ZAERE LI
(overlap syndrome,
0S), 122 L i
HFI, FFRAE
W8 & %M AT
KNI F].

W@ 5 LA
GHE, #IE, F
WX B,
I, FhHTLE
B AT % M A+
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W4T B A 4&-/E(overlap syndrome, OS)Is R F L, RIE &, H & G i 2L A7, IR L HAE R 5 2%, 8

AILD % & % &
JE 8 K g% U
FFERE, AAE
ZE:D W LR
5 R VA R SF
JB A% e AR
micro-RNAsit &
Rk ey ARG
2B ALE T
HEEZESL
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F % @3 AIH-PBC OS#AIH-PSC OS. AR
M T LR ATILD OS#HIRAAARERE, A TA
AR 5T AILD OS#A 3%,

BN, BEL2EMEHRESHESIENIIR. BREA
HLZE  2014; 22(3): 301-309 URL: http://www.
wjgnet.com/1009-3079/22/301.asp DOI: http://dx.doi.
org/10.11569/wcjd.v22.i3.301

03I

H & & M 9 (autoimmune liver disease,
AILD)2 e/ I LU 451405 I Zhhe
WOREAER 4L B e R, s S
P T 78 (autoimmune hepatitis, ATH). J& &%
JHYTPERF 4L (primary biliary cirrhosis, PBC)#
JUR MR AL P A 48 (primary sclerosing cholan-
gitis, PSC)3FIi . oI R LIS 5, Kb
WA 10 R, A A 5 0 A0 D S e S e
LA (R B AE B 2E ALY, ATHE —Fh s/ 5
I RAEPEI, 2 KT ok, LG 2 M. A
G Pk e Bk 11 G(immunoglobulin G, 1gG)
Th i A RFAE, ZH 2095 BE 27 S P4 I R (interface
hepatitis)>*. PBCAE—Ff s A 5 (112 PE HH ¥ i
FAPEIH, & LT A Lok, DU i 8b fA bt
& (antimitochondrial antibody, AMA)F} & A 1= %2
FEAIE, 4120003 B2 27 7 18 1 PR 28 i 9k C20 4t 7 /)
R 921, PSCAL A —Fh G e A3 (118 P FE TR
R, DAUH N AMBAE 7RI R PR T 4E
s MRS B B As FARTE A 3 BRI, 41200
BN FOE “PEAUE T FEA 4D, R3F
9599 4 ) SUH- A B S v . T AR RIS RN,
77> AILDEE H AT ATHRURFHIE, [RII X475 PBC
BUPSCIR I R BERFAE, SRR H A B S L35
(overlap syndrome, OS)™*". OS85 A6 A0 4%
MEEHPSC. AMAFITEPBC. A 5 S A
A PEIRAE % (autoimmune sclerosing cholangitis,
ASC) M IgGAHFRAEALAE IH 4 28 (immunoglobulin
G4-related sclerosing cholangitis, 1gG4-SC)"”, J&
Fooe PO AN S1g G4 DA I, X 2 [
P T SR RRURR (R M PR I SORE g, L 32 Sy
TE A1 g GABH I 2% 20 Mo 20 2330 41 4k 4k 2 1A
FEVERR KR, BEAN, ATHE I R A PRIE
(systemic lupus erythematosus, SLE)™'"k & ¢ 1t
ALAE-22 K PENL A (systemic sclerosis-polymyo-
sitis, SS¢ PM)!"B i #k hOS, (H_ IR v AR ik
JRHE IR, OSIRISHEEL Rl ATL DARFAIF BRATH 5 HoAth
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WA AU Pk, AT 2 L, A
SCHLOSHIBEFT IR AR IA T

1 AIH-PBCEE4RS1IE(AIH-PBC OS)

1.1 #E4& AIH-PBC OS2 45 & 1 ] — I ) B uk,
9o Tt o [i] INF 5L 4% A THURITP B C R 935 14 13 K

M2 AW 2 DL L R SR AE G — o
RAS, HBE 2 Wibs vl BURTE W R An AL, thE
AR AL ATH-PBC OS5 & F
BT R N R SE ATHELPBC 1) A% S 1 & ATH A
PB I A& AL I R R I H A1 A7 3. 4
I, [ Br E 5 e M 98 4 (International Au-
toimmune Hepatitis Group, IATHG)#t_Fik 43 7]
U 2N R ar g M AILD(EPATH. PBC.

PSC)li oy &8 HAT PR 1) B R AIE, T
Weordh “OS” , (HHHT Mk Z ArHER] “OS”

M, FEARGLI 2 Wibs v L ekl e X, T
2 ATHINTATHGF 40 RG22 H T2 W
“OS” , HRRMARIE I H A2 LA, JF
KU T “OS” izl H i, & 53 IRV
) “OS” 77 B M FE 24U IH R (ursodeoxycholic
acid, UDCA)IB G e il AiG s 52 a8, Hitk
M T AESE TR, w0 e SO 2 Al
M TAIHGE Y, AILD R 3% HAR SR IE 232 N
AIH. PBC. PSCHU/MHEPSC, HA ESFHIE
JATLDAN N AR R AT 290, TATHGVE 5> RGEA
A7 2 B, HAT ATHESAE (I PBCAIPS C ik
T ARG, TR “0s” Kk
WA, 76T TR AR, ANT] REI A RTHE T
(PR VA 97 ik,

1.2 AATHRF AT F PORHE 7R, ATH-PBC OS
() L R 20 ATLD S 117%-13%, Zhao%5™)
() — T [l AT TR 2R, 14136 AILD 5
146114 AIH-PBC OS, H i % Z1410.33%, It
ghiw 5 ZHOM A S5 R AHE. (X ATH-PBC OSI)
Wik AR Y], B RMAE 4. Bonder
SNSRI, W% A bR HE, ATH-PBC OSIH) &
I RA K 1%, A7 BANFE £ ELELRRE, (A2 SR
VEIT 5 DA BT R 45 SR B B R T 2
W7 i ATH-PBC OS, JUJ 3G 2995 2 492.8%.

1.3 45 5 otk RMBHE AR 5 /E AIL DI A
Bl 4 Em 2 AIH. PBCZAIH-PBC OS
135 1% 5y Ik 1 5 A28 (1 4l i bt SR (human leu-
kocyte antigen, HLA)Z PJAH !, Geylami Giileg
U3 ATH R LFSGT RN, ATHZL A T 2%

2014-01-28 | Volume 22 | Issue 3 |



IR BERBMTRESRSIEBVINA 303
HLA{JfA24.9. A26. A32. B38. B51§ %  F(hepatitis B virus, HBV)™', EBJ #(Epstein- mzez}ﬁ
Zhao% 51464

B, HIIXHLAUFDRB1*04. DRB1*07.
DRBI*11. DRB1*15. DRB1*14. DRI11.5/]
A Al 3 TR R IR A, 1TATH
BHHLA-A24.9. A26. A32FIDRBI1*15%1])
%, 2R ATHN] 5 HLA- A26. B51. B38 &
DRBI1*11 & ZAHK"™, InvernizziZg" %6761
HARAMPBCHEA MR IR, HLA-DRB1H:A
(*08\ *11A1*14) LDPBIFEIN 5 PBCE VA,
UL 4518 5 Chow PO H ik 7 45 LA — 8. 1Y
Mm%%@é@ﬂ@ﬁa&ﬁﬁ%, RAEFAIH. PBC M
ATH-PBC OSHL T3 5HLAZ IR 2 PIAH K,
H =5 2 A 2 0 22 R, XA B T4
IR E Y. Zepeda-GomezZE P R 2 4
PR AL AR IC AT T 206 ATH. 166IPBC A 104
ATH-PBC OS/HE# THLA-DREATFE, 45 8
~, PBCEEFHIWHLA-DR4. -DRIFIE BEm T
AIH-PBC OSHEF#H (415 0P = 0.01, P = 0.004),
{H3Z FTHL A-DRS A4 34 W 5K T (i B o) HEL 4.
Coss Adame®5™%} 264 ATHAI1 54| AIH-PBC OS
A WHLAR ORI, 5@ Hex LA B, ATH
HHHLA-DRI/DR3SFR B E 140, MHLA-
DR8I 7 2 P, (HATH-PBC OS&E# (1 L
TR BE PRI H 5 0 ALK f 3 2 . AR, ATH-
PBC OS & # [JHLA-DR7Hi R 4 2. 2% & T ATH
(P =0.02)*". Ak, HLA-DR74 B J*AIH-PBC
OS5 ATH ) % 52,
1.4 B &3tk ATH-PBC OSHIRY) R HLEIA
A, BRHLAM UL 5 KR 46, s i i+
Sy EEE CAESZAIH-PBC OS5 M S Hiiha
KB i PifA(antinuclear antibody, ANA).
Prek ki A priA(anti-mitochondrial antibody,
AMA). $U NPT (smooth muscle antibody,
SMA). FiH B kLA (anti-liver-kidney
microsomal antibody, LKM). {HZhao " IHJF57 &
L, 14661 ATH-PBC OS&E#H, 1L 14%ISMAFH
P, $ERSMAXTATH-PBC OSIHi2 Wit LHL .
Himoto5 2% 40 ATH. 41%IPBC. 5#IPSC %8
| ATH-PBC OS &3 HIpS3 TR K 8L, 50%IH)
AIH-PBC OSH# M 15%[HATH R p53 AR
PE, MiN2.4% M PBCHL A pS3HLR APk, HAES
BIPSC 34 WoRpS3PuARBIPE. LA A H,
pS3PifASATH-PBC OSK A% Y], LLkthn] 5
IL7I"13AILD”' .
5 BF B % ATH-PBC OSHI Rl fig &5 AT

ﬁé%ﬁﬁ(hepatitis A virus, HAV)?' Z AT 4895
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Barr virus, EBV)™,  FL41 ffdi% ¥ (cytomegalovi-
rus, CMV) 2 [{ KA 56, Toyoda-Akuis i iE
145163 % {1 & PEATH-PBC OSHi#, HisCMV
R 4t R pH M, $2RCM VSTl fE 5 ATH-PBC
OSH 5. B4k, KaechZ: AR L1 4A 40k [G A7
TR AK(Coxiella burnetii)#45] & AIH-PBC
OS 141

1.6 5 3E /B A5 RS i AT % (nonalcoholic steato-
hepatitis, NASH)#) % 2 NASH/Z LU 41 g3
Rev BRWIASTE . ABRPEAS . RVEINFE 4T ik
TE 14 R AIE TR 98 BIOIR S, 5 L T2 BB PR
e G I R A Jre b BT ﬁﬁLmT, NASH
171E B B B R AE, (R SO AN 28128, B,
[ZSJXJ5415JNASH$%EJMHJ“U,
48%(26/54)[FINASHE HANABKAMARH 1, H.
JFIEAH R 2% BoR G ATHFIPBCE S E R, #5 2,
48%MINASHE #47AIH-PBC OS, 51K H S %
FEMINASHE# W5 &KL, ATH-PBC OS&+#
FERER(60% £10% vs 508 £16%). LM%
W(81% vs 43%), H.ITHE X RAE R hy M,
FERNASHP 18V 2 E 7] 8 2 5 AIH-PBC OSH]
FEBCHEUB L], Hr]RE AR A R

1.7 W& & 4F4E ATH-PBC OS3ift L ATHFIPBCH Il
PREFAE, W RO RE . By, R, #5E,
= AR, MISANA. AMAPIYE, (i mbk
TR M (alkaline phosphatase, ALP). y-7%Z W5
JIKE§(gamma glutamyl transpeptidase, y-GT). st
JHZT % (total bilirubin, TBil)AI1gG &2 Tt
Katsushima%5>'%PBC 2 AIH-PBC OS i # 41
I A% 41 fgmicro-RNAs(miRNAs) R 1A it 43 Hr
K, miR-299-5pK ik HIMFALP. y-GT. TBil
JIgMK- 2 AH G, $7RnmiRN A s ik
Al RES R AL 5. 1EAb, Katsushimag:®”
e — T g b R B, ATH-PBC OSHF 1gG
FIgM8 Tt m, JCLAUG# W 2. Zhao5 %t
1465 ATH-PBC OSHFFTIESE, 41.57%H) &3 I
HIgM BT, MIgGTH a1 19.10%, 7
NIgMA[/E  ATH-PBC OS5 %2 ifiL 375 2 Fe b
4 EIRAFHESN, ATH-PBC OSH & 31 Hidth 1 5 4
PRSI, AIG R R I N 5%, 2 s A
AP, Efe5CUxT 7141 ATH-PBC OSHFSY & B, 31
1911(43.6%) & IF A B 5 S vy, s A &
Ho g5 Pk HOR IR (13491, 18.3%) T HRLRGAE
(641, 8.4%) FLEEVS(3HI, 4.2%) HJE (34,
4.2%)~ FAERHERTT RGH, 4.2%) HIBRQR

Tsuneyama%s

AIH-PBC OS &%
a0E R A,
B 4§ F AR RO R
o B Ay AR AT
T o R A TR
, AILD OS &

%ﬁﬁm/a # P

7 LA (smooth
muscle antibody,
SMA) '8 H & 4K
ZIgM e b & &
BAEAE, LR Y
VAAEOS & fn ik
SMA e M % & &
IgGla ke & ek
EARE.
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GEPERIARAE . BN K 2 % 181 (5 ) i 1.4%). $2
IR R H B PEPR 5 ATH-PBC OSAi K.
I, 3@ 243 % ATH-PBC OSHF H 5 S i M
T I AT VO 2 BT BT, KorkmazZgP?
i1 1495 FF EvansZx G4 1) %7 WLAIH-PBC OSHi
B, JLEBERIAEZ . WLATE. KT, R
FRSE, M3 2E AT BRI D i . S, i
IR . ANA K AMA-M2PBH . M3 F Ry
TECL R a5 L, 1% B2 ATH-PBC
OS. H & S MR ML PE T i J 15 5 Ho e P i /)y
HRIF D P BRI (5 & I AL FR N EvansZi51E),
LRI Je TUD C AR & Y67, SER IR 22 .
AN, Aksoy ARG 1414 I 1198 XUFI B A
PR BR 4% () ATH-PBC OS¥i 1.

1.8 4 Wi AR A #9784 TAIHG T 1999415 1T [ AIH
ZWITE S RG(E RS WARAE), DI T8 8
DATE I PR S B A Thi4E . DAk, TATH G $
H T —AMUE S 4 VE 5 I H A THE A2 v
Iy RS, AHIXPIRIPE > RGBS W v AR 4
W Kuiperf ML EAARUEXH U HEATH. PBC
S ATH-PBC OSTEMN 1344 ATL D &35 1) — il
[l PR SR I, EAAREIZ BT ATH-PBC OSHY
U R S 23 1 92% F197 %, THTATHGHT
(I ATHVE 73 ZR 40 R RSO RIS S M B0 AH 4.
AT, FH BRI WhsHERIAATH-PBC OS
FAT v FEE (R U PR ARy Sk, 1 T A PSR ATH DT
S RGIGRNE A Y). MiNeuhauser:D
DUBThiR ATH & A2 Wi oE 4 2R 4 ATH-PBC OS
20 T EL 6 368451 ATLD £ 35 [ i P AifF 52 A B, LA
19994EATHE T 2 Wi (143 41)(12%) ATH-PBC
OSEF#, & AACRRbRHEL A23111(6%), H )5 & JH
oA BT A 2 B iy, BRI AL RA TH VR
Iy ZGANAT BT ATH-PBC OS2 W fllilfi IR
PEAS, T H AT L ARE LT BFATH-PBC OS2 Wi
FriE.

1.9 &7 ATHRIZH a7 475 LA [F] 1 38 35 F /%
AZAN T, PBCIIH RHUDCARYY, XS T
ATH-PBC 0S4, BRUDCASN, & 7538 5 24
FFIFAIT AE AR BRI BRI 1k % 2
WraIT M EAE 7% A TATH-PBC OSHEi %
K, A RILAWIRYT, 164 M Z KIUBREHLA
0 R R0 AT FTIE PEAF ST, DRI AR e ) b e
Rl 203697 ATH-PBC OSHIZE A £ER. Ozaslan
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T ATHPE M AR L AMABH PE &, N 2e 8
FUDCA, WIJC A, I HI S B i 2 I8 3 %5
Y)W, Tanaka 5P WP 9T3E 52, fRifbIIATHIE >
FRGON T TIN5 2 [ 2 ¥R 9T I ATH-PBC OS
A AT R P . UDCAHERE A T 7 &
FFK13-15 mg/kg™. RATUDCAREKZEPBCIH it
&, B K ZHUE B ATUDCARAT 52 4 i, HIE
SEAN A, UDCAWASREIA @™, FF A
TCEE & R WIATL D B HME— A7 380897 T B,
R JG ST A7 R 80%, HA G 5k [] il
PR IR, BhanjisE W7 LI, OSHEEHFE
R ARG R R Al ATLD B W 85
1 53% ws 17%; 105F: 69% vs 29%, P = 0.001),
1 52 1R AR A I ) 1460 o il 5 4 (67 mo =
20 mo vs 172 mo £ 9 mo, P = 0.001), {HA=471
iR T

2 AH-PSCEZ4ZETIEAIH-PSC 0S)

2.1 #4& AIH-PSC OS5 i35 76 [F]— B ] Bk
9o Rt o ] IF LA ATHIRTP S C 5 R 9o 1147 16 IR
M P et AZ1FaGE4
FRAE K — R RS IR WL, 12 +4)
RIAE, X& AL H0m 4 35 & 2, e (13 43
BE A B T4 R (ulcerative colitis, UC)E,
i 2 U (Crohn's disease, CD), £ WLT- )L # 8
AAER D H T TCATH-PSC OS5 XbrHE,
IATHGIA N ATH-PSC OSA M 505, ANHE
FFIATHGVF/r RAIZW0S, #IUZAIH. PSCHY)
AR 349 2585 fRATH-PSC OS2 ™Y,

2.2 #ATHRF AIH-PBC OSIIRIBEMNK Z, M
ATH-PSC OS>, JUH I JLH ASCH A KR
St M J79% (inflammatory bowel disease, IBD)# !,
ATH-PSC OS5 R 4 it ATLDI)8%-17%'°,
Abdalian®%™58 i wg 3L YR PH Y 18 /% (magnetic
resonance cholangiography, MRC):l| T 794
ATH B IR BRI DL, FF 28 JH 3 A 20 20
AR, o 81 ATH-PSC OS, R4
F10%. Bk, Hunter2U 9@l 443845 i
IR ATHIE #, 175 MR CA 754 1)
T-ATH-PSC OSH IS W Je 4 mks 2%, mlg
MRC/E}AIH-PSC OSIHfifi & F B, Hibfy 24
INAATH-PSC OSH I H W] WAL T AIH-PBC
0S, ZhaoZ "% 141345 AILD 585 ) — 55 [ Jasi
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R IN, R ATH-PBC OS/EH miik 14661, (H 4, MRCAE A ATHE # 1] GE#E FE ATH-PSC OSI7) ; % Jﬁi—i .
W N e . N XF#HAILDE &
AIH-PSC OS85 £H 0 % it FB, AN, LR TERCP, B s sr 2 m b

2.3 I JR4FAE ATH-PSC OSHHLAIH K PSCIHIlf
IRFFAE, (B Z R bk, WA 1BD, EELIA
WEME. JE5Y . DREr. B R LA R IR R,
MHEALP. y-GTH &, IMiANA. SMA. LKM
J% A B b VR 48 i B K B4 (perinuclear
antineutrophil cytoplasmic antibodies, p-ANCA)
BHE, FFOGR S S S 4 A £T
YAk SR R RAE AR, S8 2 s I A 5 BR AT Bl
PR RE AR ASCHE HfE L ATHAIP S CHFAE )
OS, BIFTIE & 4T JLE K ATH-PSC 0S™Y, PSCill
R ORRHAE, /NI 82 B 5, (R
Olsson®5 "7 B 75, 266 ATH-PSC OSH &,
2 WLV T IR & % (endoscopic retrograde
cholangiopancreatography, ERCP). MRC & JH- 22
ZUG K, #1124 /NMBE R ATH-PSC OS & # 74
(27%), Bl W/NHE 2 BIFEF UL, ATH-PSC OS
RAETILE M & TR, B ERIBD,
S RUCH, B CDE FE N £iF, Larsen
VORI 1) [ I B AT CD ™ E /N IHAF AS CIY
102 995, L 30 R A M T R ik A« R
Mgt MIEYVS, MiEALT. y-GT MIgG/KFTt,
M3 SMA. p-ANCAPHM:, (HALPIEH, HidA:
RATHHIPSCIRAZIARFAE, 5 & A /NBE R &
PEV B9 2EVE AR R 980 Bk 4 24, MRC
I, s PSRN E W T4 i g5
WafE 4 CDIF M JRE M . Ak, Malik% ™
Wiz 11224 & ATH-PSC OSH ¥, T34E)5
NHBLIETS . IO EER, 4B A K
I A 45 o SOR Bl 5T 32 B I A 0E S50, A
JEE VS R 7 R R B s S A i AR T . R PERS
JEC T SR KB RG . B, T4
Sl g RE R VRN R Tl B K TR)
BEUROR 4535 s PEIBD B, 4l 2 Wi A CD.

2.4 W % k9 3F4E AIH-PSC OSH LIS K
THIIH PR 3, 6 Sl s IR R R ATHL R R
HIMRCii #5804 B T L2 W72, R/ il
M ATH-PSC OS# T34, Hunter 5 ™5t 118451
ATH B IRV AR e br AT i 1, ik e24
B JE TR A A ATH R 35, T8 3 6o L I AR 93 3 %
MR CHWFFE AR, U B IH 1245 ATH A 3 (50%)
WORAIPSCHHE, S22 W /0S5 X 4Lt
B, MTHR AL I AS TP = 0.012). TgMT}
B2 = 0.002), HZH#H#ATUC. HunterZ" A
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H[ Bk, FMRCIEH, NRAT AL SUR R LABR
Ah/NHAE R ATH-PSC OS.
2.5 % EZ A B02 WrbrAE A KA T i,
AIH-PSC OSHIAYT Z Y5 T AILDHJVAYT 7R 2 ul
2ot S [H A 71 2 25 (American Association
for the Study of Liver Diseases, AASLD)=E5K %}
ATH. PSCRHAAMEAIATT TR, 442
Wy, SRR PTG BRI AZ A, ATH-
PSC OSIIZiMiaTy —ERH Sl iz . 250
WO ZE . UDCASUPA N, (H7 3054 s,
UDCAZAY7 F ek IPSCIH FH 254, vl B¢
RE RN, iR = SR D™, At ik
JJATH-PSC OSHIEIEZ54). UDCARH MFI &
WA E 1, WK AR 10-30 mg/kg, (HITHEK
WHELE =R UDCAP. {HCulverZ™Wh\ N, /N,
S UD C ALY 2 N B, 1 ey 71 &
UDCA X IHI I E (KR . Malik S5t 1] £ &
CDI22% L YEATH-PSC OSHEH K H/MEILIA
I7 77 EIEE R I, A5 PSR e, 50 A s 4
(Budesonide)% K9 mg A7 G 81 CD, HIFTE
RERTCLE AR, I IhRERE— DGR, 5 F A Hh A 4l
FIAZA, N F I S 4L R 1~ (tumor necrosis factor,
TNF) L 551 Bl JIA A H 7t (adalimumab), 575 B ik
O, T DhReFeAriE T IR, (H4EFE6 mols, IR
5 W B A RER ST 8 K, P
% (methotrexate, MTX), IEV5 . MR8 I 22,
(B UG T T e, WU FH BT IR AR ST RIMTX,
L2 1V FH 6- 37 FE 4 (6-mercaptopurine, 6-MP)%E
K100 mgity7, B BTSRRI g M. thah, I
FH 2 Wy R I (mycophenolate mofetil) I H:
AIH, HHUDCAR Y7 PSCH | A P NH TR AR,
FIERCPERFEY 7K 5l I L 447 PSC R 3
EPAENH A, AL AT 24 AR IATH-PSC OS
BH MM 20877 T BEY). Bhanjiss % 54
AIH-PSC OSZEAWIT RN, EARILHEHIA
i R FATLD 530, {5 5 A7 %01
o 2

3 AH-SLEEEBLRETEIAIH-SLE OS)

ATH-SLE OS/2 ¥ 38 11 [F]— i 1] Be sl v [l
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Abstract

AIM: To investigate the effect of P38MAPK in-
hibitor SB203580 on collagen I and collagen III
expression in the liver of rats with experimental
hepatic fibrosis.

METHODS: Thirty-two female SD rats were ran-
domly divided into four groups: a normal con-

WCJD | www.wjgnet.com

trol group, a hepatic fibrosis group, a dimethyl
sulfoxide (DMSO) group and a SB203580 group.
Except the normal control group, rats in other
groups were subcutaneously injected with car-
bon tetrachloride to induce hepatic fibrosis. The
DMSO group was intraperitoneally injected with
2%o DMSO [3 mL/ (kged)]. Rats in the SB203580
group were intraperitoneally injected with
SB203580 [10 mg/ (kged), dissolved in DMSO].
Fibrosis was staged using histopathological
methods. The expression of collagen I and col-
lagen IIl was detected by immunohistochemistry
and RT-PCR.

RESULTS: In the normal control group, hepatic
fibrosis group, DMSO group and SB203580 group,
mean rank of liver fibrosis stage was 4.50, 22.50,
24.00 and 15.00, respectively; SSS scores were 2.750
+0.707, 15.875 + 0.835, 16.000 + 0.926 and 11.625 +
0.916, respectively; color rendering indexes of col-
lagen 1 were 1.575 £ 0.249, 7.650 = 0.621, 7.725 +
0.501 and 4.625 * 0.495, respectively; color render-
ing indexes of collagen III were 2.375 + 0.518, 4.025
* 0.446, 4.075 £ 0.544 and 3.375 + 0.167, respec-
tively; the relative expression levels of collagen I

were 0.020 £ 0.003, 0.012 + 0.002, 0.009 + 0.002 and
0.016 + 0.005, respectively; the relative expression
levels of collagen I1I were 0.412 + 0.772, 0.773 £
0.137, 0.799 £ 0.116 and 0.572 * 0.862, respectively.
Compared to the normal control group, the stage
of fibrosis was elevated (P < 0.001) and the expres-
sion of collagen | and collagen III was increased
(both P < 0.001) in the hepatic fibrosis group. Com-
pared to the hepatic fibrosis group, the stage of
fibrosis declined (P = 0.015) and the expression of
collagen [ (P < 0.001) and collagen IIT (P = 0.041)
was decreased in the SB203580 group.

CONCLUSION: P38MAPK inhibitor SB203580
decreases the expression of collagen I and col-
lagen III and inhibits the progression of hepatic
fibrosis in rats.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: SB203580; Hepatic fibrosis; Collagen I ;
Collagen III
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i
BRY: £ iTSB203580 T AT 4F 4 b K & AT i
[, AR RE G F L.

FiE: B32R LSDR A4 A4 EFL4N
21)8 R, AF4F L4 (HF4)8 R . DMSO
A FIR4(D4)8 X . P38SMAPK 7 4] 7
SB203580-F T4 (SB4H)8 A, 5K A va fALa 5
SRk AR T A AR, AT 4 AR A
FIVE L R UG, DAL T2%DMSOE %3 mL/(kg
«d), SB4L#4FSB2035804 % 10 mg/(kged), N
20, HF48% T F 4 7 20.9% 4 22 3 K3 mL/
(kged)EIZ ST, H 44 d. FRERE, F
AR RGBATIE, TR RE A HEE E
TN 4F et 5 B0, AT Masson#f &I Ak R
AR DL, RJASP R 97 48 240 3 kA
FRRE T . TR R G &3k, B A i #FPCR
R AE P 1. [TA AR mRNAK X,

R EFABANA)., 4L
(HF#8). SB203580& 7 4.(DMSO%)Fe
P38M A PKGl #-4 511 4741 77 28 (SB20358048)
89 BT 47 4 A o 20 -F 3 Ak 4 7 A 4.50, 22.50,

24.004215.00; SSS#45-%] #42.750+0.707.

15.875+0.835. 16.000+0.9264211.625+
0.916; 1 AKRRBERHE LA AH1.575%
0.249. 7.650%+0.621. 7.725+0.501424.625
+0.495; A KR 2 & 3855 % 42375+
0.518. 4.025+0.446. 4.075+0.544423.375
+0.167; I B BJRmRNA KA 5 %] 40.020 £
0.003. 0.01240.002. 0.009+0.0024=0.016
+0.005; 117 A EmRNA %X 5 %] 40412+
0.772. 0.773%+0.137. 0.799+0.1164=0.572
+0.862. HF2e 5Na4ak, 1. HIA KR A
A mRNA £ KI5 (39P<0.001), 554 44k
4 R —5(P<0.001); DL 5 HFA £ 2
£ 7+(39P>0.05); SBLE5HF4a 48k, 1. III&
B JR A AR T R R B &35 40P<0.001, 11T
AR R R EF5HP = 0.041); [ IR EmRNA
FAAFAKP = 0.005), B IR A RmRNA %
X IREAKP = 0.005), AFLF AL B TP =
0.015).

Z5it: P3SMAPK 4 # SB203580 FiL I
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RV, RE a6 IE LR IT AT LA B A R .
© 2014FMN DB EESBREDBRATAE.

i SB203580; FEAFAEAL; | BRI TTRURE

O N: P3BMAPKAE 2 it K I RO . 20 it
BTFEEAR L R AT FIEPRET M
A, REREITLHNA Bk . KRR EN,
P38M A PK #7451 SB203580 FEL B P3SM A PK i %
AABARATAE |« TR REKGER, thabiE
ZAT A e by B A R . h B R AT A ety o F
WU 32 AL TR 5 2 .

mETse. TTERK, BB, BEN, B, RS, &5, HRENI.
SB203580NHFA AW ARATAE I - IMIARRESTENE
0. EFRENBAE 2014; 22(3): 310-318 URL: http://
www.wjgnet.com/1009-3079/22/310.asp DOI: http://
dx.doi.org/10.11569/wcjd.v22.i3.310

05l

T 4T Ak (hepatic fibrosis, HF) g T X 4% Fhig
PERIBOIEAT B0 15 R ST, DL 5k 3 1 4
AL i (extracellular matrix, ECM)ZERTF K
TR B R . DRI R AR LA v A 58 4 W
i, MR H ETE N AR B R L T

BBk 2 1 oeyE . Hoh 2 R/ TE AR E R
fi#(mitogen activated protein kinase, MAPK)ZJ I
MM E LG ST RGE L —, His
AP RT3 A% 38 2 40 i A% 5 D — R 50 40 A= )
SN TTTP38MAPKAE M APK SR I B A5
I, R ARE . HTE . N BT 4
B R A K 5 22 b A R e R vk A R
TR, BRI, A6 53 I T4 SR, Sl
P38MAPKA 5 P4 77/ SB203 5801 T, M%¢
JH I 2H 2303 B2 AR Ak, Rl By 4T e AL HERE
KABNEDIN T NI RGTRE B, R
JO AT YA I 52, Ak — B 5P38MAPK
T B 5 LT AEAR 10 G R B PR 18 BEAil.

1 M RR5E

1.1 A 32 H S8 K UG B 6 B RHR 2 50 5
S, BN R A diff R, SPFZ4-5)H
W RE @ SDK I, 1457 £180-220 g. DMSO
M EBIOSHARPA # /™ i, RPUAR T R
JREE A2 BEPUA. RPUKRITT R IR E A2

o 7 & it AR P
Az 5 4 FaE
B AE A B R
E% B A R M
PR
2 3R ERE
€ % B (mitogen
activated protein
kinase, MAPK)Z&
HKAmBAELE
HIESHEFEAA
z—, AEx ez
—P38MAPK i %
HEMAPKAE 5 i@
ES S RN
ABEFFETHES
AR IR T 0 B
Z—.
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Wi £ B8
MAPK 4 B # %n
N EFZeG4E 5
HFER%z— 1%
W 4w e 51 R AR
54t i 3 da oA
5| AL — % 3 4m b
AMFR L. K
I AR A
AL KR B ad
P38MAPKH 71
Fp4) 7 SB203580
) T, KA
YR R ES
FSB2035805 I
ol IR R
o Ak AR, F
RN 2 A
VIR -Sp S At
S M T B, £
SB2035804k %%
VIR AR, &
IR E .
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T B PR SR E Abcam /A T P i 4L EUE
FPAASPIRAF G AN AL P A2 A | P2 i DABR
B HDAKOA F] 7 fil; RNAYEHGEAFITRIZol Y
FEInvitrogenZ w77 ih; 14 A &R 5%
[ Fermentas/A &l = i PUSALER . To/K L1
R[] A3 350 A [ 7= oy BT 2. PCR 5 i L ifg Ak
WTRAF LK, COL-1 mRNAF|HFEHIP:
Forward: 5-GGTCCCAAAGGTGCTGATGG-3,
Reverse: 5“GACCAGCCTCACCACGGTCT-3,
K FE 182 bp; COL-II mRNASZ|I Y
5P Forward: 5-CGAGGTGACAGAGGT-
GAAAGA-3', Reverse: 5-"AACCCAGTATTCTCC-
GCTCTT-3', # #KE 4336 bp; GAPDHYI
YIF4: Forward: 5'“-CAAGGTCATCCAT-
GACAACTTTG-3', Reverse: 5-CAAGGTCATC-
CATGACAACTTTG-3', § #4 K J&F 496 bp.

12 7%

1.2.1 ) &BEA B 5256 F TR MR 3R A U A 41 11
S aG 20, K F DY SA B 24 DR 30 A
AR R, K44 LUK BRBEAL > 44: N
AL EH KR8 L, HFAL (LT 4t 41)12 1,
DMSOZH(SB203580%5 71120 ) 12 A H1SB2035804H
(P38M A PKGlH g e MEA R4 ) 12 K. 25 THF
21 DMSOZLFISB20358041 K il 15 &5 5 N3 4t
40% VY SAGTRATFF R, 15775 mL/kg i,
JE R4 Ak, IS N3 mL/kgkiiaE, JL
TS 127 LA100 mL/L 20 B30 A Wi — 1
1 T2 wk LL20% % i s IR ek, LLJG it LA
0.5% e JIEL [ Bl el N 325 7 A )5 s 0 2E
PRER KSR R o, MRIE S AR, O
RIK. AT A BB BIE S 5, DAL T2%0
DMSO¥%#3 mL/(kged), SBZH%; T SB203580%
710 mg/(kged), N41. HFZL4: T [ 550 50.9%
AP ERIK3 mL/(kged) IR IEE S, ST 4 d. F
AT TG S50 & 2K R 8 ML

1.2.2 ARAG B B R T 1) St 45 R,
LRIV JE AR 0K B, TBOK SR A2 BL40 g/Lr
PE RS 0, H AR N RO TR S
F-80 C# .

1.2.3 AL S FUE: Al A ZH1E D)
J(4 pm), ITHEGL O ST 4L 50 1, 73 b
RS CREETERT 2 R B R T %) P 1TMas-
sonB O G H A ZUR R PTG O, TR ARAERK
HE (T £F A2 W7 S g7 3P A ) I er 4
1t B VRS RYE(SSS).
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1.2.4 SP# A2 AL 5 A M AF 4022 COL- T
COL- M ik : A7l U) 7 BB 227K 3%H,0,
PP R 35 91K 3 Y 9 77 10 muim A BEL BT P 905 ke sk 44
V)i, PBSIZYE3HE, 0.01 mol/LIIHAIR £h 22 vk
(pH 6.0)F# 58 min; FHARAHI 2 il J5PBS
BVES min X 3%, W HINE & A AR,
37 “C £ 1120 min; JH 222 R I3, W NCOL- T —
Pu(1 : 200)5COL-TIT—H(1 & 200), 4 Cib L. X
HPBS¥ZYES min X 3K, WA #Z b il Ehifa
THUTAEM, 37 CHEF 20 min; PBSIZYES minX
3R, W IR B bR G HE R I B R TAEW, 37 °C
§5% 5 20 min /5 PBSZYES min X 37X, DABYW {4, 45
TOMEE LR R B RS, B SRR
EDAB, HAREEY, 0.1%h LEE 4k, 1k
AKAERE, K. EIH . YR R . EEA
TE R R R ZAE by BE PGS B 56 R N K
RUFFE, CA InPBSAX % —41. COL- 1 . COL-III
45 B ULAN 0 1 OB R B A O B R (. 1 A
TH] K 2 P 2 o T = o R SO Bz B
TR D) BENLWEZE 104N m £ A BT (X 200), LA
AR EARER B INE A MRIAKT, BOFEESR
KIWH 2, [z kb,
1.2.5 RT-PCR:&#4M 2122 #COL- | mRNA#=
COL-IT mRNA# & A: f# I TRIzoVZHEEHUITHE
ERNA, AN O BEAATRN AR EE K 2l B
MIE, Aggonsoh 1.9-2.0. BEHIRNAZEE R =y, JHHF
A RNAT 2 AH [\ 2. 4 I RevertAidTMH Minus
First Strand cDNA Synthesis kitid 7] &K BLRNA
W cDNA, R EHATPCRY Y. COL- 1
mRNAY #44F: 95 °C 5 min, 95 C 30 s, 58 C
30 s, 72 °C 30 s, HL364MEI; 72 ‘CLEHF10 min.
COL-IIT mRNAY #4451F: 95 C 5 min, 95 'C 30
s, 55°C 30's, 72 °C 30 s, JE36MEHE; 72 ‘CHEfH
10 min. GAPDHY 34 4544: 95 “C 5 min, 95 C 30,
58 °C 30's, 72 'C 30 s, JL36/MiH; 72 ‘CLEAH10
min. V45 AUS, PCRI“ ) 2% S NE B eI 2k 47
FHLYK 23 HT, K Quantity onelft R % 23 Ht R 4e il
E AR 45 IR K TEAH, JEIXGAPDHAE N N
I, LLACOL- I /GAPDHAICOL-III/GAP-DHI¥ L
EAE R H R R AT 2K 7K

Beit 2 hb3R RHISPSS17.048 v fF3k4T 4
Fr. THE R EUE lmean £ SDE IR, &£ 9L IN
BT T IEAT B e R LR, 2R
bk FEBonferronivk; FF4F4Eib o #2FE E ¥t
B LLIER F 22 AN LA R RS 36 (K ruskal-
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WA # B 5
K 9 3@ 3T P38M-
APK 5 £ 47 )

1 HEREWERZAKRBRATFLELDHx 200). A: X HEZH; B: FFF4E(LA; C: DMSOWEHI-Ti4E; D: P3SMAPKITHI]

SB203580T-FiiH.

xR BERBFEFECOBPER =8

. R4k D HR e
0 1 2 3 4

NZB 3 5 0 0 0 4.50

HFZR 0 0 0 2 6 2250

DA 0 0 0 1 7 24.00

SBZH 0 0 0 7 1 15.00%

°P<0.05 vs HFZH; °P<0.01, %P<0.01 vs NZB. N4B: [E&4H; HF4A:
FF£F4:648; DZB: DMSOBHIFINZE; SBAA: P3SMAPKINHIF
SB203580FHi4E.

Wallisyk), 2 FEATE P LL R A i FEMann-
Whitney Uiz, P<0.054 7 A 4eil 2 = X

2 BR

2.1 AL EFNELER AHLHERE 5
(1) NYLFF/IN w255 1 B, /1N i A 4 G i
AR RBE, T A A e S £ 4 41 21
Az HFAU /I 5 R 2R L, AR e 838 2 L B
TR, FFANRAR T . SRBEI N, 65 4 i v] WL
AERFEAR, AR R A RNE. DAL S HFZLHT I
TMA B 25 5. SBALAT AL LUy ml ILAB /N &5 4, 5
F 53 DAL /N I £ 4 [ o A% A4 BRSBTS
JH- 28 SR WA vE . IRAEECHF AL A %%, HF4L. D

(49
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Y21 Y- Ak 2 BN B 2 T 1 (P<0.001), 45T
SB203580T Tt SBL LT 41 44k 73 Wl HF 41
FEALP = 0.015), = HA G0 3 LK.
A ZiMasson B (4 AT 411(1€2): N4/
SERTEHE, DR e ORI X A D I SR AT
di; FLLH /N MBI, 0 £ 4 14 22 35 A
ORI, DAL HFA T WL 2% SB
YLATY AT WL 3 A N 5 0, AR D T 4 TR ik
b Y [ B 7 40 3E #E. HFA1S S SVF 4 BN B
W IHRI(P<0.001), SBALISS ST/ RHFAL A%
(P<0.001), 2= 5+ 1) LA Gt i L (3R2).
2.2 SR HLBALE F &3k48 M COL- 1 . COL-TI
FA R LAY R NI AL i
Jik~ VDX Rg b T AL (E3). TS (1) ke
JRFIE. HFAFAZ T A, TR i J i 4k Rk
BN AR Z A, R BRI T ek, T
BX LA FEDisselm B, B a5 8NA
5 T ($P<0.001). SB2035801-FilfrISBA. |
A MR SRR IR AT FEA R HFA, {5 5 (a1
BOgD . Bt HEafsBUigHr4rs%
fiK(COL- 1 Z (1 45%1P<0.001, COL-IILE (35 %P
=0.041). ZRB AR FELER).
2.3 AF422COL- I mRNAF=COL-II mRNA# %
% ENAM L, HFAHIECOL- | mRNA JZCOL-
[T mRNAZRL B 2 T+ = (34P<0.001), MISB4L

#SB203580%) F
TR, LI R0
JRILF LA, Hl
5 B 4 e fb ik A2
PTREARAIEW
LRI N || D
AR, I
s+ AF 4 YA 09
), At — TR
P38SMAPK# 3% 5
AP 4 e eh & &
PRI Al
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P38MAPK /£ 21 L
W R IER A, fE
RO A B
J Fe S, g5 RS
PR E R4
JA. B ATATAR AL 8
&I N R
XM, RA RN
A A - FL AR AL )
J, 7 8 A e R R
JAFRAEAR TR B,
KB AT A Y
Aty A ERAR R, AR
Sy B 4 YL BF 5
R4 —Feg
#w A mh.
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2 MassoneINEREBAREEAT AL x 200). A: KHIALL B: FFAF4E(KAL; C: DMSORS L D: P3SMAPKAITI
FISB203580 T THiZH

3 BEANLEEMBRBAFIECOL- | FRIA(DAB x 200). A: MHEH; B: FF4F4:(ksH; C: DMSOA T Ti4; D:
P38MAPKHHI#ISB203580 T 15iZH.

FFUECOL- I mRNA K COL-III mRNAR AW 3 ihe
HFZ BR3P = 0.005. 0.005). =B A FFeFqeib & 418340 5 a5 i — b3 0 18 52 5 N,
Gl m X (ER3, KS). DL AR 3 i (extracellular matrix, ECM)HJiE
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B 4 SREEASENRABITIECOL- Il T/IX(DAB x 200). A: B4 B: [F4F4:k4H; C: DMSOA R Tid; D:

P38MAPKIIHIFISB203580T-FiiZH.

R 2 BLAKEESSSIED . COL- | F2COL- Il RikE (7 = 8, mean = SD)

paxi:) SSSIEL COL- | BEEH COL- Il E&IEH
N2 2.750+0.707 1.575 +0.249 2.375+0.518
HFZE 15.875 + 0.835° 7.650 +0.621° 4.025 + 0.446°
DA 16.000 + 0.926 7.725+0.501 4.075+0.544
SB4H 11.625 + 0.916"™ 4.625 + 0.495™ 3.375+0.167"™

*P<0.01 vs NZE; “P<0.01 vs HFZE. N4E: IES4H; HF4E: BFeT4E(beR; DA: DMSOEHITN

#H; SBZE: P38MAPKIIHIFISB203580FFI4H.

+® 3 SBLEAKREFFAECOL- | MRNAKCOL- Il mRNAHY

FIAZ 1 = 8, mean = SD)

baxizl COL-I/GAPDH COL-IIl /GAPDH
N 0.020+0.003 0.412+0.772
HFZR 0.012 +0.002" 0.773+0.137°
DA 0.009 +0.002 0.799+0.116
SBH 0.016 + 0.005™ 0.572 +0.862™

°P<0.01 vs N4; P<0.01 vs HFH. NE: [E&E4H; HFE: AT
A, DA: DMSOBHITFHIA; SBA: PI8BMAPKIHDHIF]
SB203580F 4.

FEDIRUN R . W SRR L JORENTE CMUTAR 4k
AAAE, 2 FHUN LRSS B BTN, R4
UK, TR AL, TS 582", H R e
R 225 W) RN AL U6 A, (ELRT 2T e A 0 %
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Tofoig P JHE 03 1 e O AR ) — DS 2 B B, &
WA S T B LR 4EAb i R A R RS —A
SO 14 B AR B R, 9 ) 22 R A i IR
KAWL NAE 5 0 2. A 440 1T Ll
o, I ELR 41 i (hepatic stellate cell, HSC)¥i b /2
PN ERS L A S 1) JULRCET A 4 i
AR, WA IR A AN Ry, S T T
J 5 325 BA O PR R 2 A R TR I e D g
TEPE B, TR AR D, 3 A AR T A
55 R R T, AR R B T A
FIHSCA 2N L m: (1) IS S AR R LR,
QRAEMTMAET.. HRZEMH TR, HLH
HSC ¥ Bl i i T AT bR, e 4T A iR (1)
FEHLH.

WA, AT TE BOL B P A5 545 3l
PRAE RIS 2 BB 2 (1) 07T, Horpe

| TERdis

A I id T P3SMA-
P K i@ 3 37 4] 7
SB203580F i k.
Al . A
R &G RA 5
W A LR
A o F AL, A
HEZGE RS
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M 1 2 3 4 M 1

496 bp 336 b
p

GAPDH

2 3 4 M 1 2 3 4

182 bp

COL-IIT COL-I

5 RT-PCREEMMIZLARERAFAECOL- | mRNA, COL- Il mRNABYZRIA. M: DNA marker; 1: XTHBZH; 2: FFF4EILA; 3:

DMSOBFIFFE; 4: P3BMAPKINAFSB203580FHi4E.

T AL A S (mitogen activated protein kinase,
MAPK) 2 4 N EE WG 56 3 RG%
—, R A M A A S A 0k 0 A A% 5 |k —
ROV A I N = G A B M
ST CjunZ KU IR AIP3SM APK.
P3SMAPKIE M EMAPKAS 53 i b o5 51 5 b
PO R I AR AR 5 A AU ST I R 22—
P38M A PK A M ¥ 29 SN« 0 ) T2 45 2%
Tofr S5z 1 0, 3 R 7 i o b o A U,
SIS I PISMAPKIIE Ak 5 T £F 4 Ak A7
IR, KA LR T 2T 440 8 it R w4
F 52 B Ak 2 W 508 1) R, SB203580 42 —Fif
P38MAPK P45 S A1 4 i 1), A T AT 325 40 Jfd 1)
HIP38MAPK, il J52:MAPKAPK-2HIMAP-
KAPK-3 0. i #IHHP38MAPK, SB203580
A LU M ] 28 RRE P (WITL-1B. TNF-a)
P RHIAES5 T. H B, SB203580H]
FELIKTP38M A PKIH % (117G 4L, SEM#IECaspase3
FIEHSC-T6MF T, A HREAR", SB2035805H
WIP38MAPK A 5 38 i i I ALt 4 P 458 5 A 4k 52
S, H3 GE R S 25 W B A R A
WO R, S ORI, Ik E T
P38MAPKE B iE HEHSC/r WA TGE-B1, Bk i
HSCIE b LA AN AME e . JHF AR IR 40 M 1 3%
THIEHE 55 T LT A I T 3 DA O, S S 2
iE B, P38MAPKKIA/K -5 A AL FR 5 2 i
FEA G, ULIALE LT 4L TE b, P38SMAPK
O, WAL IIP3SMAPK AL B A Y, BRI T it
B SR IR F, W H p R Rk, AT AT AE itk
Z 5T KR4l B k.

DA, A S 06 2 T 1 4 A B R JE
P38MAPKA 7 1 4 57ISB203580 1) 1 Fill, W42
JEF I 21 2995 R 24 AR Ak, A0 0 5 2T 40 R
FKARBABEYIN T AR RGOS B, 3Rt
SO T er bt e ma, hidk— PR P38MAPK
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T 5 AR YA ) O R B AL R 1R LR,

ARSI R IEH KRR T TR
JRRIEAR D, LT 4 A0 ALK B IE T 44k 2 1
ST« TITERY Jig Jit 1 2 A 0 5 4 W S8 T v, it
BT 41 S A RS S A e Dy, T 27 A0 K R 45
TP38M A PKG #4455 5 M 1 7S B203 580 JH
WL TS fi Ji i 3R A B AL, R0 s A& 205 3
MBI LT AEAL o3 1R %, K WISB203580f/E
PR IR TR, et I 5.

JIFE W HS CHE M IECMI) =41 . £
g SCHRAIE S22 U 32 2458 405 R et 47 T 5%
JiDisselAlBE A7 LA HTHS Cii ik, 2 M AAH
BOmE . Wi TR AR SRE RN AT Y AR R R
F 2 TR - JIL I 4T 4 40 g (my o fibroblasts, MFBs),
MFBsRE TSR IE R, i & ok R (gt
ECM &M, Lika-TIFNUILE)H F (alpha smooth
muscle actin, a-SMA), KIS Thae". 1 AT
27 Y Ak 1 R S A7 AE 2 2 i IEMF B s 4t £F
B2 P3ISMAPKS Sl %25 7 MM LK &
A4 D e A 225 2 M A B R, 5 R
T A B JE W 45 3 DA G, MAPKAS 5 18 % g
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JFEF e AR I T ) R S PR I, O AL
R4 fip38M A PKAF 5 1 i#% w1 45 FF £F 4 G AH
FePl FMMP-13FITIMP-1 [ 321k 1485 22
SR, H2SHIRP3SMAPKAS Sl %, [ INF i
FSB203580FH WiP38MAPKAE 51l % 5, AlfE
HEH2 SIS HS CII T, IR F9 &I, H
FELW7 77 SB203580FH P38 M A PK 1] LA P4 A i
HHSCMa-SMA# Ik, ] i 15 41 i
JE3, BCARHF R HERE. Whas eS0T B B
P38MAPKIH i 1] LA AP HIIL- 182 K FHSC
1 PR 4 AR . Tsukada™ ' WF 5% % B8, BELIK
P38MPA K i 1] PR SR i LI R TGFp il 5
AL ITHS Coul ( 1) J5UIE R 2. AdachiZs™)
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Abstract

AIM: To identify liver cancer stem cells-contain-
ing cell subgroups based on resistance character-
istics and unicellular culture.

METHODS: The BEL-7404 cell line was inoculat-
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ed subcutaneously in nude mice to induce tumor
formation, and adriamycin (8 mg/kg) interven-
tion was given. When the tumor diameter was
1.5 cm, tumor tissues were collected for primary
culture. The cells were inoculated subcutane-
ously in nude mice again. After four consecutive
generations in nude mice, the tumor cells were
named "BEL-7404-ADM-P4". Based on the tu-
mor forming time, the enrichment of liver cancer
stem cells was tested. Using unicellular culture,
clones from BEL-7404 and BEL-7404-ADM-P4
cells were divided into holoclones, meroclones
and pareclones to test the cancer stem cell char-
acteristics (renewal ability, clone formation and
sphere formation). Holoclones, meroclones and
pareclones were stained with hoechst33342 and
observed under a confocal microscope. Based
on the renewal ability, clone formation rate and
sphere formation rate and hoechst33342 stain-
ing properties, cancer stem cells subpopulations
were identified.

RESULTS: The tumor formation rate was 100%,
and tumor formation time was shortened from
the first generation to the fourth generation,
which suggested the preliminary enrichment of
liver cancer stem cells. Holoclones showed the
fastest growth and the largest cell volume, fol-
lowed by meroclones and pareclones. On the
10th day, pareclones started to shrivel and die.
The clone formation rate of BEL-7404-ADM-
P4-H cells was significantly higher than those
of BEL-7404 and BEL-7404-ADM-P4-M cells (P
< 0.05). Only BEL-7404-H and BEL-7404-ADM-
P4-H cells could form spheres, and there was no
significant difference in sphere formation rate
between BEL-7404-H and BEL-7404-ADM-P4-H
cells. In BEL-7404 and BEL-7404-ADM-P4 mono-
clones and holoclones, there were a small num-
ber of lowly hoechst33342 stained or non-stained
cells, but cells in meroclones and pareclone cells
were all stained. The hoechst33342 fluorescence
intensity of BEL-7404 holoclones, meroclones
and pareclones was stronger than that of BEL-
7404-ADM-P4 clones.

CONCLUSION: Based on resistance charac-
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holoclones contain a higher proportion of liver
cancer stem cells.
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BH: AT % T am i 6 ok 25 45 PEBE A 2 iR,
3 F T R B AT IR T 40 BT A 64 1% T EE.

J7ik: VABEL-7404%8 8 & A F 75T %, AR RAK
P ASALIG T & 5 B, JF T T % % (adriamycin,
ADM)8 mg/kg T, £ A 424 1.5 cmAT I
A ML on FUMUR AR IE I, JF AR RAR W & 4 4%
RAR, FHFARMBALG w4 % % “BEL-
7404-ADM-P4” | AR 3% sk 75 B 18] Ae- | A 95 T
min s B L. BRA R m s Jk, IRBEL-7404
B BEL-7404-ADM-P4 P 7 s 0 3%, AR 38 .15
WESALTLE. HHy e, Fulk, &
BEL-7404 % BEL-7404-ADM-P4 3 % 4 ¥ 4 %,
M. SR, & L ny s T4k, Prigsise
N RBEBREFEREFRVRE, RiE4 L
. 3n f%. & EEMhoechst33342% &,
HEXEREZHME TIELEEH I, LB
BEL-7404 % BEL-7404-ADM-P4 3 3[4 & A %,
M. B . FEa3gin . L%
PREBEFHT R FE AR hoechst333424 &,
i DLAR ) I8 T m B PT A2 6% S5 T4 BB,

R IR ARAEFTEE TR, £hNE
SR B AERIEAE P, AR R T AL R R
¥ A1100%, H & A8 K F — K 2] 5B v 4K 3
AT Y4z, VAR R T & T afpain g
& WA A LB E R, miLE
KK, o uERZ, F Ik E R,
FFHI0R T4 h M m sk e LK
M. % BEL-7404-ADM-P4-HZ TBEL-7404
%BEL-7404-ADM-P4-M, 2 % A %it 3 &
SL(P<0.05); & FHRM R F: XBEL-7404-H
%BEL-7404-ADM-P4-H T % & &3k, &
iR R &%, MBEL-7404-HA
BEL-7404-ADM-P4-H& ¥ 3K s R L8, £
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ADM-P4E 5 e P A L, o . 751
Mhoechst33342% &, 15 5L: BEL-7404%BEL-
7404-ADM-P4 3 55 5 P 4 5 IE A MV 4
RFEFARF oy mie G A, RIS e, F L
M4, HBEL-74043¢ 5 5P A L. ¥4
%M. % % %hoechst333423 5% E Y& T
BEL-7404-ADM-P4 3¢ %, & P A 5. 3o 5%
M. &k

Gt A TR T m e o w25 4% ML A tm ik
B R R S B, A LA
% Y5l o9 BT I8 T 4m L.
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AT, (BT T B RE, T
FRRE 1K P g S R A, RS T4 T T 2R
VNN, MR RAE. RIE. BRBULE
R T IR AL ah 4 e, X Le g g A B R
B JCPRIGTEAE Ty R 2 R R S SR A,
FEIXFE 41 B FR A 4l Ml (cancer stem cells,
CSCs)™¥. CSCsHUBEHERTHER H, KL
C i 41 M PR A7 AE B4 T4, LR
HOA R R oS T Ean
JiF gt KBRS EIESE, CSCsTERAN I I
T M55 97 211 v B e E T K, A PR 4%
PEN AT A e vl B, AR RN P RO SR A
ARG A S B9 (non-obese diabetic-severe
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combined immunodeficiency disease, NOD-SCID)
MR P ARECRE G T BB T R S HAT Ah RS
JeHekthoechst33342 (K RHED L I LA, WP
AT T P40 B e i 15 TR E o B R T A, AR
P v B T A TR S B 23 3R A, W4
F% (holoclone, H). 43 7% [% (meroclone, M)F15%
el (pareclone, P), BTN 42 v i i i it
EAE AN, s R, R
A1 B e AR (K A DG S CUE SR A v B
ERE T AN, BRI, AAJH-E AR B b o0 i R T
4 fi(liver cancer stem cells, HCSCs), &6
S (KT H. A SCLABEL-740441 i 5 A A 5004,
DAl i 15 57 O T- B, AU R S HC S Cs i e
BESVARE 0 H AT 7 RO SEg, DU I PR BT
o JHFE T4 L FR) U B 1 S Y S 6 LAl

1 MRRTSA
1.1 A AT 40 i RBEL-740404 [ 7 il oK 2%
M ZE, 5 10% 06 4 35 O KWISENTZA
A FRPMI 16405577 (I = KWISENT A 1)),
37 °C. 50 mL/L CO,:; 7 h 15 5%
12 Fix
1.2.1 BEL-7404-ADM-P4m fitt % 849 3 s HUG
A KB EL-7404 40 i 1 % 40 o 2 5 Ky 5 X
10"/mL, 800 r/min.[»5 min, F-#i_EiE, FIRPMI
164017773 1 mLE &, F1 mLid: 4 4% % 4 i
RV, S AR 10 R BTN ES B R (0.2 mL/A,
REEON S 40 B 5 12X 10°), I BT 2% 2GR
JT R 2AT FRA RS mg/kg T, £5 s BN
1.5 cm I HURS FE 8 40 i s AR 3 7%, FEE AR
1A B BALARAAR, TR 5 DU AR A 9% 4 B iy 44
Jj “BEL-7404-ADM-P4” | 31 H & 10%FBSI
RPMI 164055773, & 137 'C. 50 mL/L CO, %%
TR IR
1.2.2 #mpass e PO HAKIMBEL-7404.
BEL-7404-ADM-P441 Jitd, JBEREE 16, B4 ifnih
LA AR RS A0 PR R, R R A i Ak
12504 /mL; HX80 uL4n i, M 10%M6 44
MIEFRPMI 16405577 5EM % 4210 mL, F&4EfL
100 pLEEFI N96FLAR, ~FIgREFLIA 4, & T
37 C. 50 mL/L CO X574, 2 hilsIfid %
FEFLE A AU M 0L, o ac SR 40 M 2 2
A5 R 130 Y Tl O 2 A T A A O, i s
MK 2w IS AN A0 i e B T et L, AR
I A e v B RS A0 2K, ¥ haBE Sy h32K H M
HIP, Ml FRic Aad sk THE BT il il TE
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R = bl SR A L2 X 100%.
1.2.3 BEL-7404., BEL-7404-ADM-P4 ¢ % % ¢m
P H. M. PoyE LA RIS RIS DK,
H{BEL-7404. BEL-7404-ADM-P4 57 5 41 iy
HH. M. P, BREGH AR AN 20, R4 i 2%
17, B2 A\ 1.5 mLIfjeppendorf &5+, &
2R, I 10%6 4 M TR PMI 164055 77
Rk, AR R O 1250 /mL; BX80 pL4i i
B, HE10%M6 2 IS IRPMI 16408577 KM
B2 10 mL, 1%5EFL100 pLEERH N 96FLIR, K1
FEFLIANGINE, 137 °C. 50 mL/L CO% 5544
o, 2 hit B A A 2 wioW S BN 20 g v
TERUEDL, VA IR TE R s TR R = ok
VB TRR A EL X 100%.
1.2.4 BEL-7404. BEL-7404-ADM-P4% 3H.
M. P#yJ e i B 2R3 A HOG E K
BEL-7404. BEL-7404-ADM-P4 & H:H. M. P,
JERT A0 A At i fs, P BC 2 mTeSRTMILA
JWR I 40 57 4 15 TR A E R Al i, 2000 r/min&
20K, HHEAN % 92000 /mL, Rl TG ES
B IRI96FLHR, 20040 B3 AL, & Fh 4l 10
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Abstract

AIM: To investigate the role of mast cells and
protease activated receptor-2 (PAR-2) in irritable
bowel syndrome (IBS).

METHODS: A total of 90 subjects were divided
into a diarrhea-predominant irritable bowel
syndrome (IBS-D) group (n = 60) and a normal
control group (n = 30), all of them were selected
from digestive outpatient department of Nanjing
Hospital Affiliated to Nanjing Medical Univer-
sity from January 2012 to December 2012. The
expression of mast cells and PAR-2 was detected
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by immunohistochemistry, and the expression
of Occludin was detected by Western blot.

RESULTS: Immunohistochemistry analysis
showed that compared with the normal control
group, the expression of both mast cells and
PAR-2 was significantly higher in the IBS-D
group (5.20 £ 2.78 vs 1.40 £ 0.55, P < 0.05; 3.20 =
1.64 vs 1.20 = 0.45, P < 0.05). Western blot analy-
sis indicated that the expression of Occludin
decreased significantly in the IBS-D group com-
pared with the normal control group (2108.33 +
59.58 vs 3113.00 + 77.74, P < 0.01).

CONCLUSION: Our study suggests that in
IBS-D subjects, overexpressed and activated
mast cells may stimulate PAR-2 and lead to the
damage of intercellular tight junctions.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

Hepatitis B is a global contagious disease, pos-
ing a serious threat to human health. How-
ever, its pathogenic mechanisms and how it
ultimately leads to the formation of cirrhosis
are not fully understood. Elucidating the pro-
gression of hepatitis B and the mechanism re-
sponsible for liver cirrhosis formation can help
develop novel antiviral treatment and anti-
fibrosis therapy. In recent years, great progress
has been made in understanding the pathogen-
esis of chronic hepatitis and liver cirrhosis and
their treatment. Cytokines have become a re-
search hotspot in this field. Emerging evidence
suggests that a variety of cytokines in the liver
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have a quite significant role in the progressive
process of HBV. Cytokines mainly mediate cell-
cell interactions in paracrine, feedback or other
manners to participate in the pathogenesis of
chronic hepatitis B, cirrhosis and cirrhosis with
infection. In recent years, many studies sug-
gest that serum interleukin-10 (IL-10) and IL-17
levels are correlated with the development and
prognosis of chronic hepatitis B, liver cirrhosis
and cirrhosis with infection. In this paper, we
review the progress in research of IL-10 and
IL-17 in chronic hepatitis B, liver cirrhosis and
cirrhosis with infection.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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AR A B A 2 BORAUR] B LT AT AR AL B
) R T A F . R AR KRR A
JF BB AT %, 04 BU) AR, A B0 A BAR A el vs
I7 09 F BRI Z —. I F R TR X BAT
FEA G Z A BE T AT T AR K&, e
B F % A B 5 6 B 3 BLAGIEE R AT A
% Fpom i B F A CRAT K ey AT K R i AR
PAHREZGER, MR -F % @it 5kl
KAF-2mfo-2m poAn ZAE A Rad i BRATER A
G5H XA LR AR X, AL BT
A R et 1L 2. 4 Rk S AT RN A A
# @ ~%-10(interleukin 10, IL-10)F=1L-177K
Foy SR G IR SR K. TR XITFAAL
BT RRACA I B J 09 B AR R TG H %, A
LHIL-10F=IL-174F TRETEIF X, TH

| L )
12 TR R A
A HROME 0 4E Fe
AR AL &%
97 B B AT
PR R AY 64 AL )
CEE XS E
N % # aa fo B F
4 &) 4~Z-10(inter-
leukin 10, IL-10)#=
IL-17% 31 &K & 4t
XBATFE5RER
T4 CAR K 0
HFATHR A LA
A AR E
ZAER.
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BT K AT A2 AL BT AR A A 5T B 3 B AT 09 A
MHEATLR A

© 204N IBEBEWETERATAE.

ST B Z R 5 BEREAL; Bl R T B
NE-10; HNE-17

BN ERECAFEGEAERLEF, &
A-%-10(interleukin-10, TL-10)37 4] 4 52 K 2@ A6
(dendritic cell, DC)#9 51t % 3 52 T AT £ g% 7
(hepatitis B virus, HBV) & 4 1% 4k, IL-104p4) £
P B T 6 o ik R AT B, AR 3K R A T LR AT
A0 R, MIL-174% & £ HBV /G 8 50k Z 2
B, AR ik R R R RS, SR e

O, B30, IL-10M0IL-17/EI@M o BURTS . & BURTRAT
BUUARFBEEHERRELPOARER. BRENHE
bZY& 2014; 22(3): 333-339 URL: http://www.wjgnet.
com/1009-3079/22/333.asp DOI: http://dx.doi.org/10.11569/
wcjd.v22.i3.333

03I
CIURT 48 993 7 (hepatitis B virus, HBV)EYL &4
BRVER A IE DA o) j, A 3 ] L 1 4% e
PP 2 —, P faH N AR, RAE20064F4:
HE OB R AT W A A R, T E1-598 — ik
ANBEHHBsA g R M 7.18%Y, 4bF LT 4
R DXL T GEH BV IR R 408 a2 5 2500 AR 4 15
F i F BN, REHBVIEGRZ KA
JUIHECER S LIS, K2 HOh BESEAE 3R, th T3
oI5 RGEA KT, 80% K J 1A 12 Pk TohE R4 A1y
# (chronic asymptomatic carriers, AsC); JL B/
YHBV Ji7 22 RN WMl R AV FEAG A YR
DA SN GEHB VIR E 7 GE 6% B 292 /&
Hretehilk, 2 —d SR 4.

LI R IR 2 18 2 R Kk e id 7%
T E B, A, SRR IR B
RS I K up fferdt B AT AL 41 Pl (hepatic
stellate cells, HSC)H 5%. Kupfferdll Jfi 2 & & T 1T
M52 1) A% B i, 2 SR [ A % I
R S K up flerdt /R BRHB Vi 2 811 2E
A it DAL 5 SO0 R IR IS, 0 A i 2 4 A i A
T2 5 HEAC R BN RS . 24 H T 52 31 2 P47
AISE, A7 40 BRI 052 A R 4 T R B PR 22
RN MG, NI R 40 A,
HEIHEAG ) R A R e o iR Kup fferdi it 2
JH B AR 40 0, At AT 308 3 AN () PR R A1 e S
el —Fhg i, BREAE AR 7B 1 (transforming
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growth factor p1, TGF-B1). TGF-B17E T4k ) K
AP & o6 ™Y TGE-pIELAERE— 0w
HSCAHAZ 40 M/ 55 0 W TGF-B1HF
S, T GE-BLAHSCIIE [ i, X fgdms
JHF 40 L 98 9 I, SRR et 0 P A/ IR ot il 41
IFER AR, B A S AL I R B DR . I
AR GENE R R [N, A4 P 22 P it DS 11 A 3%
FIEWM A WG R, KE = APt R R R T, 75
HTGF-BUMFLFAERTN, Rk T H-lifk 1247
PESJEE. IR G RIS LA 1 R 4t T e 56
(spontaneous bacterial peritonitis, SBP)f % I, /&
JFFRE A, SR AR I R B LI 9 i 2 —. LR
DRI ] R 5 JAE A BT 1D O 18 s W 4
AT BN B S D ek 99 5647 Ok, AELS |
AT IMURE S IR s e (R LA R AR DL AN 52
IEAE. Bl, WIRIE 40 i K 1A 3-10(in-
terleukin-10, IL-10)FIIL-174) 32 &vE, IL-104E
h— PR KT, FEIRER JEE N2 1 [ B R R |
A AL, 52 A%, TL-172&Th1 740 0=k
IR APER T, BRI &R JORE I A A2 e R B DIAH
K. DUHUX P Rh A R 1 St i LB . 2B
JHF 98 AR, B PR 45 O L s Jk e PR B S IR
VE—&5ik.

1 IL-108Y3RR R WS ER

TL-10 & TV 15 1 T 40 B NP 7 43 04 1) 440 i PS4,
FEHTh240 50w, IE KA. EEgn i,
RN NKAH NS5[ A7 % 40 BL K CD8”
THI M. B A% & Y Y 2 40 i 2 T o)
IL-10°. FFIL-10-E 25K [ EREan . T4 A
Kupffer4i Ji.

TL- 1085 414 72 A 40 PR 5 BG4Il PR3
(cytokine synthesis inhibiting factor, CSIF)",
T b 0 PR F R S M S AR e T R A
Wi k. IL-106E0% (2 2t BAH Hu 189 5EL 7 (L AT g E
FPURE R, S SR G S Y. TL-10BERS 0T
JIES K & R T P 4 i, O B AT 1 B 2
th, Z 53R BB Y. IL-10F% T fefg /2L
Yo 5 SN AL, LT R A ) A R S
L AR PR ZR LR B 1, IL-100 T4H
L BAZAN I BN B LS R A A
e ER]. BARILAE LU J LA 51 (1)
U HEANEE R A o N O SN TR KNS E i 0}
G SN (2) AT h 1 40 i 43 il 4 i DX S AH
KIptie; GBI FZMMMNO. 40 Hu FE T4
(cytotoxic T cells, CTL)Z 8+ A HoAth L )i
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SR (@I Z R R N 1, 2 A, R BT e RSN R 32 5 H . :ﬁiﬁgﬁ )
HFRRKREFRL

T4 #-y(interferon-y, IFN-y). IR IRFER F(tu-
mor necrosis factor, TNF). TL-2F1H7 4l ffg- F iz
A MO BE V% T 3 K T (granulocyte-monocyte colony
stimulating factor, GM-CSF)ffj= 4. Tl P Fig
A2, TL- 104N HIALAR AN 1L G S . e Ah, IL-1038
AT AN K N A 35, R A e SO,
T T 188 1 98 RE AT — s Bt 3 1) 2 ) 4
AR, IRZ WKL, TL-107E H & Fa s R
i WOMAED . S E AL, O MR bR
SEPI RIS, FRIL-107E 30X L8 Hh 4
A EEAEH.

2 IL-108VS R 24!

IL-10/8 T Th24i Ju sl 7, & 2 e Al 5 4k
G P A UM TR Al 2R S e AL
(1) F=HE A L, T2 TL- 1090 AL AR T 52 s 2895
JEARIIRE T, IL-1095 S AU e i 52, 32 220
Tk AR IR 40 i (dendritic cell, DC)HI L BEK
ST D C YN M R T A7 E K ) R A
AU 21 5 & & (major histocompatibility com-
plex, MHC) 11 38731 FLal sy &K 231,
TP I PR R-MHC T 2K TR GV 52
ESVIAETAN ML, WOSEHI A6 T A0 i I (i gk 2L 19 .
D C H i &I Pt Js 318 5 ) e de ik 1) — 8 4t
JR 32 52 41 ifd (antigen presenting cells, APC). [A] i,
D it s i M f 928 B 25 (1) 3 22455 - 4l L R 4 )
H, T YRE P A R A A T B2 AR B R
R M. DO 2 5 i R 40 i 1 B 4 32 4% A
ST ML AR 2. AR BEAD C 3 2% LA
(RIAM N 2. ATRIEFCUER], TL-107] EARHIDCIKY
B TL-1088 45 T DO R AL FE ) 5 3B B,
I 2 BRI 1 B R M 5 (WITNF. IL-1)IF
KI5, FMIDCH I, R0 4E R/
SIL-10/f)5 i b L. ZIL-1040 3 f5 [IDCiE
ANAMEREH R )G, Afer L% a5 BT
AL, IXLEDCERIE W A G PR, HT AL
IR, ROMAR ATl O ) B, 51 B
S5z, 548, RGADCH T HJCRRIRAS T4
JH0 4 TET PR 4 5 TR 2L 4 A DS it S 4 ey totoxic
T lymphocyte-associated antigen-4, CTLA-4)4) ¥
FARIE N, A6 ARSI I A i A 1 T A 3
AbPTRE S T A0 3 A A, Rk
FADCHHNHITED CIV A 4 ] Lhsd i 5 5 1 5 PET
MMKTERR S 5 R VAT, B0 5
WIL-10. TGF-RAH 7 NS5 % NE T
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HHEFLRW, HBD C o FE K0 o 3% i
AR, B i A 2 A, T DC R 1 1F f ik
A BT AR AR BT BEJETL- 1015 5 Ao e it
Z 5L 1 Ak, TL-107T DUE 6]
WAL TN M )G 43 WAIL-12 TNF-a~ IFN-y, M
TR & AR A e BT i 3 b A G it 52
HWFERY, IL-107] LA RINK T4 75 5
P 52152, JLEAAHLRI AN 4.

3 L1789 R e B EF
TL-172 P03 2102 2 40 i 8 122, sk
IS T 41 B 3 B S 1 C DA e A2 T4 i =2k,
FEHTh1740 0501, trf LLiCD8™ T4 .
yOTHIANM . FAR R TANM . Hp R 40 i A0
IRE WL 20 Jf 5 7 AR P TL-17 ) S g 2 A P 2 3
eI R 5 A2 ARG Aok SEILIY, TL-175248T 72
IIA TR PP Al R TH . MUK 2 24 bt
JR R, TGF-BAIIL-615 5 A BB ThO A iy
W Th1 740 4620, Ze gk at b, TL-234 ik
Th1 790l 0 WAIL-17, TL-175 524K 454 ), vl |
TR ET 4 20 M 3 0k N R 2T 4 B i R A B O 1
ICAM-1, (& uk4n i a5 B, BEAT(5 51434, IL-17
BB 9 Z U0 5L 40 i = ZE1L-6 1L-85% RF
MR, 5 S 3 R 4l BRI P R 4 A5 AN i 4y
A R T PR A DR, (i R A
AT [HI, TL-17 0] 5 S B4 s 4L, JE1e
BETA MG, AT A AU TR RR 5 M iz S R
IL-17 0] LU 08T 4 40 i 53 i GM-CSF, {2l
BEHE R AR A Bl Ri4n e fIDC, ik
— RN LA S8 Y 25 1 R A K e

e PR R R, TL-178 KRS S BRI Bl
R T F T, e 2 R T
SR UL HY 5, X BC PR A D WEh R — IR AE T
IL-17, 3y RSP, FI R T IL-1735 401 1
BAGTR. IL-234F 4 [FIRE R R K7, &1
SPIL-175 W0 () SR AN M R 222, ZE B Z TL-231)
/NERARN, Th1740 M) LP-ASBER R, X &N
Th1 740 Ja i)™= A4 BAR AN HIL-23 k€, fH2 ¥
HIL-23, Th1740 1) L-FANREAF G Sk — B 4l
BB B3 46, TL-17 g0 RS R 2R 4
(Ko B, B AT % S TNF-o, 55 2 F (mem-
brane cofactor protein, MCP)-1, % 3 AINOA i
(inducible NO synthase, iNOS), [ i3y 11 K 7
(leukemia inhibitory factor, LIF)FIHj#IiF £ E2
SEIVRETI, IX LG IR F AR 21k S L B I 2 A

L X TIL-107=
IL-17£HBV & %
J o A ERR R
A2 5 4 R AT R 2
a9 o K AL
#H F— 45l 5o K
P 5 HAE 4 X
BT A4t BT
i p A1 5 12 T
BT 9% # K B
wEARKL.
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WA # AL

A IGBIE L0,
TL-17:X % 7% 48 B
BfL5ig®eH
FE. TRIFE
A AL Ao IR AL
AP B e 3X 3
MNEFZRHARAR K
0 IR AL A —
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HEEEMER,
18 Ff R g,
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i i g3 P R AT A L BEUR L, TL-17
5 RANE RN i R A8 BH 2E Y i
TN ORENE R R 5 . G S
T % AR E ).

4 IL-1789RF A

HB VI J& 147 52 i MU BO 2 S5 N BT
SRR, DAOKE S A MR S A AR
PEIRBE k5 A 1D JHF 40 R G 5 P B . A D —
SRECR N F, TL-175HB VIG5 1 28 PE 45
it BB VIR R, KB LT R EFH TN
TL-177KF- 55 HILVE 2% A A B R B 280 52 IR AH
KPR E AU, JERE PR R 4 S B AdF
PHPIRAS. HBVIEEE ARG, 51 R A 55 8
() G e N 2. TL-17 E B0l i DL g2 5 U5
i IL-1780E 2 P R R 2k, (it ks
0 M SR SN, HF I JR3 3 9 U 40 v 3 5 U
RS, IL-1705 S5 088 S Al =2k, {2
A 20 2R 40 W 3 3 1k 3 0, S SO AN M 58 1k
ERREIET S, TL-17HENK T i i 40 i %
VEFH H A5 B HB VB G (1 JFF SE 040 i, 3 Bk
JHEA5A Y TL- 172 JF A0 75 S N S T v,
S B R S 0 B R i B AR 2 40 M ol
PR - S5 i B R PR K AR, R R Y B
Bz A,

5 IL-10MIIL-177EIEM O BUIRTR . 2 BURFISATER
R ATt G F R PEIER

TL-102 P57 1 G 5 A A FEFN IR, 1)
A2 SR O R EERN R, £0
4= Arnaud®s & WasmuthZ:P 0 N IL-1011)
PR RESE HB VIR B IR R 5 UH, SKeF
IL-10AF THBVIFIEER, A G855 HBVIE G 1
A 5. 3RS0 R 18 v 2 R & B 2 Y
JFF 4 R AL, 5 3 41 A f.C D4 CD25" Treg4l i
FRIASIN, R I AR 34) v A FRoxs BV, T g
SR R 5 A 0 TC W B vt 2% 22 e, T
CD4" CD25" Treg4i fu fit /= A1L-10, M AT LA
HEMIL-10 S HBVIg KR A EH VIR R, X
S5V EPI A R 8 LRk
IAENG T T & 8, HBeAgfEs 5 Thl7
A 2 5 G W2 1) [ ST 101 233, b
AT A T - 1038 3o R i 2 FF R AH G A% AL %2
{Ayt(retinoid-related orphan nuclear receptor vt,
RORyt)fMIHIHBs Aghy 5t Th1 740 M (K A JiE, I
H., IL-101EH T AR BUA D C AT 5 3 T4 i G
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BE, Wk T 40 M S e X B IRV BRAE I, X TT R
JEHB VGBI I 258 1%, SRifn, WS —JF
[ A t, ErhardtS5* YCHTL-101E 4 S 2P i
RPN 52 1A% 0 R 7, K G 88 JE Pk T 451 4
P EAE BT A,

R, IL- 1746 — R £ K7, 5181k
TRLFFFA95 1) JE IR N 4R 6 R Y. ZRA SR 5T
RINIL-177E N2 M LR 96 KPR AR 84 1 3R 05
AW, JF HIL i K S R R )™ &
FREEBYM 6, $ERIL-172 5 T80 2 BT 4
SR T SR I R A [RIREIG, AT hn 2 m ik
LM Pk 2 I 98 S A RIILIL-177KF, A K
IL-17 5% R R R WA K, JFH, IL-17
F L7 9 55 55 P 0 R P 2 I AR G X A5
IO Th1740 i 58Pk £ BT 5 0 R WL D)
MO, REFMELSIN N Th 740 M [ BT B S50
IL-1753 WA /b, 76— e REE B nl BRI 28
iE SN, AE LA TR B9E B SN A 1T 6 (7] 1 9 59 5
AR e RS, TL-10%5 5T 98 PR 14 ik
b ANREFE AR AT R R, AT AT RE
b Al v B o 1 T U LT o R A
o, AL AT LR B R R P A S B
JRTE SN ) TR B, ) B AN 368 i e kB 403, A1 5
BRI RAF 5 A T 3R 1T

N S R BT RE AL B BE, TL-1045 3
At 58 78 DR 70 AR 23 JET 2T A 0 ET 40 P 28 P
5 th e 2 T EAE . 2R R AR I e T A AL
B ICH I RARAE s A £ 5 41 ) T L- 107K
WA 5k e e R B, LT A 5 15 7 o
X ] . RORIL-102 5 T H£T 4101
RAERRE. IMESEF R W PR PETL-10 7T L
ok /D> 9 1 41 i 5 P S5 P e 4 P ) 6 i % BR i JS
8 2T PR 1 1 i P, AT B AIRH B VI G 68 JH A
SR E, XN — e AR ER . BN
2GS TL-6. TL-18+ IL-107] LAVE A% Wis by
FFREAL B FR A, SHITL-6FITL-18 3 P IF o
TL-10/1EH, 7T BEBEYS 13 2B 1- 12 vk L AL 4%
A, 75 ARG 06 06 GFTL- 107K 1 k47
Th e A B8 5 SAZ AN P G Gl B, AN T AR A6
BIEAR.

ok S ZE A POV BT L- 1 7 M35 7K P8 AT AL 20
B ORI RN BET S, ERARITER
X, WA TL-177E R4 it K A R e b HAT
FAEA. Sparna® f1QinE R PLE T i1k, i
HANEHMIL-17KF 5B R . 2R R
T J A5 JF T i AL b 2 IEAH O, $RRIL-17
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AIES 5 T P4 i R pL . R e 45 A
Chen’§ U WIL-172 15 T FFREAL R 25, FLI
KPR, PR A5 7 e . B 2
A I P 4B 98 R A A IL-17 1L-10
7K, e He 5 AH N Sh g fads X HBV DNA
(B2 2R, W RTL-17 n] O T A4 1) ik e 7
. DufkCH A IL-177K Bl RS AL (7
FERE S TR, HEMTL-170] fefe2E AR n
LRI 4T A 20 PR L, DA T ke s T U PR £ 44K
FERE, AR B AANLHNE Tk — D .

S B Pt JIF 4l £ 2k AX £ 300 e i O 1 JE g,
Rodriguez-RamosZ:®" kBTl & I SBPI i
JKIL-10FIL-187K~F iy T3, X Al it 5SBPK
Az K B A R S v R A PR A 1 AR IR
N K A0 98 [ N A 2k, TR 7RTL-102 5 T SBP
(K1 AE ML, A 22 5 A5 N5 o s B A B K 25 0
SBPAL 5 AAIESBPAL L G K I, SBPALAEK
IL-107K P& TANA IESBPAL, 1M 4 ML FIL-18
Wi T AGIFSBPAL, KW T SBPH LR K1 ik
Fa9%, XA SESBPR AT BRI, M
AT, SBPIHRIE 1 R AE A — Pl LA G i
S5 N5 0 G [ N AN (R R B, TL-10763X
— RIE S PR R R A ORI,
IL-17 5 SBPZ A ) 0% 7 [ 4 41 SOk 6 it i,
KW HIL-6 S SBP &AL 7 3
ST Z R 7. T IL-6 ] ETL-17 (1 1E H
WO, IR HSIL-1718 77 4, AT AT P TAR
IL-177/ESBPH b v] g e 21— rI/EH, (HILH
MR SR T B T 0 — SR S,

6 4518

TL-10RITL-177E 12 M £ 795 (1 HEAT H R e
b 5 F AR . TL-1038 13 901D C Y 204k A%,
2 ARAE S I NAT 5 A o B T, AT 3
HUAR I S5 i 52, S EHBVIEGE YA, A,
TL- 108 it B 440 ) 22 Tl 6 22 40 A P e, k2>
72 e PSRl i e N 1] 2 i 2 S A
BRI, KRB RAER BT T QB RS T
TR 4K, S B AL A5 O B s S e R AN i R,
SEIXANH T WU W 25 (13 BRI IL-174 541
IR GEHBV 5 P00 B8 Y, ok 2@tk 4R
9 CBIRT 58 5 BFAEAL, 38 2 TR A & OF 1
i T G ek Rt e, I8 R — R AR R T
T, ATHBVA 3 KR KAEH, AR 253 By™ &
(T4 LSR8, BEDhRE R RE, Wit ineE. Har, 12
PE R 5 (R BUR AL IS 56 4 B B, I IR 4
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W2 Wit vk £ R 28 I S i B0t BELE 27
YeA I R A SR e AR B X g AT %8
(1) 993 55 IR 98 M e I R 98 I (1) R AT A K.
R 22 U 4 R B, X IL-10RIIL-17 1 7E AL
RIS ] REA B T 120 & B JH 2 AR O RE 1)
TBIT R A . AR AEIL-10FIIL- 1744 4F A
F T PIRE AR 18 P LT R R AL 2 T,
AR Z TL-10F1TL- 1778 T 2238 1 JoAth 1
ARk — D 0T, AT k12 1 2 L 1)
Biia AAL VA 7 B A 5 04 1 B R A A
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Abstract

A close anatomical and functional interplay ex-
ists between the gut and liver, named “gut-liver
axis”, which has been associated with the patho-
genesis of some diseases. Intestinal bacteria
play a key role in the maintenance of gut-liver
axis health. Altered intestinal bacterial flora,
increased intestinal permeability and gut-associ-
ated endotoxemia will damage the normal rela-
tionship between the liver and intestine, which
in turn leads to a variety of liver disease. Thus,
modulation of the gut microbiota may represent
a new way to treat or prevent chronic liver dis-
ease. Studies have showed that gut microflora
plays a significant role in the development of
nonalcoholic fatty liver disease. This review
summarizes the recent studies highlighting the
role of the intestinal microflora in the develop-
ment of NAFLD.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

Abnormal methylation of the promoter of sup-
pressor genes plays an important role in the oc-
currence and development of pancreatic cancer.
The degree of methylation is closely related to
the activity of DNA methyltransferases. Mi-
croRNAs (miRNAs) are a group of endogenous,
small non-coding RNA that can regulate DNA
methylation (DNA methylation can also regulate
miRNAs) and affect the occurrence of pancreatic
cancer. In recent years, demethylation drugs
or RNA interference have been widely used to
study the pathogenesis and targeted therapy of
pancreatic cancer, and are expected to become
effective means of treatment for pancreatic can-
cer. This article will give a review of the func-
tions of DNA methyltransferases and the rela-
tionship between DNA methyltransferases and
pancreatic cancer.
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Abstract

Colorectal cancer (CRC) is one of the most com-
mon malignant tumors, and the survival rate of
metastatic CRC (mCRC) decreased obviously
compared with non-metastatic CRC. In recent
years, the application of molecular targeted
drugs, such as cetuximab and bevacizumab, has
significantly improved the survival of mCRC
patients. However, the precise role of the mo-
lecular targets in colorectal cancer, as well as the
dependence of tumor growth on these molecules
are not fully understood. Therefore, patient
selection and prediction of treatment effects re-
main problematic. In this paper, we will review
the biological characteristics of key molecules in
targeted therapies for mCRC, such as vascular
endothelial growth factor receptor (VEGFR),
KRAS, BRAF and phosphatidylinositol 3 kinase
(PI3K), the correlation between their mutational
status and treatment, and the potential predic-
tive/ prognostic biomarkers.
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At FLAEAE K047 100 )5 5812 Wi (1) 45 e
(colorectal cancer, CRC)i I, MEEIET- Wi
505", ECRCA M A REAFE ETHES,
B e s Wi Ok A%, ek 22120
], Sy RRIRVRTT I R AT AT AN e V) B
HIEE #2145 H W (metastatic colorectal cancer,
mCRC) & A AL KL)3-6 motf i
24-28 mo®. DI SHT AL 5B — A T T iRy
mCRCHIHE [B) 254, LU N f7 4B K K F(vas-
cular endothelial growth factor, VEGF) Jj# 5, 18
REBRIE RS R VEGFZ AR (VEGFRs) 45 7,
M FIHIVEGFE 5. 5—REm 254, g%
HERPURIMA JE S b, Wi DLER A KR - 52 44
(epidermal growth factor receptor, EGFR) Ay #L £,
WAL 41 AR TEGFRIX k45 75, BHTEGFR
TS, SR AR W RV
FHIALAE A5 B U . ERAR IR TR 1) 254096
ST IR R, (R AT T X L A 14 /K
FINRIEATR Sy, w0 i I+, N>y
It R AT 24 () 5 ) 25 )V D B — 1897 250, A
<20%[HmCRCEH S, R E, MK
J7 e L EER). CRCYEA—Fh R it d, 7
— 41 B P TR IR 4 PR AT AN R R AR
RES, AR 54 v] K AR [R]— i .
I, IRV T TR RE R 2P IR R R E IR A
2%, fIIVEGF. EGFR. CDI33%4 % VI &,

1 MBAREKEFZE

CL 28 T SI2 I8 A2 Bl ik B2 m CRC 45 R 11— 56
BN, P ERE R ECRC AL E H S
PR R AR HUIBRY, r2aifEs
Wt 1% A 5 R AH S R L A2 i, JEh VEGFIR
RIS TR e 11 i 1 o S0 S O (3 4
R, AIECRCHVEGFH R KIA, MVEGF
(2RI K15 e e PR 1 A e L B A7 45 30
H#%EXZP. VEGFRS(VEGFR-1. VEGFR-2,
VEGFR-3) % [ AL T80T N & A A A L A
FRT, B R AK Tl 4 RIERKE %', VEGFI# %
NASCA A A A e N o A SR, [ I AE 40 g
A IEB L AR A0 LA K A B T ik R
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DB W HIVEGFRE T HiAk, FL78
20044E 3 4 F D AILHE 55 5- 5 R B IE (5-fluoroura-
cil, 5-Fu)% Mtk 2595 H TmCRCIY —
S R — BREHL = I R R DAk
SEARTT 29I DU BT 5 G Y FH A
Eb, RS I M 3 mCR C R 1 i AL A7 ) R HLs
IH®, V2 WP EoR, VEGF R R ISR TR AR,
H LA BE IO PE AL A 2 1 2 4 4 DUAR SR
7R RV R 2 A 3k i A bR S kAT T
WFFE, FEBAT K I RE 6% W i 35 A= Bl sl 0 Bt
IN=R2SV 25T bhg Gl 7R aon v/

B3I, ShinGPPEAl T DU HTX4 py 2h i
A K LA A VEGFEE 5 M HI/E -, F B H
SN O O S S R (S T S
YIMIVEGFR2BERRACAE I S IL Rl 5 24T 0
S TR X 452 DA DUAR SR o Bl i AT VR T
ImCRCHE & RN bR S AT T 50 0E. 4558
RIAEARSMR I, DUA S04 sl A #5 fik 9
B2 5 VEGFE Sk g5 A 0, JuILd DU
PUHIVEGFIE F I VEGFR2, AKTHI4 /M
ST B (extracellular signal-regulated kinase,
ERK) M BERRAAE . etk ialae, DAL
P T AR R MR 0 AR K, JFIRES T VEGF
B FIAKTHERK M BER AR A, 18 i U4
H AW 52 I mCRCEF G VEGFR2™ pAKT"
FIVEGFR2" pERK "4 i A7 1 43 £ L A JE %of
AT v tH K 2345, 24018252 DR s e a7 s
v, 184 i IR VEGFR2 pAKT 41 i b,
BEVEGFR2E 5240, [AIA, X Se 4 n G 3k
VEGFR2" pAKT "4 i Lt 51 fr) 24078 v fig A e i
P IT I RR RS, A R E 245 ) R R
ZHE LA MY,

2 RREKRFZE
EGFRJE I 2 A 2 IR MG, J& T erbBXKIA,
N AEFR HHER-18ErbB-1. Hil i 5 R AL 4,
BOm Al N (5 5 5 S ie e, SR TE . oy
AR 40 B0 T VF 2 R e s L R
Jigs A/ 4n il A CRCAI R THEGFR &2
U ST
PJLEGFRYUAR VY 2 F T A Je 5 4 il
1k BH 1 E AR S I E GF RS 2 MR I 5 1k, Sk
FHIPI3K/AKTLA ZRAS/MAP2K(BPMEK)/
MAPKI1/3(EFERK2/1)f5 55 i@ i T i/ 111
WO, MR 40 B 1Y SE A5 40 M T2 CRC

B 47, YAVEGF#»
EGFR % 2% 64 ¥e
mEF 2 E A
THBREAW
%, EPKRAS.
BRAF$AERRE
st T i ik B fe
SRR RO
HERELE L,
e AL — 3 % F
AR AN X Sk fe ) 04
FHika, Bk
FRGLEWY
TR /TG A E
B AP S
T
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W8 £ B8
Zlobec% #F % TO-
PKEKAKRAS.
BRAFAX R A E
BRI
Fo 5 PECRC &
F P o AU Fo TR
MR, &R
T £ AT EGFR
2 M A M BB
#mCRC & % ¥,
TOPK T 4t 2 —
AH A8 88 TR UG
T B 3% 4%, fPohl
SRR ERRT
CDI133% 4% vA
AR, 3 A A A
ARE—RIE TN
mCRC & # — />
TR AR EH, Xk
AR E Y T A
*t 45 Hb 05 ik 4
ZIE BTG E
FARETEE L
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o — R 5% Ak 5 EGFRUHE 58 98 47 55 1) 5t
2 RN 2 FE v SEGFR T T AU iR e
K. EGFRHEED ¥ UUE R 58 I 55 Jiev e o v 224 o
PURIT)E BB B R AH DS, it 17 22 8
) REUERE B ) 55 EGFR (1) 5 /N BC A4 M 25 1 (epi-
regulin, EREG)F1XUif £ [ (amphiregulin, AREG)
ImRN ALK E ", ks, #iDeng!"”
FGoldsteinZ5" i, . VIS AW e gh
HATEGFREIAH, @ B JE, $&/REGFR
T8 B 7% IR B2 45 v 1) 3 2k LA TR R B Kb e B
A IR R ) 2 IR T REVE R TN AE AR R
Bl BB LM A P2K 1 MR AL R P S6K fl %
KT RE 52 P B LRI M mCRCEE T
bR AR A7 A 0 A MY, B 2 g B R W)
EGFRA5 5 T30 #% b i SRR 80v. 40 1
(10 3 R R 2B 9 A5 S WP E G F R AR iR PEfiif
il R S HIEGERZWIIN L S 2 EGFR,
fHEGFR H £ I AN 2 G RT7 AR L (4 $5000 A -1,
MEGFRAKH 12455 5 18 #sRAS-RAF-MAPK
FIPI3K-PTEN-AKT (1)) 48 5 %5 #E [n) 259097 34
(I FS ] S AT 45 3 R

2.1 KRAS KRASJETRASHNFKIEKRAS
NRASKIHRAS), Gy —Fh S0 AT IR 45 &
BH, RS G HEGFRIEE N1, H
JEIH I BRAF-MAPKIH i 1) 15 5. KRASH
DATE o b5 A A 2 B A P PI3K. K
2132%-40% K ICRCHEFH AFEKRASTER TEAE, 1M
85%-90% {15848 & AEAE 1280 1347 %5 65 1, HLAx I
KA SO 1RL(5%) M2 14607(5%) B h 1 1P ix
LESAAEAFG TPRE TG, FEUMIR AL IIKRAS
HABRETIHNGTPE A% .

CRY STALBEHUEN T (1) [Hl i 14 43 #r 7,
KRASHRFARE R WIT 3 Lk EAEAr
W, RAEIZ AT D) R i Allegra®s®!
(IRl I S K RA SHE R 5838 B TRINEGFR
PN 25 4R, X — R I A mCRCH Mk
ARVR T BE NS, B RO T A B 52 1 2
Prekir Je BB IT MmCRC G VAT Al #0EEAT
KRASFHER 2. 1347 01~ 74N SE R 584
P75 R SR, De Roock 2597 B /R 5512
6 1V 2 i SRS 78 2 BTy A A 52
Wi, T 14607 26 At 1~ 58 A8 WAS sE Wi o7 8, HoAx %%
17534 B HADK RA STAZ Rl 2, WL mT
REAS 2 H B (W BUE B0 1. E— T Kby
HCPU A 1 B He R 2R 1 B h R, KRAS
G13DZRAR 514 Z & HHT a7 7 345 T 4F 1) 4
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ARG R AR AR B S IEA G, (HG13DR
A AT HPTm C R C & #5015 HAT 7 2 8 bt
RIT AR &, A Rt — 2 BT vk
BE AR G0 UE SE P BRI 50%-65% ) 1 4= 4
KRASJHR &4 ST EGFR T A 4K BT, Rk, %
T A b S A R R AT 4k 5.

TEKRASTAR A, Jiie 4 fIMAPK 1/3
5 1) B 2 KT BT e g (1 A AR L X
— TR, A0 R A A 1 XU S PE R (dual
specificity phosphatase, DUSP)Hlsprouty(SPRY)
[Fi) 5 49 7 5 o T B T DADRSS K R A S 578 fi g v
MAPK1/315 5 9% i P, Pratilas®: ™45 i DUSP
FISPRY 1338 55 Igd FIMAP2KAK i P A7 K, [+
F£, De RoockZF Y i /R fEKRASTEAZ T AA
o1, DUSP4 [T 5 5% 74 28 L hr i Uk 2
i) FL AT A 55 M. DUSP4 mRNA = %35 [IKRASTHE
ACRCHEF L Z N ZH 0 huifyT o, HIoik
JiE AEAE AR AEAE ] LED U SPAMIG 3 1) £ 5 ]
WL
2.2 BRAF BRAFARAFILNZK K (BRAF -
ARAFI. RAFIWI)— 54, gt —Fh 22 % FR- I
SR R TN, 1 T AR IS 5 MRASHE 5
£MEK1/2, /ERAS-RAF-MEK-ERK-MAPKf &
W EE W SH T, S5 REAREK. 5
AR T35 Z M A2 AT, REY15%CRCH
FFAEBRAFIE N 5 i HoH>95% J BRAF &
FL SRS 1 P (1 VO00E S A, {EA5 5 ) i
7 HVO00ES AL 5 e AN . W FURKINKRAS
FBRAFFEAAECRCH R HHE T 1%, $o4th
VR AT AR SR B g, I 0T Ge A AN [A) 1) 45
. BRAFFRZZ IR FIK R A SHAL IR AR 41 432
HIIG RIS HE_F PR )7, [R) RS 8 1 78 58 A
I S, AN, BRAFIEINRAS 5 CpG iy
1t 41 (CpG island methylator phenotype, CIMP)
A PR AT HAT K, MK RASHE D 584 M 5
LR Cp G iy F LAk R NGl 1R AR i
9&3[27].

KB W5 R Y, A7 BT,
BRAFH: NS48 (im C R C 1538 % 7 2 5 i ol
M JE FRPBAT [N BRA FHREPR 5848 2 95 2
BT R A S 0 A 2P, Ak, Di Nicolan-
tonio%F P06 113451 74 22 1 S HU AN JE SR Lt 2
ImCRCEZ FATRIMN, KIN30%-40%FTKRAS
FRAF M A FIKRAS EH P 14% A7 /EBRAF
V600ESEAE. F1BRA FFEAL (1) 155 % IX Wy Fil 24
FAAEmt 2y, FL A A7 SR I A B o ) PR
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CRYSTALWF ST #RIE™, BRAFHED 548 545 5
T BRI AT VR T SR — T VR T I B AR
HKRASEH A RTE K, #ERBRAFHEN
RART] e — N EE TG I #, e —2ia
I v N AR ARV BB SO AT AT IR YT IR
BRAFFRAZIBFH ARG,

2.3 PI3K PI3Ks&—MREEF IR, HRHEANF 1) 45
PRI I I B 4y 32k, MAEKKN 5]
[FYERTKAHEE &, PIBKSEK G ITAZKRRIFF4AiS
fb, RTKAFEERBBE G I /MRAT I A K A
FZAK(platelet-derived growth factor receptor,
PDGFR)FHik & 22 A4E K K1 152 A (insulin-like
growth-factor-1 receptor, IGFIR). 1A/ 14 5
TRAK, H U W (p8S) I AL I (p110)4H
B, 45 H TR R Z15%-18% pl 100 fm) F Y
(FHPIK3CA%if) 5840, 1fii>80%[(IPTK3C A%
AR HEAEY T A BT (60%-65%) 58205 4h i 1
(20%-25%)". PIK3CAILIN5EAL 0] 5KRASH,
BRAFFERI AR [F I A7AER,

I dlt — AN BRI 4 A PIK3CA #1205 Ak
79878 5 B AR KR A S JHYRE (1) V5 2 8 BT
SRR P SRR RPIRZCAFEIA L, 95
AP RAEAEWIT L, 112075 8 8 SR Tl
IRPUG A BP 1 T PIK3CA205 4h i 1R A8
RAERAR, RIS FF 83— 5K AR 3L, Sartore-
Bianchi%§ P 4R EPIK3CA 557 HEGFRIFIAIT
IS AT DG, AEABATT IS R4 LU Prenens
AL B 2 (1205 4tk 1 58 AR I R /D 1195 Ak
B TFRA, MiPrenenZ A HPIK3CARAVR
550V 2 PRI S N A A DG

MR, PIKZCARA 5HATIKRAS 1
I CR C AR S M A7 2 AR AT 568, B
954 i T FI2075 A1 8 Ik A S8 A AT T
SKIEATHEF, BRE 75 BEAT 58 2 (0 S0
PIK3CAZEO T4 & 1 F120°5 &b i 75845 (1 T =
YEH.

2.4 PTEN 46 TPI3K 5 5 W] LA [RI 5 P o IR 1
ik 18 (A(PTEN)IH]. PTENW] DL ik 2 FpL i)
i, BAGPTENHE R 5 CH I8 588 260 5%, 1E
Fe R TS R ) e g o SR AR T )
109235 G4 (0 fA 1 5547 5 PRI (1 ke 2% (23 %) DA
PTENEIRIX AR (19.9%A74E T i i T2
ANFEE B 45 B, 2.2%F 2 TARAR I 1
SRR )

CRCHPTENGR K I /E HT & A 76 4= W iff .
Loupakis“5 A Ky #:8 M HPTEN S 2k 1] fig /& 7l
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DU F 7 2287 LI A P ST R VR T P R SR
fabs. R KIMPTENS R 5KRAS BRAF.
PIK3CA A St EGFRZ ARVE M A7 7E. 4 #f0E
PTEN"/KRAS HmCRC & # 5 HAth 5 % Tk
AP, SRS AT IIPTENGLU R FIKRAS
SARIRSA B TIiEEGFR¥PTAH V fimCRC
PRI, e R, MKRAS K EF A
N, ANBRAFFAL &V 24 BhUy 7 U S 1
MFEFR, 1P TENH K HAGEAE A POl vh 22 5
PUT RS ED. HEAh, PTENGR AR IR 412 UR!
HRAL T RIEIFA B T H R A
PTENEKIEHBAThRUENTT %, BIIE TR —0
(RIS e L L
2.5 AKT#*MAPK AKTHIMAPKJZEGFRf5 5
W N . AR EGF R U b
VPS5 AKTHIMAPK AT X, Fs |, 0%
7 {E /N g it 2 R R IREGFR R 8 (1
IR 1L AK TREWS T TR Is ) S S Y. SR, 78
CRCHVIEEAT 28 (7T 7€ HAE IR EEGFR
B ) 2T B RO AR

T, ScartozziZEP 724145 52 47 37 % Bt
RG24 B P0EIT FImCRC B H AT, 2
AT i R T 96 20 2R R0 A B 20 23 rh B R AL AK T AN
MAPKKIA, K 535200 % - 10 23 e
TBIT K RA SHY A B 8 38 AR S5 R R R, 4
BB (DEFE MR AR, AKTRIEMHE
(G141, 43%)5 B @161, 57%) 01k fe 2k A7 )
(progression free survival, PFS)73 5 42.4 mofll
6.5 mo(P = 0.0006), ;1 /E47 M (overall survival,
0S)%3 %1 247.8 moF126.7 mo(P<0.0001), Sz Z
(response rate, RR)& A 3 7 5. MIMAPKPH P
FIK(3211, 44%)5 HI1EFRIL(40H1, 56%)FIRR
PFSHIOSHEA W& 25, () T 70437
5 Jggg 21 2 b AKCT R #2345 (62%), B
14441(38%). AKTHIE SRRIFKR(9% vs 58%,
P = 0.004), PFS(2.3 mo vs 9.2 mo, P<0.0001),
0S(6.1 mo vs 26.7 mo, P<0.0001). MAPKJH Pk
2041 (54%), BHPEL17#1(46%). MAPK 5RRE &R
(10% vs 47%, P = 0.002), PFS(2.3 mo vs 8.6 mo,
P<0.0001), OS(7.8 mo vs 26 mo, P = 0.0004). +2
IR SN AK TAIM A PR 2655 R 28 w] 5t
F 52 AP L -V B PRAIR YT K RASEF AR Y
B HIRIR S )R,

AN, WU I R IAE J5UR iR 2R
AL, 5106 AKTAI1HIMAPK LR A1
JEA—E. CAFMHRIBCRCH — L5 )

WA G 5

K AR A0 4E
T BAT SR
% AR s
DA I A
F, s
KRAS. BRAF%
»F, VAR KU
B R K I —
W T B R A TR
W/ TG A7 & M 6
»-F, 42 TOPK.
LDH. CD133.
SNP%-.

2014-01-28 | Volume 22 | Issue 3 |



354

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

HFRENBHAE

2014818288 225 534

iR EE

AN R A 4R
T B A SN
-0 A
e RS T, £
2 2 #7697 5k
R A )G ¥e ) ik
IF R 50 B 0 TR
M /TG A7 &4 84
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TUWKRAS BRAFIRARA I kAT 215
oA LT AR A s, HoA 2B ks B
EGFR. PTENZA] LIAT fh 3 22 04 JORIX R
PR 75 5 Al i H AT TR T E GFRER ) HiAE M 1
MR, RIEEpAKTHIpMAPK & i% fimCRC
o BRI S 1 IR VR T R VP LLBTEGFRIA
JrHEAIE.

3 —LEETBVELEAYS BT/ TS AR S
RAF HATK RA S FE R 58 A48 4R 2 ] LA R 0 i
ANIE A PLEGFRIAYT IR, (R fa] P A= 24
KRAS 3 FIEF AT HIEGFRIAYT A 24 &)
Je R I AR S s R R K R A SHE
RI9EAR, K 2140%-70% (1) i3 A BE MBTEGFR
PUARRY FH sk ad . DRl 5 A 38 0 3000 /90 A
BYR L VYT R OCH B I R I — e
BT AT BE A TR/ TS AR S 0 4 T
3.1 TOPK 7£20004F, Abe ™57 & BERK/
M AP K AN 7 6 R 03 -T 40 >k st 11 B
(T-cell-originated protein kinase, TOPK), H#K 4
PDZ455 . TOPKHATMAPKKAE & FRFHE,
W MP3SMAPKHINKAE 5, Al 5eHA 40 ks 5+
PESL HAE B A (0 IR 414, R LA Rk
A0 2 T g ok B R OA, I TOPK fEdS 5 1 i
LR 2 28 A0 R R

I, Zlobec S TOPKEHTKRAS
BRAFIERISUS ORI, LRI MECRC
S TS R TN A, R IRAEAS B 2 T
EGFRZWGTT IIKRASHIBRAFE E A mCRC
BT, TOPKY A IRIBRIEM B H LA EEA
RTE. t4h, TOPKZRIALT-ARPTENIR
A Zs, 3 HHAEKRASEBRAFE LR
AR S0 153K 26 73— 1 R IA TG 0% X Be 4 L
FERAERTHTEGFRZWIA B VE S Y. I mCRC &
1, TOPK AJ RS — A MBI TS AS R A hs.
3.2 $UBA ML & B4 (lactate dehydrogenase, LDH) 7£
4, C4UESILDH-5 i R IE 5 X
e PR 388 7 8 35 DR IR, 1 /s LD HLILY 7K1 D)4
INAT T ZE TR O, (HLDHAE B2 Pl i A ik
BT BRI A R IR AFAE 4L

i Scartozzi2E "L A BTL D H/K -1
5% UL AR SRLPT R Rt 2R VAT IImCRC i
AT AR T R, 45 R R I220%mCR C A
O IR 21 4232 30— Ak 7 138451, SIZa6 4 3552 DIAR
BT IT VR TT 8241), X 4L = L DH/K A
{KLDH/KFH {7 PFS4) 7 4.2 mofl8 mo(P =
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0.0003), 1 £70S%35°419.6 moFi34.9 mo(P =
0.0014). V%P4 = LDHAMKL DH/K - #553
SN 53 3 A 14451 (58%) A8 (14%)(P = 0.0243),
FHAIPFS S35 437.3 moAl8.5 mo(P = 0.2), {708
3922 moF26.6 mo(P = 0.7). W xrLDHIK
S5 R TIUG AOG, T DR S BT VR BR S
A LDH/KPZH 5 IR IR S5 . RN, S B8
()46 w2 7R LD H AT e A F N1 /e . R
BV 518 38 75 38— 20 IR 5 512

3.3 CD133 484l i (cancer stem cell, CSC)
DB A B 40 i e 4 B 55 s e AR, R AN
WP T 6. CSCHIEH T 41 3 VF £ 3L W)
FRRFAE, 40 B PR e ) AAR AT I Re ),
I, CSCHA Y g £ K A= AR 3 2 5 4y
A4 M (v REH. CD133, — RIS 1, O
Bl — LTI T o0 B 45 B P CSC, IEAE
PR ARSI S50 T IE S 5 iR A KRk e AT
3\%[51-53]'

I TP oh 125 5 B B C D133 FE IR R IA 7K
ST 28 7% T G A% PN 45 52 5-Fu, BLyD A Al
AR P — 226 )7 m CR CHR A I IR 45 Ja1, Xt
CDI33%: N KIE/K T HMVEGF X VEGFRZ [i] /2
TAFAEE R AT T, T8I 2 S I PCRAS
S4BImCRCEH IR N CDI1335E R RIE K-, IF
[ FHP CR-PR I Fr B B 2 A PRl 9 1451 78 %
F4IDNAFIBFICDI33F RAT T, g HoR Y
CDI33ILHE IR IE KA EL(7.76, RR = 38%, P =
0.003), FFERIRIEKT-(>7.76) A B E S m T
RNV H(RR = 86%), HAA7 T VEGFE{VEGFR#
WL/, CDI33FERFRIB KT 5 VEGFAIVEGFR
mRN AP YIH KL [VEGFR-1(P<0.01), -2F1
-3(P<0.05)]. IXLL4E RHEIRCD133 4552 PA DAk,
PN AR AE— 2B YT I m CRC— AN Tl A
B AR FUEWIE A SO, d3E— 22 1A
T HEAT KR A RTHE PR
3.4 438 % S (single nucleotide polymor-
phism, SNP) W50 K, 73 H7 i RDNAJ AL AL 7
A 82 T m CRC (&5 B 32 A7 I DUARSRLL
YAIT T R 7. TSNP s I 3 A% 28 5 (14K
%, JFHXTVEGF RN 5, SNPs[HFEAZAH
KADARED. BT AR, VEGF RG05 T 1
AR, U R VEGF-A W] BER M L4
(&5 K R T e, CLFE AT 24590 I iR 40 BRI 15
PR,

B, HansenZP 9 SNPSTEVEGF & 4
] RE R TIINAN AR, X621 8451452 52 DUAR PRpTIE &
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I IRIT KIm CRC B V6T BT LB A BEAT 20 Rev 2007; 26: 443-452 [PMID: 17786538 ; A 4*{rf w; N -
N . N v 8 Saltz LB, Clarke S, Diaz-Rubio E, Scheithauer W, Xt 45 H M 45
BT, FERHAT T R TUPAL. JBILPCRIIAIT H SFh Figer A, Wong R, Koski S, Lichinitser M, Yang TS,  H# # Je &) 7& 7
SNP{; T VEGF-AH®:N, 1M A{EVEGFR-13:A, 3 Rivera F, Couture F, Sirzén F, Cassidy J. Bevacizum- ' #9 X4t 5 F it
BT F VEGER-2FLIR. 45 5 555 1£36%CCILH ab in combination with oxaliplatin-based chemo- ﬁé’{%ii;, @%ﬂ%{;:
L. L SR AR3070C 02 therapy as first-line therapy in metastatic colorectal &/~ AR 374, 2%
L 40%C ALK T F56%A AL K] 7Y 8 35 v wiy cancer: a randomized phase III study. ] Clin Oncol ii‘i]; fiixf{
. . . . =1 32
BEAITAL P - 00k IAGCHAOM(S 0% AR M s DOt 0t 5
FECCRICAJEF AN B H MG 44 TAZA, 9 ShinS], Hwang JW, Ahn JB, Rha SY, Roh JK, Chung ke, AT
%(AA) e ITANE SR LI e N b HC. Circulating vascula1.‘ .endothelial growth fac-
tor receptor 2/pAkt-positive cells as a functional
39%F156%, P = 0.015. F4RHISNPs 2 v 5% pharmacodynamic marker in metastatic colorectal
N e ap E s 557, cancers treated with antiangiogenic agent. Invest
ARA. $LRVEGFR-1 319 C/A SNPHTfiE ek New Drugs 2013; 31: 1-13 [Ii;MIgD: 22539090 DOL:
DRSS AT 16T I mCRC B — MG 10.1007/510637-012-9817-7]
E"] ?Dﬁ{ﬂlﬂ ?E‘*ﬁ? i} /E\ﬁ A% ’fz J;t H"] H %4 1U» %z /E\_ﬁ 10  Zlobec I, Yuong T, Hayashi S, Haege.rt D, Tornillo
e . - L, Terracciano L, Lugli A, Jass J. A simple and re-
B i ) RN 2 AR 5 BUE TR A3 2 A producible scoring system for EGFR in colorectal
cancer: application to prognosis and prediction of
4 5 response to preoperative brachytherapy. Br | Cancer
- 2007; 96: 793-800 [PMID: 17311026]
SRR YRTT R SR MR VA T 1, Wi{fBE 11 Personeni N, Fieuws S, Piessevaux H, De Hertogh
N S e 2 R o G, De Schutter J, Biesmans B, De Roock W, Capoen
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PRAIEIT BRI FE . KRASTRADIRESHVE N Humblet Y, Van Cutsem E, Tejpar S. Clinical use-
STEGFR ¥4 LA TN B T, © 2R T fulness .of EGEFR gene copy nu.mber as a preqictive
marker in colorectal cancer patients treated with ce-
mCRCHIGIRIBTT EP, Tﬂﬁfx’fli%*/l\ﬂ:ﬁé, 5 tuximab: a fluorescent in situ hybridization study.
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Abstract

Ligation of intershpincteric fistula tract (LIFT) is
a novel surgical procedure for complex fistula,
especially transsphincteric fistula which was
first proposed by Thailand doctor Rojanasakul.
This sphincter-saving procedure has a high suc-
cess rate, and more importantly, a very low con-
tinence rate. Recent clinical research of LIFT has
showed that its efficacy varies greatly. In this
article, we will review the recent advances in re-
search on ligation of intershpincteric fistula tract
for complex anal fistula.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To observe whether Jianpi Jiedu decoction
and oxaliplatin (L-OHP) have a synergistic effect
on human colon cancer HCT116/L-OHP xeno-
grafts in nude mice and to explore the underly-
ing mechanism.

METHODS: A xenograft tumor model was es-
tablished using L-OHP-resistant human colon
cancer HCT116 cells in nude mice. Mice were
randomly divided into a control group, a L-OHP

WCJD | www.wjgnet.com

group, a Jianpi Jiedu decoction group, a low
dose Jianpi Jiedu decoction plus L-OHP group,
and a high dose Jianpi Jiedu decoction plus
L-OHP group. During the treatment process, the
long and short diameters of tumors were mea-
sured to calculate tumor volume according to
the formula and depict tumor growth curve. Af-
ter treatment, the tumor weight was measured
to calculate tumor inhibition rate and tumor
weight inhibition rate. The expression level of
Caspase 3 in tumor xenografts was detected us-
ing immunohistochemistry and Western blot.

RESULTS: Tumor volume and tumor weight
were significantly lower in the high dose Jianpi
Jiedu decoction plus L-OHP group (995.54 mm’
+87.26 mm’; 0.85 g + 0.06 g) and low dose Jianpi
Jiedu decoction plus L-OHP group (1318.32 mm’
+100.68 mm’; 1.06 g + 0.07 g) than in the Jianpi
Jiedu decoction group (1967.83 mm’ + 178.83
mm?’; 1.71 g + 0.11 g) and L-OHP group (1698.46
mm” + 147.61 mm’; 1.56 g + 0.12 g) (P < 0.05 or P
< 0.01). Tumor inhibition rate and tumor weight
inhibition rate were significantly higher in the
high dose Jianpi Jiedu decoction plus L-OHP
group (55.63%; 56.85%) and low dose Jianpi
Jiedu decoction plus L-OHP group (41.25%;
46.19%) than in the Jianpi Jiedu decoction group
(12.30%; 13.20%) and L-OHP group (24.31%;
20.81%) (P < 0.05 or P < 0.01). Jianpi Jiedu de-
coction plus L-OHP significantly increased the
expression of Caspase3 protein in tumor xeno-
grafts in nude mice compared to other groups (P
<0.050r P <0.01).

CONCLUSION: Jianpi Jiedu decoction plus
L-OHP can inhibit tumor growth of xenografts
in nude mice and increase the efficacy of L-OHP
possibly by up-regulating the expression of Cas-
pase 3 to promote apoptosis.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Jianpi Jiedu decoction; Colon carci-
noma; Apoptosis; Caspase3
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ik 2

BE: R P h@igmissr s AL
HCT116/4 % #] 44(oxaliplatin, L-OHP)#% 5 &
T AL AT 6935 KA, A1 F ARt 3 &08d
VB R AL

Fik: I AL AR A bhdm R AR
HCT116/L-OHP#: R T A5G A, RAALS
hE G, LA sham, M ES A, i
MR AR BRIy A AL, 1R IR RE A
7o B BRA LI A AaLE. 5T P R
K 2Ansa 2, RIEANX T BRI, 325
HRAERWE, BT ERBEHRBIERE, ARt
F BRI F A R SR AsA
5, Western blot3 A A5 & F #% 4 7% Caspase3
f Fk.

BRI A HNBIRE R A 4L T
Pk AR A 5 R 2 (995.54 mm’ +87.26 mm’; 0.85
g+0.06 g) B AR A I AR F RSV A 48
LE4Y G AR AR AR Fe G SR #(1318.32 mm’ £100.68
mm’; 1.06 g+0.07 g)# BAKT & R 2 M 25
#0(1967.83 mm’ +178.83 mm’; 1.71 g+0.11 g)
KA A £420(1698.46 mm’ +147.61 mm’; 1.56
g10.12 g), A %t 5 & L(P<0.053P<0.01); F
B 4 L A & ) B IR LY R 48 4 4G S AR
Fph) FFe 8 JiF ) F(55.63%; 56.85%) Bt
JOE 8 2 77 AR B IR LY ) 4 4L 6 98 P 3 )
FFa I T 1) F(41.25%; 46.19%)9H 2.5 T
SR AR AR A T 28.(12.30%; 13.20%) 3%, R i) A
EH20(24.31%; 20.81%), A %it 5 & L (P<0.05
HP<0.01); 1 N fig A7y Ay Al 4ata 3y =T £
PR R T A MG 48 Caspase3 & & 69 KA,
H %3t 5 & L(P<0.053.P<0.01).

SEiD: MR Ay BA S A AA AR A R AR R
LR R T AR 0 K, B m LIy Ak IF
KX, H IR 28 IR Caspase3dy &k
T ALt 4m LR T A %

© 2014FERNIBESHRENERATHE.

KEER: RIS S, SR, AT FRER A

BZOIRR: IR LA A, BAME
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3 3L B AL A 8 it _E A Caspase3 89 & ik ML it 4m
BB A %

KIS, RED, VTELE, JE, XAUR, SR, RIEHSON
NGI7BHCT116/L-OH PR MeiEmo)ERKCaspase3
FIABIRIE. HRENEHAYE 2014; 22(3): 364-370 URL:
http://www.wjgnet.com/1009-3079/22/364.asp DOI: http://
dx.doi.org/10.11569/wcjd.v22.i3.364
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TEVETTE K, 45 B 8 K% R B0 T %8
HEB 30, 50 R 2 RAE T2 2 AN T i 41
S R, o ME R R R T R AR T R
A, 20004 B [ iR 5 1 b DT g o,
S8 T W 18 R0 A SR 3, FET R A JH 55
i Baniay TREFAR A7 BT #
WYY VAT T RIT S, T ARIT AR
BEINIB AT T R B AN RS 1 I A
et LA 5 7 LA 2 A . B R 2 T
KIIH T 8. K miayy, A es s
I ACREIR 48 v A 35 5 AL (9 1 F ), A sz
SN GG Y Bb R4 (oxaliplatin, L-OHP)4H i
FRHCT116/L-OHPI ¢ N AR B8, W44 gt
fiff 25 7 1B LD R R AR R Rg L, O E— 2
B LT R E RIS A1 S 56 A 4

1 SRIRTSE

L1 A A g5 it Bvb R 84 R HC T 116/
L-OHPN S5 = A RB A { Y A AT15 2, 9
TE10%J6 2 L35 IR PMI 164055 F7 % (& 5 %
#. B %100 U/mL)H, 37%. 50 mL/L CO,
LRI FE RG TR v H G IR, B SRR R TP
KR NS ng/mLIL-OHPLAGERFI 24P, Szt
e85 FIL-OHPR: 772wk B 15 B K1
A MTTIER I, S L-OHP i 2445 %5k 8.15
5. &, Balb/c#/Ni60 L, 4-6 84S, W4 A g
W IR-DALSEIG S A RS W), ShVr el e 508
SCXK("): 2008-0016. # BiaFET Fifg 2y
K2F B Be B2 B SPF R sl W s 36 =5 [ Bh 4 S 56
FEVFAIES: SYXK(Y")2008-0055]. 4L ilE
HREFRA(CELL240MY), 7 [ 3R] [ A w5 {35
WAEE, HAOlympusa#l; IREMEY . AR},
HFRRAET T 950 mL/L B> M al), b
) BB, VTR g S 24 R4 A7 PR A

ST 4w R T G
fr&Ee. Lk,
Caspase3 5 £ A
B R 0 K R X A
FIRF S FHEY
BEEA, B
1 MR B T 8 7
% o 8 AE R
MH 2 E R
Caspase3f %, iX
AR B AT kA
fif e 0 BRAR.
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!ﬁiﬁfn 4; HEE(SrHT4l), LR LT ; EDTA, Sigma’y B/ miflE13.42 g kgl H, &FH—. =, =,
%Dcz,\;f'; ‘f)u, \ . E N e S
E e, s Caspase3Z JifEHUIA, Proteintech Group; B DU, Ti 19K MEIRIEA Wb A5 mg/kg, )4
£ 1 R B T v = A LR BG4 wk

%P, Cas-
pase3#9 F ik [a
FAR R B,
P Caspase3 & ik
Bk EE G
FEIE T H AR
VR DR A S
#FE4ER. Larmo-
niersF %7 45 17 S5 40
2R Caspase3 A
B2, ARZ A
[&) 4 Jn % 04 o 4L
A2EARK.
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I A Db L E Pl g G(HAL), b
BEED R AT R A . g I 55 5 i A2 330
g\ wZ15 gv EARIS gv NHK24 g B
1230 g« IFRIZHE30 g L0HE30 g WEX24 g
g R 2R R 2 2 E KR R R, 1 g7
k& E256.06 g, ARSZIGARN 25 2545 AL /)
RSS2 5 IR R A
6.71 g/kg, MM AR 2E 7 5 71 HHH D 13.42 g/kg.

1.2 7%

1.2.1 TR & 2 RO EE K WHCT116/
L-OHP4H ifg, 40 i FH 0.25% i 25 1 B (trypsin) il
S B B B0 A TR, SRS R 22 P (PB'S)
3 S ESE I FEE A2 X 10/ m L () 40 B i H4-6 1
% &, Balb/e, #REL6 I, A TH20 g2 g ALY
BERR B TR IR R, FHT m LA B v A 4
K23 54 S EXHC T116/L-OHPHL.40 i B, ff
S8 B S A TR B TR IR K B S, A
0.2 mLH#5 47 A SR A O, AR B TPRE AR R i
R RS B, BB BB A SPRAAT T, HIRE
WiAFE. £1412-20 d, 77 % FIMRAE KR HAY
100-200 mm/e A7, e e A 1 I HOJG ARG I
i Je B, VE AR B, BRI AR AE, B T 1%
Ry 750 mL/L SBEHEE, /N0 IR} BY BY T 2 JIk,
TR IR 0 JE /N 0] B85 T IR L2, K 4 B 1
BRI T IR AAT T, A B R Ko R 1
175, 2BRIRFELLLRET YR LR, KR AR BT R 25 1
mm’ KNI, Bl TEG F 20524
BHRERN T RN BRUA O T PR IR 2 T

1.2.2 5 A5 X 94K 4 150-300
mm’ A I, PR A K R LA KK I
ERBE 8 ) TG I8 A o3 A 1 47 988 BR S 0 U sz 56
TR, 3l okl A RR BB L2y S, F
1050, 30 A 25 (A4 M i O 28 18K,
JA—y = AR AR, B
T =0 WL ALK B BRI R
SRV RIS me/kg, B =L ALK R
FERKHES, BER—. . =0 M. ALK C
Ak JURL iR 7 77 2 A IR AR 1 T S R B 13,42 g/kglE
B, BA—. 0 =0 WL ALK TS
UK, R = AN D: IR E 7
T A YD R4 e AR 25 7 (7 56.71
g/kgitEE, FE—. . =0 D0 A1k I
VEST Y RIEAS mg/kg, BH—. =, ALK
E: fi AR 5 7 R SIS B b R B A gk R AR
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1.2.3 Jb 98 9tk 4 b0 F 3t S0 BRI R 1455 15
TF Uk T b - RO 5 fieb R A AL, 4 % 41 b
P AR il 2 T SR AR R L R ALY =
1/2ab’(a~ by Bl IR I KA R AR); IR
FAAINHIR = (O IR AL A AR5 2 41
ST AR PR oot HEAL T 98 AR ] X 100%.
1.2.4 B 9% 7 Ju & 40 5] 3t 50 1097 45 S Ak At
FRVINER, TR SR A, AREUR R, R R
AN RR T AR = [ R ALT Y
o IO - 245 24 20114908 )6 LA S 290 T ]
X 100%.

1.2.5 %ya 8L SPikA N K F #H%E Cas-
pase3#y kik: MHURAL L FRE M 2, A
4 pmEELLY) . BEARAY) 3k A T
P UL e (n, e 41 Uk 24 R 4 2 L
W% S -1 A ALY (SP)YE. Caspase3 4l
LR g0 BRI AR UE: 15 BB, 90k
SRV BAZ 5 A 3 €0 R g BH I 40 . S s 4
ZU A7 BV M B 2 51 55 F Image Proplus 6.0
Kb = 2 EUG o B R G0 = il se, Rk D)
T E20045 688 T LW 34 HAT QR PRI
By, WETFARRE SR alX, DA R 2 A (1A /
AREA) KRR,

1.2.6 Western blot7r ik Caspase3 # & ik : 7
MR A ZARRE T, A0 M AR (1 m LA
FOINAPMSF 5 uL/mL, & FABEHNEIFIS pL/mL,
DTT 5 uL/mL)Hh$E40 i 8 1, R A7 Sk
TR AR EE. H4%10%S DS R BT,
Rt fa, AR A oy B IR AL, AL
Marker, HLIK, - THE 158, 5607 I ORONJt T
B, IAN—dL, WELR, Wi, —HiE?2 h,
VEmE, B, HER R RSk 45 . Western
blotd [ & /M HImage TG AL 1A AT: 73 bt
WsE, ULHPRAE S A SAE R R LR,

Beit AR R HISPSS16.048 2 A AT
il b, #5415 imean + SDE R, J5 25
PRI JS, SR SR 2507 22 40 AT, 400D 1 L
K HSNK-gfi 5, frgbriftio = 0.05, P<0.054 %
CEEEN S '8

2 BR
2.1 PR fR 7 xR R T A5 AL 5 Ik Ar e S 4K
B g Fve 2 BE S I A G K, R AR
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WA % 8 5
J&Oxaliplatin(L-

baxc| 45ZRIImm?) 4575/ (mm?) TBIAHDHIZR (%)
=84 210.78+20.12  2243.88 +200.52" =
BRDAETE 208.16+19.23  1698.46 + 147.61™ 24.31

e ey | 198.562+16.40 1967.83 + 178.83" 12.30
RIERSHIISHSRDANZE  209.71+12.98  1318.32 + 100.68"° 41.25
RS Haf2ReRIANEA 21256+19.34  995.54 +87.26™ 55.63

°P<0.01 vs ZE4H; °P<0.05, %P<0.01 vs BHDFEHLE; °P<0.05, 'P<0.01 vs BRIBRE H 2S5

plizetish
pax izl BRI TERRS M HIZR (%)
TBH 1.97 +0.09% =
B/DAIFA 1.56 £0.12° 20.81
RiEms oA 1.71+0.11" 13.20
RiRERS SIS S DR EEH 1.06 £0.07°% 46.19
RS HefSHKeEDFIEE 0.85 +0.06"™ 56.85

°P<0.01 vs RE4E; °P<0.01 vs BHIFIEIA; °P<0.05, 'P<0.01 vs RIRBRSHEFIZES

BRYDFEFA.
2500 & ZE4
- ByDRIEZH
—A (R T

2000 g frfif et ARG A B bR a4
< AR TR A DL DR

)

3

1500

JEAFA (mm

1000

i

500

01 4 7 10 13 16 19 22 25 28
t/d

B 1 BEREBMIRIVEKEL.

Bk, RRIT 45, I AR B R E N R
S IR AL, YDA
BTGB bR AR AR 5 7 s
TG YDA SR A2 B B g
JUL A 25 7 v R IE O B DR EA A L R R T
R A By gl . By Rl il e
BEJT UL, A A 25 7 Re A AR SR A5 s
SRR AR, JF HIBS H 2 T EARS InL-OHP
7 8GR, ).

2.2 AR F O AR R T ASALE R E AR R
FAPH R0 Rve AR U R R R U
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KREVNA: ZAd. @@ ET4. B R
. R T AR RS SR AL
fif B 7 e IC A BLYD R B AL R o R I
BH e B COA A AR B 7 = R R IR B b R 4T
. R AR R TR RS VDR A YD
FIEAA . A 3 7 21, $R s el A 53 7 R4
Tl 4 s B S A R ) i, OF HLE
FH 2577 LI InL-OHPH) 97 20 (3K2).

2.3 fe PR A 7 AR R T #5495 Caspase3 69 %5
2.3.1 £IRMBALF LR BT FIEHLUL L
REREPRE A WD RE. g AR B
JAARF S B G Byb R4l R AR 25 7 = ) &
e BV DR AL 7 TR AR 4 2 Caspase3 1]
(PR ¥ T A AL T B g R e
B BLYb T B AR i A 25 R R R RS DA
141 Caspase3 & [ K15 ) TL-OHPA, $2R
et LA 75 7 v DA B R T AR 4 ZACas-
pase3 £ [ [13KIA, il Pr[RIL-OH P 4 A i
TR INT (K3, #2).

2.3.2 Western blot#s & : 45 L B/~ i a5 7 41
BEYDREHA L Ag M g IR B IS B R4
A RN T SRS YR
FEIR 202X Caspase3 & [ R E Y w25 1 4l 1
A J AR 2 AR ) 2 B DRV R BT A R A A B

OHP) @t 25 2 f&
HCT116/ L-OHP
ELIBRAKLTH
AR, WK
P 25 4 AR R A
A2 B R AR R
KT B AT
9 3% B AR R BAt
Caspase3®& @ #)
o, M F IR
KL A AR
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FIL OHP 5 3%‘?" 4 .ft";‘

i, it S A ot

A it FifCas- N '.'_'gz"‘;" ¥ “..

pase3 &9 F ik M e |, q‘,?" ¢4 4

oI, A5 i . , ‘ : m. ,.
3 2 6 77 I i \'v‘) R ',
A 6045 AL 4 31 ‘ ,‘ v A
BRI TR R I i0 .° ’ ;"
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5

& 2 %&H?%mﬂi‘l‘i@ﬁr Caspose3EEli%$(SP$xZOO) A: A B: BRI, C fRESIT4H; D: R R
FIEIE BRI, B: (e )y e i B & B R FZH.

* 3 BERBRR THAEEECaspase3EHTRIA (SPE x 200)

ap:! TR FBREHE4/AREA)

=84 0.00003300 + 0.000002008"
BG/DAIIA 0.06104333 + 0.006085834™
RS A 0.03190767 + 0.000733508°"
IR S SIS S EDFIEEH 0.09773533 + 0.004860125"°
R EHeTISREEDFEEHE 0.12683300 + 0.036383126™

°P<0.05, °P<0.01 vs ZELH; °P<0.05, “P<0.01 vs BDRIFAZE; °P<0.05, 'P<0.01 vs 1%
wmEoar2RaERDNDEA.

R 4 BERERR T RAERECaspase3TBERIX (Western blot)

paxzl EEENTLE
=84 0.498849 + 0.03"
BRDAETH 0.6741536 + 0.04"
iRmREoA 0.6352034 +0.03"
IR S SIS S EDFEEH 1.219087 +0.08>*
RS HeTIEREEDFEEHE 1.378966 +0.1™

2P<0.05, °P<0.01 vs Z2EE; “P<0.01 vs BRIDFIAHLE; °P<0.05, /P<0.01 vs BIBBEHS
HISKEEIDFIDZE.

J7 E AR YL M HA 4 Caspase3 B A #RL 3 1R

K@ TL-OHPA, /s ipfig e 7 vl UL BB R ok, FRIE 45 W I R i B AF Tt iy, 45
J TR B A 2 Caspase3 R RIS, I A B 1 SE A A% — HAMAAES0% /o 47, F
L-OHP{EJE 40 I i 11 5 Iy 7 2k (K4, K13, 4). RIGAIAT40%-50% & I R, 97wk
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1 2 3 4 5 20 W@ FFM
_ AT R
Caspase3 E BEZEITER
F1s5p W % BT — &
_ @ — B, A — R A
p-actin b —_— 2 % Fe s K B
& 1ok At
g
3 BABRER TBEBCaspase3/BERIEL(Western I
blof). 1: ZSE2H; 2: ByDRIEZH; 3. (EIRERE 20, 4 i K
FIEAIREE A BRI, 5 s e nEneamy oS5
Flg. m
0.0
1 2 3 4 5

J N IR IT 4 E e 1 B F BT YR
AkRAR. WU ISR 3AREZE BN 24, 20124F
26 [ 5 K £ 58T M 4% (National Comprehensive
Cancer Network, NCCN)R 21ifn R S e Fi f 45
i th BB RIER 2 H AR YT 25 e AT 7 I bR 2
P g AR, S, AR N
AAL BT, B4 0. B 1SR,
207 BATAR MR SRR RE 2 T, IR A H
A MR 75 7O R U 45 B i DAL-O HPHE A5 5- 98
PRIEBE(5-Fu) L DY &0 MR #5(CF) [ FOLEF-
O X477 ZEA0IT A7 38 03 o7 2, $ s AR v i
PO AN RN AE L, RS HUAS 358 7 % il 1)
B A KA A AR I IR, WAL Ay
EAF I 13.6 mo, TXEZ1°410.2 mo(P<0.05);
WE A I 1A AR A R AR T 0 AL, 43 ok
80.9%7#1150.0%(P<0.05)".

Caspase3 & )& TV R 2 IR £ 11 g XI5 1L,
{F£19944F i Femandez-Ahemri<¢ £ Jurkat T4l il &
S B — Mg 4> 5432 kDal) b ez g
T AN AR Z HCPP32(cysteine protease protein
32)FE[H], 5 19964F- 9l iy 44 A Caspase3”. Caspase
G5 I B 1 T ) U A A ) e R e A
YEF, TMiCaspase3 & CaspaseZ ik ¥ i ) B 44
I, A A0 L T AT A, PR A i
TIRARTEY), 252 R %5304 i
T A0 T I SR ) R AR T DAE I Al i Ak i A1
$552 A MU AP EABE rh JHRF SR ZE R (tumor necrosis
factor, TNF). Fas%4i o 715 5 (1305, ik
AR AN I (R C, s A FH Caspase3 5|
A1 M T I s N R T, B A N R A
o155, WIDNAS . =R IF1F(adenosine
triphosphate, ATP)FE3 5535 W] T B LR AR RE I
P ZRC, 5 R ABEI(Caspase9) i i 45 7
TE R T A48, CaspaseO#ITG, s R
Caspase3{fi 40 i 7-"*". Caspase3) V2 Fis T 1F
WNARAL M B K
FUR I 55 22 Fh R LR U SR I, fE
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4 FIABFR TBIEBCaspase3ZBERIL(Western
blot). 1: 23 F92H; 2: ByRIGHAL 3: f@fias H 4L 4: faiofw
T RS BRI 5: IS S FER S =yb
.

B SR 2R M gl 23, Cas-
pase3 Rk PR IRFEAL, YW Caspase3 &
TR A IE 8 45 i b 5 e 0 2E R e AR ) e R
o A A Y. O ELE o s 4 2
Caspase3 8 [ R IAWFT iR, Caspase3t A
TR R 45 P 1) A3 AR A DY,

AR SIZH8 I FH A JBL 2 77 156G L-O H P AR B
A& 7 T L-OHPAI JUHC T116/L-OHPHI 7
PR A AL S T T AL B, &5 R0 fd A
B J7 e 71 R S R AT 20 )R A A RRURI A I
5(995.54 mm’+87.26 mm’; 0.85 g+0.06 g) X
ekt JU AR 1 7 1 70 S T B D R A TR 9 A A
FRURI9RE 5B (1318.32 mm’ +100.68 mm’; 1.06 g
+0.07 g) W] WA T Ak IR 755 77 41(1967.83
mm’+178.83 mm®; 1.71 g+0.11 g)=k B ybF|4H
41(1698.46 mm’+147.61 mm’; 1.56 g+0.12 g),
B Gt 2F = L(P<0.0555P<0.01); [R] I i 1 At 25
3 e 7R I A SR R BT ZAL ) R A )RR
IR (55.63%; 56.85%) K Ad R fif 75 7 157
I B VD R T A TR 9B A A0 ) 25 AR o AR A
IR (41.25%; 46.19%) W5 5 = 1 40 FH Ak o ot 25
J74H.(12.30%; 13.20%) 8% By R4 41(24.31%;
20.81%), A G il 2% L (P<0.0584P<0.01); /)
it 05 7 B A BLYb R A 413 T R AR B R R
TR 42 Caspase3 T AMRIE, 4R X
(P<0.055P<0.01). &5 R i Lk 75 7 vl 0) [+)
L-OHPHY Ny 7 2%, HIGRIHLHZ i i Cas-
pase3fRA ML Bt i T, AL A 2R
I IR (1) AL AL T S0 BRI 4K 4.
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Abstract

AIM: To evaluate the role of narrow-band imag-
ing (NBI) endoscopy in diagnosis of specialized
intestinal metaplasia (SIM) in Barrett’s esopha-
gus (BE).

METHODS: From January to December 2012,
a total of 47 patients endoscopically diagnosed
with BE were enrolled. They underwent both or-
dinary endoscopy and NBI endoscopy. The im-
age quality of the two kinds of endoscopies was
compared. The pit patterns and capillary forms
of BE were observed by narrow-band imaging

(49
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system with magnifying endoscopy (NBI-ME).
The BE mucosal pit pattern was classified based
on Goda type and biopsies from the abnormal
regions were taken. The detection rate of SIM
was calculated.

RESULTS: Visualization of squamo-columnar epi-
thelium and observation of pit patterns and epithe-
lium capillary by NBI were much clearer than by
ordinary endoscopy. The accuracy, sensitivity and
specificity of NBI based on Goda type for diagno-
sis of SIM were 92%, 85% and 94 %, respectively.

CONCLUSION: NBI can not only capture the
optimal images of BE, but also show the pit pat-
tern and capillary form. NBI can improve the
detection rate of SIM.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Narrow-band imaging; Barrett’s es-
ophagus; Specialized intestinal metaplasia
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Abstract

AIM: To evaluate the effects of combined tho-
racoscopic-laparoscopic esophagectomy (TLE)
versus open esophagectomy (OE) in the man-
agement of esophageal cancer.

METHODS: Eligible studies were identified
from electronic databases including Medline,
Embase, OVID, Cochrane Library, Springerlink,
CNKI, WanFang Data and VIP. We screened the
retrieved literature according to the inclusion
and exclusion criteria and performed a Meta-
analysis with the software RevMan 5.2 after
identification of the relevant data.
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RESULTS: A total of 1448 patients from 14 stud-
ies were included for the analysis, including 735
patients who underwent TLE and 713 patients
who underwent OE. TLE was associated with
less blood loss, fewer respiratory complications
and shorter length of hospital stay. However,
TLE had longer operative time. There was no
significant difference in the incidence of anas-
tomotic leak or the number of lymph nodes
harvested (P > 0.05 for both) between the two
groups.

CONCLUSION: TLE for esophageal cancer of-
fers results as good as or better than those with
open esophagectomy. TLE is associated with
reduced perioperative complications and short-
ened length of hospital stay.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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2L5= 2012 62 51 52.8+5.6 51.1+4.8 50/12 39/12
ParameswaranZ"® 2013 36 19 64(45-84) 64(51-77) 24/12 15/4
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TLE OE Mean Difference Mean Difference mZ2AEE

Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95%CI IV, Random, 95%ClI AR a@é,‘\
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Safranek&”, 2010 14 95 41 1441 819 46 10.3% -0.41[-4.16,3.34] — B IEIE E 24
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A2 RER R
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Heterogeneity: Tau” = 11.76; Chi? = 132.77, df = 8 (P<0.00001); I = 94% S o e, A
Test for overall effect: 7= 0.11 (P = 0.91) -10-5 0 5 10 AR AE 0 ﬂ'j_i
TLE OE FAR, RARE R

F ARG FHF K.
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PhamZ", 2010 407 267 44 780 610 46 53% -37300(-566.13,-17987] ——

RR=EE, 2010 225 31 67 297 35 38 14.9% -72.00([-85.38, -58.62] '

MehranZ", 2011 300 2125 44 450 425 44 7.6% -150.00[-290.40, -9.60] —

GaoZE", 2011 346.68 41.13 96 519.26 47.74 78 14.9% -172.58[-185.99, —159.17] '

LeeZ"Y 2011 465.38 28949 30 560.95 35723 64 7.9% -95.57[-231.18, 40.04] —t

Total (95% Cl) 587 582 100.0% -144.72[-199.78, —8967] ¢

Heterogeneity: Tau’ = 5255.92; Chi* = 334.31, df = 9 (P<0.00001); I’ = 97% 1 1 1 |

Test for overall effect: 7 = 5.15 (P<0.00001) -1000 -500 0O 500 1000
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TG L (P>0.05, 4).

243 ZEAmfr: REMG FEMetaZM TaI AL
BRAN 64, N e B SIS A PR Il 38 g 0 5 4
. F T B PR O Ao G 00 77 v AT 450 s = P
FR 22 4 2 A0, AR A RE N R 2w 7 24T
FALAT . T BeggiZ MEggeriZ U il Xy k4T
AR, A SCEE DO B4 E 0 H b B
ZHRPRAIF T, Egger'stari6iP = 0.803, Begg'stt:
5P = 1.000. [F] i 7EBegg'sii-=1 b Ak DL 2
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W @ 5 TLE OE 0Odds Ratio 0Odds Ratio
ZR—FHXTE  Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95%Cl M-H, Fixed, 95%Cl|
FERmFAETT  Paameswaran®=?, 2000 4 50 1 30 22% 2.52[0.27,23.69] e
i“{;i”;\‘;gi Biere25"", 2012 7 59 4 56 7.0% 1.75[0.48,6.34] e
;;;ésikc & zi §ihag"%”2], 2012 0 38 2 76 32% 0.39[0.02, 8.26] .
W kA ;; ?,BEE%““, 2012 1 1M 2 110  3.8% 0.49[0.04, 5.49] —
RTE, BRE 25E:=" 2012 3 62 4 51 8.1% 0.60[0.13, 2.80] —
AL, k4R Parameswarand ', 2013 6 36 2 19 42% 1.70[0.31,9.37] N
Bk fessss  Pham¥®BY, 2010 4 44 5 46 86% 0.82[0.21,3.28] —
TR EES—  FRES 2010 1 67 0 38 1.2% 1.74[0.07, 43.69]
M Jexd kB2 HamoudaZ®, 2010 1 26 2 24  39% 0.441[0.04,5.19] —
KA K P &35 SchoppmannZ®, 2010 1 31 8 31 150% 0.10[0.01,0.82] ———=—
AR Hh, —H  SafranekZ”, 2010 7 M 1 46  15% 9.26[1.09, 78.91]
FHHMeta® 1, MehranZ, 2011 11 44 6 44 87% 2.1110.70, 6.33] —
giﬁgg—i‘g GaoZ", 2011 7 9% 6 78 11.9% 0.94[0.30,2.93] —
ﬁkagfﬁ o LeeZ"", 2011 2 30 18 64 20.7% 0.18[0.04, 0.85] —
Total (95% CI) 735 713 100.0% 0.93[0.63, 1.37] 2
Total events 55 61
Heterogeneity: Chi* = 18.79, df = 13 (P = 0.13); = 31% 1 1 1 1
Test for overall effect: 7 = 0.38 (P = 0.70) 0.00 01 1 10 100
TLE OE
4 WEARGEOBELEREREIMetaD .
EMNERR WASEREL  n SRR WMD/OR(95%CI) BHANE
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Abstract

AIM: To evaluate the efficacy and safety of S-1
plus cisplatin in the treatment of patients with
advanced esophagus cancer.

METHODS: Fifty-seven patients with advanced
esophagus cancer were randomly divided into
either an observation group (n = 28) or a con-
trol group (n = 29). The observation group was
treated with S-1 capsule 100 mg/d [if the body
surface area (BSA) is < 1.5 m’] or 120 mg/d (if
the BSA was not less than 1.5 m?), twice daily
for 14 d and cisplatin 75 mg/m’ intravenously
from days 1-3. The control group was treated
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with leucovorin (LV) 200 mg/m* and fluoro-
uracil (5-FU) 600 mg/m” intravenously from
days 1-5, and cisplatin just the same as the ob-
servation group. Chemotherapy was repeated
every 21 d. Curative effect was evaluated every
2 cycles. Clinical effect, adverse reactions, time
to progression (TTP) and overall survival (OS)
were observed and compared between the two
groups.

RESULTS: The response rate and disease con-
trol rate were significantly higher in the observa-
tion group than in the control group (55.6% vs
27.6%, P < 0.05; 81.5% vs 55.2%, P < 0.05). The
incidences of thrombocytopenia and liver func-
tion damage in the observation group were sig-
nificantly higher than those in the control group
(P < 0.05 for both). There were no statistically
significant difference in the incidences of nau-
sea and vomiting, oral mucositis or hand-foot
syndrome between the two groups. The median
TTP and OS were significantly longer in the ob-
servation group than in the control group (7 mo
vs 6 mo, 12 mo vs 9 mo, P < 0.05 for both).

CONCLUSION: Compared to flurouracil com-
bined with cisplatin, S-1 plus cisplatin can in-
crease short-term effect and prolong survival
period in patients with advanced esophagus
cancer, and most of the toxicities can be tolerat-
ed. S-1 plus cisplatin may become the first choice
instead of FP for advanced esophagus cancer.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To perform a proteomic analysis of He-
licobacter pylori (H. pylori) from patients with
different gastric diseases in different regions of
Jiangsu.

METHODS: H. pylori strains were isolated from
the endoscopic biopsy specimens of gastric mu-
cosa of patients with gastritis or gastric cancer
from areas of high (Taizhou) and low (Suzhou)
incidence of gastric cancer, and whole-cell pro-
teins of H. pylori were extracted and character-
ized by 2-dimensional electrophoresis (DE).
Different protein spots were analyzed using
PDQuest analysis software, identified by electro-
spray ionization quadruple time-of-flight mass
spectrometry (ESI-Q-TOF-MS), and searched us-
ing the Mascot database.

RESULTS: Nine differentially expressed pro-
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teins were identified, including four up-regu-
lated in gastric cancer (superoxide dismutase,
urease subunit alpha, chaperone protein dnaK
and DNA-directed RNA polymerase subunit al-
pha), two up-regulated in chronic gastritis (ure-
ase subunit alpha and nucleoside diphosphate
kinase), and three only expressed in strains from
one region (S-ribosyl homocysteine lyase, inor-
ganic pyrophosphatase and 60 x 10° chapero-
nin).

CONCLUSION: There are proteomic differences
between H. pylori isolates from patients with
gastritis and gastric cancer in areas of high and
low incidents of gastric cancer. The protein spots
overexpressed in gastric cancer in the area with
high incidence of gastric cancer are more than
those in the area with low incidence of gastric
cancer.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Gastric cancer; Chronic gastritis; Heli-
cobacter pylori; Protein
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YK 100 200 300 400 500 600 700 800 900 1000 1100 1200
Mass charge ratio is 489.21; Amino acid sequence is RDVMLAGSE.

B 3 13SRHIQ-TOPFRIEE. fickl: 489.21; ZILHLF51: RDVMLAGESE.
- = TRIKIKFE _ N
ES 2R BORS g ayp SORSTE/AER] AR N6
=) B3

1 FMENEHEE gi | 297380240 ! 1 18365/7.86 + +
3 BRI gi | 188527846 1 i 24616/6.04 2 s
4 REEGo gi| 14583017 1 ! 26608/8.47 + +
5 e _BERAEE gi| 108562617 ! 1 15368/7.98 + s
8 DFBdnak gi | 188526913 1 ! 67136/4.99 + +
9 S-ZEE QR W RERSHRES gi | 7387850 1 l 17799/6.37 2 =
13 TN EEREIRES gi | 4467573 1 ! 19303/4.90 = +
14 DNAS|SHIRNARSESa  gi| 156612278 1 i 38570/4.97 + +
16 D860 x 10° gi | 54299868 1 ! 58245/5.55 =
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+ BERAZXBERRA, - EBAZXETERRA.

1w ER ERE, BEe. KXY
i BEH, pylori &R RALAE BRI 22 57, Hop,
T R XL R L) 350,97 %, AR K X KGR L4 N
41.30%'"%, HATE&A T B e, MREXH
S S T S DG A T B HE A R 22 R IB R
FEHI A TSR IE.

AT DA B VL 954 2 M T (9 9 e R X))
FR PN T (R R AR A D) 1 e A P 1S R S8
B R E R A LU BRI INA. pyloritA
PRAE A RFFE0E 5, T8 3k 25 R AL 2 2 b7 L3
HIX 7 S iR A R I, T s R EOR, JER 9
KRR ATE, RN S GRIEES S ). 3
SOHEED B 45 (REMa) ST
BERIER) . 85 (4 T HE1AdnaK). 95 (S-IxHliAE
7] 700 IO 2 PR 4 )« 135 (TC LA W R )
145 (DNAS| FIRNAK o) FN65 (4 T
160X 10%). 3, 4, 8145 E T SAEE
FE AR B ORI, 1SS A s ARSI
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BRI RERIA, 9. 13R116%5 B i AL
AXAE— AN X A7 AR 22 7 30k, 975 H 1 5t il W
PR R R IS 2 ILAE R N X, 1301645 8
JoU R S TR R RIS A R A ZR N X AEAH
I b DR PR 5 B AR R 9 R34S B T AU
ik, 16'5 5 A U LRI,

15 #1004 A T AH G R I R
b, HAR S 2 554G SRR N, o6 T H 2 AR
HUW LI B A I 35 B 0T R A ) 0,
A TBE O ATLAAS T PR 4 AR R e 40 P A 1 PR R R
A5 40 B ) BSCR AT A L, R T S RGeS
H pylori{N35i45, ¥85% T H. pylorii¥] 7€ ¥ )1 FZ
215 45 HEAR AR FE Mo dt B s IRRIX
T T PR R B D Rk, L PR B A SRR
R AERINHA, 3B R AN S p HF =,
PEGH G e AR B, TR KR 59 7 A6
) B B T g, (R HE M RE 2 R IE B E MY, &
558 RO R Somi ik e i B 575 8 A iR
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T BRI PR H AT T A G e . A DA R 6145023] W@ 5

4 B 2B KR 35 £ 7 AR MY, )i
I e e 7% (08 K s 85 B A B4y TR AR
dnaKZ 5 e S e i B, A B T4 w40 i N 3
i 252 4 R0 384 R 5, 6T T 96 40 ) A 4 o 4
FHU, Q45 28 11 o A S-AZ R I [ 28~ e 2 1 4t
Tt 13 05 1 1 S- A2 B 66 [) 28 Y Jok 2 1R A A O[] 23
PR, T g P R K P FRAIC R Y
DB T, e R EUE bR A i O
WA B e AR AR 1395 R A N AL A
PRI REE A R BEIR, FEWEIRALH. pyloriTFRAX
U b 2 5 0 M T N, A A e T
YEH, 2H. pylorifi A IR 2R K 14
SO ADNAG FHRNAK Ao 5 HplH
DNA# SR IIEEA IS, 2 5H, pylor (1T AT
F; 165 5 (TS 2 THEAR60 X 1078 T Hsp605K
W, 5H. pyloriF=":Hsp60Puik, SHIAAS 25~
A HIHsp60 & AEAE SR, $HH] T Hsp60XT & &l
R R E R, RN IG5 1 IR R F ), H
TEH. pylori 177 bR 25 1 1K) 40 i AR e DL A PR KR
PR IR E M b LA F A T,

B W = F T TN (19 R = Y & E VA R T
W RH. pylorr& R L AFAE—x 26 5, (A
2731 SRR A TS B, B R X H. pylori
TEREA R ERIEZ TIREIX, RWH. pylorifr
AN [ 55 98 s DX B0 AL AR AL, R B e R
DA s TR X
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Abstract

AIM: To assess the safety and feasibility of diag-
nostic peritoneal lavage (DPL) in gastric cancer
patients and determine whether DPL can be
used to assess peritoneal cytology in patients
with gastric cancer.

METHODS: Patients with gastric adenocarci-
noma were prospectively enrolled to undergo
DPL prior to diagnostic laparoscopy (DL). Saline
was instilled through a percutaneous catheter
and fluid was collected for cytology (DPL-cyt).
Washings obtained during DL were used as con-
trols (DL-cyt).

RESULTS: DPL was successful in 22 of 27 pa-
tients (81.5%). Among the 22 cases of successful
DPL, 12 had positive cytology (54.5%). Positive
DPL-cyt specimens were consistent with DL-cyt
specimens in 12/12 cases (specificity = 100%).

WCJD | www.wjgnet.com

CONCLUSION: DPL is a safe method for detect-
ing positive cytology in patients with gastric
cancer.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Peritoneal cytology; Diagnostic perito-
neal lavage; Gastric cancer; Metastasis
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i

B AR R EH T A 2R B
J % R (diagnostic peritoneal lavage, DPL)#9
B A BRSO, A A B R BT T RS
VR e R AT 4w B S A

Tk NAA2TH B R &, AT TR
JE 445 % (diagnostic laparoscopy, DL) KT, s&
BEATDPL. 470 5 R 6 ¥ A 72 3 Kad id & )
ZRFEENBHIER, VR iR
T 34T B F A M (DPL-Cyt). Z 4L T @
MR R AP N AR K KBS T ekt iTm
Bt ] (DPL-Cyt).

BR: E276 B F ¥, ITDPLA RS FE A
81.5%(22/27). £ #ATDPLAG22%] &% &,
A 120 & m e A bE, H IR E 4 54.5%.
DL 84 Fa b T — 56

it B 9% B % 5 B DPLUHAT 20 A6, 5 A ] 2 —
T AR Tk, £ BRI S A E
355 L.

© 2014 S S B AR EDERN TS

KR Bk SETE IR E R, B, #15

BoOIRR: W B R L R AR A A ) &,
AT 22 K5 W AR i B R (diagnostic peritoneal
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lavage) A shik 40 5 AARYE, AT BRI T AJCC)TNMAM (B LA, 20104F)7. 7E4TDPL K WA &4

BRI IRFET, BRI T ik e s
AAR, BAMBMES ., 7wk, FAK. R
RBURL I 4% B, MEAT e RAR )

KRE, e, TER. SEEBNEZHMERELATITH
RFANBENY. HRENBHHTE  2014; 22(3): 394-398
URL: http://www.wjgnet.com/1009-3079/22/394.asp DOI:
http://dx.doi.org/10.11569/wcjd.v22.i3.394

03I
UGG A A48 L 2 A DU A — T AN T e D) B R S R
KA A A7 R W USRI B b
TR, A3, X IGURS: 2 4 A0 N 38 56 (R i hE Ik
RSN T HEREH RGP 7K
21 2 1R 2 W BH PR SR M AN B A, Ak 2 4N
6.5%-31% A5, 111 HBH 1 2 55 b8 Ji A bt S itk
EL&5 %2 B DUAH G, R 2 BT s YERE 53 20 1
JIE 7K 40 2 I, HE IR, 5 A A b o
F B2 Wit I8 s 5 K 7 (diagnostic laparoscopy,
DL)%5 iR R AN IS 6. idie™, 24K
2T L, 6T R I R R T b,
FED Lk R v HEAT (1) R I e U 2 5 1 F TR A
AT ). AR B L, BRI K G A A D R B
PERBUR, Ik, V72 B8 A PR IX TS A
2 B2 Witk IR s #EVE R (percutaneous diag-
nostic peritoneal lavage, DPL)/ZRoot25:"7E 1964
SR SE TR P T A B K2 W, ROR
W, IR, BEVEAR OB V2 Hh Y FH TR,
VS IR P M A A AR i)t S B 5 4 5 1) T
TR A A, KEPFIESEY, DPLEWRIE, %
R, B FDPLRRE, X —F ARk
RIS T RE VR, A b W0 301 5 i B8 2 Tk 2 oy
TR . TS 7K A0 i 27 P ) R85 AT DA B 32
BPEFAR, mEkHRgMEGT. Ik, IR
WA DPLAE | i 8 E 12 W Saa T T e .
AWFFE H K B AE M ZEDPLAE B B 3 i e 4
PE AT RNE, VS DPLA I 7K 240 1 27 K60 1) i
SRR S Dl R EE Sz ) N DPLA fi B
AR,

1 #RRT5E

1.1 #H# #£H12010-10/2012-03 76 T AHE bt 5
S 274, Tl SR S I R R B A R, AL
a2 ke oy <N | I A R 18 VAN 197 N LB
B A, AT R 1R R 43 e TR 56 ] E 1ER
A 7% 514> (American Joint Committee on Cancer,
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DL, B B AT . a3 A& IECT.
1 R (T3NIMI B T2NO K i 0 B 24
E)LE2E 38 S0l W) = 15 5 75 nT 47 DL.

1.2 7 % JiliATDPLAHT1 dRY FH24R Sk A 1 25 T
G, B BUWEM, 5 RS, R B R IR
J&i, JRRRIRA R AT T2 B Bl ), 2 il A
TR SRS T 1340, 7 B s kA
LI BRI S e BN, 51 R i i e e
1000 mLAEBEER /K FRRAS, (BIHIAS, 1
A HE R K BB RN, M I o A Uk
BT, R a8 O AT A, R
TR i B R R AL LR A T, R R, R %
FIER, JE3Y B8, JCRA A EAL. U IS REDE
R, AT, R, BESE. dNTE . R AN
SRR, VRS IR 2 T s R e & D 1
ANJEJE500 mL 4, 22/ [H1H200 mLB 4.

TESE S Wit IE I HEVE R S, P 7 iR %
1TDL. HHIM T JRRE N, PR IE P2t -
0.5-1.0 emAb 2k 28 ) A5, g2 N AU, eI B
2 emfii 22, 55T, K201 em /NI ELL AL
F1Ab e N B A 5T 0 I I I B 4, 2 i g o) 22
WEFFERE. MBSk SRR B AR, A
BRI BT, % L CUR, X P Ak
AT WLER. AT 40 0 5% M55 s 5 VIO 3 T A2 75 A7 A
JiAT DPLAIT A 45405 At ifn, LB e A
AFAE R 1R R B %6 %% . K DPLARI AR (1 E U
W R, FREREEE FATIE L. K500 mL
A HRER K, AF3URAEIE I BE 4y PN B A
RN . SR 3ANIAL  h ER, RA A —
AL HEAT 40 2 A

¥4 DP LTS 41 27 A0 45 SERID L BT 43 11
2 0 2 A I 4 SRR AT . D P LI AU
[#BUBNE = DL-CytBH M 8 2549 $50/(DL-CytbH P i
F I E+DL-Cy tr] 5BE B 7 8 25451 450) X 100%]
SRR S = DL-CytBA I B 45 $0/(DL-Cyt
B 1 8 2 ) H+ D L-Cy tn] 58 BH 1 28 25 1 80 X
100% ) FNAH B 27 K500 1) BH P 22 (BH % = DL-Cyt
FH A 282 1) £5/D L-C y t B B M 5 35 15X 100%).
e BN R K30 dJF 91 &RE.

Bt Ab TR K ISPSS16.048 HH# it AT kb
L PHAE 1 B2 A 56, A8l 7K o = 0.05.
P<0.05 0 ZSHAG R X

2 £R
2.1 W FRREFFH H2010-10/2012-03, H 274

W7 IR E 2k
ATk, %4
Fo A A M 3K R
K 4T 20 e A
an, AT
RN
AR IE . K
e 5 TR B
T A S %Ak B
mF R, mkHF
Ak, £
A e R A SR
AR —F AR
Kt
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IRPRRIRSHIE Bln) BDLL%) 7R DPLARID DPLEIX
M3l n 22 5
2] 14 52 IWNERRZ (M) 12 2
T 13 48 DL-Cyt(+) 14 1
FH(Z) DL—Cyt(-) 12 2
<50 7 26 DPL-Cyt(+) 12 0
>50 20 74 DPL-Cyt(-) 10 0
A1
fiﬁuﬁ% : 2 DPL: ZR2SUIHEEESEA; DL DU EEERE.
B 10 39
YR
CT 27 100
BEAE 22 81 DPL, DLAMEXLBER Blgn  EDLE%
wE DPLEARRINE 2 815
Bx 2 7 BIZIK:30 diSHAIE 0 0
RE8 14 52 DPL—Cyt
SIRESZSANK 20 74 BRI 12 54.5
payt BRI 10 45.5
<T2, NO 4 15 DL-Cyt
el 23 8 ULt 14 538
M 2 7 B 12 444
REHTIERE TP 1 3.8
i B DPL-CytSDL-CytiBHIIEXR 12 100
HFE S5 AR, %%‘é%mﬁﬁHCTi&ﬁTﬁ\/ﬁﬁ, H DPL-CytSDL-CytfaM ISR 9 90
22/27(81%) 0 & N T N BEAE N - IR SDUBHDPLY F4BRSA NS
A0 TR I R 2 391 bR 7 A B R C T ) B BURIE 12 923
KLY . A7 2491 53 5T C TR 5 2 LA I %\% 10 100
K, (AT SR R (21 e 2o
2.2 DPLA=DLAEM £ R W15R2 7R, {EiATDPL SRR 21 955
R SHI(18.5%) A BRI k. oy s TER
4151 5 2 T LGB A A SN R I ABIR=ABE 4 519
AL, VBB VR A R L. f2op  BLEEMY [
S GRS 1 3.7
FH I EATDPL(ER). 1241 535 (54.5%) 40 i 2 e 1 407
R RHAE, 10451 5522 (45.5%) 40 fa 22k B . i SDLABH,DPLIYFM1 89S
A EEHEATDL, fE2781 B E R, 52 T 266111 B 12 545
SN 2RI A7 10 S B IR R T BN R 10 100
WA, ESHE AN, 30 R 7o
BAEDLANNE 7 BIPE, 1] B DL 7 B E, 1 YR 18 sis

1] % A BE1TDL.

DPLAH 2 Rl Uk 2 92%, SURE etk &
100%. 1247IDPLAH A7 1) 2 AED L IR A B
AR H 2 BEE, DR T ASEDPLAN 27 A B 1 45 o
FEUERIR. 45— FE A T DPLAH A0 I 54T 1L
SEIRAN L, (H A TDLAS 4N A 24 BFHPE(E3).

2.3 A E 2201 AT DP LA A H I s
H LA D209 R, INR I DB E A R
FE IR G530 dJF i W ARE. 27147 DL,
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DPL: ZRDIMIEEEYEA; DL DU RIS,
AR TR B TE . SRS AL
FEUIE 98 S5 BRI RAE, AR HH I 2 fs U 38
PEZF AL BRI 40415530 dJs i BT AE.

3 e
JI2 7K M L 2 R 0 St — T R g Bt I AR AR T
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MOZ TR 7, CEWiAICCHIARM. 1k
h T g ) LG A T B, DL H T OPAG I
T 2 I 2 o G B e A e %L 4 R AT e Ak Tk
LA I, X — ik T A BE AT T IE
FARIEF. M B R E TR, AR
JE FRLIPRTURR B 4 3 2 I P O R R R IR e RS
XL BFHARAT B RAGA AR, L, 7R &
HL R, N D LIX — #4758/ RV ATE S0 A5
370 AR R B B R R RS T R AR A A . 4
JH 25 A DN A R DA FH A TR AL 2R AT 4l B o vk T
ARIATT 1) 5B

FHT, XFTSEAR MR It - A 2 Fog .
FHAEIE B 27 S RF 1) J5 VEVPAG B, AT LA i i
Jo S (ROBCER . AT R P P B A b o) R A
P e B (18] PP A 5 B8 A RS2 IR T i Y
WP B ROR . B TR R BN e R
43 MARSEAL(T1-2, NOYAT = fE 21 (T3-4F1ERNT). 4
X TAEAR S A AR W 0 %24%(1/26), i fe B3
PRI 35 2 AT 15 25%(17/68). X WAt fif ke TETFA
PP e S R AT I, AT B TR e AR
28 B RO

TERATRIBEFE W B A TR A 12
Bl B E AT AR, SRS LB IE G R, 1148 sl
R, AEIXEe B F b el k. H4xe
i 58, ILrb 4 2% 91443451, DPLZR G341, A I
DPL ™ 25 1) Jag B P 50 A2 o A7 I A 5 7% (1)
BEPURTER 22, BAVHIEMLL TN ZEAL. A
g6, AT T R 1) R A I A S R I
Jpa 8] v A FRD I B 1) BB R (12727, 44.4%). K
A ] B AE 5T CLE 5™, DLAE HE e 3 e i
WA T RIS b 13%-40%. A ok B2k
2Y1/300 R, MR TS SRR, T
AR 1) BB S DL 25 58 . BEAh, JF
AN T ) R RS2 5 (1 R T /K A o 2 A 0
EIPHE, 1L TR 8

AT FC O] N, AT DPLAR I $ 2 Wi AR
ATARRIIE RN FR, Jo i ab e # ik % (1 3k
W e R AEAT B VIBROARHT, DLH EAPEA i
G DL, BLHEALE . KN B A I 2 .
I FH AR S P B v (1) 40 bR o 25 EAT v 8 S T
4325, X FDPL-CytfBH Mt 42w, shah,
I HRT-PCREGA bR ic JIE /K (15 R B Js Ak T 42
B,

M, ATCEUESE T AR AT B 2 W
Sy R b, N DPLAR R ASIEAT 48 Jf 27 A DU
e A AT BARTEEN T
1494

a3
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e JEE AU AN SR, TR i 0 R I O R
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Abstract

AIM: To observe the clinical effects of compound
polyethylene glycol electrolyte solution with
simethicone given by different methods in the
bowel preparation before capsule endoscopy.

METHODS: This was a prospective, investiga-
tor-blinded randomized study. Sixty patients
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treated at our hospital were randomly divided
into two groups; group A (n = 30) received 3 L
of compound polyethylene glycol electrolyte
solution 4 h before and 30 mL of simethicone
30 min before the examination, and group B (n
= 30) received 2 L of compound polyethylene
glycol electrolyte solution 4 h before, 15 mL of
simethicone 2 d before (3 times a day, each 5
mL) and 15 mL of simethicone 30 min before the
examination. The image quality of endoscopy
was graded according to air bubble size, diges-
tive tract juice quantity and its clear degree.
Gastric emptying time and small bowel transit
time were recorded for each examination, and
adverse reactions were also recorded.

RESULTS: The air bubble size was significantly in
group B less than in group A (0.20 £ 0.12 vs 0.30 £
0.21, P < 0.05). The clear degree of digestive tract
juice was better in group B than in group A (0.36 £
0.32 vs 0.64 + 0.47, P < 0.05). There was no signifi-
cant difference in digestive tract juice quantity (0.70
+ 0.30 vs 0.86 = 0.46, P > 0.05), gastric emptying
time, small bowel transit time or adverse reactions
between the two groups (P > 0.05 for all).

CONCLUSION: Two liters of compound poly-
ethylene glycol electrolyte could achieve the
desired results in the bowel preparation before
capsule endoscopy. Simethicone in divided dos-
es had better effects in removing the bubbles.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Capsule endoscopy; Compound poly-
ethylene glycol electrolyte solution; Simethicone;
Bowel preparation
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Abstract

AIM: To analyze the prevention and treatment
of stress-induced gastrointestinal bleeding after
severe brain injury.

METHODS: One hundred and twenty patients
with severe brain injury were randomly divided
into three groups: A, B and C. Group A was
treated by early enteral nutrition plus drug treat-
ment, group B by late enteral nutrition plus drug
treatment, and group C by early enteral nutri-
tion. The incidence of stress-induced gastrointes-
tinal bleeding, gastric juice pH and the healing
time of oral ulcer were compared between the
three groups. The relationship of gastric juice

WCJD | www.wjgnet.com

pH and blood glucose level with the incidence
of stress-induced gastrointestinal bleeding was
analyzed. The clinical effects were observed.

RESULTS: The incidence rate of stress-induced
gastrointestinal bleeding (10.00%, 20.00% vs
37.50%, P < 0.05) and gastric juice pH (4.97 *
0.73, 4.49 + 0.35 vs 3.05 = 1.21, P < 0.05 for both)
were significantly higher in the group C than
in groups A and B, but the average time of ul-
cer healing was significantly lower in group C
(2216 £3.07, 29.02 + 2.24 vs 33.26 + 3.61, P < 0.05
for both). The above parameters also differed
significantly between groups A and B (P < 0.05
for all). The incidence rate of stress-induced gas-
trointestinal bleeding was significantly higher
in patients with gastric juice pH < 2.45 than
in those with gastric juice pH > 2.45 (18.62% vs
15.69%, P < 0.05), but was significantly lower in
patients with blood glucose level > 10 mmol/
L than in those with blood glucose level > 15
mmol/L (16.38% vs 17.72%, P < 0.05). In total, 25
cases (92.59%) had been treated successfully, and
there were 2 cases (7.41%) of failure, of whom 1
had been treated successfully by surgical treat-
ment, and 1 (3.70%) died.

CONCLUSION: Hyperacidity, gastric mucosa
damage and hyperglycemia are risk factor lead-
ing to stress-induced gastrointestinal bleeding
after severe brain injury. Early enteral nutrition
and drug treatment can prevent stress-induced
gastrointestinal bleeding.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To investigate the risk factors for drug-
induced liver disease (DILD), and to explore
preventive measures and clinical nursing inter-
ventions.

METHODS: Three hundred and fifteen patients
treated with hepatotoxic drugs were divided
into 2 groups: DILD group (n = 53) and non-
DILD group (n = 262). Baseline data including
gender, age, body mass index, nutritional status,
history of drug allergy, history of drinking and
smoking were analyzed by univariate analysis
and Logistic regression analysis to explore the
risk factors for DILD.

RESULTS: The incidence of DILD was 16.8%.
HBs-Ag positivity, history of liver diseases, obe-
sity, diabetes, cardiovascular disease, smoking
and alcohol drinking are risk factors for DILD.

CONCLUSION: HBsAg positivity, history of
liver diseases, obesity, diabetes, cardiovascular
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disease, smoking and alcohol drinking are risk
factors for DILD. Timely and effective preven-
tion, therapy and nursing intervention can help
reduce the morbidity of DILD.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Drug-induced liver disease; Risk fac-
tors; Nursing intervention
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MERAEGELEHEZE.
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B ORERE. R, ARE. BRER AL, HBsAg
FEME MR R VA B R K R AR AT S o R A
2h AT H1 E (drug-induced liver disease, DILD)
AR R &, LPAERE. BB, KB, ABRAAA
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29 by 4 B T B 12%-5%, S AP R R
IR 10%-15%". AEBE, KO aEvERT % 4
JHF 450 55 1 S 2 R L, 2 IR 4R P o 1 L e d
KT 4k, (HDILD RS R AW BT, Ik
N AR YT I RR AT AR AR . AR
FH 9 18] -5 BEAIT 5T 71200 3Bt $-2010-01/2013-06
WA FE Y AT B AS B N 2036 7 1) A
H3SEIRATHESE, H 1) sE WA & A DILD) 3= %
AR 3R, I 0 58 35 AH G I R H 2598 3 ARG
PP AR L 2 2 R AR

1 #RRSE

1.1 A4 2E££2010-01/2013-06Fk B hei 1 3
HATHFEPEA R Y 2591697 I & 31561 4
Rt %, ok 14700, Lotk16841, ik
[H125-75% P ¥I4ER43.4%8 £10.2%; NHZY
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1)}z AFDILDZH (3£ 26241).
1.2 7k
1.2.1 AR & Gl 38 5% R AEDIL DWWl
B RGOl ERR A R, g
PR, R A EIE S (body mass index,
BMI). HFRGL. G ol . WA . Tk
WL O LA . HBsAgRG UL M8 PERH %8
P filiB< % (chronic obstructive pulmonary disease,
COPD). HHIRWG BEA I %5, WSk
DILD P A 5.
1.2.2 4 4Rf: (DIFRFH 2B ALPKT
IEH{H(40-110 U/L)_ERRI24%, sRALTHALPIT
tefi<2mk>5, sRALTRIALPY KT HIEH M L
B (5245 LW 27 LUARE G, PR BN 23 S
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o BDILD4A = 53) FEDILDR( = 262) ,
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e 23 156 124 84.4
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56-65 16 21.3 59 78.7

66-75 19 26.4 53 73.6

BMi(kg/m?) 10.836  0.001
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e TiESEN BE Wald y*& PE  ORE 95%Cl

FhS465 3 = -0.159 1.081 0.089 0.853 0.807-0.899
il iE2 1.493 5.634 0.007 4.451 2.983-5.919
IR 0.781 2.447 0.025 2.183 1.156-3.210
] 1.049 4.269 0.012 2.845 1.348-4.342
ININEER 1.055 4.545 0.010 2.872 1.297-4.447
HBsAgPBIE 2.146 7.252 0.000 8.552 7.394-9.710
PR 1.382 4.805 0.007 3.984 1.951-6.017
BEERTRSE 1.5636 5.838 0.002 4.648 3.009-6.287

HELLOR<1TOR> 1Y, REFRHBORBRFEBEALITZERAR, AIERERBENRER

HRFEER, EERPREREECMER.

PRI G IO ML PR, KA Logistic[m] A
AT Z AR R0, a5 R MR, 2R BT
SRR, IRPEORME th s MK K N : HBsAg
BHAE . BEAE I sy BERRE B . O il R
s . WO, AFER K T468 . HPHBsAg
BHE . BEAEAT P 2. JERE. BHIRG . fRAT
QML B O T ORME>1, ADILD
[ G B TR 2. 459 EHBs A gPHPE(OR = 8.552,
95%CI: 7.394-9.710) HEFEH 5 (OR = 4.648,
95%CI: 3.009-6.287) NEAE(OR = 4.451, 95%CI:
2.983-5.919), & FEDILD K A% £ o K 2
WAL R R AR 46 % LL EORAH<1, KB
%K Z A DILDRY K .

3 171E
DIL DI ARG YT I 2 i — AN EE B X . A
R I 100070 24 itith S 5 RS AR, BUAR K240
R0 5% 1 25 ) LY R A DILD# (1) 5 E
ARFNBEARA TR L, AT 350 70 2 DR B A P T
BEPERH B 4 S EURH M, B2 001 B
[ 5. DILDYEIGIRZI LAl LS5 2
SRR T AR SRR, XA m] kSt
AEDIL D ) R85 I o Hes A R o 15 1) o o
TP 77 A i G A (1) OB, DRI S 4R B 5
FDIL D) e F: 8] 28 H R HUCEE X PR TRy S b B A
it A2 P A N B3 B3 T A 20 R Bk e AT 55
ARWFFTLE R BoR, BEFER460S UL B, T
B MR PR BEAE R S . HBsAgBHYE.
B JR 995 LA R SR 995 4 FF O LA 5 A DIL D
FIAR DGR 25, JErb e WO, AR . A BEAE
JF 52 . HBsAgBHYE B R 95 LA R R K 9 9
B 0 M O L 5 EEDILD & AE [ fE B K %
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(OR>1), MM¥#446% LA E R R4 K % (OR<I).
HBsAgPH M B 7EvR )7 IR & ZEDILD I fE
JEEHBs A gl PE# 198.5521%, WA T s & &k
A= DIL D) e B B 2 Jo s F8 ¥ (1)4.6481%. K
#5717 O BY I 983 75 s BE AR S TR 2 1K kAR
DILD AT REME, iR A aFoe gl A L5 [ MK AH ¢
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HBV I 5Pk G N 25 DA S AR BT B R ek 46 A2k
0 P G g2 SN, T R HE A R R B A, — 5T
SR A S Thae TR, 53— 5 R G
OF il ARG BR DAl 2k I, N
AN T 2990 AR B4R, 34 InDIL DI A&
Az R B DILD & AR S K N 2, K
A A21.2%. W2 EAMIFRN PR, R R
SR AR BRI 1R AR A 2E DILD A
FACAR MR BATE Gt 24 2 5, HIX R
DL AFAE TN, JEWLEIAE T A2
50 T Me 284 AR, RS IR 5 I 4
60 (1 &85 K4 R Iy B 3 i — o S, TP T IR
A0 W xS RN BT o AR BRAE
F, AT BRARS T JHF A 3 555 24 W0 (P i 52 . K PR s
LR I O A B 1 B R AEDIID I fis
6 5 0 501 43,984 H112.872. XF T4 IFRH IR I . >
LA 5 P BB, — T el T S A ) Ak 1
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R 2RI 52 T 22, 9AE AR AN RN
AR TR, B0 TR A SRR R LA
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Abstract

AIM: To investigate differential expression pro-
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file of microRNAs (miRNAs) in plasma of pre-
treated patients with/without anti-tuberculosis
drug-induced hepatotoxicity (ATDH).

METHODS: Plasma samples were collected
from patients with/without ATDH before anti-
tuberculosis treatment and subjected to miRNA
microarray analysis. Twenty-five miRNAs were
tested using high-flux real-time quantitative
PCR. The target genes of miRNAs were pre-
dicted using the Internet software, and the GO
functional classification of target proteins was
analyzed using the PANTHER tool.

RESULTS: Compared with patients without
ATDH, there were 7 miRNAs differentially ex-
pressed in patients with ATDH before anti-tubercu-
losis drug therapy, 4 of which were up-regulated,
including miR-4284, miR-3620, miR-652-5p and
miR-4800-5p, and 3 down-regulated, including miR-
338-3p, miR-424-5p and miR-194-5p.

CONCLUSION: There are differentially ex-
pressed miRNAs in the circulation of patients
with ATDH before anti-tuberculosis drug
therapy, and the up-regulated miRNAs (esp.
miR-4284) may be new biological markers for
screening ATDH susceptible population.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Fik: RAmMIRNAY: A A2 ATDHZ 3+ 8 % 4
AT AT e AT, ST B A £ SRR AL 0257
miRNA%F, KA il & £ K HEZPCR
AT AT IR E. A M EmiRNA¥ K
TR B A 2+ £ A R B miRNABEAT Yo 2k B TR
M, X APANTHER tool & X #2%& & GO 4k
2

%

LR Lt pgsatart, ATDHE #4077 o 3
Pk T £ A 69 miRNAS T, P
F3A EIRGImiRNAF 44, €L4EmiR-4284,
miR-3620. miR-652-5pF#miR-4800-5p; # ik
TiAmiRNAR 3A, &3EmiR-338-3p. miR-
424-5pFamiR-194-5p.

538 ATDHEZLIT AT WG £ £ F A
E M miRNASF, £ ¥ &iE LiAMmiRNAS
F (4 ) L miR-4284) T 4E4F 4 ATDH % B4 i
Moty 2 M 5 FE AR,

© 2014FRNDEE S BRETBRATE.

KR ALY, FFEHE; microRNA; M3, £
FERE

BoDIRR: A AT T R L IR RIF &
M (anti-tuberculosis drug-induced hepatotoxicity,
ATDH)5 3k ATDH & #4477 7 2 # miRNA %5
T HilF MBI AN, T HELEFEADR
I miRNAS FEATDHE 7% ¥ T 916 R, A
ATDH %) & & % i B3R T 7T 15 69 B A
F I A7,

ITEAR, JKIR, B2, KB, BT, 8, &XIF, 708, &
B8, W=, RNEERYIHRD STAHRIDEE S RIME
MmiRNADFBVERMRIA. BRELIENAYE 2014; 22(3):
415-422 URL: http://www.wjgnet.com/1009-3079/22/415.
asp DOI: http://dx.doi.org/10.11569/wcjd.v22.i3.415
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SERZIS T — 2R 5| S A BRI AT 1R I e M
FEWHOZ I, 2010454 BKFT 19 1 88077 441375 &) 1t
gh b, JETo oyt E Ol A ERER 2
KGRI AN B IR 5K, S 12% 1 58
BF RIS ENY, B AR R T T R
FHINH. RIF. PZARIEMB 45 25441 k. T
P & X L 2 WA v T 3 1) e i I AN R
Sz B R A RS IHOE A, 7E1%-47%
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B, AN N £ B O R o, i HL2s
I8 R I TR WA T 2k RN 3 AN R i 24,
TR I i R R AT, AR B
B4 K AR b ) = A A /E ATDHIT K
AR T OGHE . AR, PLa AT A R
H I S N, AN (A 22 AR OK, BIATDH
(1) R A A7 AE B A2 W st A% 2 I, WX 0 )
JEONHE 7 8 R O 8 1ok, R Re A B T sk
P EFLATDH KA. Ak, A 13647 T Higs
K% 2549 I 458 40 R BT B 405 58 A A T I bR AR
miRNA R A7, DUIOH L H 3 Bl ot
ZE R IEFImMIRNAG T, WK RITEA% 2
QYT RO A AT DH 5 83 e it OB e = 19 4=
Y)EERbE.

1 SRIASE

1.1 A4 2011-08/2012-05 128 3l K27 I & 26
— N IR BERATL 53 Bt i e RIS (035 Bl 1 ik 4
. SR ERK 200 14E /) (i 45 4% 2 by
PUNEERE =R DI TR R 1 SAW A S OPEj K2k %I e
B, A IHESIFRIE. J877 0T34 0 I ml T
VIR S HERR SR 46 TR LI 4% S5 0 o5 2 I
YRGS 5 o e PRI 5, B SR
IEH, LA YT T v SR Ty 1 A o 47 1 e
). Preizin T R PR HERI6 mokiFE AL TT Jr
%: 2HREZ/4HR. Jiif3 5 & A 22 /D AT — IR
Thee .

1.2 7%

1.2.1 #RARE: T BE B THE & AWinsT
B B BR A AT DH12 Wb HEHK B SCHR[9]:
MRZd Rirh, B S ALTE 245 15 LR, b
HLIZE 35 ATDHAI3 ] 4E AT DH & VR Y7 Hi MLFR
AHATmIRNAS R, b, Bekapl, 2otk
B, 4EHY15-33% 2 1], 53204 ATDHAHEATDH i
HORTT AR A FIE S0 R g5 . wF AT
B K AR A B F 2R, I B A R
B, U PR ER RIAR AN T 20T H ).
1.2.2 & A2 mLEEDTAYUEE T,
TRA]. 4 °C, 8200 gB0210 min; FiEWE ELHE
1.5 mLELEH, 16000 g, 4°C 0210 min, 70y
W b BT 1.5 mLE OV, E-80 “CUkAH
b A7 H.

1.2.3 ¥RNA##: XHmirvana™ PARIS™

2014-01-28 | Volume 22 | Issue 3 |



[HIR, 5. NSRRI SRR E U BIIEAMIRNAD SBESMRIA

417

kit(Ambion, Austin, TX, US), #% MR 5 & i 04
BT SRNASAE. T ZE 0 R 625 pLifi
IEFE T 5 ZE R F2 X Denaturing Solutionig 2] J&,
AL 25K T0K Ll %0 T R0 R A KRG
BOMNE TSR A g D, 2030 s, FUE
L. JET 700 uL miRNA Wash Solution
L(TAR NI L), #015 s, Fugnd. i
500 pL Wash Solution 2/33E3EFI PG, B0
min DL FRUE ) A 2k B B0k, SE AR T
ATRH(95 C)TEHE K ZUERT hL, B030 s. 4L
VR (T RNA), 47120 'C. RH]Agilent
Bioanalyzer 2100(Agilent technologies, Santa
Clara, CA, US)XFERNATEAT HL bk 5t S A8 .
1.2.4 miRNAARIT: K Agilent miRNA
R £miRNA Complete Labeling and Hyb
Kit(Agilent technologies, Santa Clara, CA, US), #%
FEE B XA i P I miRNA 2> T3 T AR
RIS ERAE L IR R - 100 ng B RNAZ A 7 1 19 il
VEF B0 )5, INAN100%DM SOAEFF: i A8 1.
HMHIT4 RNAJERMHEATCy396hRid. RN 45
WG, FERE G BT AR A A P g sl T .
1.2.5 miRNAY H 45 3 miRNA F K] Agilent
iR wl$E AL Agilent human miRNA(8 X 60 k)
v18.0. iZuth i I i AR miRNA 18871,
XFEREF45304; BEANE T IR T 7R AN
#(HBV. HHV1. HHV4., HHV5. HHVS,
HIV XHSV-2)1140MmiRNA, X M54 417
AN B mMIRNAXS W PR B S EE AL EB 0. L
Pi K5 T Sanger miRBase release 18.0. Z%AT 54
KM Agilent miRNA A ACE A EmiRNA
Complete Labeling and Hyb Kitf\J 2448 #i57, 1%
YO HREAT. 2R B TRl i
miRNAFE G ] o M2 /K FHT v i, N5 1
WL SRJE, INAZEAL B S. 100 C4 s
WIS minfa, VKKH YR A15 min, 204
LR N K445 uL = N % T Agilent Sure-
Hyb chamberi&J4 [ 5 v b Kt v siFE IR Gy A7
“Agilent” AL AR AR L, 4
%:SureHyb chamber, 1175, ¥ SureHyb chamber
BT, WEESS C, HiH20 r/min, RENAAZ
20 h. 228 5¢ G FEYE T staining dishes(Thermo
Shandon, Waltham, MA, US)H 5 A, wEH BT K
ik #1I°h Gene Expression Wash Buffer Kit (Agilent
technologies, Santa Clara, CA, US).
1.2.6 &K 2R A HIBARE: T 4R K Agi-
lent Microarray Scanner(Agilent technologies,
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Santa Clara, CA, US)JE47414#, HFeature Extrac-
tion software 10.7(Agilent technologies, Santa
Clara, CA, US):EEL#, {15 & Scan resolu-
tion = 5 um, PMT 100%, 5%. fiJri KHGene
Spring Software 11.0(Agilent technologies, Santa
Clara, CA, US)HHTIH— A, Fr RSN
Quantile.
1.2.7 %85 2 FRT-PCR: X H Sharpvue™ miRNA
Assay(Biovue Technology Ltd, USA)iR (%
Al HLAT 28 525G 3G IR A L Al-in-One™ gqPCR
Primer, 0] F T AA—ANE B B [ e DN AHAS
%2 FmiRNAs), KA UL 53T, 0.05 pgit
RNA, ImiRNA RT kiti¥fi %% 4 5 —HEcDNA.
PLES —HEcDNA B, I AqPCR Master Mix
BEATPCRY™ Y. G B E A 95 CHiAL 2
min, (96 ‘C/5s, 58 ‘C/1 min) X3 cycles, (96 C/5 s,
60 ‘C/30 s) X 37 cycles.
1.2.8 A3 8504 NH KR EmiRNA
AL PRI R A 1E A mi RIN A DR F000 1 2y
REBTFUEH FEMiIRDBCR HI I 00 T2 H g Mir-
Target24 f) 3 U (http://mirdb.org/miRDB/). 7£
Target Mining UL, 2EHEZ £ A B K Tl A7
4 (target score) 604>, I AMEIE P 1
L (FENID), KA PANTHER tool(http:/www.
pantherdb.org/) & A4 AHE 5 1 GO E 32K,
Gt AT )b 5 B i A signifi-
cant analysis of microarray & -, ZE1TSAMZ#T.
P<0.05 L% 415 5 2 A5 B Lo g2 {H 4 XHE>1(HH
XTI IRE T HE>245 8i<0.51) o 22 S Rk
fF/miRNA.

2 BR

2.1 ATDH#»3F ATDH % # 4L57 A] 2 2 miRNAY:
B A X ATDHE AT DH & ALy A1 ifn 2% 3k
ATmiRNAL R, b R S AMA#r, 453
AR R IL # Z [AAFAE B 35 Fe vt 2 22 R IR IA
R P miRNA S (= s ERIE K
1), FATIZE RS P R SR A ] P 45 R S A
A A S R 4 0 /D (I3 A7 5% A AEEE R
FEAR AT ATk, AT H T Kl B b
KK 2R Hain 2 el E5 R
miRNAZF 325N HAT N 28 o Ak .

2.2 ATDH#A=3EATDH & #4477 &7 fo R 254
miRNASF LB % K2 FPCRYM X A
W AEAE BB R & 025 miRN A% 11
— 35 K H e R SN SO E P CRAMT. R

mi:A2E

B R R T R
FATDH % & &
#* % & . ATDH
B AL RE A
22 2 AU 694K
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ATDH A7 57 %, SO Sy W, DRUAPUES %06 T 1R 2 IO TE I
gziiﬁfﬁﬁﬁ No. miRNA name AACt 27429 Regulation i, B o b R RATDH KA. 254

1 hsa-miR-4284 -19  3.66 Up AR Tl DA B AT DGR DN 22 25 Pk IR 9 3T 4
; h::i‘nr:‘;::sfgp jg Z"gi SE ATDH %) B34 i 25 (1) 2 225 ). N- S Wi B 1
4 hes A5 _1:1 2:08 U (N-acetyl-transferase, NAT2)F141 ffu (%, 25 P4507
5 hsa-miR-1249 09  1.92 N (WCYP2ENIE K 2 35 IFE Z . WF9E o,
6  hsa-miR-3937 -09 185 N NAT2Z 3518 LB R ES) 5 AT DH &) 264 7]
7 hsa-miR-584-6p -08 177 N HHEYIIA I, XHTFNAT212 LW o,
zhiigxﬁ;pjg ]g E ST ZE 5 400, BICYP2E LB BT
0 e P \ R, PR RS, SIEATDH!Y, 1)
11 hsa-miR-1260a -06  1.50 N — IS A K IINAT21E AR5 ATDH
12 hsa-miR-1224-5p —-0.6  1.48 N S EYEZ AR & CYP2EI 2 41k, BP
13 hsa-miR-677  -04  1.29 N cl/c13E NI 5 ATDH 5 8tk 2 ) & 75 AH ¢, B
14 hsa—m-iR—378i -0.2 1.14 N ﬁﬁi%""/ﬁ“o]. HEIﬂ:fﬁﬂfﬁﬁﬂks-ﬁg%’@ﬁ(glutathione
12 :z::r::;‘:iizz 8? 2)32 E S-transferase, GST)ZEH BR4 F H JE A4 o fr
17 hsa-miR-7-5p 04 075 N PO EEAEH, XIGSTHFIEAGSTTI A
18 hsa-miR-34a-5p 0.6  0.66 N GSTMI1Z M R FT 0 — B Rl Ay D IR A A
g lmammii-aei—sp - 0G0 N SCHR S, GSTTMI *0/%0 (null)2{GSTT1 nulldt
20 hsa-miR-125b-5p 0.7 0.63 N IEEQE@,%%‘EEH—;ATDH[B’W, 1E%ﬁﬂ/‘] ‘Iﬁﬁﬁ
i; h“;a_‘r:}:‘_]‘”jfgp ey Gitfih, GSTMI *0/*0BGSTTI *0/*0 FEEpi
23 hsa-miR-338-3p 1.1 048  Down AT HE DR [R] N i R 1 57, FCATDHI R AR %Al
24 hsa-miR-424-5p 1.1 047  Down JEW BN Rk, BT S ATDH )
25 hsa-miR-194-5p 1.3 0.39 Down @z%—mﬁ{w?g,ﬁ‘
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R, HAEATDH & A E, ATDHE 3Rk 11
FImiRNAF 44, fUF5: miR-4284. miR-3620.
miR-652-5pF1miR-4800-5p; KA i [JmiRNA
34N, AHE: miR-338-3p. miR-424-5pAlmiR-
194-5p(FK1).

2.3 Z A EAmiRNA¥e K B Fn 4 R & ek
BGOF ey £ KL LIHKImiRNAS TS
[T, KsmiR-4284. miR-3620. miR-652-5p
FImiR-4800-5p [F] N 4 AN FEFHEP, gk
£ “human” . g5 5 WK, BEIE DR T AR 4 ik
607> # A 264N EE K. o, BB 8043 11
RURE R334 (22). I FH AR FE AR DAL ) £ 40 1R
SIS GEID), FHIPANTHER tool k&M iE
HIMGOIRE /T K (3R2).

3 171E

Puah % 25 W e b 4 i I R ia 7 i R R 1
S H BT R 2R RN, T R RAER,
SRR R — HAESU TATDH S & B
(A7, 19928 i A Hp 3 4k 1) A sl e ey S
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CLRN, 7540 B Ty 5e 5 AU Wl 25 R i 458 v,
microRNA(mMiRNA)Z> T2 T S gAE e,
I, AEATH , AT IS Ss 259 )5 K E
JH-A5 497 R AR S AR 453 0 11 i 45 A S 2 A 7 i .
FIAT T miRNA G =TRSO A
S5 IR TR AT PN (A AR 28 e I R T v/ %
I mIRNA. FRATD0 5256 45 kAT T A HAT 4
(R 73 B Ak ag, DS At IR T e
T B D (%341 | ), HELLIRTG AT GE vk A
A . AT — DXy s 45 R4 T
Lok, xof AR A7 B/ R I AI25 4 miRNA
3 AR R IR A T (52049 38 K H il &
S 96T P CRIFAT M ATIUE. AR, JiT
P05 5 B3 F8 3 2 T8 7 miRN A S A7
gk, Hrb, miR-4284. miR-3620.
miR-652-5pAImiR-4800-5pf/EATDH £ ik I
i, miR-338-3p. miR-424-5pfImiR-194-5p7E
ATDH I RIL T .

X AEATDH & & A 97 i &8 F il
miR-4284. miR-3620. miR-652-5pF1miR-4800-
SpREAT HLEE K T AN G O ZE 24 W) Th fig /0 1 o,
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ER=R

GO IHEE

FFS miRNA Ry £ER
1 hsa-miR-4800-5p 100 /7GB1BP7
2 hsa-miR-4284 99 GNGT13

3 hsa-miR-4284 98 I/PSH3

4 hsa-miR-4284 98 MAVS

5 hsa-miR-4284 97 ORAIZ

6 hsa-miR-652-5p 94 SECT4L7
7 hsa-miR-4284 93 SPN

8 hsa-miR-4284 91 LOCT100653346
9 hsa-miR-4284 91 TMEM120B
10 hsa-miR-4284 90 CYP20A7
11 hsa-miR-4284 89 OPA3

12 hsa-miR-4284 89 CDK17
13 hsa-miR-4284 89 RAB3B
14 hsa-miR-652-5p 88 SLC25A24
15 hsa-miR-4284 88 PLAZRIT
16  hsa—-miR-3620 88 USP46
17  hsa-miR-3620 87 PUMT

18 hsa-miR-4800-5p 87 D7L

19 hsa-miR-4284 86 ZNF292
20 hsa-miR-4284 86 PLINS

21  hsa-miR-4284 86 ENAH

22  hsa-miR-4284 85 RAB3IP
23 hsa-miR-3620 85 ACPP

24  hsa-miR-652-5p 83 T7LR7

25 hsa-miR-652-bp 83 ARRAS2
26  hsa-miR-3620 83 GPBPILT
27 hsa-miR-4284 82 ARLIM

28 hsa-miR-3620 82 INSIG2
29 hsa-miR-4284 82 ZFR2

30 hsa-miR-652-5p 81 U7S2D
31 hsa-miR-652-5p 81 PRKCA
32 hsa-miR-3620 81 TSPAN9
33 hsa-miR-4284 80 AAKT7
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AFFmiRNAZ T LB BN E A AR JL
2 () o/ L[ e et 3 R0 4 oA AH DK B 11
EC14L1. TMEMI20B. PLIN5. INSIG2. Hrh
PLINS &4 i Py NS Gl 85 11, nT s 4R 2k
R Y 58 TR TR A AL, INSTG2 S Py Jit 9 25 11,
25 e iR R R IR B A, )Rk Tl
HE T VPS53. MAVS. OPA3. SLC25A24.
o, MAVSE P2 AP 245 5 I 28 1,
2 5 [l g [N, n] i IR 4 5 AR Y,
OPA3ZZ ki A B (1, AR 7 8 (1(G93S) =i
FIEW T P RAARERRY, SLC25A24 /2 KT
RN I s B A, AER R T R
IR, (3) % FiiE2S: GNG13. CYP20AL.

USP46. ZNF292. ACPP. RRAS2. RLIM.

PRKCA. AAKI. HH, CYP20A 12400 %
PASOME K IG, AN, TP
MR L 2 R T A ) A R P
USP46J& T- 2 Z R IR 5k, 18R iz %=k
il (4 2 RRAS24&RaskE/ NG TP [JR-Ras
RGN, B T RIERG S %S
VEFH . CAIE 52 70 W00 R 42 40 386 4 1) 15 5
S e b R eV P, PPR CAJE 25 (1 B
C(protein kinase C, PKC)ZJE M — i1, CLuksEd:
FEVFZ AR 40 0N ol B2, LG An I B 4l
JOE Ak 40 B A S AR 2 R0 40 B A A i s 2
T IR R (4) 4N i 2 TR A (R B
ITGBIBI. SPN. TSPANY. .71, ITGBIB1#]
By L SE A Thetal -4 A R M MR S5 M3, *f
betal &4 2 PR G VE R SOl EH, A TT7E
21 BBk S B Y, SPNUFRCDA43, J:ifk
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ELAH AR SR N L 06 R 0 PR RRE 44 i K T P
R HE 1, 7R ARAT P s N i e £
BEVEFPY, (5)4l L i %2 44: PLA2R1. TLR7.
JLrr, TLR7JETol N 2 A4S I IR, 1% 5 IGAT
993 I A TEUS R ] A e 92 00T T A T A
AE VRS J A4 A 0G40 1155 X (pathogen-associated
molecular patterns, PAMPs), /540 Jfd [Kl 14,
TLR7A#E [ BFHRER T TR, W5 50 WY
AR G N Y, (6) 4 i S s ENAH.
S, TR SRR [ 7 AR I/ H [ A A i
LRARE AL . MM AYERE. (F5H U
T 9 A 2 e 280 B R G 8 1 25 R 7 4 T A o
M. EIRAFImiRN Ay 70 I S8 A [ 1 45
YEH, Al Refel 1 I 25 1% 8 A ATDHIT) b i
PE. PRIE, SE AT I I 27 miR-4284 . miR-3620.
miR-652-5pHImiR-4800-5p(Ff Al 7 miR-4284) ]
RENT LI & A 77 1) il 6 A% S8 8 P e M1 = 2R gk
AT, X FaR4 e H A —FmiRN A1 (FF
il &miR-4284) KIE T #, & 44T 2547
TSR ATT T 2, DA B S ATDHIF R .

FiAh, fEATDHEE L& T miR-338-
3p. miR-424-5pFImiR-194-5p4 A & —LLfiF
PRI R 7. HRIEM N, nrRedt— D T
it 45 4% 58 3 6 ATDHIT) By ik Kok, amid #h 72
XN miRNAST T, AT ATDHIK &
A, EEER AR — R T F B, (R FATDHEE
BRI e .

4  SEIWA

1 World Health Organization. Global tuberculo-

2014-01-28 | Volume 22 | Issue 3 |



MR, 5. NSRS AHRIDZRE (WS BIIEAMIRNAD FRVERIERIA

421

10

11

12

13

14

15

sis control: World Health Organization Report
2011. ANZJPH 2012; 36: 497-498 [DOI: 10.1111/
j.1753-6405.2012.00928.x]

Senousy BE, Belal SI, Draganov PV. Hepatotoxic ef-
fects of therapies for tuberculosis. Nat Rev Gastroen-
terol Hepatol 2010; 7: 543-556 [PMID: 20808293 DOI:
10.1038/nrgastro.2010.134]

Wang PY, Xie SY, Hao Q, Zhang C, Jiang BF. NAT2
polymorphisms and susceptibility to anti-tubercu-
losis drug-induced liver injury: a meta-analysis. Int
J Tuberc Lung Dis 2012; 16: 589-595 [PMID: 22409928
DOI: 10.5588/ijtld.11.0377]

Tost JR, Vidal R, Cayla J, Diaz-Cabanela D, Jiménez
A, Broquetas JM. Severe hepatotoxicity due to anti-
tuberculosis drugs in Spain. Int | Tuberc Lung Dis
2005; 9: 534-540 [PMID: 15875925]

Hein DW. Molecular genetics and function of NAT1
and NAT2: role in aromatic amine metabolism
and carcinogenesis. Mutat Res 2002; 506-507: 65-77
[PMID: 12351146]

Sunahara S. Genetical and geographic studies on
isoniazid inactivation. Science 1961; 134: 1530-1531
[PMID: 13918409]

Li C, Long J, Hu X, Zhou Y. GSTM1 and GSTT1 ge-
netic polymorphisms and risk of anti-tuberculosis
drug-induced hepatotoxicity: an updated meta-
analysis. Eur | Clin Microbiol Infect Dis 2013; 32:
859-868 [PMID: 23377313 DOI: 10.1007/510096-013-
1831-y]

IR SIS 2. IS S W AR T 1R M.
AR RIS 2001; 24: 70-74

Bénichou C. Criteria of drug-induced liver disor-
ders. Report of an international consensus meeting.
J Hepatol 1990; 11: 272-276 [PMID: 2254635]

Cho HJ, Koh WJ, Ryu YJ, Ki CS, Nam MH, Kim JW,
Lee SY. Genetic polymorphisms of NAT2 and CY-
P2E1 associated with antituberculosis drug-induced
hepatotoxicity in Korean patients with pulmonary
tuberculosis. Tuberculosis (Edinb) 2007; 87: 551-556
[PMID: 17950035]

Huang YS, Chern HD, Su W], Wu JC, Chang SC,
Chiang CH, Chang FY, Lee SD. Cytochrome P450
2E1 genotype and the susceptibility to antitubercu-
losis drug-induced hepatitis. Hepatology 2003; 37:
924-930 [PMID: 12668988]

Vuilleumier N, Rossier MF, Chiappe A, Degoumois
F, Dayer P, Mermillod B, Nicod L, Desmeules ],
Hochstrasser D. CYP2E1 genotype and isoniazid-
induced hepatotoxicity in patients treated for latent
tuberculosis. Eur | Clin Pharmacol 2006; 62: 423-429
[PMID: 16770646]

Huang YS, Su W], Huang YH, Chen CY, Chang FY,
Lin HC, Lee SD. Genetic polymorphisms of man-
ganese superoxide dismutase, NAD(P)H: quinone
oxidoreductase, glutathione S-transferase M1 and
T1, and the susceptibility to drug-induced liver in-
jury. ] Hepatol 2007; 47: 128-134 [PMID: 17400324]
Leiro V, Fernandez-Villar A, Valverde D, Constenla
L, Vazquez R, Pifteiro L, Gonzalez-Quintela A.
Influence of glutathione S-transferase M1 and T1
homozygous null mutations on the risk of antitu-
berculosis drug-induced hepatotoxicity in a Cauca-
sian population. Liver Int 2008; 28: 835-839 [PMID:
18397238 DOI: 10.1111/.1478-3231]

Chatterjee S, Lyle N, Mandal A, Kundu S. GSTT1
and GSTM1 gene deletions are not associated with
hepatotoxicity caused by antitubercular drugs. |

(49

TEE
Jaishideng®

WCJD | www.wjgnet.com

16

17

18

19

20

21

22

23

24

25

26

27

28

Clin Pharm Ther 2010; 35: 465-470 [PMID: 20853551]
Whittaker R, Loy PA, Sisman E, Suyama E, Aza-
Blanc P, Ingermanson RS, Price JH, McDonough
PM. Identification of MicroRNAs that control lipid
droplet formation and growth in hepatocytes via
high-content screening. | Biomol Screen 2010; 15:
798-805 [PMID: 20639500 DOI: 10.1177/1087057110
374991]

Chen X, Murad M, Cui YY, Yao L], Venugopal SK,
Dawson K, Wu J. miRNA regulation of liver growth
after 50% partial hepatectomy and small size grafts
in rats. Transplantation 2011; 91: 293-299 [PMID:
21183868 DOI: 10.1097 / TP.0b013e318204756c]
Bosma M, Minnaard R, Sparks LM, Schaart G,
Losen M, de Baets MH, Duimel H, Kersten S, Bickel
PE, Schrauwen P, Hesselink MK. The lipid droplet
coat protein perilipin 5 also localizes to muscle
mitochondria. Histochem Cell Biol 2012; 137: 205-216
[PMID: 22127648 DOI: 10.1007/s00418-011-0888-x]
Hubacek JA, Suchanek P, Lanska V, Pitha J, Adam-
kova V. INSIG2 G-102A promoter variant exhibits
context-dependent effect on HDL-cholesterol levels
but not on BMI in Caucasians. Folia Biol (Praha)
2011; 57: 170-172 [PMID: 21978759]

Xing F, Matsumiya T, Onomoto K, Hayakari R,
Imaizumi T, Yoshida H, Yoneyama M, Fujita T, Sa-
toh K. Foreign RNA induces the degradation of mi-
tochondrial antiviral signaling protein (MAVS): the
role of intracellular antiviral factors. PLoS One 2012;
7: 45136 [PMID: 23028806 DOI: 10.1371/journal.
pone.0045136]

Ryu SW, Jeong HJ, Choi M, Karbowski M, Choi C.
Optic atrophy 3 as a protein of the mitochondrial
outer membrane induces mitochondrial fragmenta-
tion. Cell Mol Life Sci 2010; 67: 2839-2850 [PMID:
20372962 DOI: 10.1007/s00018-010-0365-z]

Palmieri F. The mitochondrial transporter family
SLC25: identification, properties and physiopa-
thology. Mol Aspects Med 2013; 34: 465-484 [PMID:
23266187 DOI: 10.1016/j.mam.2012.05.005]
Werck-Reichhart D, Feyereisen R. Cytochromes
P450: a success story. Genome Biol 2000; 1: RE-
VIEWS3003 [PMID: 11178272]

Cohn MA, Kee Y, Haas W, Gygi SP, D'Andrea AD.
UAF1 is a subunit of multiple deubiquitinating
enzyme complexes. | Biol Chem 2009; 284: 5343-5351
[PMID: 19075014 DOI: 10.1074/jbc.M808430200]
Delgado P, Cubelos B, Calleja E, Martinez-Martin N,
Ciprés A, Mérida I, Bellas C, Bustelo XR, Alarcén B.
Essential function for the GTPase TC21 in homeo-
static antigen receptor signaling. Nat Immunol 2009;
10: 880-888 [PMID: 19561613 DOI: 10.1038 /1i.1749]
Rong R, He Q, Liu Y, Sheikh MS, Huang Y. TC21
mediates transformation and cell survival via ac-
tivation of phosphatidylinositol 3-kinase/ Akt and
NF-kappaB signaling pathway. Oncogene 2002; 21:
1062-1070 [PMID: 11850823]

Kang JH, Mori T, Kitazaki H, Niidome T, Takayama
K, Nakanishi Y, Katayama Y. Kinase activity of pro-
tein kinase ca in serum as a diagnostic biomarker of
human lung cancer. Anticancer Res 2013; 33: 485-488
[PMID: 23393340]

Bouvard D, Vignoud L, Dupé-Manet S, Abed N,
Fournier HN, Vincent-Monegat C, Retta SF, Fassler R,
Block MR. Disruption of focal adhesions by integrin
cytoplasmic domain-associated protein-1 alpha. |
Biol Chem 2003; 278: 6567-6574 [PMID: 12473654]

2014-01-28 | Volume 22 | Issue 3 |



422

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

R ) OBIAYE 201418288 552245 55381

(49

TR

Jaishideng®

29

30

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

Miki Y, Oguri E, Hirano K, Beppu M. Macrophage
recognition of cells with elevated calcium is medi-
ated by carbohydrate chains of CD43. Cell Struct
Funct 2013; 38: 43-54 [PMID: 23400223]

Oguri E, Miki Y, Hirano K, Yamanaka M, Beppu M.
Clearance of CD43-capped cells by macrophages:

TR A P A

31

capping alone leads to phagocytosis. Biol Pharm Bull
2012; 35: 551-558 [PMID: 22466560]

Khoo J], Forster S, Mansell A. Toll-like receptors
as interferon-regulated genes and their role in dis-
ease. | Interferon Cytokine Res 2011; 31: 13-25 [PMID:
21198355 DOI: 10.1089/ir.2010.0095]

i WE wh ST

DOI: 10.11569  20144ERALA 7 T3 H e

(RFATIEE) 2011 X A% ABRRTH L

AHRR A T ON AR KR, CRAIER AR AT . A IERALEE,  (HEFE A AE) g iBiT s e, 2011

SETT RS BT SR AN RSB e 2t o A A 0 B B R SRR (TSR A2 AR )

WCJD | www.wjgnet.com

2014-01-28 | Volume 22 | Issue 3 |



WREAFILELC

wcjd@wijgnet.com

R A SISV 20145E152803; 22(3): 423-428
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

s /& 2 3 CLINICAL PRACTICE

s imAgAn EL R £ B NS 5 RIATIRE

B £ & IR, EA BT 8, EER

O, XA, I, Fral, BER sHKRFOXEFE—E
IR 4 Ao F 0l K AT 130021

ER THRXFOREBE —ERBRATRETFL TS &
A KA 130021

O, M CARE, FEMNBESERALIYMIBIHR.
fEE RS INERHEESRNT; IBRIBIEBEE. A
B, I URESRTW; ERNENSITEOTHEE
SZER7TN BXHBE TN ESRIES.

BiEE: SR, SI2US, 130021, SMRKETHHXHER
KEANS, SMAFZE-ERESEEHIIN.

caoxy@aliyun.com

E83%: 0431-81875604

RS EEE: 2013-11-07 {BOBHA: 2013-11-28

#BZHH: 2013-12-05 EZ&HBMRER: 2014-01-28

Preventive effects of omega-3
fish oil emulsions on parenteral
nutrition-associated liver
disease

Lin Ma, Jing Jiang, Ru-Ming Liu, Quan Wang, Jian Suo,
Xue-Yuan Cao

Lin Ma, Ru-Ming Liu, Quan Wang, Jian Suo, Xue-Yuan
Cao, Department of Gastric and Colorectal Surgery, the First
Bethune Hospital, Jilin University, Changchun 130021, Jilin
Province, China

Jing Jiang, Clinical Epidemiological Research Center, the
First Bethune Hospital, Jilin University, Changchun 130021,
Jilin Province, China

Correspondence to: Xue-Yuan Cao, Associate Professor,
Department of Gastric and Colorectal surgery, the First Bet-
hune Hospital, Jilin University, 71 Xinmin Street, Chaoyang
District, Changchun 130021, China. caoxy@aliyun.com
Received: 2013-11-07 Revised: 2013-11-28

Accepted: 2013-12-05 Published online: 2014-01-28

Abstract

AIM: To determine the efficacy of omega-3 fish
oil-based intravenous lipid emulsion in the pre-
vention of parenteral nutrition (PN)-associated
liver disease (PNALD).

METHODS: Seventy-six patients who required
long-term PN treatment were randomly divided
into a control group (soybean-based lipid emul-
sion group, n = 37) and a study group (omega-3
fish oil-based emulsion group, n = 39). Omega-3
fish oil emulsions were given at 100 mL/d to the
study group. The levels of serum albumin, liver
function parameters and bilirubin were com-
pared between the two groups.
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RESULTS: After 30 d of PN treatment, the mor-
bidity rate of parenteral nutrition-associated liv-
er disease (PNALD) was significantly improved
in the study group, compared to the control
group (2.6% vs 21.6%, x* = 6.60, P = 0.01). The
levels of serum total bilirubin (14.6 ymol/L 7.4
umol/L vs 41.8 umol/L + 29.7 umol/L, t = 5.56,
P < 0.001) and direct bilirubin (5.9 pmol/L £ 2.8
umol/L vs 27.8 pmol/L £ 27.6 pmol/L, t = 4.01,
P < 0.001), and aminotransferase (P < 0.001) had
a significant decrease in the study group com-
pared with the control group.

CONCLUSION: Omega-3 fish oil emulsions
may be effective in the prevention of PNALD in
adults.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Fish oil fatty emulsion; Parenteral nutri-
tion; Parenteral nutrition-associated liver disease;
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Abstract

AIM: To investigate the efficacy and safety of
polyene phosphatidylcholine combined with
fenofibrate capsules in the treatment of nonalco-
holic steatohepatitis (NASH).

METHODS: A total of 124 patients with NASH
were selected and divided randomly into two
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groups: a treatment group and two control
groups. The treatment group received polyene
phosphatidylcholine combined with fenofibrate
capsules (n = 45) for 12 wk, while the two control
groups received fenofibrate capsules and inosine
(n = 43) and polyene phosphatidylcholine alone
(n = 36) for the same duration, respectively. The
levels of serum transaminase, clinical symptoms,
blood lipids and B-mode ultrasonic imaging
findings before and after treatment were com-
pared between groups.

RESULTS: The levels of serum transaminase,
clinical symptoms, blood lipids and B-mode ul-
trasonic imaging findings improved obviously
after treatment. The response rates were 86.7%,
53.5% and 88.9% in the treatment group and the
two control groups, respectively. There were
significant differences between the three groups
in the improvement of clinical symptoms, liver
function and blood lipids (P < 0.05 for all).

CONCLUSION: Treatment of NASH with feno-
fibrate capsules combined with polyene phos-
phatidylcholine is safe and effective.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: Nonalcoholic steatohepatitis; Phos-
phatidylcholines; Fenofibrate
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IiR24H
N Rgll 78.6+38.3 89.1+42.6 423+9.77 94.1+42.2
ersie 27.2+7.95% 26.1+£756° 950+£2.15°  39.3+11.5%

°P<0.05, "P<0.01 vs WIB14E; °P<0.05, ‘P<0.01 vs WWHIR14A. ALT: Rama 2510,

AST: BSEEEHE,; Thil: SIBLLEK; GGT: v-SaBfIRIES.

52.8%, WA RCKE N88.9%. WAL ELE, 9T 4
BRI, 72 7 W gt = L (P>0.05);
BITAR T4, EREREELRIFEREX
(P<0.01, £ 1).

22 3WEF B RERKEFL HITAZ
T3 B DX PR IR o A 2% 0 il A
93.3%- 91.1%- 89.1%, X HE1414) 714 69.8%-

76.7%~ 72.1%, X241 55110 88.9% 86.1%-

83.3%. WALIRILLEL, o7 A 5 X 24, 27k
BB G2 X (P>0.05); 167 4L T 6 14,
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e BA G R L (P<0.05, #K2).

2.3 3B HEFEEALT. AST. Tbil. GGT
T X416 5 L, ALT. AST.
Tbil. GGTYRIAITHI AR, ZRA gt m X
(P<0.05). X HRIAHALTHEIG YT AT BRI, H2E
SR X (P>0.05); 1BIT L5524, 7=
ST B FE R E L(P>0.05). 36T G L,
ZERHGF R L(P<0.01, K3).

2.4 34 B HL TG g eE AR E BTG
TC. TG. LDL¥H K, HDL-CTF, a7 4l

B R BB, TR
B RBE . BB
BR B Any-GTK-F.
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08 [MAg
TC 1[c] LDL HDL-C

A A

P Rgll 58x1.0 39+17 Az 1 4
arsia 1.8+0.7% 1.2 +0.4* 1.7 +0.5% 1.6+0.4%
iR 14

SBISEl 58+1.2 2.2+0.9 4.1 +0. 1+£0.3
b i=] 41+1.1 38+14 27+09 0.9+0.2
WiR2H

Y Rg=ll 55+1.2 3.6+0.9 1. 1
Ve if=] 22+04 2.1+05 + 1.3+0.4

°P<0.05 vs WIR14H; °P<0.05 vs NIB24H. TC: BABEES; TG: MIIEEHW=A5; HDL-C: &

BEEEOEEE; LDL: EBEEES.

YRIT G LLAR, 2 it L(P<0.05). ¥4
PS04, 7= R G E L (P<0.05, *
4).

2.5 R BB RTT AR, v ALV BLIES, b
SRLZH 248 AR RS0, T FAT R MR, CTR A 24,
X JE 241 A AN R B

3 IiE
NAFLDE B Wi £ He ] 8, 52 ma th ¢
35%I1 N F1EL N ASHZ et S gl PRI 1 5 i
K, 2550 KR, NASHAFAE NG TR &
RAEIRIERILT LA, 29% N A SHIE A TE 104
PR A TP REALS. NASHIG R R IAS 7, %
WONPEST . Z 1. A EIEANIE LR S e 1 T
=, JUHGE B N5 2Z Bf(alanine aminotransferase,
ALT)Mly-73 24 B9t 4% Ik (y glutamyltranspeptidase,
y-GT) T, NASHOR I AR A7 1R RONIAfE 2.
NASHIRVAIT $48 SR A% 7 2, 3K
. Bniss), ook b R ARDT, G
TUE N ER, AR EH R A G2, 206
28 e 1t ML K S SR ERA, 32 0 o)
JE1,2- I AR EAN Bi%(1,2-linoleoy] phos-
phatidyl choline, DLPC), J& 4 1A 4H i i A1 E
0 i B P B R ). 22 0 Tl T I IR B gk
P 5 5 A s 2, A8 52 TH 4 i, A 52 4%
(1 JFF 40 PR R 2 S B R L T A, ek Ak
NS A o Ak, S0 T, BRI
S A P DR A s A, B PRAIG  2
IR, A BEL L E P4 A e RAE LR YA, £
A0 0 15 T MEL B2 V3 ST N A SHI A 20254, AT
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U e PR 22 04 1 AR IR AR 50 1 PACRE
R BRARFF AT e %, S5 A0k
FH2, AHCAHIEZE AR AT LU 2150 1 22 945 0l 1 19
FIELB 7 L0385 1 T 7K ST T G I 2 K 1 L e
TNASHE A Z A NERE iR e BL A AR
ZEAAE, R P 22 44 9 T IR IR B v o T R
S FBUER TR

Rt DURE R B A G R AR IR 24, b2
o St 2 IR G S K R4k, 1 PRIKTG,
[Fi] I 4 ST HD L-C/K S, B AT g i = 7% D
AR PPAR oMY, WD LT Ui bR Il ik, 1
BT AR T SR AN e o $ ™, ko /Y
B PR A58 AR U 255 A0 14 it AR 7K ST A 3k B g iy
M2 B- A A SE DR 2 TR 3G i FAEARCFT U JB % K,
FIHIN A SHI KR ALEND SR FER T -o 4
JHO T 66 B 43 -1 I 40 PR R B 1 - LRI A%
20 M A B 1 - IR ™ BRI 5 4 52,
WA AV AR A ISR 55 P PO AT A, 348 o 4 it
FACEIES, (B AdipoR2/K, (A7 1 TGRR
SR . Fernandez-MirandaZg! 7w [T
08 DU YT T 196INAFLD R, 45 5 B2 11
oSS IR KT IR I B R, R S
B PE B R Il Ry -G T/K T, JF3E R IE 5K B 2 35 b
AR T 4 P AR AR 1 AHIF ST 25 SR FH W
iR N, AT DRSS BRI IR VR, bEAE
ALK (0 R B, SR (0 AR D7 S P ke, A 2t
TEHE T HFDhRe & T bR 2. ARWETUR A, 7F
PR AT KON aRIS S s BLR, 2 4 AR R
BRI A Al DU g 0 TR B3 N ASHER 2 2
Jr WM D P I R AR, I ik 3 PR
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Abstract

AIM: To determine serum levels of augmenter of
liver regeneration (ALR) in patients with HBV-
related cirrhosis and to analyze its clinical sig-
nificance.

METHODS: Serum samples were collected from
patients with mild chronic hepatitis B (n = 196),
compensated cirrhosis (n = 69), decompensated
cirrhosis (n = 148) and normal controls (n =
200). The patients with decompensated cirrho-
sis were divided into an ascites subgroup (n =

WCJD | www.wjgnet.com

51), a gastrointestinal bleeding subgroup (n =
32), a hepatic encephalopathy subgroup (n = 27)
and a chronic liver failure subgroup (n = 38).
The patients with ascites were further divided
into a spontaneous bacterial peritonitis (SBP)
subgroup (n = 9) and a non-SBP group (n = 42).
Serum concentrations of ALR were measured by
ELISA. FibroScan was used to test the liver stiff-
ness of patients with compensated cirrhosis. The
correlation between ALR level and FibroScan
score was analyzed by linear regression analysis.
Unconditioned binary response logistic regres-
sion model was used to determine the correla-
tion between ALR level and the occurrence of
complications in patients with decompensated
cirrhosis.

RESULTS: Serum ALR concentrations were
higher in the compensated cirrhosis group and
decompensated cirrhosis group than in the mild
chronic hepatitis B group and normal control
group (P < 0.01 for all). There was a negative
correlation between serum ALR concentration
and FibroScan score in patients with compensat-
ed cirrhosis (r = -0.218, F = 15.736, P < 0.01). Se-
rum ALR concentrations in patients with chronic
liver failure were higher than those in patients
with compensated cirrhosis (1.73 pg/L £ 0.23
png/L vs 1.54 pg/L + 0.53 pg/L, P = 0.012), and
ALR concentrations in patients with ascites were
significantly decreased (1.32 pg/L +0.64 ug/L vs
1.54 pg/L + 0.53 pg/L, P = 0.027). There was no
significant difference in ALR levels between the
SBP group and non-SBP group. Logistic regres-
sion analysis identified lower serum ALR level
as a risk factor for the occurrence of ascites in
patients with cirrhosis (P = 0.031, OR = 0.841).

CONCLUSION: Serum ALR levels are signifi-
cantly increased in patients with HBV-related
cirrhosis and are negatively related to the liver
stiffness and occurrence of ascites, indicating
that increased ALR level is a potential protective
mechanism for patients with HBV-related cir-
rhosis.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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B

BH): #F 70T B £ 3% 3% B -F (augmenter of liver
regeneration, ALR) & Z A A X J% 7 (hepatitis B
virus, HBV)A8 X AT 4L B P 69 £k ZOls R

Fik: bR R T RATS BALR R A T
AR B, QAR E TR KEE AN =
196). RALIIFERRALL(n = 69). K AL BAHF
AL (n = 148); R ARAZATARAL B FARIE I A
FEBE—F 2 AMAKRLE®@N = 51). KR S oM
(n=32). FHEmRBRLE(n =27)F1Z A B0
(n =38), F P KM Ky JRAMSEIE K 400 =
9)5 JF R AL K 4 (n = 42). & T B4 (n
= 200) 5k R T #ar e FH bk o . WA B K
B R, R A ELISARA M &40 % % f
A ALRKE; Bt aT i 32 86 (FibroScan)#im] 4%,
AE BT ARAL B 5 BT AR . YA &40 A ALRIK
JE £ 5, 5 W ALRIR L 5 IF R AL B I FF & 2 09

S55R: ALRIRJE EARAZ AT AR AL 28 Fo K AR A2 AT
RACLL I I B3 T Rt Bl Ao 2 LAV
K22 E 2 (P<0.01). FEARAZIIT AR AL B ALR
K (1.54 ng/L%0.53 png/L)5 A IEFibroScan
{4(16.96 kPa+5.6 kPa)fi #855(" = -0.218, F
= 15.736, P<0.01). R ARAEAF AR AL WP 1Z AT
%38 & A ALRR LA 2 & TRAZ I AT A2 A28
(1.73 png/L+0.23 ug/L vs 1.54 ug/L+0.53 pg/L,
P =0.012), BAKAEHALRKEN BT
F2HARF AR AL 2E.(1.32 ng/L+0.64 pg/L vs 1.54
ug/L£0.53 pug/L, P = 0.027), R A MR K 40
5 RAMMBIERAIMALRKREL R E B2
5. ALRSn 3 3R 5 BT AR AL & 5 MK 69 & A 48
X, ARALR o 7 3% 2 ITREAL % 5 & A LK
JEW B Z(P=0.031, OR = 0.841).

Zit: ALREHBVAR XA B H R XA R
I3, HRF 5 AFIEAR R AR K Z A A8 &,
R RALRAEATARAL & & 38 3 7T g T Uik 89 —
Fp AR AP ALH].
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KB FFEANEBR T, ZBFRFS; FEL;
IERE X

ZOIRR: T B A K% B F(augmenter of liver
regeneration, ALR)RJE AR & 5 B 275,
KAZ BT A2 AL B H ALRKR B 5 I lEFibroScanfd
R ARK. AFRACIELK & H ALRR A ZAK T R4
BT AR A2, IRALR o 4 BRI AR AL % K A
R B E.

PRz, 575, BeN =, B2, 2N, W3R, FFBHELRR S EHBVAE
KRB PRRANEN. BFRLNEZRE 2014; 22(3):
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R 2E 88 55 K] 7 (augmenter of liver regeneration,
ALR) TR I —FHRE IR (1 02 20 i 23 %R i,
AT B K (0 S 330 40 P s o . 4R 5T
RILALRNS T4 Ab R Rt 2LAT (a4 Y, 4
71 AT e AR B AR 1) R A ke e v b AR
R AL RAE JHHAE 4K, 2B 2 1 26 08 Bl R 2 LIV
ST N A o DLHRGE . SIRATTAE R FEA AL
2 i B (hepatitis B virus, HBV)AH ¢ FFAEAL i
HOULEE T ALR IR A4 I 3 B Holfe R i X

1 RT3

1.1 ## 2E$£2011-04/2013-03 % RHEIA FTHBV
JYE S AR AL FR A 2 1 7 e M 2 7Y T % B
SE 19641, JHAEAY & 73 AR IS4G 4 (a
= 69)FIIAR LT AE AL AL (1 = 148); FAREL AT AEAL
IR I BRI — 20 W K@ = 51).
R LA @ =32). FFERE A @ = 27)Ffg %
JH 3 4l (n = 38), Hr AL 53 4 i e Vi s
KM@ = NGB R H@ = 42). 181
LT 9 1% R REAL 12 Wi 7 520 1 04F i1 14
LRBT R Biia Ta S WbR e, 121k I 225512 W7
T 212 36 70 7 (20 124 ) 12 Wi b iR i
R AERE R 512 Wi A 5r 20094 55 5 e A A4 1
KIGIT Fa RS Wrbnv S BK 4L L4k
S ST o s 20 35 1 B A 1 I o v SR . R
Xf FEE 200451 A5 T e i L A M . HERR bR AE:
(OPENERS . 299 85 A B 5 foge 55 At i A
BRSO 5 (2) 5 I BT 28 i B (hapatitis
A virus, HAV). N % 95 73 (hepatitis C virus,
HCV)HI N S50 61 995 7 (human immunodefi-
ciency virus, HIV)EZY; ()AL URMEI; (4)H 8k

A7 B A 5

ALRE I A 4L %,
FP Rk R FE
X REFHE, &
#ALRAEHBV A
E R AAL & K R
BB RE K
BT 7 HALRE
i N
P ag LARER.
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At 3 i p ) AT 2 e Fa =t 1817 BUFT RS RAZEARFES{LLE SRERTRRILA
Ik 4@ fig(hepatic stel-
late cell, HSC)iE4L, 77 200 196 69 148
4% 3t 20 B AP R R GEE =) 42.35+8.79 39.68 +10.21 48.67 +7.23° 55.92 +6.07°
R ALE AR Bin(%) 137(68.5) 139(70.92) 46(67.65) 106(71.62)
I ARAARR. ALT(U/L) 24.61+8.53" 68.93+17.37° 46.26 +21.09 132.47 + 66.95
TBil{(umol/L) 17.38+6.51° 28.47 +7.33" 31.21+10.43° 146.59 + 102.08
ALB(g/L) 38.71+2.79° 36.52 +3.04" 34.07 +4.76" 29.41+4.32
*P<0.05 vs [RERNIIBL, "P<0.01 vs SeHISFTIBICAE. ALT: NEBRSEIEES, TR SABLE,; ALB: &S,
AR e I 4 A PECT R LM, 2574 Gt 5 5 L (P<0.05);
12 5 ik SRARAE IS4k 2H TR 2 IR 2 i i 24 W (alanine ami-
1.2.1 s AR AR B e R FAT M E: LLEFH ABL  notransferase, ALT) S IHZT % (total bilirubin,
WA T T2 R Win Aoy L, B M TBilyK P E S FHAL =4, ZRA%I %5
EDTAPUEAMNAFHIKINS mL, 2000 r/ming015 X (P<0.01); KACEEATHEL AL ALB/K T W B T
min, 73 B LG AN, 7-80 CORAERi R, e HAB3ZH, 2R goit 2 L (P<0.01, K1).
IR B E PR II6E. HBV DNAZK P, I 2.2 S4B ALRKE b ALRIKEE (EAREL T
Bl A KBS ARTE bR, I eI B AURT AR B2 Rl A 21340 I % o i B ) Fed
AL B AT BRI e M i (FibroScan) R T 1R OB REERI P IELL, 22 R H %%
WEREE . K0 J57%: FibroScan{X HiZ[E Echosens 7 X (P<0.01). EfHEEXS HALANE M 4 BT 5 4%
A B ANEMY, AT BT E RN B AR ALRK G W& 2. R
J&E, AL B PRAE A P 2 ST 2101/ 7-9  REAL AL 18 M AT 3 B ALRIR S W I8 i AR
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Abstract

AIM: To evaluate the efficacy and safety of three-
dimensional conformal therapy combined with
S-1 or capecitabine for elderly patients with re-
current rectal carcinoma.

METHODS: Fifty-eight elderly patients with
recurrent rectal cancer were randomly divided
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into two groups: a trial group (n = 30) and a
control group (n = 28). The treatment group re-
ceived three-dimensional conformal radiation (a
total of 54-66 Gy, 1.8-2.0 Gy/d, 5 d/wk) and 5-1,
while the control group were treated with the
same radiation regimen and capecitabine. Each
cycle lasted three weeks. The efficacy and toxic-
ity were evaluated after two cycles of treatment.

RESULTS: The efficacy and toxicity could be
evaluated in 58 cases. There were no significant
differences in overall response rate (73.3% vs
71.4%, P > 0.05), median TTP (9.2 mo vs 8.2 mo,
P > 0.05) or OS (16.9 mo vs 17.2 mo, P > 0.05)
between the two groups. The most common
toxicities were hematological, digestive toxic
reactions, erythra and radiation enteritis, and all
of them were tolerable and comparable between
the two groups. However, the incidence of hand-
foot syndrome in the control group was higher
than that in the treatment group (P < 0.05).

CONCLUSION: The efficacy was comparable be-
tween the two groups, but the incidence of hand-
foot syndrome was lower in the S-1-based group.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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Abstract

AIM: To observe the variation of crypt architec-
ture, expression and distribution of E-cadherin
and PAR-3 expression in tissues at different dis-
tances from colorectal cancer lesions.

METHODS: Tissue samples at 10, 5 and 2 cm
from the tumor lesion were collected. The varia-
tion of crypt architecture was observed among
the three groups. E-cadherin and PAR-3 expres-
sion was detected by immunohistochemistry
and Western blot.

RESULTS: With the distance getting closer to
the tumor lesion, crypt architecture was de-
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stroyed more and more obviously. Cell crypts
were irregularly arranged, and some of them
disappeared. With the distance getting closer to
the tumor lesion, the expression of E-cadherin
and PAR-3 decreased progressively, and E-cad-
herin and PAR-3 translocated gradually from
the plasma membrane to the cytoplasm.

CONCLUSION: With the distance getting closer
to the tumor lesion, crypt architecture was de-
stroyed more and more obviously, and some
crypts disappeared; E-cadherin and PAR-3 ex-
pression in crypt epithelial cells decreased pro-
gressively and gradually translocated from the
plasma membrane to cytoplasm.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.

Key Words: E-cadherin; PAR-3; Crypt; Colorectal
carcinoma; Tumor-adjacent tissue
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Abstract

Eosinophilic gastroenteritis manifesting as as-
cites is clinically rare. Here we report two cases
of eosinophilic gastroenteritis with recurrent
ascites as the main clinical manifestation. Blood
and ascites showed increased eosinophils, and
bone marrow smears showed significantly
increased proportion of eosinophils. Gastric
biopsy has a low detection rate, and glucocor-
ticoid treatment is effective. Clinically, for un-
explained ascites, eosinophilic gastroenteritis
should be suspected.
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BB AR AN A2 I PR P 22O AT I,
JESCRRA R, F4% B Br— U0 g5 AR

(HFAE NS B P ER B0
PR TR ERH RO, (SR
TIELH A YEQ0114ER)Y , (Chemical Abstracts) ,
(EMBASE/Excerpta Medica) , {Abstracts
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Journals) il (Digital Object Identifier) Y%, (it
A N E) T2012-12-263K43RCCSEH [H
BUBEEAR AT (AR (TR A 2R3
1EH ERFE RS BRI, 2012-12-07 & A (1)
201 14E B Crp [ B BT 5 IR 5 (% b)Y 4
TR, RS 3871 (5] 5:0.82), 50 A
T0.775, LAV B0 5365.55%, 43 N JE A REEEATE
SRS 2PHTISE SO ST RNEESAT, FFoRsk
201 14F B SIS S R HR 7.

1.2 A2 B A&V, FEREEFAT, IRIRIFT, fEriitts, 3C
BRZER, WFFCERAR, IR, MEUEE 2, TR
SINAEE, RN B AR ek —I&TEE&
SR, FAGEH, SCERISR, BT A, SRR,
FEIEHER.

2 EERER
2.1 BRARRE SCRGEEE N IR K FREGBT713
BREZEHARR S AL SO R ST 9 5
1%\, GB64473CHi % 5 NI, GBT71430)5 5%
SCHRZE SR, GB/T 3179Fh %4 A W1 T 4 HE
M U ISR () I 30 ] s I 2 300 4 4 2% 1
2% (International Committee of Medical Journal
Editors) il & 1) (ZEWB 22 I P B O 98— 25K
(35h%)) (Uniform requirements for manuscripts
submitted to biomedical journals). W.: Ann Intern
Med 1997, 126: 36-47.
2.2 &R ARE N, ATE S, Wl
HZ I E, w1 E O LN 5 4 R4S
o A TRTRR, DUG B I RIRR. By 44 1 LL 4 ]
HRBIE LA E R R aAiK (BB
W) CEE A S AR R A4 D)
QA E AT DENERC L/ A DENEK@NN &
FeEgaE) « CAREYE D) K (R
) RAVAUE, 2544 B0 (e NRILRIE 2y
g RUEAE RS2 A B g ) (A0
T, [ 53 Fr ot 24 it B BRI AL AE fROBT 24, SR
HEHERI 2540, QUBH LT 25, 115 2 I 2 L 2%
eI =Y VNN Ta = A CIINA i P A N
JH 20 0 AT LA Y P GREBCER — It 5 H 4 F),
WIALT, AST, mAb, WBC, RBC, Hb, T, P, R, BP,
PU, GU, DU, ACTH, DNA, LD50, HBsAg, HCV

(R A A AL
&) ARIEH
oy F KR, 2
Bt AR AG ¥ AT
B 473, & —
B (P B AR
#® L 43t R A
(P BA A
FYY o, (P
u%ﬂ%aa%
(201144R)) ¥k
) 3 K HF).
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RNA, AFP, CEA, ECG, IgG, IgA, 1gM, TCM,
RIA, ELISA, PCR, CT, MRIZ%. il /D HEEN SR,
ANSCL BTRAATECT bR R A5 I A AT ER AR
AALR F. R 2 44 S BRI LR U (DA
WA, LR H R A 9 in], 4o Kistroke,
Kdfever; (2)F 0 NI & NARYE FHCHBLIE
FH R 98 1], W)\ 7keight principal methods; (3)
YT T S AN A B Y TR, B DOE PR
Wikyin, FHyang, FFH2#iyinyangology, A
renzhong, “{Mjqigong; PG Pi 4L LLin] 4y FAL
35, Wiweixibao nizhuanwan('H 4l ig 15 5% L),
guizhitang(F:A% 7). 85 NN .

2.3 ShXFH TR KNS IERMES R MAbr.
PR S v, LR B im, BRI VE Bip, B R iE
Wse, M= Sicy, SlkiEYa, O llpo, #EH
ig. s(BHAREE LS, kg M AE'S iKg, mLAGES
ML, Iepm(R 5 K 1/min) <+ E%({X 28305 ) +
60 = Bq, pHANGE S PHERP", H. pylori NGE'S
HP, 7, ANGES it/ 28T , Vmax /N fEVmax, pAs
BB, TR A S, FRMAR R, W
R T AN R A SR A, BEETE
PP AR WiEa TR (Helicobacter pylori,
H.pylori), Illex pubescens Hook, et Arn.var.glaber
Chang(fit % & Z) KIREER); HHK; —Legit 22 1F
FONFEAR R, % imean, b ZSD, FRK, ¢
KLU AR 2P, AHK R Hr); A5 44 T obs WA
e bt RS (N, o, P, S,
d, N¥ln-(normal, 1F), N-(nitrogen, %), o-(ortho,
%K), O-(oxygen, %, 1A PF), d-(dextro, 47
JiE), p-(para, XI), ¥l lin-butyl acetate(!F P IE
TH8), N-methylacetanilide(NV- 3t 2, Bk 2K %),
o-cresol(Zf H }), 3-O-methyl-adrenaline(3-O-
AL IR 22), d-amphetamine(4 ig 75 A %),
[-dopa(/-Jig % EL), p-aminosalicylic acid(4} 24 3t
KMIR). i 15 KA Bin vitro, in vivo, in situ;
Ibid, et al, po, vs; FIANSCFRACER B, N
m(), VIR, FO1), p(I97), W(Eh), v(IEE),
QGNE), E(FIg L), S(HIF), (] [H]), (B
P, kat), ((FRICHLEE, C), DORIGH R, Gy), A
VRIS IE, Bq), p(# %, ABUIE, ¢/L), c(KJE,
mol/L), (AR5 4, mL/L), w(li i 5> 41, mg/g),
bOTUREE IR E, mol/g), I(KJE), b(BESE), A(F
J2), d(JEE), RCEAR), D(EAR), Tryas Crnas VA, T
CI%. FERFF 5% H /NG RUA, iras, c-myc;
SR RS R4, tnP165E .

2.4 3+ F 45 KT BRSO A G E K
br#E, GB3100-3102-93 5 FIILAL. J5UK ¥ “ 501
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NIRRT 4> F L. 4 30 kDECK
M, 300005%30 kDa(M K5 #HAE, /N5 IEMA, T
fabr), IR NSO A R TR, BIA (A
KERHE, vNEIER, T MAbR); n] R R 5
i, LRARu(NE IEA). tH R — K-
JaHIH. AR TR EAIW, n37.6C£1.2°C,
45.6% £24%,56.4 d+0.5 d. 3.56+0.27 pg/mlpY.
$33.56 ng/L+0.27 ng/L. BPHkPa(mmHg), RBC
A 1X10™%/L, WBCHUH1 X 10°/L, WBCHJJ&
EEJ110.002% 7%, HbJH g/L. M IR 144 N 4 )5 LA
nmol/Lemmol/L#& R, AUIHi# He/LE&/R. 1 M
TR, HOM 1 mol/LARER, 1 NFiER, 40.5 mol/L
. K10 cm, %6 cm, =14 cm, V510 cm X
6 cm X4 cm. IR —HER e T E A
Fow, Blin, bR ER. EEA. BKE
Hs RS Masd. SEHe/L, %k
HFmg/L; #MZM. 8. JRE. KREZR. CO,
git . IR, BERR. HIEEE. BHIEEESE. —
WeH v A B, BE. dEE A, Jw; |
ZLE. mALAWL R, PR B, #. Bt
IR, JRAEG. & g RA. HAKE, 4
EFEBL. i FEB2. 4EEEB6. JRIR; AT
MIFR (B BlE ) B EIRER . k. 220, BRI
. 2. M Hnmol/L; FERE. M.
B ERR R R 44 EB12H pmol/L. 4418
I His . B BRI . 6, 175, 1
s; 27051, 2 min; 3/PIR, 3 h; 4K, 4 d; 5J8, 5 wk; 6
H, 6 mo; MEPE S, HEVE &, BEVEPEE BR AU =
16.67 nkat, X #{log, 5btuv, 115 t%, L, &&=
X107 g55X 107 gz 2k k1 mgtjo.5 mg,
hrifUsh, By SUSme, K meiimm. [E R4
SAHT REC A, Bl RA S R,
{H4EK8 mgr] 58 mg/d. fE— N4 & N5 W
AFH 15U ERRIZ, AN GES limg/kg/d,
1M A5 Bimg/(kged), HAEEERS SCREN NG,
PEFF5 A S STHEINX Sy, filin, 2 min A g2
mins, 3 hAN2&3 hs, 4 dAN 24 ds, 8 mg AN /&8 mgs.
AL 15 d; 1558, 15 g5 10%4E /K 4k, 40 /L
1%; 95% 195, 950 mL/L 4E%; 5% CO,, 50 mL/L
CO,; 1:1000 FMRE, 1 /LT ERER; BE
RS B #£36.8 pg/mg, BN E R EE A2
H ¥ #36.8 ng/g; 10%7 %5 B 4 560 mmol/LEL
100 g/LAi%50E; 45 ppm = 45X 10, B0 ks
PR (R FR 3 Fr/min, B E He, 407 &4
Foek i, — AL “/kg” R,

2.5 it F A5 (e /NS ()FRH 3%
KEF; 3) R AR A NGy (DA
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R RE SN (5) A A LN Bo;
(O)VFEAREH 9N Bn; (T)WE2R 9 SCRMA K
EP. {EG T 2 E A B AE SO RUR I T35 5+ b
2R 7 Amean+ SD, V3440 + FR#ELR ymean
+SE. 45it 2% 2% 1 F°P<0.05, °P<0.01(P>0.05
ANE). WE—FR S A—EP, WP<0.05,
P<0.01; 55 =E A°P<0.05, 'P<0.01%%.

2.6 #F A& WREKARHEGB/T 15835-1995H,
WA b P R B, A A 3538 R
DB, W AR R, S AEA.
VUBCER B HIUEEh . RN, Gil 2250y
KT B Rz AR E07, 11000-1500 kg, 3.5 mmol/L
+0.5 mmol/L4%. Wl & ¥4 A fi i ik L 4%
PEIRE B, 116 347 55456 0004 2 — IR 2
B AT — A EE, R AR AR 2, wl
T A, BN N A R 22 A —41ECFH (i mean +
SDI % & FIAMA AR 22, — B LASDIFI /32K 5 4vr
#, Blt3614.5 g+420.8 g, SDHI1/3iL— £ g,
Y EE BN TE B AL, NS 3.6 kg 0.4 kg,
T Z AR . 8.4 cm=£0.27 cm, H
SD/3 = 0.09 cm, /NG 247, WP Eh
I BN B IS B 2 A AT A B DR IR A
TER, Ny, RBECTE, DTS04, K50
o, G A TS, HT— 7 Hog A gk, & (R
i €07 YHSZ JE4 M0 . RIS AT 1k 5E
B, NG UGE . 11n23.48, F5 AN/ NEUS, )
M 823, AN 1%23.48—~23.5—24. 4 1 HFRH
BT RIB W, W E KBS UEGB/T 7408-9415
5. w9854 H12H, W5 1E1985-04-12; 1985
fE4H, 51E1985-04; M 198544 H 12 H 231520
SrS50FEE 21985426 H25H 10073043 11, 5 1E
1985-04-12 T23:20:50/1985-06-25 T10:30:00;
M19854E4 H 12 H#E 2198546 H15H 1k, S1F
1985-04-12/06-16, 481 51E08:00, 44
P 54E16:30. 1170 BT A S B 4 43 BEk e
53 BE<100, T3 2B 101<4) BE<1000,
B BN ERE AL R NEHT S
B A1 507, BE3ALIA)ZS 1/4R B A A 7 BE B, 4
1486 800.475 65. 5E I P FAN KA AT

2.7 A7 MRE KR HEGB/T 15834-1995%5
RS FVEIEE SR, AT S 1Ay 5 #R
SRR BT A SR -7 AR, FER
DOVE ] (8] 805 29 I, 10 2 I 40 S0 BTz
BT AP TR ] K DUTE PRS- B9 S T )
MU E 5 IF, S5 S0k AR S
Y TF, TR T bR s, bl 2. i
Sy WS ABA SR mE AN
1494
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TATZ S RISk IR AT, WS Kk
BTG, NEHT AT R, bt s
HH A%, WS E 5. T, AT AR
P N PR SESOE T AF R DI
98, ANERK, WS-FU. ShSCEFF T RI—#
LR HURME, MR NG, = RERoR
MRS, P8 Ron HR AR

3 Wt

3.1 A% ] A D) M S T ST e N 2%, fiE
BT, Bl A A B Ik, AR 4,
—M20 5 BERH CRUBEATY B “R g
EEIRESET

3.2 B WIEH I E A, IR EFRE 22
Ym4EZE ;122 (ICMIE, International Committee of
Medical Journal Editors)/f# % k& brifEgh AT . 1E
FRRUE R (D)X B R v B Ao 3R
13+ BRI R DTk, ()i RS, IF
X} S R E B AR A AT HEVE RS G (3)
FEZ R 2 R LW e —Fa. AEH NAT S
A1, 2, 3, RPBFST AR DOk ) HoAt A AT
S AEE B A IR R DT N, 24
B HIZ S, g s, WHELE S 4 2 T8
UK (IESCHZ % S0P A Hg). (SR
AR ERTAELNGHERE B O E
I oTRR. A A e S A B B AL R 2 — A
RIS [REAE R

3.3 A4 RS S R AR S G IS AT
S BB, M sk R, MR, AR 2
B g BT 38 ] 64 AR A 1T 067000

3.4 FH—AEH @A KU SRR, 19944165
s 2y K2R L, JEIm. =B NFI AL RGN
1998 BRATE 5.

3.5 VEFwak oA A% R )15 DERE 4 0
BT AE DT iR P 35 5 UL BRI )T T
LIS S S 7 | = N o || W& ST 7 7
MR RE BRI . M5, k&7 a5,
WMide~ 25 SO F IR AR S G W9 I LR
PlD& TR = NEE e B £ 7o S s TREE /8
N 4 25 S R 0 56 s AR 18 325 A8 H R
I DENN AR S 2k 22 56 1k

3.6 RATHFIXH A T IR T SCEH P s, A
T R Ty SEAT B2 2 R A4 10 (R AT VRIS T SR s,
B AT VFSCE 44, BRRR, DL PR 5 30cE—
[FILE I AR i Qs 20%, BigAsidE
KAz 2E e b JE = B A BRI Be, BTl Ak
IR

(R A A A
k&) B,
100025, Jb% 7 A
AR, ARUv9ER P
625, & B P
S DEIIE, B
+%: 010-8538-1892,
A 010-8538-
1893, Email:
wcjd@wjgnet.com;
http://www.wjgnet.
com
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3.7 Aawsh A A gk EEKAQRR LG
B35 H, No. 30224801

3.8 B AR A%l EIAEE B, B,
330006, {19445 R &1 [CHEE 15, 79 AR5 —
B I = e i A PR, YLDH A 231 B A T RS
huang9815@yahoo.com

11 0351-4078656 % FL: 0351-4086337

Wk HIE: &R I

3.9 & LH%

AL SR EAL Y TR, JT R R, S0
A LA L 1045235 8 1, N b SR 44— 2
& EE A DOEPFE PEBEME N &4, 5
O HPRERE, WA Z AR “-7 2 TT, £
YEZ I A4 () i . kg “ AR L
EPEFETE N “Bo-Rong Pan” .

BAL SRR, J5S R IR KA T R B
fih. 1 1: Xu-Chen Zhang, Li-Xin Mei, Department
of Pathology, Chengde Medical College, Chengde
067000, Hebei Province, China

A& Feh B KA W: Supported by National
Natural Science Foundation of China, N0.30224801
i@ RAEH #52Ud: Correspondence to: Dr. Lian-
Sheng Ma, Taiyuan Research and Treatment Center
for Digestive Diseases, 77 Shuangta Xijie, Taiyuan
030001, Shanxi Province, China. wcjd@wjgnet.
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3.10 LA WAAE300T 2047, AN AL H
(0 O ] BRI 9 1) 15 e R Be A8 H ), 7 (o
IRELTE R RO 5. N ik TR K B A T, W
B PEHIEZITBNE, 207, AT
I3 SRR IR, HOH RO B R . BT TR Rk HE 5%
PEEARAE R R REPEREALAL . 55 )AL 0, ) JiE
ALVCHC RFAE. WBIF TR %2 B, IV ) LIl
RIS WibsvfE. Wik 7041, A 2 DT
EREYT, 472 50 R IRAS B s R 1T o ade 4 1A
F), GRNAIH a8 R, O W, A1t
LRI, BEIANER R BR, RUAEEE S,
fif s HoAA, P90 B s 8 AR e 0 vt 27 7 V2 b B
I &5 25 L IR A DX TR 0 e T 2 B 2 MR 5 11
WUME; BREP, 5 N5 AN 2 25 VR 6 H),
G514 30 R, HERRTCIR IR KA.

311 EXARAMER 0 515, 1 MEMIy
1L MRL 1.2 Tk 2 PR 3 iR 4 &
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WK, FEBATKS, EAF 1K
AR 2490 b G SRS B IE . IR
A TS ERHER(D), (2), (3). LFE%
ik

0 315 NAF XU H XS Al
LIPRIFIPSES

1 At ik SRR, (H AL 25
I3 et T 5% S 06 R8T ) 5 VA N
YA, CART RIS 177751 226 SCRRRITT,
A &SR B TR T b v ) SRk A A
sk 2 AR

2 g5 R SEIGAE RN A R H KRR ST ROR,
e e VAL A

3 it BT, VAR HORH T AR I 4 SR
AN TS ROAR, AN I K SCHR P [l et
BRI B ZERE I8, RNV A RIFRRE, I
SRS AT P M B, A 183 AN £ ) 1 SCRY
AR AR N A, RN RE— R N AT Kk,
F N A JIE 455 N AR TP Ul B, Rk —
AR = 2R O B 28), 78 IESCH i Bl
7 N L BN A B, DA
LR T 5 B, P 1 BN A I S
BRI Ty L W — A A R K]
S IS F S < W< el = R MR 13573 116 2 W 1
K1 g E R ar fm e ARk, A: -+ B
TSN OHETITS b RETIES SERTTRS SERTTEN € STEN Hjﬂgiﬂ:fff
. O. B. . A. AP FRER T
5. gt B P<0.05, "P<0.01(P>0.05
ANVE). Wl —Z b A —PME, W°P<0.05,
1P<0.01; 38 K°P<0.05, 'P<0.01. P )51
bk a6 S JLHAR KT, WP<0.01, ¢ = 4.56 vs
X MRS, VEAER I R 7. 22 R B R
o, LRI TE R B S N AR R A BT,
E AR VA QRIS = AN S VA Sl DS o S o)
7 KRG IECRN, “-7 RERHHERK
WL, REEF R A A B2% REZ) S E XA
iR, FEEAR H RS He/min, ¢/(mol/L), p/kPa,
VimL, ¢t/°C3Zik.

S EINE T, HHEVHE J5 22 SCRkT, 255
4 B Ik RTERH T gmis ] 13 5%
J5 i, RECASC B BT FH e A7 4504 5
J7. FEAB N [ P [RAT A R 3R AR G S8
LT o Rk, JELESCA SIS B
T ¥E S, SChmyIEE 4, WA
“Pang” MIAT B ML S 5 1E S0P
SRR iRk, WHLEZ iR e K4 b
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ZE3HE \Y%

IS, W AR e B REEEHA
DNy eeeeees PCROTIEBBUBE 7, SR 54 1E 3¢
RUR I, 5 1ESC 5 507 3, WA s
D7V SCHR[8]. BT 5122 SCHR 20 LI 2-34F
SCIE, PubMed, ' [ERFEE SCHETHIEITI )
AR SO O WP H B R 2R AR
T, 8 N 5| S WA e % DA
SR [ 9 A 3R o i Bl SCHR. AT R, AE
HONH AR, SG8, T4, F, 45, K-k
L, PMIDFIDOW 5; H4E: 75, /EH@IH 4
), 04, I, RRIK, HARH, H A, 4F, -
11T,

5 W KRR 0 K AT B AR AT RIDKE T U S AT I 4%
FR A s SO AR ISR R AT AL R B,
FHE RS RR A, AT VPN, VR 45
Fr N EHE FE S & B Fe, DAPDF#%C AL, 52
AT VBRI S A R WA 2 148 Ui Bl
KR, F5 I S A L ] DU &
563 B ORRIIS S, A SRR BN — N
. FATVRCE . . VEE LB Eh A L.

4 B3IV

4.1 & 7% BAEAE X 5L
http://www.wjgnet.com/1009-3079/sp.asp
4.2 B 50 R 3 B AR X 5 1
http://www.wjgnet.com/1009-3079/yjyz.asp
4.3 Bk B X S
http://'www.wjgnet.com/1009-3079/jdlt.asp
4.4 Uk 4Rk B AR X 1)
http://www.wjgnet.com/1009-3079/wxzs.asp
4.5 A 50 PR AR B AR A X 524
http://'www.wjgnet.com/1009-3079/yjkb.asp
4.6 s R 23 B AFH X 521
http://www.wjgnet.com/1009-3079/Icjy.asp
4.7 Ja 1) 3 B VR X 5
http://www.wjgnet.com/1009-3079/blbg.asp

5 BISHI

P2 AR S i, AN s HoAl 7 S Bee,
E-mail. FTEIFq. 784 B0H M Hk: http://www.
baishideng.com/wcjd/ch/index.aspx. JCik7E
2 AC (110 1L submission@wjgnet.com, Hiif:
010-8538-1892, f£H.: 010-8538-1893 -3k Hs 1)y, #
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R 25050 T 2% W hikhttp:/swww.wignet.com/1009-3079/
tgxz.pdf. H R P I TH) 5 2214-28 K. T I
KA L2-347 [A) AT T ™ kg VP, 247 B LL il
T Sy s, A5 WK R A RS U

6 1BOfsmA0

6.1 B R SRR AL T 1E 2 44 I %
PRk, WARR: ()RELERRER—FHE
B ()15 250 F) 25 5 HU A s 2R 38 UK R 25
W5 YA EF T SO R R R, 7
T AEF BT AEF4AT, TR R A%
P B SEWI TR, (RAIE 055 A 1 ()51l
IFES M4 URR. HbhE. FRAE. 5RO
TS A S S A B R, 1B
I-I £ S ARL SR, (5)F A& TR M, (6)K
T I B A 25 AR B RL R HE A5, (RAIE T it 35,
T LA SR A AR B8 S, T B T
23 5 BRI HERE A (7) B ER IR SR P, B
PR L 0 A ) .

6.2 RSB RRZ AT & FEBG, WA
BTG AT I, A g R
AR A i T B R L G L R A AR
S, WA AT 15 KK S A B0 L 1
PR SR L BROBURS 5 45F THA R
R L 3, [ B0 05U f) P T R A
EAEL IS B G; WIAFIAL, T R ) R el
1 AR AT

6.3 WAL KL REEEHESZHIEEHM, X
THES B . 1E# TTEA S AR N E R 4
I g R AR R RIS AL, AL I W R
£ (RN IE) X XE; HBO): &
TR, A A A Al R A NS B
PR S5 LR B, AUEAS (5 A AL 2
B GRS I ) 2, AR AT A

(HRENBEHFRE) RED
JE 5T S AR e 2 R BR A )
100025, b5 HBH X A< YA h 6 625
TV E 0D BE903 %

15 010-5908-0035
f£H: 010-8538-1893
E-mail: wejd@wjgnet.com

http: //www.wjgnet.com

(R A A A
&) BHITX
3 ¥ (open access,
OA)# h ALK,
HELERSHRE
XF, B EING%
F. E itk
A @R KA, %
i ik K A ag
ERAWEIE, @ %
WA, 4 & Fe
Fa WAL T o) i B
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201450 £ B & AT W2 K 2 (AACR)

SEHE: £

J% % 7 X http://www.aacr.org/home/scientists/meetings--
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2014-04-09/13

201455 % 49 & B I 5 BF 52 ¥4 2 (EASL)

Sl B 3

Bk % 7 X http://www.easl.eu/_the-international-liver-
congress/general-information
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2014F A F EFFERKE

AP LR T

¥ % 7 A http://www.cuda.org.cn/new/meeting

2014-04-26/27
TRREFRERGFHSR2014F2EHF R
BB AR T

J% % 7 X http://www.cnescp.org/
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