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: 300193 based on the etiology and pathogenesis, has ,
achieved satisfactory results. RE is often  (reflux esophagitis,
associated with improper diet, emotion RE)
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Qi. Special prescription treatment and
syndrome differentiation are often used
clinically. Experimental studies with regard to
gastrointestinal hormone, inflammatory factors
and proteins, and lower esophageal sphincter
calcium channel have been carried out to
clarify the mechanisms of RE. In this paper, we
make a brief review of the related studies, and
summarize our strategy for the treatment of
RE, in order to offer reference for clinicians.
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%y, XTREM U HLEEAT B 45 IF42 B A
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P93 R 7 T : K AEP YO RE A B PR
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DIRAAIG, A2 TR 17 I, <A e B 22
B N RSB . AT, BRI
AR TG AN EEE, ¥ 80 Y
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WL AR ARG, TP RE S R
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55 B ORRIBEIT AR, Al L AR 2 BE ST
RE5 PRI TR & AN [, (R 504 B 52 PR A [
ZHb, BRAIREAT . B, SN
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TRAHLITIH: i 2 B 5N I RE N A JE A 52
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(malondialdehyde, MDA)I5 M. 455\ Ktk
PR T AT DLSGER EOK BB A4 2 3
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BAUR AN REZ REE THANZ AR EI
% 18 18 (receptor-operated calcium channel,
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2B N REMIN RARLES N 20545 3 1l i
D Re B A AH OC, e AAM 7l Aid g PR 5L
TR T S T LESHMT LI 5K ), 7EdF 74
U T2 AR FH 5 Y

BTATMLESH Iy BERBEBEDIfE . JH
B REDT M . 2k AR g AR A 2 R4
TRvF b BE 2 3077 7 i 28 A 1R ST RE AR
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MUTHRESE R LESH ), o535 8 &b i) e b 2y
AE WORIHOR REDT 28 10 B D) e, B9 &k f4 he
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IAVERBLE]: (DLESH J7: e A8 73 it 1
A5 LT 2 R EARE K £ 286 43
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REMRK B A R i i D B, (3) ik
REPL A0 e e A7 mT JE 4 RE AR 2R
KR EEHR BRI T 1/ E(interleukin,
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DA -au 35 B, P L Al i I R R
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RG], e E A6, A
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K'-ATPH & Ca, -Mg, -ATPEg 1% 1k, MG £
HHLAMPK S &, Wb R gERAR S, {2
HER LA HFT AR AR A B &, o i
NEEL U E 4R ThRE, W BRI AR A 2
VIR AR, AT D 9 RE DRl i, ek
R 7 1 e T

IR S AN [ A FE SR R T e AR
HITREMVERINLEL, T 0L, Heg MG TRE
SN S AN LT B A R, JRAE
PR RFESE HAML(RIA S, &R, H )
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ARE K S A,
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Abstract

Drug resistance of gastric cancer cells is one
of the main reasons that lead to failure of
chemotherapy in gastric cancer. Gastric cancer
cells can be resistant to chemotherapeutic
drugs and targeted drugs, which leads to poor
therapeutic effects. Although the mechanisms
of drug resistance of gastric cancer cells have
long been investigated, no effective drug
that can reverse the drug resistance of gastric
cancer cells has been found. Therefore, it is
important to reverse the drug resistance of
gastric cancer cells to improve the prognosis
of gastric cancer. In this paper, we review
the mechanisms of drug resistance of gastric
cancer cells to chemotherapeutic drugs and
targeted drugs, summarize current situation
for research of drug resistance of gastric cancer
cells, and discuss the future development
direction in this field.
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7, AN R EWNN. REZEE, HiE
MR B — EARE A NI R, BRMRIT 2
LAY, BEETFARL T BUT . AEWRTT
SRR B A I KA (3 1) 25936597
T H S s 2 A TR, (KEE
FARIRAEIL B G. Kk, HAh T Ryt B
FELREIRTT L A R . X7
it e I RATT, R E IR R T F
AR A E B, H R T g 0 ek
WA 2 25T 25 P (multiple drug resistance,
MDR), RITATT IR 243 AN BEAR. U ARk bt
F 4 1) 29 AN N T IR VAT, AHER-24%
2 HE SR 45 R R A ) e R AT R ) VR
7 I CAE AR IR TT a6 N . A5 N i R v,
S FAFARE R IAE 1) 25 A iR T R A
1 W S PR 24 T L. < AT 0 it 18 % 5 e oo
AT 254 S ) 25 ) (1) i 24 PR 0 T e a
7R BB R . AR SOR IS AR 5
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I, x5 Jee i 245 (AL B AR S0 B i Bl 1A T
TR RV, BAESEBEFTE X B R 251
FAEFFRI S 15 e rp - J gt e ] 06 55

| SEERIIS 7YM 2R B8 AN S
O R AT 25 W 2 T I WL B
FUUTE T R 24, SO 2 4 1 Wi P-BE AR
F1(P-glycoprotein, P-gp)*. 2 2y 24 2K (-1
(multidrug resistance protein-1, MRP-1)%',  Jifijii
25 85 S 1 4 T AL RIE 9 O BUAEAR K 8E
HX L85y 118 B AT 29I 245 T8 b K
MR R A BRI, B AT 2590 0 1
KA. WIRWENER LY S AR, XLk
2y 2L 5 522, Ty H AT A
Tl R i 24 53 1 SLAH R 250 2 0 IR K 25
VIR L IR 25, X LA AL
S IRV, IR AR 2R 2590 3R
W IE S 25 1) S B AZ S 25 W (1 Tef 25 HL IR 15
Hog7 S HAT I R X

1.1 BT
W 2R A7 25949 i (Cisplatin, CDDP)
F YL F A (Oxaliplatin, L-OHP), iX462454 %
BEAIT I — 82, JE T BT i 2
V). HRZi) LR TR AL IDNA, T2
DNA YRR A RlG, M54l faeT. 41
RAVMEH L ZE RS MR ET:, 57
T K IR 5E AR 40 S8 25 1) () A FH o 7 v 4%
TR, X ERE I () Rk R IR AAE R
YW 258 b kA T HEAER]. /ECDDP.
L-OHPHI/E BT, fihed 40 s 2549055 0 T
VR 2512 W= AR 32, DRI H BEMDR. 7t
T, CRBIBWK A1 s -2(B-cell lymphoma-2,
Bcl-2). Bel-247x 5 [ (bel-associated x protein,
Bax). AfrzE. MTHMEIEAXKEEY 2
CDDP. L-OHPIR 25 R, AL HE BRI AR G
I8 H AT O 2 0. AU TR K
IEEFR 85 111139(zinc finger protein 139, ZNF139)
15 B 258 b k% T EEAE L LR
BG4 /RN A(microRNA, miRNA)W 5T,
ERIMmiRNA-101"", miRNA-103/107"",
miRNA-503"", miRNA-1271""), miRNA27a!""
SR B I BSR4 W 25 T8 b R AR T AE .
Li%U R 5 & I P Bz A2 K R F--C(vascular
endothelial growth factor-C, VEGF-C)}&:%
miRNA-101 F A2 LI, *imiRNA-101
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FIE WG I VEGF-CHR Ik B {2 52 B0, b
CDDP{EH J5 5 i B 4 Uk SGC7901 1 T
W%, Wi 7 CDDPIACR,; [ Z ®miRNA-101
FKiLZ B IMEN, CDDPS R i 40 i Bk
SGC7901 [ Tt B B 9855, ¥iHImiRNA-101
2 557 B4 Mok C DD PAS (KT 25 1 i, HoAth
WA 2] T 2RAL R, HongS W iext 2
H i FmiRN AT T 8 454598, miRNA
T F =, Shae Wi, & AR iR T7 i
RUMSZ R T OV, felln 52 B0 R B E g il
RNA(Long non-coding RNA, IncRNA) 4l
S B ISR T 25 T8 AT 5%, IncRNA
TEANRERI PR N A D REERNA SN 7, HK
FERIE 200N % R, 18 2 B A dm & 3l v k4%
TEEERY R Inc RN AYE B 412
2y 2 R R T EEAE . RO K
IIncRNA PVTIM, AK022798"%)% 5 T H
FEEAZR W 256 . ZhangZ5 " VIRE T R R
IncRNA PVTI{EXTCDDPAEAEHRL I 3 e
MR rp [ F 9 CDDPI 2541 Jf Bk BGC823/DDP
MISGC7901/DDPH LI &, #HillncRNA
PV T153A f5 CDD P i e 4 i i 2545 15 H B
ISR, X LERIFTU A R S 2 P 2 T ik
PIBLAIER AL 758 0 S 2y ), wT e e A
KW 2 AR B V6 T HE AL

1.2

SURWEE R W) 2 HIEAIT I S — K%k
Yy, HFEAZY) Ky 5- % R BERE (5-fluorouracil,
5-Fu). S-FufE A4 P (AR =9 ] A0 bR s e A%
TR, S H DT s AT R
Fity, BELOT PR3 40 B DN A B A AEAE . B
20 AL SOEARE N ImM R N FH LAK, 5-Fu—H 2
B AT R 2 N R, B
A 2P R 2R ) S 25 T R A
J7, XY R, RE R B
B(S-1) 20N G e 2y K T IR, 9k
BTAR RN, HEA R 5-Fuxd BT,
PR W E IS 25 AR W g 1KV 9T N H i R e [R]
FEAR LT B 20 25 4. DG T 96 R 1 e
KWt 25 T8 I HLEL, B T B 4
T PR WE 7= A= i 25 B S MDR-1/P-gp
MRP-1. Bel-2/Bax* 3N R, i 5HA S
fitg -2, pS3id P15 2 BN 1 2 54 6.
AFF U, 2 UL ES s 200 KT 960 R s W P T 245 T
HmiRNA. IncRNAFIFERSE T/EM. Xiong
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2PV S Blmi RN A-197 1] 300 &% 598 41 i bk
SGC7901 X} 5K WEBE A1 254, Smid%FPk
PImiRNA-150. miRNA-192. miRNA-224.
miRNA-375. miRNA-342-3p%5 44 5 & i R
mEmE R WL BURAT K. IncRNA HOTAIR
LEIGCHY UE Sk 55 T i 96l IR W e 2K 2 ) 097 3K
A BT SR B g R, T g K G R I
R LR 2 (R LR 55 40 28 2 ) 1D it 245 7%
FREA T 2R XA X ). B R AT T — e A [R] g
A, miRNA. IncRNATE F 5t il bR i 24 24
WIREAZE 29I T 249 T8 b 39 R4 T 1R X
SITE T80 28 25 W I it 245 55 O T AE O ) % OC
FAEV), TSRS WE S 2P 27T 1 AL )
WA, A28, pS3mk. W
MBI KRR, X E AR
g7 757 S tH B, R SRS R i 245 AL A
A RERT AT R A A

1.3 B
KA T B AT I R R, B T3
T WA I AT A2 R A R
0 LI A2 BENLHIAE T A B IR 20 34, N
T 6T 241 D 4D 48 B i g 7 A IR i AT
TR 40 R 1B SR AL A 2 T B 2 AH G
HUHI B A — Lo, A5 % Bl B-tubulin,
MAPT. A7 %S5 T Bl s EA2 R
i 25 7 B, AT LR W BT VEGFR-1
VEGFR-27] LLeS 35 5 9 005642 I (1) Rk
PE. [FAEMiRNA. IncRNAZE B i w542 2%
IR 25 7 R R FE T YRR gt
KImiRNA27a. miRNA21. miRNA23a,
miRNA-34c-Sp#B7E B KA 0 25 R4 T
YER, WTBE Rk 0% 9 g S A2 i 24 (R A %)
IncRNARIHFFTEIRW], PVTI1S B A2 Wi
A K, HAHCIF TR 2 W, BARPLHIE A
FERNTFIT.

1.4 B
VrZ2 SAb 2y A T B AT, (0 H 5N A
[z IR R R T A R g DY
“F/ED L LR, e Yt A A
BN L%, e 2R 2 S T E
X I e W 29 (R . T IX e 2y, P2
AHOCHEIR A TR . X 2 25 0L 5 412 2y
Y. TRIRWENE IS W) S AL I T it 25 AL
HIBEAT 22 S A AH R 2 4k BRIE, e A7 3L
SR S N AR T e DG I 2 0y T IR T
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T AR H T BT S 259 &
A UL LR RN RR A KN 124k
(RIRE ) 259, XKW R Her-252 14 KA
H, G Z R SRPLORR I T ) M ARER DY, Pk
K 7 Z AR 10 8T R 258, 2R 254 DA
VG285 B R AR, B A ) e AR K R
(vascular endothelial growth factor, VEGF)[#E
254, LU AR £ VEGFI
B 2R AT BT R Y ISR W, X2y
W FH T 3 R R, e AR AR —
R S ANEA £ X6 e-METHE [7] 3397 254 (an
Rilotumumab)™®. 4 X%mTORME i 115 7] 254
(e 4 52 R)) O AH IR R SEBR R, X 4k2y
WP IEA A NI R ANk
B, AR 2 1 N FH o (R RE LR B T i 25 B .
U Yan g% RIE T R BT A AN T 22 2 T
(AR 24 1 i S TL-6/S TAT3/Jagged-1/Notch1E Jx
Tt 0] PR ORS AT O%, WEFE A B F Notehil
STAT3 I 747 7] i 4E 27 15 e 40 P o) ith 22 2k
BB 25 K. Zhang 25" WF 5 & BLPTEN
Bea T A A 2 Fr U0 et ot 22 B T 24 1 9
WHEHR. A H A7 Lemt 50 AR AL T HE At 5T
BB, AHOC R N T I RS AT K AR 5 22

SE K.

3 BEMAHRPEFENRBREE

T 950 2 W () T 24 T 12 e B SR G IR T Y
K TARKINAE, MH 52w T a7 20R.
AR B R ST 25 25 I 9T O T e 2 4,
— L BT RS . R R 254
fiif 24 PRI FEAE AT A el 252 B DG, 6T i
i 245 R HLEIE I AR, CRIVE 2 2R
FAG Tl 2 5 B e s, H O3
— LA ARSMIT I S AR P S TR RS T
B I T R 24 ) RO, A UR S AL A TR IR
B 7 OB RE I T HIZNF139 FAMDR-1.
MRP- 1R IE, T B J i 24 41 it MDR %
R A FOR I S0 YA
0] 902 R TR T 2447 /0. RIS A e AT AE I
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EIRYTRORIFBAT 13 2 35 s, B2
BN B A R ) B 22—
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— AR B ERI10% 04, R R
90%". P I T AR KT AR A ALK
EATIRKHED, VIBR ISR I A2 B T
AR BIREAT. {2+ K2 R AR P B O
HeMAFAE, TAIRAEE BIEARA, S TR
W25 N R AT R D A R
T 254 ] HE 10 25 ) it 24 U BEAT R AW 5T
I I UL A i 24 [ A 2880390 4 T i e S O 1)
T, A7 EE IR X

X T R T 24 (1038 K 2 W SUOCTE Tk
7 AN 2530, 1€ 5 B AN DB ISR,
LY T IRR, EIHRIEA 4
FE . QI G A JE Sk A R FOL-
FOX475 Zif07 MR ARG 3, RO
B AL 5 S0, et AR, HATEN T
Ik SRS AHAZAIE S LR g, A4
BEBD, BN OOEA RS, Bl
2PN 25 LA RO R DL BL SR, X iX L
LWITR IR FOE A TE 7. B 20 Fee i 2
s 2 BIOCTE, —Le 2 IR S B
T 24 4 R A7 2% RSB ) T i AROR T
TR TSk 24 30 26 A7 20 1K) 245 ) XE 45 30 BEAT KRR
HL. S B R 2 i 22 34 R8BI
R, BLIRIRIE IR AN e 3, T 24300 4% TR B 5T
WAEIRN. B2 276 B AL V2 i
T ERERT T A T EEUER]. R IRYT
R (A S ML AE T rp 24068 T T 20 M 11 i
ZPFIEA RAFIIRCR. e kA2 2]
DU o 5 — e SR T i 25 84T DGR L
T RO S 0 9 T, B A 2 R
XTI 18 R 27 2%k, A A DL i A Ay
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4 518
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: diseases, has been gradually applied in W% & %#
330006 clinical practice. latrogenic infection caused
by duodenoscopy is a well-documented ’
complication, which has gained extensive
attention especially in duodenoscope cleaning
: 330006 and disinfecting. It has been postulated that
) 17 the complexity in design of duodenoscope  ,;\4.5015
majiuh@126.com makes cleaning difficult and poses a risk for
1 0791-88694784 o1 . o s I
nosocomial infections. As such, it is of positive
: 2016-05-02 practical significance to analyze the factors that ,
12016-05-13 affect cleaning and disinfecting and to take
: 2016-06-06 . .
. 2016-11-18 effective measures to do them better, in order
to prevent nosocomial infection. This paper
briefly reviews the cleaning and sterilizing
Duodenoscopy related of duodenoscope and the risk of infection ’
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With the development of minimally invasive
techniques, duodenoscope, as an instrument for
diagnosis and treatment of pancreaticobiliary
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Chronic inflammation is one of the important
mechanisms for the development of colon cancer,
and the role of cancer-related inflammation
(CRI) in tumor development is a hot research
topic in recent years. Therefore, it is very
important to clarify the effect and regulation
of CRI in colon cancer. Accumulating evidence
indicates that transcription factors, cytokines,
chemokines, cyclooxygenase-2 and microRNAs
play key roles in CRI. This review focuses on
the research progress about these molecules in
colon cancer.
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Abstract

Recently, the role of intestinal microecology
in diseases has attracted increasing attention.
Some progress has been achieved in the
study of the colorectum, which is the carrier
of intestinal microecology, and the role of
intestinal microecology in colorectal cancer
(CRC) formation and progression has been
clarified gradually. More and more studies
show that intestinal microecology plays a key
role in CRC related precision treatments, such
as tumor immunotherapy, chemotherapy and
probiotic intervention, which have achieved
certain curative effects in clinical treatment,
although the mechanism still needs further
study. This review briefly discusses the intestinal
microecology related precision treatments for
CRC and their potential mechanisms.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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THAL T RRCR [RT G 43, [ I K AE S5O B 8 TR A AR LRI N R GG i@ TR AT, AV E B AR AL B

3 X

RWSCR RGN ZA AL AR, SOt A AR A S A N AR g Al DA ST T
FYPRAZ S, HNFERER T (IR A X OXAE; (0 k2 E v, 5 1 2h I Aih o £ A0 4
N B A RS 3D, AR (TR A AL ) S 48 8045 1 [ s, L 4R RRBUR AS T AT
G AR AR (R 2RI TGRSO SR BRI A A AR AAVRZOCRE R (a3

i PR 22 SO R/ 2 SCH ) R HT CCIiZRR) A AN R SCH S kR Rk,
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Abstract

Alm

To investigate the expression of isocitrate
dehydrogenase (IDH) protein and mRNA in
liver tissue of functional dyspepsia (FD) rats
with spleen deficiency after intervention with
Pixu 1 recipe.

METHODS

Seventy 10-day-old male SD rat pups were
randomly divided into a normal control group
(n = 10), an FD model group (n = 10), and an
FD with spleen deficiency model group (n =
50). The normal control group was gavaged
with 0.2 mL of 2% sucrose, and the FD model
group and FD with spleen deficiency model
group were gavaged with 0.2 mL of 0.1%
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iodacetamide in 2.0% sucrose, for 6 d. From
the postnatal age of 43 d, the FD with spleen
deficiency model group was given modified
multiple platform method (MMPM), 14 h every
day, for 14 d. The FD with spleen deficiency
model group was then randomly divided into
an FD with spleen deficiency model group (n =
10), a western medicine group (n = 10), a low-
dose Chinese herbs group (n = 10), a medium-
dose Chinese herbs group (n = 10), and a high-
dose Chinese herbs group (n = 10), which were
gavaged with 1 mL/100 ged of distilled water,
0.3125 mg/100 g*d of domperidone, 0.1275 g/
100 ged of Pixu 1 recipe, 0.255 g/100 ged of
Pixu 1 recipe, and 0.51 g/100 ged of Pixu 1
recipe, for 14 d, respectively. IDH protein and
mRNA expression in liver tissues was detected
by Western blot, immunohistochemistry and
RT-PCR.

RESULTS

Compared with the FD with spleen deficiency
model group, IDH protein expression detected
by immunohistochemistry was significantly
higher in the normal group, FD model group,
domperidone group, low-, medium-, and high-
dose Pixu 1 recipe groups (P < 0.05 or P < 0.01);
IDH protein expression detected by Western
blot was significantly higher in the normal
group, domperidone group, high-dose Pixu 1
recipe group and FD model group (P < 0.05 or
P < 0.01); IDH mRNA expression detected by
RT-PCR was significantly higher in the normal
group, FD model group, domperidone group,
high-dose Pixu 1 recipe group (P < 0.01).

CONCLUSION

FD rats with spleen deficiency have reduced
energy metabolism, and Pixu 1 recipe improves
spleen deficiency probably by increasing the
expression of IDH protein and mRNA in FD
rats with spleen deficiency.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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0 515

BN RN RZAR” A
Psis NARHG DA AR () B2, TR I (R BA R 5
—HEAEARAE H T R FaE,
PRIMAE AN IE K B FIALAERE T, X — i FE A1 Bl
HABRFERE A AR R, M ENA, +
TMKEE N B A D Rk ST, AR EE %Ak
JUL AT PR &7 47 Ty fie 1F 5 5 15 5 g B AR % DI AH
SR gl N HAEAR, B R i IR
TR -G A DG A, A SR
1 D B s 5 ) 2R BRI Re A A 22 7 T 1 St
T 2 AP R A 2 4N i P AR B 1R Ak R T
J& =R 1 FF (adenosine triphosphate, ATP)H
FEG S, hEE <R PR T e R
FLARY, Lk A= 5 ATP, HESIHLAK AL AviG 3,
ST REAN A T A A AR AT A5 A i T e
BN A FIAZ L, H S IR 5 ZoR A4 1 Dy B e e
FRRERE LA bl — 2. MU = 8 7= %
Bl TG 107 A L 0 A A T AR S AR ik
LWEAHIEA, LWEHIMRA S HlE LR 45 A it N
= RIRIE I (tricarboxylic acid cycle, TCA)fifY)
JRAEM, B EATP, fetRE R, RILTCAR
NARSRE R S 2R AR, T i IR i
Mf(isocitrate dehydrogenase, IDH) ;&2 TCAH 1)
I B g, ASHIET A R B Dl e A AN R
(functional dyspepsia, FD) K AT G 5T
%, Mo e & A FE 0 B — 5 5y RHIDHE A
KAL) i B4 T T 09T

1 #RRSEA

1.1 ()SEEshY): SPFZSD & FLE 704, 7
H%, w5 BER, B R AT 10 L4 L, O JL4e
BEREFL. BERS PT 4 ROh— %8, MR T
LW, 12 ki, &iE22 C+2 °C, WE:
60%-70%. BF 5 LAA 0 BURL BRI SR, B B
K. SE B35 H 4 DURR (A6 30 SE g R AT R

4364

AN EBRAE YFTIE S SYXK(39)2013-0012, &
FAES: 11401500004829; (2)ik 7 b X 2%:
PUDH ¥ g P, 45 abl172964, LI
W) 5 AT B2 ], HRPARIE L2 E i flgG
5 Sc-2004, X &M AEMHAA ], Bl
RNAFZEGAF £, %5 Cat# CW0581, CWhio.
Co.Ltd; HiFi-MMLV c¢DNA% —#E4 ikl 6,
5 Cat# CW0744, CWbio.Co.Ltd; UltraSYBR
Mixture(With ROX), !5 Cat#t CW0956,
CWhbio.Co.Ltd; DNase 1, 45 Cat# CW2090,
CWhbio.Co.Ltd; 5x RNA Loading Buffer, {5
Cat# CW0611A, CWbio.Co.Ltd; WJiEdki% A%,
A5 QL-902, 1T IR DR AR il A R
AFE] 66T, Y5 NANODROP 2000,
FEER IR B A vl 9 BPCRIX, BT
ABI7500, 3 E N H ARG~ w); B, 8
51 MULTISKAN MK3, FEER K H /R BH A A
HLVKAX, 5 VE-180, g RBERMHEA R
)y FEIEAY, A5 VE-186, iR ASRHE A R
AT BERRERARAX, 5 6100, FERARM (BT
15 R 23 7). Image-pro Plus 6 K TEALBRAK 14 (3)5E
W 250): M2, b 1001437587, 75 BA%
o R, FERd A F], k5 0552C003; £
WAL TS 141124263, P92 AR HIZ5 4 R
Ay RS0 (B /S H k), b
B RL A B v A B 24 71 R HIAE.

1.2

12.1 S (HHUERES 8 SDRFT0H,
AR A T R B AL 2 BROE H 4l = 10). FDRER
LA, n = 10). JH R RUF DA 2R £ (XU
R, n = 50). EWREEHRG, FIHEAFD A BUBE
L AR (2 = 10). 23T HI4 (12 = 10).
2R @ = 10). P 2PHEL @ = 10).
e AR @ = 10); Q) 8 SDAR(FL
FR)705, SPFZL, HiA:7 d, Hir B, B IUBER Y
10 FL RS Wk sh W e T3 did B 1 5.
40 W H 64T T 5} (8:00-20:00), = i hIAE
2224 °C, fRFF i, S RGN HBERATI0 R
FLEL R R RIER B 5280040 (DIE
W@ = 10): 1410 d SD & FLE, £ H 2%
PEHE S, 41002 mL, A6 d; ()t
B e 2 /N7 6 b ST AL R LA, n = 50); (3)
it LR (AR A, = 10): 4210 d SD &
FLE, B HO 1% BRI L BE i e S, N
0.2 mL, HEZLHERE 6 d; K3, IR BEE,
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oy, BEOES L, IEH RURDRIR TR, K 6 e
Ja. 43 d, IER @ = 10): Z BT
FEHE KR, R8s 715 RUBR TR, 4%
Fe 4l (n = 10): Z HI25 T £ B R I i v
KW, ghEgh 7155 RUDRIR SR, il Z W n
NG ST (@ = 50): ZRTE T 2B R
TEIRORE T KB, Ak82h 7 1IE 5 BURDRLIESR, [
BN RN G @S RN GVEP: T
£ 5l SRR KA K, KR IAE22 C+2 C,
A /K& DUKTHIE BN S G 1 R2.0 em2A H.
KEAEDNFE ErrCLE hiE3, — Bk NHEHR
K& WLREF 5K Aot is Aok, A
REPRE, LAIE BOK B 95746, 4 H 17:00-7:0031F
AT/ Buhisr, FEz14 h, E4E14 d.

1.2.2 1Y A S =TI LN (1571
EAFEMK A HIE = g/60 kgX 6.254
THEE, 60 kgl N AT HI kg — 5 07 1) Js A2 24
H125 g, AN AEZ I E N 125 g/60 kg X
6.25 = 1.3 g/100 g, &1 ki &5.1 gtk
2yt 5, B HUOR BRURE 1 45 255 50.255 /100 g,
P JRAF R 100 g 1 mLEWoH5H, Sl
A K RHEE0.255 /100 ged. fIKHIE N
0.1275 g/100 ged. =7 E40.51 g/100 ged,
LIR/d; B8 20 S BN BEIR L, 31/d, 60 kg
BRNAT B E30 mg/60 kg, SDA KR AH & A:
30 mg/60 kgX6.25 = 0.3125 mg/100 ged; 1EH
Y1 BB ZH . B AR 2 E R ZE VK =N
1 mL/100 ged, T H FAREBE SR, ELH]
2514 d. fERIRG AE G AKE/KL2 h, BRIFETTL h
PR, %7K A A8 (0.5 mL/100 g)RRIETT IS,
BTHUIFAE AL 20 292.0 em X 1.5 em K JiE, 4 “CA: 3
KR, AR, BNBA T, RIEEE
FI|-80 CUKAH HARAZEFEM. 53 BYHUIFIF 412124
1.0 em X 1.5 em K/, DA4 CHABEER /KM, 18
AW, EANA%Z TR e b, K,
FIEAEE PR, % H.

1.2.3 RT-PCR IDH mRNA N
-80 C B I UK A L JH I AL 2R, AR B s
WO EE L S, . ITHEAZ S RNA
P& U™ M 423K 70 & U B E AT, TR RN A
28 % 18 W O 5T FF RN APy 2 f 4l
R SARNAM G EUEFE NcDNA, Lk
cDNA NI BETPCRY Y, IDHXGAPDH
FERMESI YAt 2 S X YR A
(/NI 7 e AT /b 71 R o 1 K 7/
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FD

5'-AGATGGTAAGACGGTAGAAGCAGAG-3',
N 514): 5'-CAAGCAGCCAAGTCCTTAGTC
ATAA-3', ¥ 34 BLK 243 bp; GAPDHIY i
519): 5-TGGAGTCTACTGGCGTCTT-3', N
51 45 -TGTCATATTTCTCGTGGTTCA-3',
1R B FE138 bp. O 4594 C
AR PES min, J594 CAE1E30 s, 57 CIB K30 s,
72 CHEMI0 s, BIL36MEH, B 72 CLEK
5 min. 2% IEBEBER HLYK )5 K FH Tanon 1600
LIS G A T RAE 0 BT, SR BRSR T 1Y 457 1)
IKEEAR, 5 B IR 19 4517 IR K BE AL 5 2 IR
SEIGAPDHY 92571 K FEAR TR ELAEAE A H 1)
FEImRNA 1) € A5,
1.2.4 Western blot IDH B B
AR BE, IIARIPAZLFW, 2 KRBCAL
VR T8 AM o Je A I B IR . A b
RE, T e SR R - 2R A TR M g S HL VK,
e L A ARG . A S e B B
=1 : 10000/ ELFITC & —PiHF B, 4 CRli.
DRI UR, INANHRPARIC I -t bifk, 4235
¥ PVDFE T =il MRYIE. ECLE A, X£&
L, 5%, B, HRiE s R
I FHQuantity oneEEXF14 EUE 1) H 1 4%y
AT 73 AT, %% H 455 55 GAPDHIT I
JEREFUAE A B B AR Rk 1
1.2.5
IDHI o DU ZH 235 W) i R
7KAL, PBS(pH 7.4)#E3 min X 3YK; {1150 pL
It A AT BTV, 355 B 10 min; PBSHE
3 min X 3K; 150 uL—L, 4 ‘CiL7, PBSH
YB3 minX 37K NS0 pLAEM bR i L,
FHFE 10 min, PBSHYE3 min X 3¢%; 0
5 uLEEE # Y R - AT, =
5% 10 min, PBSP¥E3 minX3/K; DABR(f,
IRFEGY, BREEWIRE K, —FRAGEM, ik
B et F . Image-pro Plus 6 1% AL R #4443 #7,
e i ST AR (200 X ) UL 8% JHF AT 2 2 A D [
ArIfiIAR EIDH) A, Bk U BEH LW EE54™
PRET, 53l Gevt, SR 5 SR ZH K B IDH A I
RSO

I FHSPSS20.045 %A, Bk
Plmean £ SD& IR, B 70 M i Se AT IE &M
FrG, AR5 REAT BRI 3R 07 22 40 . A AL T 22
5, TLSDV M Dunnetti3iAT o381, )7 AR
5%, W Tamhane's T2IEAT 53 7. P<0.053R7R %

4365

E1e# & &

FD

IDH

TCA
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0.04
0.03
0.02
0.01
0.00

1 RERATAELBLRIDHE B LRI x 200). A:
E: VF
.P<0.05, "P<0.01 vs

2.1 2K U4 i i mT
DA B 0 R, 0 TR A L, OB 2 L
WS AR AR AIIDHER (T
B FEAH BRI, 102 WG Sr B4 S5 5k,

gl el pa =T Ay R E S I A VAl TS R S
it 75 L(P<0.05, P<0.01). 5 BRI 2 AH L,
#ZIDH R 3065 FE A 386 A [ R B T
r, P LLEW A ZW%SrmA . ek — 577
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: ©P<0.05, P<0.01 15

; B: ( FD ); C: ; D:
; G (FD ); H: IDH
. IDH: ; FD:

fit. . mAlEAREE, ZRA50FRY
(P<0.05, P<0.01, [K1).

2.2 Westren blot IDH X
UM LE, USRI, B — 5 0% P s
AL, SRAIIDHE (A RIA S FT R,
IR — 5 K Rl A A 2
B2 X (P<0.01, P<0.05), 23 7. i 41 )
IDHE AR IE & BT R, ZRAZIT R X
(P<0.05). SRR M L, R4, 2T
B4l B —5 &, . =il E4lIIDHE
FIRIA B AN R R B T, b —5 07
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kDa
IDH‘— ———---‘47

GAP  —m o e amoms e e e 36

B
1.5 a
d
d
1.0- 1.
d a
C
b b
050 fj
0.0

2  KEERATAEZELRIDHZRIAWestern blotEMIZER. A:

IDH : B: IDH . %P<0.05,
°p<0.01 vs : P<0.05, P<0.01 vs . IDH:
a
15 d
ST b
d
1ol 4
b
5- d
b b b
RiEEsEYE |

B 3 KEAFIFALRIDHRIAMRNANLZSR. *P<0.05,
°P<0.01 vs : 9p<0.01 vs . IDH:

6. PHEHZ T TG R X (P<0.05), 1MiE

WAl 2RIl R — S E R EAL.
BRI A 7 e gk 2 5 X (P<0.05, P<0.01,
K2).

23PCR  IDH mRNA 55t 4L A L,

ZWE AL W —'5 )5 R ZHIDH mRNA
FILETH R, 2 RAG R (P<0.01), JLHE
Sk, AR, BRI AIIDH mRNAR
R WY BRI, 25 AT i 2E R L(P<0.01).
EXER AL, WA 28 CmA. B
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NS I0% .y EA R A IDH
mRNAL L A A FFRE T &, L e
M. ZWESIIA . g — 57 mA R R
F, ERA G E X @P<0.01, E3).

3 e
TCAREY ANl A7 AR @A,
FRAN B S N AL B IR S N R 8. T Lk
M AE N SR A 5 T LR 4 I A 3N
BRILIFT IR, S TN TC AR H B AR 1%
S8, P TCA SRR A AT BRI 24 IDH 2 4
FUh R, e LS5, Bk B
SRR (1) b A R AR A I R AR I R R IR 3 1R,
Jii 75 SE VAR A o- I 3 R, 3 T KRR f4
PAE AR LA B (ATP), HEHUAARTEEL, Rl A42
I S R I T AN LR IR TR . ]
Fiath” MW AR, M Is” 2
TR KRS B A . WOoRn e is il 7, B
BTV A TR R
IKARRE T, S APER, AR AL I
FER AR T8 IR 4 5 0 R, RO 5 ) 1) e Ak
KWt Ay g e e il AR i RE AR
TEA Mo 2 b A b 58 i, PRLIGAE A 40 B A= e A
EEI P HREEAGE DI Zahifk, 5
HEE “BR” AP A, AT
MR R BB RO DL, L AR
B LR/l 4 R4 2 B b, TR &5 4
SR di/h . WL, IS O, MR
24), FE AR (AR B AP AL

FDJ& — i WL i R 18 Ve, FDE
21N R TIZ210%, SN ETS
(150%!". 995 BEALH] 3 B9 K& M 3 ) Bk
23%, TR RUR T 35%, A S AT K IR
40%"'%. FDW A48 J5 AN 3G 45551 (postprandial
distress syndrome, PDS) & A T ZEL ]
e SN MEEANE . S AL A REAR
A, HMLHI AT e H ALY R E UL
P S R B ki B R
P73 F D 8 A7 A B HE M s Yt o A
s, Hoh B A oA e S A RAER
(¥ 7 TR P AR E — e M OC R JRATI e w
WG R BLP D S S8 VAR £ W) 43 At 5 e KL
JIEE R IS St iy T A A>T iy T AR AR, X ] g R
ST B F R B IR, 1 N PDS
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B E s KR, FDIAE T E 9%
W7o MR L CH bR JumE, ALY
ANIIF o FE R THIR R BT, IR TR R 5K,
e DAy B rp AR 2, AR ) b AR, TR
JIR I Ty e e by EEL L, O B YA FD R] TS
I R RORE 2, et vh 254 7 VA Y7 FDI¥IBF
Fo ORIV 7 2 i 1T P D S A A
WAL o A R AL 2E 1 R R HE A A
B IE . O T M W 2R T BT
FDAE AL, LU ZYF D2 P85 2 4 it 5
XI5, IR o e B £ BE AT IIFST.

AR T 5 IR TR F DASE AR (XA 2 ) 11
FDYA A () AN R EIDH 8 14 AR LR K
PRI H A FRAIR, e rh DU B FDAR 2 d5 ]
2, 3 HAFRT-PCRFIWestern blot#a il 1 Py &
ZERA G E S, $EORFDAEAE AR ZZ 12 I
%, FDIEEAFAE H 8 ) BshiG vl g2 T ATP
FEAN S EOP I LR 55, I I D) B 1
WHBECRE AR, SEURME. = ISR
AL IR CER A ORFIBIBIRY  “ A BUw AN fE
o BATHAE, WU AR B R, AH B,
JKIE AR, Wi WLA, BBV, AR .
R o W B = ). B E . Bk
TH IS, T A R A 2 AR Y B I R R L),
[ B, B 2 S UL AL (R B0% 55 6 ™. —TiiMeta
AR I Bk BT R T FDIN &
KRB IAIEIT AR, EiE =PRI E A
R B N MLTEIDHAKT RS, 47 &b
INH TIRYT G R R T Ty, A A K
SENE R T AR R R — 5 07 =2 AEN
HEwmm A ez pih. sy
WA, WK b7 B S IAIEFDIR T A AR 4T
(K197 38 AE — TR LT HE 51 56 2% e o T o 5
UEVAITFD AT RAFI 222V MO PERT &
B, AEAE SR AR S BAR- 3 2 L . AR 5T
SN LG T AW TG, 23 i4/EIDH
HEEM . . EMEPHAN ST . XA
A DA A H 2 — Rl A PO kA 6 2
ZARFEDUR, A Ty i i o 5% it gk N OK T, i
FEVERAWT 2 224K, 5 B B iE ) 1 %
ZAK, P AT ks> 2 TR AT 10 e LR st
1396, WFFTPE I 229 S v] LB R e HE i E
Al e BACHIVAIYFD. JE 5 7 TIE,
HARIDHEHT R PR B3 B0 B 28 A7 e T
5, B LERT-PCRAIWestern blotar il mr, 1%
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RE— ST w2 2 5 AR E
Pr e e LM p, R — S0k P
BRI T g, o lE S R
o35 JIE R LEFD K BLURE AR AT B R R
ANEF IR H 2 AN I 2 A g L
IDHFJ TR HAT AN FIREEE (K 520, 1 151
FARIPIR . IXLEH SR v 244 [ 77 fe FILe 50
T3 B4 REFLHI AT GE A3 i 538 AL AR e F
KAARAE .

AR, JAEFDJE T DR rEm, (A
JEFDEN YR 777 e A RIS, JF H.
B UERERS LD PR RE AN, XLt
DUATfE T BT FDEE 1 T LA ks, 6 30
JIBEnG, HHEPR IR, AR 2 FDIRRAEIR,
HB BN 28U gz, 9. K
PR, 22 S A R 247 RE 5 508 g
A A BRI TFDAE I, % T B
B AU, IR ASE S T S g0 Hee.
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Abstract

AIM

To evaluate the clinical efficacy of Qinggan
Jiuwei San, a Mongolian drug, in the treatment
of patients with alcoholic liver fibrosis.

METHODS

Sixty-seven male patients with alcoholic liver
fibrosis treated at the Affiliated Hospital of
Inner Mongolia University for the Nationalities
from June 2013 to May 2016 were divided
into either an experimental group (n = 34) or
a control group (n = 33). The experimental
group was given oral Qinggan Jiuwei San (3 g
each time, once a day) for a total of 12 wk. The
control group was given reduced glutathione
tablets (0.4 g each time, 3 times/d) for the same
duration. Both groups abstained alcohol and
other drugs during the experimental period.
There was no statistically significant difference
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in general data (P > 0.05) between the two
groups.

RESULTS

Qinggan Jiuwei San was superior to reduced
glutathione in improving the FibroTest (FT)
value and reducing collagen [V(CIV) and laminin
(LN) indexes. Both Qinggan Jiuwei San and
reduced glutathione showed good efficacy in
reducing serum liver fibrosis indexes hyaluronan
(HA) and procollagenIll peptide (PIIIP).
Qinggan Jiuwei San was significantly better than
reduced glutathione in reducing HA, PCII, CIV
and LN.

CONCLUSION

Qinggan Jiuwei San can improve the FT value
of patients with alcoholic liver fibrosis, and
reduce the degree of hepatic fibrosis.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

Non-erosive reflux disease (NERD) is an
independent subtype of gastroesophageal reflux
disease, and it is often concomitant with anxiety
and/or depression, which seriously influence the
patient’s quality of life. This article summarizes
the research progress of NERD with regard
to the pathogenesis of NERD and NERD with
anxiety and/or depression, the effect of common
treatments on NERD, and psychological
intervention for auxiliary treatment of NERD
(including establishing a good relationship
between doctors and patients, psychological
hints, health education, social support and so
on). Some deficiencies in the understanding and
treatment of NERD are pointed out. In addition,
the following suggestions are put forward: more
attention should be paid to the psychological
factors of patients and psychological intervention
should be adopted in the clinical practice and
study of NERD; further research should be made
on the mechanism of psychological intervention
so as to form a unified understanding;
epidemiological research and evidence-based
medicine research should be carried out to
explore the psychological intervention norms on
NERD with anxiety and/or depression, in order
to improve the curative effect of NERD and the
quality of life of patients.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

Gastric cancer is one of the most common
malignant tumors. In addition to environmental,
socioeconomic, and dietary factors, hereditary
factors also play an important role in the
development of gastric cancer. Although some
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driver genes have been identified in gastric
cancer, the molecular compositions of gastric
cancer have not been fully understood. Genome-
wide association studies, copy number variations
and next-generation sequencing provide
systematic methods to identify all genetic
alterations in the cancer genome, especially in
the field of mutation detection. Here we make a
brief review of the current status of research on
gastric cancer genetics.
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JEc-JunZ FE AR v M (c-jun n-terminal kinase,
INK) 5p3815 5 IR A ki oy, FERIET
Rk I R it MAP3K 65 LR 1
MAP3KS S JE S5, I AbATT A5 i
figddl, BH1EMAP3K6RFfF e 2t 1L B 5 B AL
FAEAT, R AN S TS EE T T, W
FRAL M A P3K 6 J4H INK Fp3 815 5 2 k42
HEAMLPE T2, MAP3K6IAEIH T el e sgi 1)
YEHIFIM A P3KS I 58 A0 AR DR 45 7™ ks
T #57. BT AM AP3K 658745 /] BEAE N4 L) i
T, HURMAP3K 658 AR AE g b 4 FH AN
1o W, EBCR I HFSTIEWIM A P3K67E
FERE AR B ke B AR .

1.3 SMAD4 19964 Hahn§"" R ILSMA D4
S, AT 185 gt Ak, H118q22.1, (U
1AM, D Re e T A A K A 1-B
(transforming growth factor-p, TGF-B)#% s idi P
T S, SMADAETGF-B1s 57 % Bt
(1% LSMADH 1. SMA DA AR i
A PETGF-B& VIR EL, KimZE g, fET4
Ji 0 ) S MLA DAY 5 - R 3l 2k 3 30
NLUE IIE A B RO, g, B
Fa s R I RE Ly DR S 4 R AR K
SMAD4 ] fit % 5HDGC, Takakus! o T
/INESMAD4 [ —NEERLHE DAL, AT £E /N B
RIS 2 m] W AN e 5L, Caspase 10
N R D gk RN, R AR AT e T B0 1
e k. ARG PRPEHDGCEE TR
IR A2 5 R 4t 1 X AR DA K 2% 5 P a5 2 93 ) ok
3%AMI15%. FIAE R /RSMAD4 Y Caspase 10
A RE S BT AL e AH O

1.4 FIETEB R T AR
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IR FEPIAH G A, A ik TE 3% B B B 1 3k
[Kl. HPPIFEIK. BRCA23EN . METH:A .
RUNX3HEIN [ 25025 th 55 5 g AH 5,

2 2ERBEXBEAMNEE XSRS R
R0/ X,

2.1 8924 SNP  rs6983267
rs2294008 Ye{f1A8q245E LML S
£ 5 5 T N TR 22 4 B E A DG 10 IR i [
P, EHATH R FLMRE . PRt E
MU AN IR &5 E RN K
P AR OCUT L A SR Y, G (A8 q4 1) — A
T EVESNPAT firs6983267HIMY C2 [ 4741 T
AeEEsE, JOEmWntE 5 T sk N 1 7-like
2(transcription factor 7-like 2, TCF7L2), H.
rs69832674 M & — ML I 1, AU A
S TCFTL2, 1 AR X IR LMY C
JE R B AR EAE . e tah8q24 FIRIG5R 1 1]
LEMYCHE A B ik, MY CH4 58 [X 3 n]
LS ARG YRNA CARL O-5 35l 1 HE Mk i %
XAHEARSH, MITE#ZECARLO-5HI# L, I
R FTFR B rs6983267 45 v FE [ L5 9 i 5 ek
(R34 ARG, Ak, T A1 140 B )5t (prostate
stem cell antigen, PSCA)JE R & A7 T3 Jeff 4k
8q24 b, HASIIPSCAZ KL —Fh 51234V
5 T e 5 1 R 1l T I JUL T 179 40 i 5% i
. GWASHIF R ILPSCASE N [ — N ThAg
PESNPAY firs2294008(C/T) 5 MPSCA [F 5% 1%
PE, Zrs2294008 Pk & il B 45 % 05 1 IR A B
HE RIS AR S BG4 R 7 B ARk, Ao
F W, 152294008 ¥ T M A 5 B AR L, C
SENLER DB T AR Wt R e AN, A
TR WIPSCAIE N rs2294008 % & 5 AP A
EREY AN Sw o e O S (ERSR A k= Y2
9o A AH K.

22 122 SNP  r1s12904 EFNALZ
i i 1 TR L 8 0 (O L A, e A G (0 4k
1922 b, 12054 FE IR AL) Fl, L 4H Mo - 40 P 42
fis I A0 26 25 5 B2 AR TS 24 FR VB (the receptor
tyrosine kinase, RTK)[{JEphA2 I, ffi 17 &K &
W REEZEN, S50 AMK
BRI R A RIEPY. GWASHEFT R B
EFNA1RER—N D RETESNPAL firs12904(G/
AN B g R R B DA G, B W,
rs129040; TEFNAIZEH I3 UTR, MGEIA
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RARA] P EAE DG ZR MR ILF M miR-200c(5
miR-200 5 % 5 T ZLAL G 4y, 7EHHIE b
Je-[a) 70 U4 5 g 40 B ) R B L 1R 28 B
B rh R 4 AR T IR P o2, IF LG R R
L AT W R AL 2R, rs12904 55 PR 2 5848 1
A2 T EFNAL M RIEIKF. 1Ak, ICSNPathway 7y
MR, EFNA1TFER 5 LR B 52k 4 g e
T RELE I I T o B i R A AL X
LERIE G LS RN BT RE AR AL X EFN AT
A= 5 BT e TR T8 )3 .

2.3 1g21 SNP  rs4072037 45
O AR AL T th ik 1921 M UCt
FEP ) — A ThREMESNPAY sirs4072037 5 1 i
RABYVIMIE. MUCIHRN i fMUC £ ik
RREAORGE TN MBS EEA, TN
N- 2K 3ty FHC - A ity P AN 5, A S 57 g
LA 255 JF e A T 40 R ToTO) b e 4 i, At
A LABH 44N H4%5, MUC1-NAZEAE 41 i 2 i
L BAT Z AR A, i R R E A,
MUC1-CHAT & &5 iy I A a5t =2, Howb fe 4
Jufs 55T, HRTMUCL B0 &N
F P iZSNP rs407203747 TMUCLE —4h
W, I HASEA LR 5MUCT A BE D) BE9
iAo, oS AR5 X kP BT 3,
NI 250 B0 1 AR B T RE BRI, T 5
JEE 1 e,

2.4 AR 3 GWA S vy 1
WAL HT C AT T 5 B A G LN A,
Wi3q13.31. 5p13.1. 10q23 5220p13%%.

3 ERCNVsFANHNER XNERER

3.1 8q24 MYC TNFRSFI11B il ()
W R AL T Y a1k 8q24 b 13k R % DKL
B2 B 2 ORI R SR, S R
BFARAAT MK, WK E TR
(10 LU B DR A 2 A B AR N b B8 TR I DR % 6k
RGO 1R824 MY CHITNFRSF11B1E & i
B R L] B MUY C i R i
Jo R 0 S e R AP, L R e M R e 300
PRI S e 2 A B B AR DGR, TNFRSF1BA T
tAk8q24, Ho4hd 1) fR Y % (osteoprotegerin,
OPG), & MR IR 0 IR 7 52 44 68 5K I 1) — I
OPG LB A 4y 2 Z R 1) — /T b 4.
KR BTFECIR I, OPGLRY IR 41 Ma %52 i
TN FE IR 7 AH SCPR T2 S RC AR R, IR Honf

4383

Elfa £ &4

(genome-wide
association studies,
GWAS).

(copy
number variations,
CNVs).

(next-generation
sequencing, NGS)
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DL 1 W t/B-16 8 (& 72 K 8 OP G I R IA {2
Mg A2 RUSh R A0 R A DR ANGE T AT R B,
MY CHITNFRSF 11 B3t [F] 3 55 55 I8 R 2
T IR EGEFER FITNM ) 3135 1A 5P,

3.2 7921 MET Ef7F7q21 4 k(1)
ME T4t -4 M A6 K DR 75244, TR 40 i AR PR
T/METIRAAE 1 Ji S S A v ] W3 e b
fi3, ME Tl i 1 30E E 22 tH TMETY 1, M
TGS I IR AN M AR NREL Ak, i
AR P B ORME TR Y 1 5 mRN AR %
1k DA i B AR A AR R A G, METHEN
P DUEC S 5 R KR . B RB ARG, R
ST DUAE A T H A b B T 0 3Rk AT AN
P, METH 884 1 I RS S METAE A B 9 1)
IHREPEIKS)FE AAHSC. MET CNVsHl LR
Bebrid, 1EAIMETH GG, (AT —D
HRD.

33 17p13.1  TP53 TP53K: 2 H o
A RN 2 —, 7 T17p13.1 L,
T L R M 40 P N R AL LS S i A
WABH A 40T, . DNABKE SR
ARG FE B SR R, TPS3 5L R
R IX e IR Ty R R iy d 5 L IR L A, AR
LB AL AR AT IR, B 41
FEAARLLAR IR M B FEAS, TP53 mRNAJK- K
E N R, 2Bt E RIS AR ] B T B TpS3 W hE
A K. BEAMIFFUR W, TPS36 A Ji i iy
AR R FEAK, FRFFRERTPS3 CNVHLL
& E IR o T

34 20q13 AURKA 20ql13 C20orfll
HCMAHH SR G ST A (aurora kinase A, AURKA)
B T20q13 G th AR HE DR R b, g 5 11
AURKAH A#) vz RiE, HAT 40 )4
(SR A -MU I T RESY. 4k, AURKA
ik B ik n] LU 2 AN B0 &1, fHSPI3KY/
AKT. P-catenin, NF-xBMJAK2-STAT3™. %
TAFFTIR W], A URKA KL 5 T1E0 I &
kA LT B AL Z b HH S S R R A
K. AURKAY B AN M8 FeAH G R B AURKA
A RE A U B P R IR W Ay 1
20q13.33 940 4& _EHIC200r 11 FE R 4 B8 T [X
Mo S AR 0 i, AR e
JErp Rt ik, IF HC200rfl1 CNVETNMZ
S g (R ZH 2R 27 0 R AH O

3.5 EEE S CE TP RN

4384

19~ 5p~ 7~ 8. 13, 209 B4 AP ik 1p,
3p. 4. 5q. 9P. 17P. 18q. 19p. 21. 22.41
(8 2 15 g AR O, IR, 1R 22 S R )
s R 5 B A G, WPIK3CA. TNK2.
APC. HER2. KRAS. FGFR2%HEN14],

4 NGSAUANBEANXERTRRZ

4.1 RTK RTKHZ X EK K E I 5%
L, RTKAF 530 2 1) 7 S v 2 31 e s
ST IRV 290 1) R e, PLKGR B /2 RTKIE
B4R — - FE R e B, PISKUR [ 2 WOE e A4
U S SR TR PBKER A AN I 3
PR AL WV I 3 2 PIK 3C A i, i1 37 3k
FHHPIK3R14#55". PIK3CASRAS) V2 AE-1E
F LR ARIRRES. BERS2BER, HER
SASTE IR, LT MR 10474 2 IR — Pl i
VLR 5EAE, LB AR R PIK3C A B A 5 0 [ i il
TPERIEOE TR R 105 Gt A R 1
IR (phosphatase and tensin homolog deleted on
chromosome ten, PTEN)&PIKGH # 1) 6 ML 1/ 15
1. PTENHED TG RAR 0L 1 0%, af
FUNZR T, PRI F5 40 5 TR AT — 2 5%
fiFEHI.

4.2 RHOA RHOAJ& T f¥JRho GTP 5%, 145
LT Z 58— ARyl i, R B
PEWLEN R B 525, RHO A% ts /NG TP AE
IS B 1R A, {2k an R . 7
AT, RIMAF/ERHO AR 547, H5E
A F N 6.5%-25.3%" RHOAWIRIES 5
455 T R LE A A4 22 R 1 A N R . 4
BT RHOA M AL i B REZ RS 1
AR A TRA2FN L2 RST, IR LGRS A1
HRHOAEGTP4 & X" RHOARF AR 4
JAS S Mg i A2, T ZERHO AZS AR 41 g
RHOAF) 3 KT BR 2 2 40 4n kg e, b4k,
MIBRHOAL A MR42M A R L ST A TR S THI A
R IR 22 R IRAT I BRI PR B T e ™. A7
WF5E & BLEF A TR HO A 8 5 Al T urk at4
G, -S It i 5, TTRHO AT 2 18 1740
AR AT TE AR, I BABF0E R I,
HRHOA W ZIR1THA IR, AR M =R,
B RS TAN A IR R A 5 GTPA G g i Lt
FPERRHOAR S, BHFERHOALS 5k
Balo2o>o1 (HRHOA WM 2 5 8 g K AERUR J
Rk B
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4.3 DNA [ 54k,
JAK2. PD-L1FIPD-L2[{j#"#, PKHDI.
CTNNA2. BRCA2WJHHIE 5 B g AH o7,

5 &

AT B 528 WA 4 ik DR 5 R0 1) R AT K,
98 A IB A AR DT A B B, LA B AL 5
B, B AR 56 HAH DG AT,
DA RE RS I8 21 L 2 7 2 AT I E . A
TEREA 7 TR IR, T st A 2 Bl
FARRIRH LRI LR 4 38 7%, L2 567 o
pUl R SRSV

6 SEXM
1 Ferlay ], Steliarova-Foucher E, Lortet-Tieulent

J, Rosso S, Coebergh JW, Comber H, Forman D,
Bray F. Cancer incidence and mortality patterns
in Europe: estimates for 40 countries in 2012. Eur |
Cancer 2013; 49: 1374-1403 [PMID: 23485231 DOL:
10.1016/j.ejca.2012.12.027]

2 Oliveira C, Pinheiro H, Figueiredo J, Seruca
R, Carneiro F. Familial gastric cancer: genetic
susceptibility, pathology, and implications for
management. Lancet Oncol 2015; 16: e60-e70 [PMID:
25638682 DOI: 10.1016/51470-2045(14)71016-2]

3 Guilford P, Hopkins ], Harraway J, McLeod M,
McLeod N, Harawira P, Taite H, Scoular R, Miller
A, Reeve AE. E-cadherin germline mutations in
familial gastric cancer. Nature 1998; 392: 402-405
[PMID: 9537325 DOI: 10.1038/32918]

4 Berx G, Staes K, van Hengel J, Molemans F,
Bussemakers M], van Bokhoven A, van Roy
F. Cloning and characterization of the human
invasion suppressor gene E-cadherin (CDH1).
Genomics 1995; 26: 281-289 [PMID: 7601454 DOI:
10.1016/0888-7543(95)80212-5]

5 Vermeulen S, Van Marck V, Van Hoorde L, Van Roy
F, Bracke M, Mareel M. Regulation of the invasion
suppressor function of the cadherin/catenin
complex. Pathol Res Pract 1996; 192: 694-707 [PMID:
8880870 DOI: 10.1016/50344-0338(96)80091-4]

6 Mateus AR, Simodes-Correia J, Figueiredo J,
Heindl S, Alves CC, Suriano G, Luber B, Seruca
R. E-cadherin mutations and cell motility: a
genotype-phenotype correlation. Exp Cell Res 2009;
315: 1393-1402 [PMID: 19268661 DOI: 10.1016/
j.yexcr.2009.02.020]

7 Takeda K, Shimozono R, Noguchi T, Umeda
T, Morimoto Y, Naguro I, Tobiume K, Saitoh
M, Matsuzawa A, Ichijo H. Apoptosis signal-
regulating kinase (ASK) 2 functions as a mitogen-
activated protein kinase kinase kinase in a
heteromeric complex with ASK1. ] Biol Chem 2007;
282: 7522-7531 [PMID: 17210579 DOI: 10.1074/jbc.
M607177200]

8 Iriyama T, Takeda K, Nakamura H, Morimoto
Y, Kuroiwa T, Mizukami ], Umeda T, Noguchi
T, Naguro I, Nishitoh H, Saegusa K, Tobiume K,
Homma T, Shimada Y, Tsuda H, Aiko S, Imoto I,
Inazawa J, Chida K, Kamei Y, Kozuma S, Taketani

Beishideng®  WCJD | www.wjgnet.com

10

11

12

13

14

15

16

17

18

Y, Matsuzawa A, Ichijo H. ASK1 and ASK2
differentially regulate the counteracting roles of
apoptosis and inflammation in tumorigenesis.
EMBO ] 2009; 28: 843-853 [PMID: 19214184 DOI:
10.1038/emb0;j.2009.32]

Eto N, Miyagishi M, Inagi R, Fujita T, Nangaku
M. Mitogen-activated protein 3 kinase 6 mediates
angiogenic and tumorigenic effects via vascular
endothelial growth factor expression. Am | Pathol
2009; 174: 1553-1563 [PMID: 19246638 DOI:
10.2353 / ajpath.2009.080190]

Gaston D, Hansford S, Oliveira C, Nightingale M,
Pinheiro H, Macgillivray C, Kaurah P, Rideout
AL, Steele P, Soares G, Huang WY, Whitehouse
S, Blowers S, LeBlanc MA, Jiang H, Greer W,
Samuels ME, Orr A, Fernandez CV, Majewski J,
Ludman M, Dyack S, Penney LS, McMaster CR,
Huntsman D, Bedard K. Germline mutations
in MAP3K6 are associated with familial gastric
cancer. PLoS Genet 2014; 10: €1004669 [PMID:
25340522 DOI: 10.1371/journal.pgen.1004669]
Hahn SA, Schutte M, Hoque AT, Moskaluk CA, da
Costa LT, Rozenblum E, Weinstein CL, Fischer A,
Yeo CJ, Hruban RH, Kern SE. DPC4, a candidate
tumor suppressor gene at human chromosome
18q21.1. Science 1996; 271: 350-353 [PMID: 8553070
DOI: 10.1126/ science.271.5247.350]

Shioda T, Lechleider RJ, Dunwoodie SL, Li H, Yahata
T, de Caestecker MP, Fenner MH, Roberts AB,
Isselbacher KJ. Transcriptional activating activity
of Smad4: roles of SMAD hetero-oligomerization
and enhancement by an associating transactivator.
Proc Natl Acad Sci USA 1998; 95: 9785-9790 [PMID:
9707553 DOI: 10.1073/pnas.95.17.9785]

Kim BG, Li C, Qiao W, Mamura M, Kasprzak
B, Anver M, Wolfraim L, Hong S, Mushinski
E, Potter M, Kim SJ, Fu XY, Deng C, Letterio
JJ. Smad4 signalling in T cells is required for
suppression of gastrointestinal cancer. Nature
2006; 441: 1015-1019 [PMID: 16791201 DOI:
10.1038/nature04846]

Takaku K, Miyoshi H, Matsunaga A, Oshima
M, Sasaki N, Taketo MM. Gastric and duodenal
polyps in Smad4 (Dpc4) knockout mice. Cancer
Res 1999; 59: 6113-6117 [PMID: 10626800]

Park WS, Lee JH, Shin MS, Park JY, Kim HS, Lee
JH, Kim YS, Lee SN, Xiao W, Park CH, Lee SH,
Yoo NJ, Lee JY. Inactivating mutations of the
caspase-10 gene in gastric cancer. Oncogene 2002;
21: 2919-2925 [PMID: 11973654 DOI: 10.1038/sj/
onc/1205394]

Carneiro F, Oliveira C, Suriano G, Seruca R.
Molecular pathology of familial gastric cancer,
with an emphasis on hereditary diffuse gastric
cancer. | Clin Pathol 2008; 61: 25-30 [PMID:
17513507 DOI: 10.1136/jcp.2006.043679]

Taeb ], Asgari M, Abolhasani M, Farajollahi MM,
Madjd Z. Expression of prostate stem cell antigen
(PSCA) in prostate cancer: a tissue microarray
study of Iranian patients. Pathol Res Pract 2014;
210: 18-23 [PMID: 24183365 DOI: 10.1016/
j.prp.2013.09.012]

Tarleton HP, Chang SC, Park SL, Cai L, Ding B,
He N, Hussain SK, Jiang Q, Mu LN, Rao J, Wang
H, You NC, Yu SZ, Zhao JK, Zhang ZF. Genetic
variation at 8q24, family history of cancer, and

4385 2016-11-18 | Volume 24 | Issue 32 |

Bz A%

3



Egam#

(SNP):

s

19

(GWAS):

J3aishideng®

SNP,

20

21

22

23

24

25

26

27

28

29

WCJD | www.wjgnet.com

upper gastrointestinal cancers in a Chinese
population. Fam Cancer 2014; 13: 45-56 [PMID:
24030569 DOI: 10.1007/s10689-013-9673-4]
Pomerantz MM, Ahmadiyeh N, Jia L, Herman P,
Verzi MP, Doddapaneni H, Beckwith CA, Chan
JA, Hills A, Davis M, Yao K, Kehoe SM, Lenz
HJ, Haiman CA, Yan C, Henderson BE, Frenkel
B, Barretina J, Bass A, Tabernero ], Baselga J,
Regan MM, Manak JR, Shivdasani R, Coetzee
GA, Freedman ML. The 8q24 cancer risk variant
156983267 shows long-range interaction with
MYC in colorectal cancer. Nat Genet 2009; 41:
882-884 [PMID: 19561607 DOI: 10.1038/ng.403]
Kim T, Cui R, Jeon Y], Lee JH, Lee JH, Sim H,
Park JK, Fadda P, Tili E, Nakanishi H, Huh MI,
Kim SH, Cho JH, Sung BH, Peng Y, Lee TJ, Luo Z,
Sun HL, Wei H, Alder H, Oh JS, Shim KS, Ko SB,
Croce CM. Long-range interaction and correlation
between MYC enhancer and oncogenic long
noncoding RNA CARLo-5. Proc Natl Acad Sci
USA 2014; 111: 4173-4178 [PMID: 24594601 DOI:
10.1073/pnas.1400350111]

Saeki N, Ono H, Sakamoto H, Yoshida T. Genetic
factors related to gastric cancer susceptibility
identified using a genome-wide association study.
Cancer Sci 2013; 104: 1-8 [PMID: 23057512 DOI:
10.1111/ cas.12042]

Cho §J, Choi IJ, Kim CG, Kook MC, Lee JY, Kim BC,
Ryu KH, Nam SY, Kim YW. Risk factors associated
with gastric cancer in patients with a duodenal ulcer.
Helicobacter 2010; 15: 516-523 [PMID: 21073608 DOL:
10.1111/}.1523-5378.2010.00805.x]

Gu X, Zhang W, Xu L, Cai D. Quantitative
assessment of the influence of prostate stem cell
antigen polymorphisms on gastric cancer risk.
Tumour Biol 2014; 35: 2167-2174 [PMID: 24146278
DOI: 10.1007 /513277-013-1287-9]

Pasquale EB. Eph receptors and ephrins in cancer:
bidirectional signalling and beyond. Nat Rev
Cancer 2010; 10: 165-180 [PMID: 20179713 DOI:
10.1038 /nrc2806]

LiY,NieY, Cao ], TuS,LinY,DuY, Li Y. G-A
variant in miR-200c binding site of EFNA1 alters
susceptibility to gastric cancer. Mol Carcinog
2014; 53: 219-229 [PMID: 23065816 DOI: 10.1002/
mc.21966]

Lee JH, Kim Y, Choi JW, Kim YS. Genetic variants
and risk of gastric cancer: a pathway analysis of
a genome-wide association study. Springerplus
2015; 4: 215 [PMID: 25992311 DOI: 10.1186/
540064-015-1005-8]

Gendler SJ. MUC1, the renaissance molecule. |
Mammary Gland Biol Neoplasia 2001; 6: 339-353
[PMID: 11547902]

Zheng L, Zhu C, Gu ], Xi P, Du J, Jin G. Functional
polymorphism rs4072037 in MUC1 gene
contributes to the susceptibility to gastric cancer:
evidence from pooled 6,580 cases and 10,324
controls. Mol Biol Rep 2013; 40: 5791-5796 [PMID:
24072653 DOI: 10.1007/s11033-013-2682-4]
Kupcinskas J, Wex T, Link A, Bartuseviciute R,
Dedelaite M, Kevalaite G, Leja M, Skieceviciene J,
Kiudelis G, Jonaitis L, Kupcinskas L, Malfertheiner
P. PSCA and MUC1 gene polymorphisms are
associated with gastric cancer and pre-malignant
gastric conditions [corrected]. Anticancer Res 2014;

4386

30

31

32

33

34

35

36

37

38

39

40

34: 7167-7175 [PMID: 25503145]

Kang JU. Chromosome 8q as the most frequent
target for amplification in early gastric carcinoma.
Oncol Lett 2014; 7: 1139-1143 [PMID: 24944681
DOI: 10.3892/01.2014.1849]

Wang X, Liu Y, Shao D, Qian Z, Dong Z, Sun Y,
Xing X, Cheng X, Du H, Hu Y, Li Y, Li L, Dong
B, LiZ, Wu A, Wu X, Bu Z, Zong X, Zhu G, Ji Q,
Wen XZ, Zhang LH, Ji JF. Recurrent amplification
of MYC and TNFRSF11B in 8q24 is associated
with poor survival in patients with gastric cancer.
Gastric Cancer 2016; 19: 116-127 [PMID: 25618371
DOI: 10.1007/510120-015-0467-2]

Calcagno DQ, Freitas VM, Leal MF, de Souza
CR, Demachki S, Montenegro R, Assumpcao
PP, Khayat AS, Smith Mde A, dos Santos AK,
Burbano RR. MYC, FBXW?7 and TP53 copy number
variation and expression in gastric cancer. BMC
Gastroenterol 2013; 13: 141 [PMID: 24053468 DOL:
10.1186/1471-230X-13-141]

de Souza CR, Leal MF, Calcagno DQ, Costa
Sozinho EK, Borges Bdo N, Montenegro RC,
Dos Santos AK, Dos Santos SE, Ribeiro HF,
Assumpcao PP, de Arruda Cardoso Smith M,
Burbano RR. MYC deregulation in gastric cancer
and its clinicopathological implications. PLoS One
2013; 8: 64420 [PMID: 23717612 DOI: 10.1371/
journal.pone.0064420]

De Toni EN, Thieme SE, Herbst A, Behrens A,
Stieber P, Jung A, Blum H, Goke B, Kolligs FT.
OPG is regulated by beta-catenin and mediates
resistance to TRAIL-induced apoptosis in colon
cancer. Clin Cancer Res 2008; 14: 4713-4718 [PMID:
18676739 DOI: 10.1158 /1078-0432.CCR-07-5019]
Liang L, Fang JY, Xu J. Gastric cancer and gene
copy number variation: emerging cancer drivers
for targeted therapy. Oncogene 2016; 35: 1475-1482
[PMID: 26073079 DOI: 10.1038/ onc.2015.209]

An X, Wang F, Shao Q, Wang FH, Wang ZQ,
Wang ZQ, Chen C, Li C, Luo HY, Zhang DS, Xu
RH, Li YH. MET amplification is not rare and
predicts unfavorable clinical outcomes in patients
with recurrent/metastatic gastric cancer after
chemotherapy. Cancer 2014; 120: 675-682 [PMID:
24804300 DOI: 10.1002/ cncr.28454]

Ha SY, Lee ], Kang SY, Do IG, Ahn S, Park JO,
Kang WK, Choi MG, Sohn TS, Bae JM, Kim S,
Kim M, Kim S, Park CK, Ignatius Ou SH, Kim
KM. MET overexpression assessed by new
interpretation method predicts gene amplification
and poor survival in advanced gastric carcinomas.
Mod Pathol 2013; 26: 1632-1641 [PMID: 23807774
DOI: 10.1038 / modpathol]

Teng L, Lu J. cMET as a potential therapeutic
target in gastric cancer (Review). Int | Mol Med
2013; 32: 1247-1254 [PMID: 24141315 DOI:
10.3892/ijmm.2013.1531]

Wang ], Qian J, Hu Y, Kong X, Chen H, Shi Q,
Jiang L, Wu C, Zou W, Chen Y, Xu J, Fang JY.
ArhGAP30 promotes p53 acetylation and function
in colorectal cancer. Nat Commun 2014; 5: 4735
[PMID: 25156493 DOI: 10.1038/ncomms5735]
Sonoda A, Mukaisho K, Nakayama T, Diem VT,
Hattori T, Andoh A, Fujiyama Y, Sugihara H.
Genetic lineages of undifferentiated-type gastric
carcinomas analysed by unsupervised clustering

2016-11-18 | Volume 24 | Issue 32 |



41

42

43

44

45

46

47

48

49

50

J3aishideng®

of genomic DNA microarray data. BMC Med
Genomics 2013; 6: 25 [PMID: 23866769 DOI:
10.1186/1755-8794-6-25]

Fassan M, Simbolo M, Bria E, Mafficini A, Pilotto
S, Capelli P, Bencivenga M, Pecori S, Luchini
C, Neves D, Turri G, Vicentini C, Montagna L,
Tomezzoli A, Tortora G, Chilosi M, De Manzoni
G, Scarpa A. High-throughput mutation profiling
identifies novel molecular dysregulation in high-
grade intraepithelial neoplasia and early gastric
cancers. Gastric Cancer 2014; 17: 442-449 [PMID:
24272205 DOI: 10.1007/510120-013-0315-1]
Karaman A, Kabalar ME, Binici DN, Oztiirk C,
Pirim I. Genetic alterations in gastric precancerous
lesions. Genet Couns 2010; 21: 439-450 [PMID:
21290973]

Dar AA, Goff LW, Majid S, Berlin J, El-Rifai W.
Aurora kinase inhibitors--rising stars in cancer
therapeutics? Mol Cancer Ther 2010; 9: 268-278 [PMID:
20124450 DOI: 10.1158 /1535-7163.MCT-09-0765]
Katsha A, Arras J, Soutto M, Belkhiri A, El-Rifai
W. AURKA regulates JAK2-STAT3 activity in
human gastric and esophageal cancers. Mol Oncol
2014; 8: 1419-1428 [PMID: 24953013 DOI: 10.1016/
j-molonc.2014.05.012]

Katsha A, Soutto M, Sehdev V, Peng D, Washington
MK, Piazuelo MB, Tantawy MN, Manning HC,
Lu P, Shyr Y, Ecsedy J, Belkhiri A, El-Rifai W.
Aurora kinase A promotes inflammation and
tumorigenesis in mice and human gastric neoplasia.
Gastroenterology 2013; 145: 1312-1322.e1-e8 [PMID:
23993973 DOI: 10.1053 /j.gastro.2013.08.050]
Ozdemiri M, Oznur M, Cift¢i E, Durak Aras
B, Aslan H, Saygili H, Oner KS, Erkasap SM,
Ozakyol A, Pasaoglu 0O, Cilingir O, Artan S.
Detection of kinase amplifications in gastric
adenocarcinomas. Turk | Med Sci 2014; 44: 461-470
[PMID: 25558650 DOI: 10.3906/ sag-1303-139]
Cheng L, Wang P, Yang S, Yang Y, Zhang Q,
Zhang W, Xiao H, Gao H, Zhang Q. Identification
of genes with a correlation between copy
number and expression in gastric cancer. BMC
Med Genomics 2012; 5: 14 [PMID: 22559327 DOI:
10.1186/1755-8794-5-14]

Wang K, Yuen ST, Xu ], Lee SP, Yan HH, Shi ST,
Siu HC, Deng S, Chu KM, Law S, Chan KH, Chan
AS, Tsui WY, Ho SL, Chan AK, Man JL, Foglizzo
V, Ng MK, Chan AS, Ching YP, Cheng GH, Xie
T, Fernandez ], Li VS, Clevers H, Rejto PA, Mao
M, Leung SY. Whole-genome sequencing and
comprehensive molecular profiling identify new
driver mutations in gastric cancer. Nat Genet
2014; 46: 573-582 [PMID: 24816253 DOI: 10.1038/
ng.2983]

Tsai PC, Huang SW, Tsai HL, Ma CJ, Hou MF, Yang
IP, Wang YS, Juo SH, Wang JY. The association
between DNA copy number aberrations at
chromosome 5q22 and gastric cancer. PLoS One
2014; 9: e106624 [PMID: 25210923 DOI: 10.1371/
journal.pone.0106624]

Takahashi N, Yamada Y, Taniguchi H, Fukahori
M, Sasaki Y, Shoji H, Honma Y, Iwasa S,
Takashima A, Kato K, Hamaguchi T, Shimada
Y. Clinicopathological features and prognostic
roles of KRAS, BRAF, PIK3CA and NRAS
mutations in advanced gastric cancer. BMC

WCJD | www.wjgnet.com

51

52

53

54

55

56

57

58

59

60

61

Res Notes 2014; 7: 271 [PMID: 24774510 DOI:
10.1186/1756-0500-7-271]

Das K, Gunasegaran B, Tan IB, Deng N, Lim
KH, Tan P. Mutually exclusive FGFR2, HER2,
and KRAS gene amplifications in gastric cancer
revealed by multicolour FISH. Cancer Lett 2014;
353: 167-175 [PMID: 25086186 DOI: 10.1016/
j.canlet.2014.07.021]

Shinmura K, Kiyose S, Nagura K, Igarashi H,
Inoue Y, Nakamura S, Maeda M, Baba M, Konno
H, Sugimura H. TNK2 gene amplification is a
novel predictor of a poor prognosis in patients
with gastric cancer. | Surg Oncol 2014; 109: 189-197
[PMID: 24178904 DOI: 10.1002/js0.23482]

Yang Q, Shao Y, Shi J, Qu Y, Wu K, Dang S, Shi
B, Hou P. Concomitant PIK3CA amplification
and RASSF1A or PAX6 hypermethylation predict
worse survival in gastric cancer. Clin Biochem
2014; 47: 111-116 [PMID: 24505629 DOI: 10.1016/
j.clinbiochem.2013.10.014]

Sheng WQ, Huang D, Ying JM, Lu N, Wu HM,
Liu YH, Liu JP, Bu H, Zhou XY, Du X. HER2
status in gastric cancers: a retrospective analysis
from four Chinese representative clinical centers
and assessment of its prognostic significance. Ann
Oncol 2013; 24: 2360-2364 [PMID: 23788757 DOI:
10.1093/annonc/ mdt232]

Matsuoka T, Yashiro M. Recent advances in the
HER?2 targeted therapy of gastric cancer. World
J Clin Cases 2015; 3: 42-51 [PMID: 25610849 DOI:
10.12998/ wijcc.v3.i1.42]

Vogelstein B, Kinzler KW. Cancer genes and the
pathways they control. Nat Med 2004; 10: 789-799
[PMID: 15286780 DOI: 10.1038 /nm1087]
Samuels Y, Wang Z, Bardelli A, Silliman N,
Ptak J, Szabo S, Yan H, Gazdar A, Powell SM,
Riggins GJ, Willson JK, Markowitz S, Kinzler KW,
Vogelstein B, Velculescu VE. High frequency of
mutations of the PIK3CA gene in human cancers.
Science 2004; 304: 554 [PMID: 15016963 DOI:
10.1126/ science.1096502]

Gao J, Aksoy BA, Dogrusoz U, Dresdner G, Gross
B, Sumer SO, Sun Y, Jacobsen A, Sinha R, Larsson
E, Cerami E, Sander C, Schultz N. Integrative
analysis of complex cancer genomics and clinical
profiles using the cBioPortal. Sci Signal 2013; 6: pl1
[PMID: 23550210 DOI: 10.1126/ scisignal.2004088]
Bader AG, Kang S, Vogt PK. Cancer-specific
mutations in PIK3CA are oncogenic in vivo. Proc
Natl Acad Sci USA 2006; 103: 1475-1479 [PMID:
16432179 DOI: 10.1073 / pnas.0510857103]

Cerami E, Gao ], Dogrusoz U, Gross BE, Sumer
SO, Aksoy BA, Jacobsen A, Byrne CJ, Heuer
ML, Larsson E, Antipin Y, Reva B, Goldberg
AP, Sander C, Schultz N. The cBio cancer
genomics portal: an open platform for exploring
multidimensional cancer genomics data. Cancer
Discov 2012; 2: 401-404 [PMID: 22588877 DOI:
10.1158/2159-8290.CD-12-0095]

Janku F, Hong DS, Fu S, Piha-Paul SA, Naing
A, Falchook GS, Tsimberidou AM, Stepanek
VM, Moulder SL, Lee JJ, Luthra R, Zinner RG,
Broaddus RR, Wheler JJ, Kurzrock R. Assessing
PIK3CA and PTEN in early-phase trials with
PI3K/AKT/mTOR inhibitors. Cell Rep 2014;
6: 377-387 [PMID: 24440717 DOI: 10.1016/

4387

E1@ 45 %4

2016-11-18 | Volume 24 | Issue 32 |



62

63

64

65

66

WCJD | www.wjgnet.com

j.celrep.2013.12.035]

Kakiuchi M, Nishizawa T, Ueda H, Gotoh K,
Tanaka A, Hayashi A, Yamamoto S, Tatsuno
K, Katoh H, Watanabe Y, Ichimura T, Ushiku
T, Funahashi S, Tateishi K, Wada I, Shimizu
N, Nomura S, Koike K, Seto Y, Fukayama M,
Aburatani H, Ishikawa S. Recurrent gain-of-
function mutations of RHOA in diffuse-type
gastric carcinoma. Nat Genet 2014; 46: 583-587
[PMID: 24816255 DOI: 10.1038 /ng.2984]

Karlsson R, Pedersen ED, Wang Z, Brakebusch C.
Rho GTPase function in tumorigenesis. Biochim
Biophys Acta 2009; 1796: 91-98 [PMID: 19327386
DOI: 10.1016/j.bbcan.2009.03.003]

Wong SS, Kim KM, Ting JC, Yu K, Fu ], Liu S,
Cristescu R, Nebozhyn M, Gong L, Yue YG,
Wang J, Ronghua C, Loboda A, Hardwick J, Liu
X, Dai H, Jin JG, Ye XS, Kang SY, Do IG, Park JO,
Sohn TS, Reinhard C, Lee ], Kim S, Aggarwal A.
Genomic landscape and genetic heterogeneity
in gastric adenocarcinoma revealed by whole-
genome sequencing. Nat Commun 2014; 5: 5477
[PMID: 25407104 DOI: 10.1038/ ncomms6477]

Yoo HY, Sung MK, Lee SH, Kim S, Lee H, Park S,
Kim SC, Lee B, Rho K, Lee JE, Cho KH, Kim W,
Ju H, Kim ], Kim SJ, Kim WS, Lee S, Ko YH. A
recurrent inactivating mutation in RHOA GTPase
in angioimmunoblastic T cell lymphoma. Nat
Genet 2014; 46: 371-375 [PMID: 24584070 DOI:
10.1038/ng.2916]

Sakata-Yanagimoto M, Enami T, Yoshida K,
Shiraishi Y, Ishii R, Miyake Y, Muto H, Tsuyama
N, Sato-Otsubo A, Okuno Y, Sakata S, Kamada Y,
Nakamoto-Matsubara R, Tran NB, Izutsu K, Sato
Y, Ohta Y, Furuta J, Shimizu S, Komeno T, Sato Y,
Ito T, Noguchi M, Noguchi E, Sanada M, Chiba K,
Tanaka H, Suzukawa K, Nanmoku T, Hasegawa
Y, Nureki O, Miyano S, Nakamura N, Takeuchi
K, Ogawa S, Chiba S. Somatic RHOA mutation in
angioimmunoblastic T cell lymphoma. Nat Genet
2014; 46: 171-175 [PMID: 24413737 DOI: 10.1038/

4388

67

68

69

70

71

ng.2872]

Palomero T, Couronné L, Khiabanian H, Kim
MY, Ambesi-Impiombato A, Perez-Garcia A,
Carpenter Z, Abate F, Allegretta M, Haydu JE,
Jiang X, Lossos IS, Nicolas C, Balbin M, Bastard
C, Bhagat G, Piris MA, Campo E, Bernard OA,
Rabadan R, Ferrando AA. Recurrent mutations in
epigenetic regulators, RHOA and FYN kinase in
peripheral T cell lymphomas. Nat Genet 2014; 46:
166-170 [PMID: 24413734 DOI: 10.1038 /ng.2873]
Cancer Genome Atlas Research Network.
Comprehensive molecular characterization of
gastric adenocarcinoma. Nature 2014; 513: 202-209
[PMID: 25079317 DOI: 10.1038 /nature13480]
LinY, Wu Z, Guo W, Li J. Gene mutations in
gastric cancer: a review of recent next-generation
sequencing studies. Tumour Biol 2015; 36: 7385-7394
[PMID: 26364057 DOI: 10.1007 /s13277-015-4002-1]
Hansford S, Kaurah P, Li-Chang H, Woo M,
Senz J, Pinheiro H, Schrader KA, Schaeffer DF,
Shumansky K, Zogopoulos G, Santos TA, Claro I,
Carvalho J, Nielsen C, Padilla S, Lum A, Talhouk
A, Baker-Lange K, Richardson S, Lewis I, Lindor
NM, Pennell E, MacMillan A, Fernandez B,
Keller G, Lynch H, Shah SP, Guilford P, Gallinger
S, Corso G, Roviello F, Caldas C, Oliveira C,
Pharoah PD, Huntsman DG. Hereditary Diffuse
Gastric Cancer Syndrome: CDH1 Mutations
and Beyond. JAMA Oncol 2015; 1: 23-32 [PMID:
26182300 DOI: 10.1001/jamaoncol.2014.168]

Chen K, Yang D, Li X, Sun B, Song F, Cao W,
Brat DJ, Gao Z, Li H, Liang H, Zhao Y, Zheng H,
Li M, Buckner ], Patterson SD, Ye X, Reinhard
C, Bhathena A, Joshi D, Mischel PS, Croce CM,
Wang YM, Raghavakaimal S, Li H, Lu X, Pan
Y, Chang H, Ba S, Luo L, Cavenee WK, Zhang
W, Hao X. Mutational landscape of gastric
adenocarcinoma in Chinese: implications for
prognosis and therapy. Proc Natl Acad Sci USA
2015; 112: 1107-1112 [PMID: 25583476 DOI:
10.1073/pnas.1422640112]

Y 48 W,

2016-11-18 | Volume 24 | Issue 32 |



cJ

n

B Al

®
%

: http:/ /www .baishideng.com/wcjd/ch/index.aspx
: http:/ /www.wjgnet.com/ esps/helpdesk.aspx

DOI: 10.11569/wcjd.v24.i32.4389

2016 11 18

; 24(32): 4389-4395
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

© 2016 Baishideng Publishing Group Inc. All rights reserved.

REVIEW

KEEDIREYER S BIRiZE SRR TS FRER

) 210029

: , , , 210029,
300 , ( )
. hjzhang06@163.com
1 025-68136255

1 2016-08-27

1 2016-09-14

1 2016-09-25
:2016-11-18

Role of biomarkers in
diagnosis and evaluation of
disease activity of Crohn’s
disease

Yi Zhang, Pei-Xue Wang, Hong-Jie Zhang

Yi Zhang, Pei-Xue Wang, Hong-Jie Zhang, Department
of Gastroenterology, the First Affiliated Hospital of
Nanjing Medical University (Jiangsu Provincial People’s
Hospital), Nanjing 210029, Jiangsu Province, China

Correspondence to: Hong-Jie Zhang, Professor, Chief
Physician, Department of Gastroenterology, the First
Affiliated Hospital of Nanjing Medical University (Jiangsu
Provincial People’s Hospital), 300 Guangzhou Road, Nanjing
210029, Jiangsu Province, China. hjzhang06@163.com

Received: 2016-08-27
Revised: 2016-09-14
Accepted: 2016-09-25
Published online: 2016-11-18

Abstract
Crohn’s disease (CD) is a group of chronic,
relapsing inflammatory gastrointestinal diseases
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with unknown etiology. The goals of treatment
are to induce the transition from active stage
into inactive stage and to maintain remission.
Therefore, it is important to diagnose and assess
disease activity in patients with CD. Recently,
noninvasive markers for intestinal inflammation
have been wildly adopted in clinical practice in
order to differentiate CD from other diseases,
to grade inflammation, to assess the response
to therapy, and to demonstrate recurrent
inflammation after medical or surgically-induced
remission. Fecal and serum calprotectins
are among the best-studied noninvasive
biomarkers of inflammation in CD which
have attracted clinicians’ attention. This paper
gives an overview of the clinical implications
of biomarkers for diagnosing and monitoring
disease activity of CD.
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03I

% B (Crohn's disease, CD) 4 M
FEIRINER Z —, 181 RE R 2N
IRFFIERIL. CDIG2hFREU(CD activity index,
CDAD A F % VPl C D& 3l S g5 ™
FEEEIFR R 2 —, AR IX A 32 B TR I V7
I3 JCIEUER IR WL TE RAERESE. WBL SR 7
PR VAL CDIG S PR B AL FR AR, H A B
AR A, HAETTHmiEEs, a4
FE5z. N CTIE 5 SN WA WA A 75 10 2 ik
SR, H N C T AT U, LRI AR R H
2 BIPRS00 B oRBR i C- I N A 1
(C-reactive protein, CRP)4b, Ifil K 3645 T 85 1
(fecal calprotectin, FC)%5:AE12 N 28 P A=W kx
BT TS W BN IE S AR R
PEAL S 50 TS R TR0 B 7 e As, AT 4R
CDImKRZIR. AR AT HTCDiZW . Ik
W5 ) ST RS I AR AR AN R P AR AR &
YIE—L5i8.
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1 AFCDZHT. DERAERITAFNEYME
YRR
1.1
1.1.1 CD ]
WFFT 2 7 CD B8 L T R 19 BF 11 BT 4K (anti-
Saccharomyces cerevisiae antibody, ASCA)-IgG
LeAgAZKTRAR FEGH I 1 5, 4 ASCARHPEHL
1% JE B 0 A R 40 B Pt 2 B AR (perinuclear anti-
neutrophil cytoplasmic antibodies, p-ANCA)I
2 WICD I BURTE A154.6%, i 5 1E1492.8%.
IASCA Np-ANCABJITER, HRA PRI
B /MR AR I CHiA (antibody to Escherichia Coli
outer membrane porin, anti-OmpC)nJ /5 ASCA
Jep-ANCARITECD I K2 Wi %P S AT
PR E B & Piik(antibodies against exocrine
pancreatic tissue, PAB)& 12 WiCDI¥Hs 7Pt g
b5, PABEKE ASCAEHT 2 BB HUIA T $¢ 5 CD
W P2 R BUA IR BB IASCA-
IgG, ASCA-IgA%b, ISALFEHL LM BATHEDLIA
(anti-laminaribioside carbohydrate IgG antibodies,
ALCA). PtLPET7ehibifA(anti-chitobioside
carbohydrate IgA antibodies, ACCA) J i £ b
HH #BEPriA(anti-mannobioside carbohydrate
IgG antibodies, AMCA)%, IR HLIATKEECDE
FE T B 45 4 (ulcerative colitis, UC)H
#, s I TCDINEHIZ . BARASCA.
ALCA. ACCAKAMCA T CDEWi 1w,
HILABURMEAR, ALCAN Fak DY v gugivh Bt
e, fEAI%52.8% .
1.1.2 CD

: WP B RPICBIR I & (141
{K(antibodies against bacterial flagellin, anti-
CBiR) [ T2 WiCDE AW A, &bk 5/
BRCD. oL LR 4k A= S8 547 4 A
STAEY. 2 FERASCAL anti-OmpC. anti-
CBiR1 LA B 1 C DA R 2 1 A
TN C D IFRAE S T ARG J7 T BEAT W ST,
DLASC AUk fe i, TTTanti-Omp CHF 571 it
i, KX B BRI I R v TN (i .
PABH[H T-CDI AL S, JLI 245 AICDIY
2, BLAh, PABL CDRIRAT (AL, TS
) B ARG o IR0 B e JR S AH 5,
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ALCA K AMCA 5 /Mg At . ASCAFN
ALCATFFEHICD 3 A B A g £ A6 1
T, T T AR M s v,

2 AFCORMEEN . ELRHGTHEEY

MAEMIFED
2.1 CRP.
2.1.1 CRP. MY

CRP/ZEHUAASZEI 98 ST i A 45 pa iy etk
FHEL T, JEVPALC DRI 21 S ™ R B 1 — 20
IR AR, HFITHIE S C DI B CRPE
SN T, HAEhE AR SIICD, (a4
K& BACD R = B, CRPH TP CD
PIBE TG B0 R 1 BB R S Dl 49% JL
92%. {LBUBPERR S T CRPHF W HE T RPN
SIFEFEVPEAEY. CRPS M5 S S IFFC
CDAIS B BUF I, AR CRP
EFC R CDAIME VAR K o= 0.65, 104y = 0.51,
P<0.0001)!". {HAF 7R, 1725%FICD A
HA TS, (HCRPAST i,

R NI LT (erythrocyte sedimentation
rate, ESR)INHR. ESRAEVHSIIACD & # 1R 2 i
W T HE SRANN B2 JE IV 5% ),
B £1 40 385 22 90 55 5 Wi 2140 JH L 2 i
I, BSRETH g, L8 A RS FESRILA H L
By, IXLCRRAR T ILVEAL C DRI TG B0 (1 U
Ry S e
2.1.2 CRP. :
CRPH[TIMCDE K, S CDE 46 wk
HEATVPAE, LCRP>20 mg/LAIESR>15 mm/h3k
TN e, Wi 2 rh 2 A — N PR ) AR L
A BHPE R B R RS s 8451 A it
FRA T PRI 14wk 4 T IR K2R ICD
SR ATV R I, X5 B AR S22 R
CRP>5 mg/L. JERAEHAKHKL>5.5 pg/mL
Je TR PP BE>20 ng/mLEL R I
HR, TETRIGTT T E. CRPFFE: S EKIE
(>45 mg/L)WURCDIE %, FA R =,
A7AE T S 7 T I AR A,
22 MR T 4EFy
1R LT Re sk, LR FE T J5UAG 9 0 40 i 1 4
T 2 5 R [ P, iR B RE B
HCDE#F I /MR TH i (platelet count, PLT).
R E R (plateleterit, PCT)F &y iy T34 ML)
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B A (mean platelet volume, MPV). Ifil/]Mi
I3 A7 %5 % (platelet distribution width, PDW)F%
fi%. PLT. PCT. MPV APDWL5CDAILE ¥
K(P<0.05). {EIXLESERRH, PCTHOA A I g
WLC DI S. FECRPIE S G sh HC DR
oh, PCT I3 1% B IR BB R 71%, e
PEILRS%!™. eI K Ji 1, £ K # 5y
ML, FECRPATFHEICDEF 1, CDALE
>100 H.PLT>330X 10°/L4 7 i 18 95 2 176 52,
TR R AR GE R A B BT BT 14
J&4, MPV>10.3 fL&2AMPV>0.4 fLii7 i # 4k
FE VA TT RE AR IT ROT 4R Fr s 2>,
SEAIF 73 WML/ IS AR AR mT LA B C D %
JENEEN. FECRPIEH [ICDEG , I/ MR -4
(platelet factor 4, PF-4). Ifil/MRERET 1-B(B-
thromboglobulin, B-TG)5CDAHK (1 ppy =
0.4202, P = 0.0033; 7 4 7 = 0.4321, P = 0.0024).
ROC & M RIPI & 2 Wik s HICD A 4L
UF RO E S Sk, nTH T PP CRPIE S 1)
CD R I G B 2,

23 MiE DR E/ECDEF
F T IE 6 (8892 ng/mL vs 1318 ng/mL,
P<0.0001), HiG30 W8 & T 92 i
(19584 ng/mL vs 8353 ng/mL, P<0.0001). 15
CRPZE VM (@ = 0.4091, P<0.0001), 5CDAI
K@ = 0.4442, P<0.0001), {H5CDWHN ™
HEFEEFEE(CD endoscopic index of severity,
CDEIS)JoA Sk, 78 Ml 9 KA H o hiinyr e
CD¥Pi & R J7 1, MLiE4ES L H>5675 ng/mL
HFC(>250 pg/g) &xhsCRP(>5 mg/L)H AL
o E

2.4 W R LG 3 HICD
H I B2- I ER B 11 (beta-2-microglobulin,
B2-M) T2 fi i . B2-M 5 CRP X ESRE
RAFAI M@ cpp = 0.79, 1 e = 0.76, P = 0.001).
B2-M>1.84 mg/L1iZ b1 C Diif 2 U 1 R F
S A 78% A T5% P I A WF 5 & LI 3
[%45 2 J5i (serum procalcitonin, SPL)H] X BLCD
WSl M AL, JL5CRPY CDAIVEAY . i
tL.CDWN L V143 (Simplified Endoscopic Activity
Score for CD, SES-CD) 58 AH K (rczp = 0.625,
P = 0.0002; 7' ¢y, = 0.545, P = 0.002; I'gp0p =
0.797, P = 0.0006), SPLLCRPELA 2 iCDIG
Bl S S RE LT HI CRPP.

Elfa £ &4

(fecal

calprotectin, FC)

FC

CD
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3 AFCORMEEN . ELRHGIHEEY

MAEYIRREY)
3.1 FC
3.1.1 FC : FC [ #£S100A 12(fecal

S100A12, FS)[AIJE T-S1005E [ 5Kk, 7EMIES
JIBE 2 SHE I 38 3o of 45 B 1 R R Y A S R R
AHEAE B 2E B 40 i 2R 44 H. FC 5 CDEIS
M SES-CDE YK (. cprss = 0.66, P<0.001;
Lsps.cp = 0.76; P<0.0001), 5N T RAETE A
BB, WA AT AL C DY I B 7 A
JERY, FCH R SR/ IS B HR B K =
0.56, P<0.001), H.5 TVl FA bR A HL 5
FEWE BN K iIChiorean'sE2r HAT 81 1 — 3k
PE(P<0.05)7.

3.1.2 FC : FCTI ] 45
i B 5 s 7 52 R I HERA P v, ARG AR AN BB
/N )RR TN AR R 1) 6 0 B2 BRE. Nl Y
CDEHFCK B Z LT[0l 5 i sl 45 11 2 C D
(297 ng/g =81 pg/g vs 1523 ng/g+97 pg/e,
P<0.0001)*. 534, FCH] FT- W 2= [l i 5 B )
BRA S TCAEIRCD B JOEIRAE Y, BL100 pg/g
MG FHEFUNA G W N RS 2k, B
95%, 5 5 1ES54%, BHETIE69%, B T
1E93%, WARUERATET7%". HITIHRE E K 1
WERPEA 36 78k 85 H (fecal lactoferrin, FL).
MHFCRP AL CDATVE P, 2 18 3 L B f
%1, FCXCDAJE BV /& 15 7547 W BL i A 2
e 2 21 Ak, ST EORF CRER LT
WA AR YT I CD B #5  0R Y7
R, HAES 148K MFC<82 pg/gHH T ¥t 4k
R BT CD R AR I PRS2 A (1 U 493 %,
RS 468%. {5 HIAE M HIFIC D, 4
EIFA I, HCRPMFCIRA, HAL K K &
HhEtY,

3.2 FS FSIGHZNCDE W& i TS S i %
(1.5 mg/kg vs 0.7 mg/kg, P<0.01), HIpAZ{Y 2
N &5 N F SR i T Bl i A2 K [nl 45 1 1 A
(1.0, 0.5, 0.5 mg/kg; P<0.05). FS5CDAI
t A5 = 0.401, P<0.0001), 55CRP. ESR
MPLTGE A K crp = 0.270; 7 pge = 0.251; 7'y
= 0.234; P<0.0001). & ¥ &2 K 5,
W EoR, FSTHE BT AR R & £ /56 mo.
L20.43 mg/kgfF A FSIE FHE, T 5 K i)
PE70%, 5 2 1E83%. AT, CD&E# A

WCJD | www.wjgnet.com 4392

56 moE AFS>10.5 pg/gftnmmEE N Kk
JEPEO 1%, 5 S PE81%, M METHIMIAE 71%)5.

3.3 FL FLJ&—FP7E (1 40 i 9 R IA 12k 45 4 1k
B A, EE etk SO i Rk . F
W, FLATA R0 C D & 1 i 1 2 0 1
#t. FL5CRP. CDAIVF5> 2 SES-CDAH K (7 cxp
= 0.5, P<0.0001; rpyy = 0.3, P = 0.001; 7' gu500
= 0.5, P<0.0001). FLLL145.82 pg/mLA IG5
fEL, TOOM AT 5 B0 R BB SRS e 1 4 il Ry
42%192%"". FEXF R 1EAICD B 34T Bl U W
SR, YIMHFLYIPEM B E P 5.5% KK,
PR T A729% 52 . AT WWFLFHPE [ CD &
B IR R K RS 38 CY, % AT R ARIEIT )
CDE#, FL>140 ng/g/R il R0 R G 2 K
5 0 (B 67%, 5 S 719%)0.

3.4 al- Tff gy 14041
RILFEH S (neopterin, NP)W 7L 5
CD&E & P T M IR, v T Ik
. NP R BCDIGIRIE S fHarvey
FiBradshawbs#EM (@ = 0.41, P<0.001), 55
SBLCDW L FiG sl ISES-CDAI K = 0.47,
P<0.001), LA200 pmol/g¥ Ml A1, FCD
PWBE B i% sl UERATE S FCARIE . #fF 9T R B2
o 1-HUJBEH 1 (fecal alphal-antitrypsin, o1-AT)
TEVESIICD R # S CDA 5 Rk i3 ik
FETF . Fal-AT>120 mL/dv] ] T-FilC DIl
PRSI (U R 75%, 45 S A 85%) 144,

3.5 FEME P M2
T PR e SV B . B TRPL AN A PH B 1 2R
FI o WG IRk R 40 M Xm0 e i 2R
Mg, JE 4 )E 5 1 B (matrix metalloproteinases,
MM P)-9 K S48 ik S A ESE 55 90 M o 1%
A D 5 CDK R IS5
YEEDNI LTS WIIYSINGS

4 FAFCOEMI RIS shiHE IR RIS )
WFT % B R R 14 5 M (microalbuminuria,
MAU)5CDEE G = 0.797, P = 0.0002)
CDIZAMER L@ = 0.625, P = 0.0096)% 1)
FIIE. MAUTEZRMAIICD 3 i i i 474, (HR
REHI T T 2 CD IR i R, Btk
4, MMP™ o l-IRIERE R #E-o2-F R (11
FINPPUA K 5 CDIE ARG, (AR SCHIE T4 >
HCDZ KFEAM ST UESE.

2016-11-18 | Volume 24 | Issue 32 |



(8]
= By
&S

mﬁ&‘@%ﬁﬁu%anﬁﬁ T 15 DA
LRI SR TN 45 i R 2
Mmuﬁmﬁﬁﬁm,m%ﬁﬁﬁhu%ﬂﬁ
EBEA—, BEiRffEA 2k, HE2H
RAEA I e ARBIEFURE 25 DAl M A
HIHHE.

6 SEXH

(2012 - )-
2012; 51: 818-831

2 Eugene C. The second European evidence-based
consensus on the diagnosis and management
of Crohn's disease (part 3). Clin Res Hepatol
Gastroenterol 2011; 35: 516-517 [PMID: 21816700
DOI: 10.1016/j.clinre.2011.06.009]

3 Van Assche G, Dignass A, Panes ], Beaugerie L,
Karagiannis J, Allez M, Ochsenkiihn T, Orchard
T, Rogler G, Louis E, Kupcinskas L, Mantzaris
G, Travis S, Stange E. The second European
evidence-based Consensus on the diagnosis and
management of Crohn's disease: Definitions and
diagnosis. | Crohns Colitis 2010; 4: 7-27 [PMID:
21122488 DOI: 10.1016/j.crohns.2009.12.003]

4 Reese GE, Constantinides VA, Simillis C, Darzi
AW, Orchard TR, Fazio VW, Tekkis PP. Diagnostic
precision of anti-Saccharomyces cerevisiae antibodies
and perinuclear antineutrophil cytoplasmic
antibodies in inflammatory bowel disease. Am |
Gastroenterol 2006; 101: 2410-2422 [PMID: 16952282
DOI: 10.1111/§.1572-0241.2006.00840.x]

5 Landers CJ, Cohavy O, Misra R, Yang H, Lin YC,
Braun J, Targan SR. Selected loss of tolerance
evidenced by Crohn's disease-associated immune
responses to auto- and microbial antigens.
Gastroenterology 2002; 123: 689-699 [PMID:
12198693 DOI: 10.1053/ gast.2002.35379]

6 Lakatos PL, Altorjay I, Szamosi T, Palatka K,
Vitalis Z, Tumpek J, Sipka S, Udvardy M, Dinya
T, Lakatos L, Kovacs A, Molnar T, Tulassay Z,
Miheller P, Barta Z, Stocker W, Papp J, Veres
G, Papp M. Pancreatic autoantibodies are
associated with reactivity to microbial antibodies,
penetrating disease behavior, perianal disease,
and extraintestinal manifestations, but not
with NOD2/CARD15 or TLR4 genotype in a
Hungarian IBD cohort. Inflamm Bowel Dis 2009; 15:
365-374 [PMID: 18972554 DOI: 10.1002/ibd.20778]

7 Dotan I, Fishman S, Dgani Y, Schwartz M, Karban
A, Lerner A, Weishauss O, Spector L, Shtevi A,
Altstock RT, Dotan N, Halpern Z. Antibodies
against laminaribioside and chitobioside are
novel serologic markers in Crohn's disease.
Gastroenterology 2006; 131: 366-378 [PMID:
16890590 DOI: 10.1053/j.gastro.2006.04.030]

8 Koutroubakis IE, Drygiannakis D, Tsirogianni
A, Oustamanolakis P, Karmiris K, Papamichael
K, Mantzaris GJ, Kouroumalis EA. Antiglycan
antibodies in Greek patients with inflammatory
bowel disease. Dig Dis Sci 2011; 56: 845-852 [PMID:
20632100 DOI: 10.1007/s10620-010-1328-9]

Beishideng®  WCJD | www.wjgnet.com

10

11

12

13

14

15

16

17

18

19

Targan SR, Landers CJ, Yang H, Lodes MJ, Cong Y,
Papadakis KA, Vasiliauskas E, Elson CO, Hershberg
RM. Antibodies to CBirl flagellin define a unique
response that is associated independently with
complicated Crohn's disease. Gastroenterology 2005;
128: 2020-2028 [PMID: 15940634 DOI: 10.1053/
j-gastro.2005.03.046]

Xiong Y, Wang GZ, Zhou ]JQ, Xia BQ, Wang XY,
Jiang B. Serum antibodies to microbial antigens
for Crohn's disease progression: a meta-analysis.
Eur ] Gastroenterol Hepatol 2014; 26: 733-742 [PMID:
24901819 DOI: 10.1097/ MEG.0000000000000102]
Magro F, Sousa P, Ministro P. C-reactive protein
in Crohn's disease: how informative is it? Expert
Rev Gastroenterol Hepatol 2014; 8: 393-408 [PMID:
24635486 DOI: 10.1586/17474124.2014.893821]
Yang DH, Yang SK, Park SH, Lee HS, Boo SJ,
Park JH, Na SY, Jung KW, Kim K], Ye BD, Byeon
JS, Myung SJ. Usefulness of C-reactive protein
as a disease activity marker in Crohn's disease
according to the location of disease. Gut Liver
2015; 9: 80-86 [PMID: 25170056 DOI: 10.5009/
gnl13424]

Mosli MH, Zou G, Garg SK, Feagan SG,
MacDonald JK, Chande N, Sandborn WJ, Feagan
BG. C-Reactive Protein, Fecal Calprotectin, and
Stool Lactoferrin for Detection of Endoscopic
Activity in Symptomatic Inflammatory Bowel
Disease Patients: A Systematic Review and Meta-
Analysis. Am ] Gastroenterol 2015; 110: 802-819; quiz
820 [PMID: 25964225 DOI: 10.1038/ ajg.2015.120]
Boschetti G, Laidet M, Moussata D, Stefanescu C,
Roblin X, Phelip G, Cotte E, Passot G, Francois
Y, Drai J, Del Tedesco E, Bouhnik Y, Flourie
B, Nancey S. Levels of Fecal Calprotectin Are
Associated With the Severity of Postoperative
Endoscopic Recurrence in Asymptomatic Patients
With Crohn's Disease. Am | Gastroenterol 2015;
110: 865-872 [PMID: 25781366 DOI: 10.1038/
ajg.2015.30]

Meuwis MA, Vernier-Massouille G, Grimaud
JC, Bouhnik Y, Laharie D, Piver E, Seidel L,
Colombel JF, Louis E. Serum calprotectin as a
biomarker for Crohn's disease. | Crohns Colitis
2013; 7: e678-e683 [PMID: 23845231 DOI: 10.1016/
j.crohns.2013.06.008]

Vermeire S, Van Assche G, Rutgeerts P. C-reactive
protein as a marker for inflammatory bowel
disease. Inflamm Bowel Dis 2004; 10: 661-665
[PMID: 15472532 DOI: 10.1097/00054725-2004090
00-00026]

Sajjadi M, Gholamrezaei A, Daryani NE. No
association between serum adenosine deaminase
activity and disease activity in Crohn's disease.
Dig Dis Sci 2015; 60: 1755-1760 [PMID: 25652144
DOI: 10.1007/510620-014-3510-y]

Tang J, Gao X, Zhi M, Zhou HM, Zhang M, Chen
HW, Yang QF, Liang ZZ. Plateletcrit: a sensitive
biomarker for evaluating disease activity in Crohn's
disease with low hs-CRP. ] Dig Dis 2015; 16: 118-124
[PMID: 25565427 DOI: 10.1111/1751-2980.12225]
Kiss LS, Papp M, Lovasz BD, Vegh Z, Golovics
PA, Janka E, Varga E, Szathmari M, Lakatos
PL. High-sensitivity C-reactive protein for
identification of disease phenotype, active
disease, and clinical relapses in Crohn's disease:

4393 2016-11-18 | Volume 24 | Issue 32 |

Bz A%

CD .

3



Egam#

CD

J3aishideng®

(CDY:
20

CD
21
2
23

24

25

26

27

28

29

WCJD | www.wjgnet.com

a marker for patient classification? Inflamm Bowel
Dis 2012; 18: 1647-1654 [PMID: 22081542 DOI:
10.1002/ibd.21933]

Roblin X, Marotte H, Leclerc M, Del Tedesco E,
Phelip JM, Peyrin-Biroulet L, Paul S. Combination
of C-reactive protein, infliximab trough levels,
and stable but not transient antibodies to
infliximab are associated with loss of response
to infliximab in inflammatory bowel disease. |
Crohns Colitis 2015; 9: 525-531 [PMID: 25895875
DOI: 10.1093/ ecco-jcc/jjv061]

Hottz ED, Lopes JF, Freitas C, Valls-de-Souza R,
Oliveira MF, Bozza MT, Da Poian AT, Weyrich AS,
Zimmerman GA, Bozza FA, Bozza PT. Platelets
mediate increased endothelium permeability in
dengue through NLRP3-inflammasome activation.
Blood 2013; 122: 3405-3414 [PMID: 24009231 DOI:
10.1182/blood-2013-05-504449]

Nakarai A, Kato J, Hiraoka S, Inokuchi T, Takei D,
Morito Y, Akita M, Takahashi S, Hori K, Harada
K, Okada H, Yamamoto K. Slight increases in the
disease activity index and platelet count imply the
presence of active intestinal lesions in C-reactive
protein-negative Crohn's disease patients. Intern
Med 2014; 53: 1905-1911 [PMID: 25175121 DOI:
10.2169/ internalmedicine.53.2627]

Sobolewska A, Wiodarczyk M, Stec-Michalska K,
Fichna J, Wisniewska-Jarosifiska M. Mean Platelet
Volume in Crohn's Disease Patients Predicts
Sustained Response to a 52-Week Infliximab
Therapy: A Pilot Study. Dig Dis Sci 2016; 61: 542-549
[PMID: 26441277 DOI: 10.1007 /s10620-015-3894-3]
Takeyama H, Mizushima T, lijima H, Shinichiro
S, Uemura M, Nishimura J, Hata T, Takemasa I,
Yamamoto H, Doki Y, Mori M. Platelet Activation
Markers Are Associated with Crohn's Disease
Activity in Patients with Low C-Reactive Protein.
Dig Dis Sci 2015; 60: 3418-3423 [PMID: 26077975
DOI: 10.1007 /s10620-015-3745-2]

Yilmaz B, Koklii S, Yiiksel O, Arslan S. Serum beta
2-microglobulin as a biomarker in inflammatory
bowel disease. World | Gastroenterol 2014; 20:
10916-10920 [PMID: 25152594 DOI: 10.3748/ wjg.
v20.i31.10916]

La Montagna G, Parenti M, Oliani C, Filippi F, Tirri
G. [Beta-cyclodextrin-piroxicam in the treatment
of the active phase of osteoarthritic pathology].
Riv Eur Sci Med Farmacol 1990; 12: 265-272 [PMID:
2103967 DOI: 10.1111/j.1365-2036.2010.04459.x]
Goutorbe F, Goutte M, Minet-Quinard R,
Boucher AL, Pereira B, Bommelaer G, Buisson A.
Endoscopic Factors Influencing Fecal Calprotectin
Value in Crohn's Disease. | Crohns Colitis 2015; 9:
1113-1119 [PMID: 26351383 DOI: 10.1093/ecco-
jee/jjv150]

Gecse KB, Brandse JF, van Wilpe S, Léwenberg M,
Ponsioen C, van den Brink G, D'Haens G. Impact
of disease location on fecal calprotectin levels in
Crohn's disease. Scand | Gastroenterol 2015; 50:
841-847 [PMID: 25636819 DOI: 10.3109/00365521.
2015.1008035]

Cerrillo E, Beltran B, Pous S, Echarri A, Gallego JC,
Iborra M, Pamies ], Nos P. Fecal Calprotectin in
Ileal Crohn's Disease: Relationship with Magnetic
Resonance Enterography and a Pathology Score.
Inflamm Bowel Dis 2015; 21: 1572-1579 [PMID:

4394

30

31

32

33

34

35

36

37

38

26052967 DOI: 10.1097 / MIB.0000000000000404]
Mao R, Xiao YL, Gao X, Chen BL, He Y, Yang L,
Hu PJ, Chen MH. Fecal calprotectin in predicting
relapse of inflammatory bowel diseases: a meta-
analysis of prospective studies. Inflamm Bowel
Dis 2012; 18: 1894-1899 [PMID: 22238138 DOI:
10.1002/ibd.22861]

Qiu Y, Mao R, Chen BL, He Y, Zeng ZR, Xue L,
Song XM, Li ZP, Chen MH. Fecal calprotectin for
evaluating postoperative recurrence of Crohn's
disease: a meta-analysis of prospective studies.
Inflamm Bowel Dis 2015; 21: 315-322 [PMID:
25569739 DOI: 10.1097 / MIB.0000000000000262]
Wright EK, Kamm MA, De Cruz P, Hamilton
AL, Ritchie KJ, Krejany EO, Leach S, Gorelik A,
Liew D, Prideaux L, Lawrance IC, Andrews JM,
Bampton PA, Jakobovits SL, Florin TH, Gibson
PR, Debinski H, Macrae FA, Samuel D, Kronborg I,
Radford-Smith G, Selby W, Johnston MJ, Woods R,
Elliott PR, Bell S, Brown SJ, Connell WR, Day AS,
Desmond PV, Gearry RB. Measurement of fecal
calprotectin improves monitoring and detection
of recurrence of Crohn's disease after surgery.
Gastroenterology 2015; 148: 938-947.e1 [PMID:
25620670 DOI: 10.1053/j.gastro.2015.01.026]
Boschetti G, Garnero P, Moussata D, Cuerq C,
Préaudat C, Duclaux-Loras R, Mialon A, Drai J,
Flourié B, Nancey S. Accuracies of serum and
fecal 5100 proteins (calprotectin and calgranulin
C) to predict the response to TNF antagonists in
patients with Crohn's disease. Inflamm Bowel Dis
2015; 21: 331-336 [PMID: 25625487 DOI: 10.1097/
MIB.0000000000000273]

Gisbert JP, Marin AC, Chaparro M. Systematic
review: factors associated with relapse of
inflammatory bowel disease after discontinuation
of anti-TNF therapy. Aliment Pharmacol Ther
2015; 42: 391-405 [PMID: 26075832 DOI: 10.1111/
apt.13276]

Dabritz ], Langhorst ], Liigering A, Heidemann
J, Mohr M, Wittkowski H, Krummenerl T, Foell
D. Improving relapse prediction in inflammatory
bowel disease by neutrophil-derived S100A12.
Inflamm Bowel Dis 2013; 19: 1130-1138 [PMID:
23377171 DOI: 10.1097 / MIB.0b013e318280bl1cd]
Wright EK, Kamm MA, De Cruz P, Hamilton
AL, Ritchie KJ, Keenan JI, Leach S, Burgess L,
Aitchison A, Gorelik A, Liew D, Day AS, Gearry
RB. Comparison of Fecal Inflammatory Markers
in Crohn's Disease. Inflamm Bowel Dis 2016;
22:1086-1094 [PMID: 26818420 DOI: 10.1097/
MIB.0000000000000671]

Klimczak K, Lykowska-Szuber L, Eder P, Krela-
Kazmierczak I, Stawczyk-Eder K, Szymczak
A, Michalak M, Studniarek A, Linke K. The
diagnostic usefulness of fecal lactoferrin in the
assessment of Crohn's disease activity. Eur |
Intern Med 2015; 26: 623-627 [PMID: 26198785
DOI: 10.1016/j.€jim.2015.06.015]

Gisbert JP, Bermejo F, Pérez-Calle JL, Taxonera
C, Vera I, McNicholl AG, Algaba A, Lépez P,
Lopez-Palacios N, Calvo M, Gonzélez-Lama Y,
Carneros JA, Velasco M, Maté J. Fecal calprotectin
and lactoferrin for the prediction of inflammatory
bowel disease relapse. Inflamm Bowel Dis 2009;
15: 1190-1198 [PMID: 19291780 DOI: 10.1002/

2016-11-18 | Volume 24 | Issue 32 |



39

40

41

42

43

44

J3aishideng®

ibd.20933]

Lamb CA, Mohiuddin MK, Gicquel J, Neely
D, Bergin FG, Hanson JM, Mansfield JC.
Faecal calprotectin or lactoferrin can identify
postoperative recurrence in Crohn's disease. Br
J Surg 2009; 96: 663-674 [PMID: 19384912 DOI:
10.1002/bjs.6593]

Nancey S, Boschetti G, Moussata D, Cotte E, Peyras
J, Cuerq C, Haybrard ], Charlois AL, Mialon A,
Chauvenet M, Stroeymeyt K, Kaiserlian D, Drai
J, Flourié B. Neopterin is a novel reliable fecal
marker as accurate as calprotectin for predicting
endoscopic disease activity in patients with
inflammatory bowel diseases. Inflamm Bowel Dis
2013; 19: 1043-1052 [PMID: 23511035 DOI: 10.1097/
MIB.0b013e3182807577]

Husain N, Tokoro K, Popov JM, Naides SJ, Kwasny
M], Buchman AL. Neopterin concentration as
an index of disease activity in Crohn's disease
and ulcerative colitis. | Clin Gastroenterol 2013;
47: 246-251 [PMID: 23269308 DOI: 10.1097/
MCG.0b013e3182582cdb]

Biancone L, Fantini M, Tosti C, Bozzi R, Vavassori P,
Pallone F. Fecal alpha 1-antitrypsin clearance as a
marker of clinical relapse in patients with Crohn's
disease of the distal ileum. Eur | Gastroenterol
Hepatol 2003; 15: 261-266 [PMID: 12610321]

Foell D, Wittkowski H, Roth J. Monitoring disease
activity by stool analyses: from occult blood to
molecular markers of intestinal inflammation and
damage. Gut 2009; 58: 859-868 [PMID: 19136508
DOI: 10.1136/ gut.2008.170019]

Czub E, Nowak JK, Szaflarska-Poplawska A,
Grzybowska-Chlebowczyk U, Landowski P,
Moczko J, Adamczak D, Mankowski P, Banasiewicz
T, Plawski A, Walkowiak J. Comparison of fecal

WCJD | www.wjgnet.com

45

46

47

48

49

50

pyruvate kinase isoform M2 and calprotectin in
assessment of pediatric inflammatory bowel disease
severity and activity. Acta Biochim Pol 2014; 61:
99-102 [PMID: 24649481]

Day AS, Judd T, Lemberg DA, Leach ST. Fecal M2-
PK in children with Crohn's disease: a preliminary
report. Dig Dis Sci 2012; 57: 2166-2170 [PMID:
22736014 DOI: 10.1007/s10620-012-2215-3]

Stepina EA, Koposova KA, Khlynova OV, Tuev
AV, Vasilets LV. Systemic inflammation markers
and microalbuminuria in inflammatory bowel
diseases. Eksp Klin Gastroenterol 2016; (3): 15-19
[PMID: 27301137]

Horjus CS, van Oijen MG, Davids AH, Naber
AH, de Jong DJ. Microalbuminuria is not a
valuable marker for relapse in Crohn's disease.
Digestion 2011; 83: 41-45 [PMID: 20847562 DOI:
10.1159/000315898]

Manfredi MA, Zurakowski D, Rufo PA, Walker TR,
Fox VL, Moses MA. Increased incidence of urinary
matrix metalloproteinases as predictors of disease
in pediatric patients with inflammatory bowel
disease. Inflamm Bowel Dis 2008; 14: 1091-1096
[PMID: 18338781 DOI: 10.1002/ibd.20419]

Marké L, Szigeti N, Szabé Z, Boddi K, Takétsy A,
Ludény A, Koszegi T, Molnar GA, Wittmann L.
Potential urinary biomarkers of disease activity
in Crohn's disease. Scand | Gastroenterol 2010; 45:
1440-1448 [PMID: 20653491 DOI: 10.3109/0036552
1.2010.505658]

Nancey S, Perret-Liaudet A, Moussata D, Graber
I, Boschetti G, Renaud B, Kaiserlian D, Reimund
JM, Flourié B. Urinary neopterin is a valuable tool
in monitoring Crohn's disease activity. Inflamm
Bowel Dis 2008; 14: 1548-1554 [PMID: 18521928
DOI: 10.1002/ibd.20510]

YA

4395

E1@ 45 %4

CD

2016-11-18 | Volume 24 | Issue 32 |



cJ

BAE At

: http:/ /www .baishideng.com/wcjd/ch/index.aspx
: http:/ /www.wjgnet.com/ esps/helpdesk.aspx

DOI: 10.11569/wcjd.v24.i32.4396

2016 11 18 ;24(32): 4396-4403
ISSN 1009-3079 (print) ISSN 2219-2859 (online)

© 2016 Baishideng Publishing Group Inc. All rights reserved.

REVIEW

3 ] | VAR B R SRR AN T R RO B

mEE %4

(Helicobacter
pylori, H. pylorr)

N

H. pylori

H. pylori
H. pylori

P450 2C19

N

H. pylori

E1® 15 # & A&

J3aishideng®

WCJD | www.wjgnet.com

200433

, 200433, 168
. duyigi@hotmail.com
1021-31161344

1 2016-08-26

1 2016-09-12

1 2016-09-25
:2016-11-18

Current status of Helicobacter
pylori infection and evolution
of treatment strategy in China

Ai-Ru Liu, Yi-Qi Du

Ai-Ru Liu, Yi-Qi Du, Department of Gastroenterology,
Changhai Hospital, Second Military Medical University,
Shanghai 200433, China

Correspondence to: Yi-Qi Du, Professor, Department
of Gastroenterology, Changhai Hospital, Second Military
Medical University, 168 Changhai Road, Shanghai
200433, China. duyiqi@hotmail.com

Received: 2016-08-26
Revised: 2016-09-12
Accepted: 2016-09-25
Published online: 2016-11-18

Abstract

Infection with Helicobacter pylori (H. pylori)
has become a common digestive disease and
the prevalence of H. pylori infection remains
high in the Chinese population. Recently, the
Kyoto global consensus report on H. pylori
gastritis and the Toronto consensus for the

4396

treatment of H. pylori infection in adults were
issued. Therefore, it is essential to discuss the
prevention and control of H. pylori infection in
China. Due to severe resistance to antibiotics,
toxic and host factors, the eradication rate in
China has currently became lower than before.
Therefore, whether to intervene H. pylori
infection in the asymptomatic population and
enlarge the indication for eradication and the
cost-effect for this new strategy should be
discussed. In addition, the implementation
of the “test and treat” policy or not in China
is debatable. Developing optimal treatment
strategy has become a major challenge that
clinicians face. This review focuses on the
current H. pylori infection situation and the
evolution of treatment strategies in China.
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Abstract

AlM

To analyze the clinical characteristics of serum
anti-nuclear antibody (ANA) in patients with
drug-induced liver injury (DILI).

METHODS

This analysis was performed on the clinical data
of 44 patients who were admitted to the First
Affiliated Hospital of Zhengzhou University
from 2012 to 2015 and diagnosed with DILI by
liver puncture. The participants were divided into
a low-titer ANA group, a high-titer ANA group,
and an ANA-negative group. Comparisons were
made for laboratory parameters such as alanine
transaminase (ALT), aspartate transaminase
(AST), alkaline phosphatase (ALP), gamma-
glutamyl transpeptidase (GGT), globulin (GLB),
and immunoglobulin G (IgG), age, clinical
features and pathological characteristics, and
therapeutic effects. Comparisons of normally
distributed continuous data between groups
were performed by one-way analysis of variance,
comparisons of non-normally distributed
continuous data between groups were made by
rank-sum test, and comparisons of categorical
data between groups were performed by chi-
square test.

RESULTS

Among the 44 patients, 16 had low-titer
ANA, 11 had high-titer ANA, and 17 were
negative for ANA. There were no significant
differences in ALT, AST, ALP, GGT, age or
clinical features between the three groups (P
> 0.05). GLB, IgG, pathological characteristics,
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and therapeutic effects differed significantly
between the three groups (P < 0.05).

CONCLUS/ION

As serum ANA titer increases, liver autoimmune
phenomenon becomes prominent in patients
with DILI Liver biopsy pathology is of great
significance for the diagnosis and disease
evaluation.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract
AlM
To analyze the clinical characteristics of small
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intestinal stromal tumors (SISTs) and identify
factors related to their misdiagnosis.

METHODS

Clinical data of 104 patients with pathologically
proved SISTs were retrospectively analyzed
at our hospital from January 2010 to January
2015, with regard to clinical features, tumor
location, tumor size, diagnostic methods, and
risk classification.

RESULTS

Common clinical symptoms included abdominal
mass (67/104, 64.5%), gastrointestinal bleeding
(47/104, 52.8%), and abdominal pain (47/104,
52.8%). The lesions were seen mainly in the
jejunum (45.2%), followed by the ileum (29.8%)
and duodenum (25%). The misdiagnosis rate
was as high as 34.6%, and SISTs were often
misdiagnosed as gynecological tumors (15/36),
digestive tract leiomyomas (6/36) and other
diseases. The misdiagnosis was related, to a
certain extent, to clinical manifestations, tumor
location, tumor size, growth mode, examination
methods and other factors, but had nothing to
do with sex, age of onset, risk classification, or
metastasis.

CONCLUS/ION

SISTs frequently occur in the jejunum, with
gastrointestinal bleeding and abdominal mass
being common clinical manifestations. Its
clinical misdiagnosis rate is high. Therefore, for
patients with recurrent gastrointestinal bleeding
and abdominal mass that cannot be clearly
diagnosed by color Doppler ultrasound, CT and
digestive endoscopy, timely surgical biopsy and
immunohistochemistry examination should be
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performed to achieve early diagnosis and avoid
misdiagnosis.
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Publishing Group Inc. All rights reserved.
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Multiple myeloma presenting
with chronic diarrhea: A case

Meng-Qiao Zhang, Kui-Liang Liu, Ya-Dan Wang, Hui Su,
Jing Wu, Hong Liu

marrow. MM can present with a diversity of
atypical clinical symptoms and signs, making
this entity be prone to misdiagnosis. Here we
report a case of MM presenting with chronic
diarrhea, for which no valuable findings were
found in a variety of laboratory examinations.
The diagnosis of MM was finally established
until bone marrow aspiration and biopsy
were performed, which revealed aberrant
hyperplasia of bone marrow plasma cells.
Clinicians should be more aware of MM
presenting with symptoms not restricted
to the primary site of the disease to avoid
misdiagnosis.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

Multiple myeloma (MM) is a hematological
malignancy characterized by abnormal
clonal hyperplasia of plasma cells in the bone
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TRBEBE A P RE. B VAR AR vt S A B
CORREE, 1-20k/d, RN ToRE JHkaL
i oW R, T HEE R H I, A
AR, T BRI I AL pt i 2 R e
B A N RHT I B s 45 1 2 R HAR£90.3 cm
ANEA, R EREIR IR T 20 H R AT
B ERALAE . Ty, MR EY. &Y
RS R IE R . 25 F RPIE SCRRVR ST I K8
B s A, J5 BRI, FEAT
kL 200, AT B BRI TR AR L H A
M. BERE. B, 2RI Rk
R RLY4 hBIETE M U R A3 IR R
(nuclear magnetic resonance imaging, MRI)A

WL AT T ARE SRR . 2 mosR il
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S LIRS J5 R R, T /ME R AR
MR, 2P H R AR R T, Rk
— ISR T AR R I R b st 20
BB N R B BRI, AR ETT
F525 kg. A Ot W B . BEAE AT
e L 228 R B, B B
Bl 25247, 245117 BRI Jie A7 L I A AR v R
1BIT.

A B Ja I H H: WBC 6.03 X 10°/L, NE
3X10°/L, HGB 98 g/L, P1t 123X 10°/L; {4
BRI L HRBTOK EL0ETR AA R L
B ARG 2 B BR R A
FF B 4%-50%. IfiL/E4k: TP 48.1 g/L, ALB 29.6 g/L,
GLB 18.5 g/L, If14%52.05 mmol/L, ALT. AST.
BUN. CrijJiEH, MEisEHICAL25 116 UmL,
CA199, CEAIE %, CRP. BEIILKEGEH, Btk
L2185 1 5.8%, 25811346 ng/mL, ESR 16 mm/h,
ST EPUAIEG(-), ANA. ENASTI.,
BREE CITgER RBUE R, i i 18] S A IR 72 A
RIS R W58, A B Kl A s BEI R /2
PR DI BRIRAC. E G SRCT: XUE 8 454, AL
B B S, T B U e s B L 0 D R R
W HEE EA, AT SR RENE: M
BRI IR B R CIR B S5 R IH P it . i
A IR, [ AR BOs A 4 2 Rt
TR, TERIR-TRIE AL (VG b v, 451
GRS or B AR IS b, 25 R R AR T RE.
AR AN WA (B ITK BB R W AT R
T 7 B 2R 20 M LG A9 T v (R R A 4 i L 43
6.6%, AIIHES AN M ELA513.0%). 5 Re A 3% 41 i,
M A LI g ] L VK2R T UK el
5.53%, M PHME), TgA ABHYE). HMp2-fi
BREL[T 4.71 mg/L, #MAC3 0.8 g/L, CAIEH, IR
ol FHERER 115 mg/L, FFRAT 5 56 2 ) G A :
EHE R DL B LL AN AR FE A BOIR, 4 HER 4
Ji 1 8.2%, Al WLURZ I 40 i, v A nl 3k 4 it
J R REA L. S 414k: CD38', MPO', CD34',
CD56". 2% [E L HMMIZ WA, WO Mg Rk
—RYT, TR BRI, AR, T
RATARAE T AT, AT 7 28 2 R0 I oAk
20 mg d1+K#HFEHY2 mg dI+HBZEKFA10 mg
d1-4, (EALST AT R BB S T AL 25 1 R e,
R I RAEAME AP, e 2 N EREIG A 0 )
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By B S g Bk A 1 B (MR ), B0
AR B B B (0 — P i R R, R
TERE 2 A150-604 2 [7], B WLIm AR IAT H
ML B UIREAA . GRS LE . MM
BRI RINZFE, BEEATHS T R A
MRk, IEARES I HAA AL, 25 1% ist.
ER AP\ 3 HT168BIMM R T, LW AL ST
RAERFINF 21151 (12.5%), e 12451(57%)
AR MRS RN A USRS RN, ToIE SRR
(FIMM, 5 A 2R SCERAN AT BCEAS 2o,

A DL PRI VS R, i BE YR A
40 0 G451 R T 10%, EL R BE N R T 0 3
90 M S BRI, i MR (1 RH P, TgALRH
7k, HGB<100 g/L, Ifilp2-1#EREH 4.71 mg/L,
ALB 29.6 g/L, #ufz414k7~CD38", CD56", &
MM(IgALRYZ Wil A, 43300 4 TT3HAS S5 11).
ARG K5 P FEL 0 I TR A, TR 8 10
. BE. BTN B R W 5
WHER, 12K I8 D Re eI TS, (H0E
TFFATT RUORAE, BB IS ML, 7
SR, EHERRIE G FRRGERE. A G
oI55 5 5 55 M IR 3% AR i 2 SRR A,
IR AS LV 1P

MM & -1 A0 T8 53 55 T REAF 72 2 FPBL
()i 990 40 MR . B SR i R 2 WL T
B OB B ROk ESs, LT E
8. Alexiou5 i BE A K AN ML o5 BT A7 2 40
WL PIR1F14%, FL A2 ARE 2 2. Chim %"
036 R A A S A T IR . T
5 A AL SRR, 2T R
Y, TE ARSI BbR AT IR D R A M (2)E
AL R0 A I 52 455, MM, e 4
i K AT I R I 4 e, AR KR
M 1, {EREM D) REZ 40, JF e 93 H hiE
RN B L G)MMER AR AL
PE: MMIN B e P e BREE 1 S 2 I R A
YT IR AL TE R, RIE A PRSP, 4 48
o, RS [ K ARIE TE R FEAR PEAEMMIR) A2 %
H10%-15%, 1M1 B [ (K1 & 4R 491.6%-5.6%.
MMk K ERFEANE N TE 2 I/ ST
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i BERE SRR 3 R BT, T i
S VS AR R VAL TE AR T
B B ok T UCRRAE /N i R 8 2 W8 IR R
MR AR RSO R RS AED. Ao (b KA
b, BAWRYIE, File THR. MES
Mg SR, EORSCRR IR IRTS 4 Ak, $RTRAFAE N
WA RERATAE. 18 3l P TR I e B R4 i
H] R R SRR MR ZE S, 51 E iE A
M2 T RERRRG. A AR IS A, £
B BRERI, rn S ATMa% RS
BB MR ELA R, B H W Ty Bt
TRV AL, i v N
5. 5350, SERFEI IR BB, A B
Ok B R e, G R Pk R BT AR
AL e 0 1R 8 D 2R A R AN, AT HER
Jei tE B J 8 B OLRR B AR ), RIT2% RS O ey
FEDD IRGIURRAE BRI B K e T A 40t 7 B i
Bl AR S B AN B, A
MTEAR W W] RS AR R B FLIR AR B AT
R bRA R, R JR N LR O, I
TEBFER TR L, RATHIRZ G (0. 58
WRAR AN, RECEPRAHN, L B R
B, A157% R 8 Ml 40 T A MMk R AR
PR ECRT REME K.

AR RIR R, P 2 ok e P $2
7, HL M B e 9 B R 2534 0 W) S Bl e
RHL, ERRMIK TSR, A, Fr2 Wvle
JE AT RS, BENRE ST 2RI T e
MMA %, WURH AL MLk a . 2K, 2
TG JA R, BEAE A UNMRI, 2892 3 )
R SR A LR PRI R
PSSR DLW S e, Wk s DR DA ] e K
MM5 I F R SR A AL ITEL [ IS A K,
ARG D, B DI S R 2R G,
SRR . SRR SR, 2 5
FAl], IS RIS WA = 2%, A2 W
W AE. AET RE M MRS B DRI, Y 8 i
BAMAFIMMA]GE, X TR S 2 RGH
I, SN AR B R S ¥
ST N IR S R OO N I GBI 7
XABSRMEHAT, X T AN N R i IS SR,
PREEMMIN, 11 8 27 R 2 R T I3 Bt A Ak
X RBL R el L ER B (1, $R 512 WS R A
A E A,
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RS2 KRB AT. (3) 4R S 4 T A R B SRR SRR, ARG R O S . () THE ZER, B
SRS BT AT IR 45 A HS AR AN 2 TE L RUA, RS NZ KR SCHR M L. 3R B R k. RN A RIP
R, AT 20 B H MG B, 52 AN IESCHI I B IZ R I N 2. RN NAT Rk, £
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Abstract
Undifferentiated pleomorphic sarcoma (UPS)
is the most common soft tissue sarcoma in
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elderly patients, which belongs to the category
of sarcoma according to the traditional Chinese
medicine theory. Due to the high degree of
malignancy and the difficulty in treatment,
there have been few reports about the use of
traditional Chinese medicine in treating this
disease. According to the theory of dialectical
treatment and the principles of strengthening
spleen and nourishing kidney, nourishing
Shen-yin, and benefiting Qi and blood,
we used Sijunzi decoction and Erxiantang
subtraction, combined with topical agents to
treat an elderly female patient with recurrent
UPS. The result showed that traditional
Chinese medicine has a significant therapeutic
effect in treating advanced UPS.

© The Author(s) 2016. Published by Baishideng
Publishing Group Inc. All rights reserved.
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03I

% JENE R 4346 AR (undifferentiated pleomorphic
sarcoma, UPS) & &4 N i WL AL 2 AIR
(soft tissue sarcoma, STS), HBMERE R &1, KKk
MRS WL, TR 2. AR % 2R F
ARIGIT, W7 AR, 7807 72 REiasT, A1
SE SR BRI, 5 e AR AR S R B AR =
MRS R A B0 AR I R R v 2 2596897
PEAE A AT — 897 R, F AR ANl LA
B 253697 2R EUPS 1 HUAS =07 4K,
IARIE .

1 "B S
B A, 845, 2013-04 K IUATHI S bk, 1K
Jii, 12013-117E4MSEAT FARDIBR IR, AR5 Wi
R Z B RR. RERITBNIT. 2
2014-11, FAREBLOH M, FRERE 2
B AT AR RIS Sk, UL
RFR. BUEF O, BB RTF AN 2 S
JEc Dy fe, WE 4 T RIS, BRE A
ERBEITAL TR P R 25877 .
2015-01-28 8 & A M i B Beoms, A4k A
AR P Ji OG5 Ak mT LK /NZTS em XS em
2.5 emX 2.5 e AR, R EE, B
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Wb, [ E AR, BB S R A S, filz gk
i, BRI B JoR L s v T R k. AR
TRR— M, KA, Ko R, W, &
W, Wk %,

gh BRI MIECLROE B K&,
P IR Y 8 R T, AR, P A
ik 32, A AE VIR, (R ELEE, T2
MR VUE Fima —Ala o F, 204
B RE L AR AR, FnBE. BEARAE; L
IR LG 2o R, AT Al EAG
LR ESE, e LAV R I 2 P
Zx, WE R, JERMAE, JRDMBG . FHE . B
B A SRS EARAL. AR 2 ) R TR R
TR B B IR 2 R < R R A
P s sl 2 2.

2015-0452 1210, KRB AT i i B A win g
B, Hi oz WA PR, Han, KAEF], iR
21, B, BKAN. ARG IR, SO0 R, b
AL SERT T, il DR BH AR I R 2 3%, T
DAL . LB AN, A e, MIA%%
Aha AL, IR A HIEE L N, huAR
ST 2 AR T OB R FH AR 2 T, s puiis
HIT.

252 mo4y, 2015-06 4 LA |
T b AR B S A, Y DR R T AL I i e .
2015-07-06 & HIECT/: A HTEHAN3.4 cm X
2.5 ecmX6.5 cm, NAN2.0 cmX1.4 cmX5.0 cm
R, BhEA T4, 26 RSV IT A Ak, DLAMNEF
A AR B ET . RERE eR A L
B, T R — B R BIANE, A
FOKRIRNR, AE - FBEE AR,

IR 2 Wy B AE g I AR, R A
ORI b Eaz B i /N, Pk & — 2915 em X
1.5 e, B SEHE, JTOW AR, 5k
JP B ful fe . B EORE A R A, ARVE A, T
2016-02-24E ECTR: A HEFSTS TR, #
IR 2L 2R P O i [ L5 )32 ANV A AT % i
(1.9 emX 1.6 cm). A5 WoR: IR T 46
ANCEI). BT IR — AR ALK P B e AT 1L
F R ThRe S5 HURL A, Frbn A .
BT 1S DR 2, it Ao

2 e
2.1 UPS UPSLARTHERR 3%
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B 1 UPSAIS RS ERSTL. A: 2015-07-06, CT:
CT: ( )

AT 4 20 2R 40 R, s eh 423 A0 i o T Ok
(19— Fh R 2 2R R . 201 34F tH S T AR 41 4R 4
U5 IR A 2R AR 2 UPS. 4Rk, 1535 T
P LM S oy BAA BRI D, UPSHH
P WIRAAE . AL SURIE S o A0 7 ) IR 1) B
TR UPS—— M FE o, R R RS 5 AL,
WEEz, WESYAf 2 Bz, &
LR SRR P A, AR R
RT3 IGTT 7R, HEME TR Z VI, RIX
SR T REAARHE W, 10 HL R SR I A A
I TS Mk D, A7 10 o FE AR 204F 5 A2 R,
UPSHE KR fek, HEZ seit o &
PGB AT A 2. DR P B 967 M BE K.
2.2 UPS UPSJE T “ R Jul,
FLR SR R 32 B E AR A2, U TE ), AR
TN, B ES R ILEE B, B
BTG PBHASAS AR« B AR 45 J 4k Y il i3 T 2 418
FiEt. (REET) Bl “BEAL KRBTSR
W2 N, ZHBREBZH. 7 “FEK” . ‘W
FIABA KW, E P T, TSR 59, 7K
AR, W R 2 AR, BB A
AL, PRI LA, BT, A, B
5 R, R N SR A0 T RS HE S AL,
AP IEAEAT 125

23 ARy 2 B, AR
R, MAFR, ROFEMRME, ZHRFAR LA
1L, BRI, AN A2 TO UM 2 A B e R 2R,
RS JG R Z AR, AN B 2 2R VR TT 1 A,
ERWE oG —Aliatedk, “—Aizm” dm
T R ARG AT A b= 07 il IR
FMEY , LA G 720 AL 80FE AR K 3L
B DLR LI AR 4 . L oAl 228 R XUk Ay
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3.4 cmx 2.5cmx 6.5 cm; B: 2016-02-24,
( 1.9 cmx 1.6 cm). UPS:

L2, R PR, AT TR, B
BRI AR R 202 —, [ B #5222
SEIIF TR DL A Al R PAE D A 24
Pk 25 el b . 2 ol AE AL N RS
FATRGR N SRR A, 2] 78T
JIIREAE I 22 45 1 1 PR S B A 56 A3 2
525,

PR BN E IR, (BEEm) A
R R, JRREH CREUCE, HLLR S
MZ” AN, ZEEVAIN T AT A4t
Wi AR RIEEIR LSS 253 modk, I
PeAgifoR, R AR AR L, BT i
ARANITIGR SR A7 ] Ve YU AN 5
R P2 IR AR 2 2, (R AR B
) dE: PR, REELE
SE T BEFIFRR B e 2 0™ JFCLHI R A L
PR SRR AR B 2 I S A, B AR
R AIr T, kxRS 2.
FUR WA T 1 rh A7 1 N A 4 b
TR IS, LA AR SR S ey S S
W) R HUR DAL, SR e M AR S 5
WFFER YT ST 7 500 BEWS 2 SE K H o, T
/N UAEAF SR L iR A K

2 EIRIRIERRAIF A5 0677, 28 H
S i RE A B Sk, AR TS, A A L,
A2 B S R A2 T R AN S [R] 4
MEiR, GHIKIE. AR R EA NI
JEU, S EAH T RN HEA R Rz . R, AT
NN TRE, PR 25 MR A I (1 e 4 e 7 2
ORI AT P RN, RERIE R
G HER, FA w0 R R 25 KR )T, R
I H, 720 .
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HUMRIRT A (a2 —. IR H AT A RE LA
A, AHSE MR AR /N, G e 35 Thi L
7B H AT Ry R 24, T
SR, o H R IETT 2 R4

2B

. 2015; 21: 2741-2747
O'brien JE, Stout AP. Malignant fibrous
xanthomas. Cancer 1964; 17: 1445-1455 [PMID:
14223761 DOI: 10.1002/1097-0142(196411)17:11<1
445:: ATD-CNCR2820171112>3.0.CO;2-G]
Wolf PS, Flum DR, Tanas MR, Rubin BP,
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Mann GN. Epithelioid sarcoma: the University
of Washington experience. Am | Surg 2008;
196: 407-412 [PMID: 18436180 DOI: 10.1016/
j.amjsurg.2007.07.029]

Baratti D, Pennacchioli E, Casali PG, Bertulli
R, Lozza L, Olmi P, Collini P, Radaelli S, Fiore
M, Gronchi A. Epithelioid sarcoma: prognostic
factors and survival in a series of patients treated
at a single institution. Ann Surg Oncol 2007;
14: 3542-3551 [PMID: 17909905 DOI: 10.1245/
510434-007-9628-9]

2015; 22: 109-110
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1 BRI

1.1 (7 NI A4 & (World Chinese
Journal of Digestology, WCJD, ISSN 1009-3079
(print) ISSN 2219-2859 (online), DOL: 10.11569))
A& AT PRSI T8GR B (open access, OA)IH
T, B457°1993-01-15, FJ T, 4718, 18F128%F
. (AR A Z9E) B2 Do IR,
H1104007 L K 4Lk, /- AifEh E3 1M, A
TR DX B ATBX ISR

(AR N E) 18 2552
JBCE Wi 2, I, TR N B, AL RS
Bl W R MR, WAL R R, IR
NIBTY, MR EE, MARIEG Y, AR
ZyHE WAL R A A TR, T
WAREUELE 7, AR B, Do, A
AR, RS TAEYY, HAR R
7L MR, MR, MR
B2, ARSI, WAL ZRIBTT 25 RORE PR
AU IR B AR BB PE SO, S SO R AT PE R 1
(1) S0 e ¢ H IRt H i e O o ) S, 8 i 3
TR AR o, A2 o 85 AT S W 27
FRIHFI 27 S R P T B2 R I, 4 s A &R
PRI B W MR 7 7K

(AR N KDY B a8 R
[4]4 [ 2~ ] (Baishideng Publishing Group Inc,
BPG) T 70 AR )47 BRI, R BRI 4%
JR AP PRAH 27 AR AZ I, Hhr b5
AP 2R AT B 2 v A A, B 4
B E AR A (AR A 223G M L
OAB K I KU HI FCERAE, — T b H Fi
B, AN RS MURE (0 J&]  BR A, A S0 A 5
KI5 (8] A5 BIAE B, A BRI e 2 3R SC
PDFIRA, 9 4% RRASFN B+ ST 8 ST,
1 & v $i 45 = R EPDF, Wi MBSk
WA Bk IESCFEE, EDREEH, T
P, BPGHHA £l (1) 2 % A1 BN, 68 5 7} 25 G
B TR O RN F G R L g R L 43
Tl PR S 2 O AT, e rpr g S hied2fh, Ho 445
B — UK 2 5 RSOK P
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(ARG 2 —AmEr B

[FIAT PRI, FFBORIBURAE 28 H R 27 AR T 4.
AT Y EHR O EBA R A SO Y, 55
(k2% 3CH# (Chemical Abstracts, CA)) , fif
2% (B2 SCH R/ BE 27 SC 4% (EMBASE/Excerpta
Medica, EM)) FIE 2 Wi (SCH# 4% (Abstract
Journal, AT)Y) H4E PEC .

1.2 RVE, BERIBIETT, IMRBIESY, fE e,
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CT, MRIZE. /b HRENEE 1%, Ah3C. Bl AH
B bR RS BIERTT ENTEA4LR . h
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H.pylori), llex pubescens Hook, et Am.var.glaber
Chang (it %4 & 71 kI £%); K, —2egit2
FF5 (WFEA K, )% mean, it 2ESD, FEIE,
R MR P, A9 ), A7 44 PR U
R eER . st 2R 5 (N, O, P, S,
d, DWin-(normal, 1F), N-(nitrogen, &), o-(ortho,
4h), O-(oxygen, %, > BIAR), d-(dextro, £i
Ji€), p-(para, %), {iililn-butyl acetate(Hi R 1
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3.56+0.27 pg/ml)¥"43.56 ng/L+0.27 ng/L. BP
fikPa(mmHg), RBCAH 1 X 10"*/L, WBC(H]
1 X 10°/L, WBCHJ & Lt [i10.002 7%, HbfHg/L.
MR AR A 5 Linmol/L Bimmol /L3R,
ANWIHE He/LE7R. 1 MERIR, 2081 mol/LA
1%, 1 NBiR, 40.5 mol/LAR . K10 cm, 556
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