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associated with a poor prognosis and limited
treatment options. Currently, there is no
international guideline to standardize the
management of PVTT. In this review, we
aim to discuss the incidence, mechanism,
diagnosis, classification, and treatment of
HCC with PVTT.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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0315

JFF 4 g st 558 6 R SIR M e, e 2 PR 5
EEHET I 300 JE A Y, R AR AE 2 5 T 12
JUJH I 0 I AR G, AL ORI R AU AN
12 B (microvascular invasion, MVI). K&
R IRARZIUTT K £ S H 3. ik
K s EIK, MVIEZERBME T T W K4
Ja At 7 1) I A M P9 OO B A0 B S ) R
(hepatocellular carcinoma, HCC) & [ 1 k&
2 (portal vein tumor thrombus, PVTT)§ A T &
BTG K UL SR TT 7RI .

1 RIRER 2R
HCCH TRILITEK RS, B 10%-40%H) FE
158 WHi2 FF st & 9 FPVT TS, ERFDIRRIY
BE A 5.4%-26.0%KEPVTTH, FEIEFR
BT IR E T 11.3%-38.0%K EPVTT, 78
RTINS A 2R 44.0%-62.2%". [ #H Bk £
SR B e A RO 26 T &, 7E2 ecmBA R/
JHHE H 20%, 2-5 em I HE H2930%-60%, 1E
>5 cm ) FFE AT IA £60%-90% . AT Tl )5
AR — AN EEFER R ZAEEPVTT, — B
R, R E R EIRGE, 5T KA R HE, 8
Ky FFRAMNERS. RERTT HIRTE A HPVTTH)
AT 2.7 mo, REFHPVTTHIFAIAE
AEHA] LLIA #1124 mo!'”.

TEIGIR EPVTTHIE &S e KN 5
H. MR gin . FFIhaefis o5 UL iR 25 K
PRI SC. B RTP VT TR EARIE B 5 A
TER, BT RZH0EMRR KA MR R &R
i, g s R a4 B ERR IR R B3
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JFF 2 k-1 ) 8 kB8 AT T PV T T. {H & g 2>
TR A Y, o B e R R AL, ARIE R
frE et AR RO T E R G, B E
W BEE. BaERENER SRR
A B RIE T HESFPVTTERE R
AT 4H L R AT 7T, KIMmiRNA-135a55
Fik, BT MNHImiIRNA-135a7] FEIRPVTTHI R
AR, # A HFOXM1-miR-135a-MTSS1
T P TR S AR T B AR Y AR U R
PVTTE R RBHIRE . B AEKE TR
5. miRNA-34a. CCL22VL R i+ T4 X
—EEA K.

2 ZHRlIeR D BY
TEIHEZ W) el b, A AFE L FPVTTHIME
L RIS WO AT S HFPVTT: BESRRI]
K A 78 7 B 2 T AR A Bl S A C T3
SEREST [T DK PN AT DL SR R 2 2 e s AT R, 5D
gy B ] WA T E K M AE R BE LR BB
7 1T K 5 7 15 AR T UINAL 2 P %5 BRI
T, RFBREAT2INEZXREGES, WERA
B, BEFEHR 1715 Bk 5 f% (magnetic resonance
portal vein imaging, MRP)XJ |1 #t ik 3 T & FF I
EHWo CRRTEMW, Be8 A BRI /N3
FIf e, FIFIMRPAEE ST AHEPVT TS &Y
5 H ARG A 2 77 1k A T A A,

PVTTHIZ W & 2 5 1 # Bk AR AT 25
[T K I A% 22 4k kT 7 B A4 B S A
JE D] 53 R0 T T DK O TR 5, 2 Wt O AR
PEZGY T IZETH IR, PVTTZ M N T TER AR
A [e A1 =2 4, T 1) 5 Pk AR 25 FH F A0 TR Rk
) FF T T KO SR . BEHER KR, RJEH
LTI A 0L, B S5 I8 NPVTT. AR
LB B kL. B E A E ARk =
UL S A s A AN B SR, S5 B2 Wil o R o,
P A BN A 2 R AT AR IR

PV TTHIEE 7 BB AR IR SE RS . i
96 240 60 ) R R B S T £ 4 TR 2 2EL 2 RT B
B T A 38 AR B . SRAE BRI
A FARAF, IR ERPVTTE 5 R E,
M4 N FES T 5E DU FRIPVTTS Mg BE
LR, BB,

PVTTRAEKIBAFVEE WG, HAr
[ b B o< T AR TNMZ 8. BCLCA#
BIEAXPVTTHL Y. B BTEcs Ao &
AU FE TR 2 FE I RR R B ] AR VP 4
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AL R AR AR R AL T T kS 4 A
[ 2, AR R0 RT B AT B IR T T8 ik 43 S5 11
A, [ RARIBE T F kA ek S T, s
MARUEITEKE T, VA, BRERILER R
I b i AR S 9 L 02 T A e e AT T
HAVPA R VP REFETLPVTT, VPIAI]
FIKI 2R 2y S, VP21 T8 ik 11 2% 7 S0
¥, VP3AITER K T 25 SCRIT Ik AC A S s,
VPR E ik Tk, R R, RIS B
TR T E PV T TR AT 8. e
ICEAE YNNI =h

3 SRR

HAT, BB _bxt G I T8 K826 br
AL IR, R ERSERFEZR. K
5 48 LUK e & HFPVTTIA N 3 R
(BCLC CHY), ¥ n T M AR IEBE
NME—IEYT T WK AR 5L th 2 F AR
N HPV T TR B3 FIETEAR A MR
JTFB. REMEZEMTEFRMHCCEH
PVTTHIVRITIRE T AEAAFERRNIER. F
AR BUT B Sk T iR R IR TR,
3.1 FAREMNIEN: BHEGEMR
nJ LA 52 F R, FFZhAEChild-PughZr FNAL,
ICG157EIE % a B, B AL PT LAY BR, ToANAT
DIBR I NGRS i kL, TBR AR AR AT DAAR A
Ihe.

G HFPVTTIFAR T A HE: FHEY)
BRAR L 20 JFF Ui T 1) Mok 7 ey B AR L 1) #5 fik
053 1) ok EE AR B 1 e K B it DR 5 P9
A D) o T e A A% SR R AE P D) R
(0 BT P 1D P B AR 0, 458 10 5 Pk i i B
RN B I FF RS 86 R DR PR O T 1) e ik
Wiy R AR

iR V) 2 5 AR 5 A A7 AR G, BE RO R i
JV1%>1 mm A 7R} A B 2K T H12<1 mm
4. W TE BB en bloc) VIR, BARERER
5 T0I AR SR T T TR ik 9 I B (peeling
of Y. Xfith, FHRFEMB AN, FY)
B REHD) B+ R bk B R R B AR IX 3R
B ERAREEN. N THESFPVITHE
H, BRERALT TR VIR B, B4 B E
BYYI B, T 20 e B R Bk 3 T B0
I, AL BE B SREESYIBR, X T 1Tk %
P AR AT B AR 2 H AT (AL B 7 v, BT
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GIHPVTTHITG SEURR FAAE iEA %D DR £RdE

RZ, TR )T LR B T N I 3 Bkt
3= F ™), R AHRESEEEAR. B
AR B B BRI DA R E S A T bR T8, A
T PR 5 PO B A 2 ) e ik 43 SO o AR
FREE. B PIR BI3DEUE 51 S T A )
BRI mIBR e, BRI B R XURS AN 8 A o¢
SO ARG, X A 5F Tk SOE R I F AR
BT, FERCANAT A P BE A RAR D) R 7T
R ELFFARGCR. S F IR E, EkS
OIS BUR ARAS KR — P A nT AT I 7
%, BFEREARBIEMEER K. BATANPVIT
[ ELETFFARBITIHAELITR T IV
HPVTTFEARBITEMNNIGIT, ITRAES. X
BRARE TS A P VT TR AR BIFE TR N
0%-7.3%, HA 1. 1B T3%, SFEEEATF
£10%-59%, 111, IV }0%-26.4%.

JF & HPVTTARG M E R EFHIE59%,
BEAR AR R 3R B i T AT 20 . S F g
I T CAYIBR . PVTT IR s RS R EAR
AT RS, 2R 05 P RE S B i — IR TR P F 720
W, RET=4ERTT TR A G 2EEF
BRI ARER. KRBT E HFARER
T ] 5 R R A, Ao A A B TR AR
HE, BTG ZRE, #wFEZ AT Pk
B SR BR I B 1. RBTHF kAT
2 %€ K (transarterial chemoembolization, TACE)
WAL EPVTTARERIL. 3. SEERMEAETRF
K, HMERT 1. 8@, FRATTACE
A ] BEBE I TF AR KB e R TF AR, RF
B 52 R SR G RIEHBITETACE. RJE
CARZENAEE . RERAYUREEZY. BHRrm
22/ (] AP AFF 7 PTIIE ST 3K LU A B R 9T A FR
ARG & k%, I"mEFEF N E.

3.2 LG B K AL ST (transarte-
rial infusion, TAI)B{TACE. TAIZ &7 A AT ]
BRATE & HFPVTTRE . B8 KRyt
7R TACERT B TAUTTAIE W RHEYT .
T e R R AR 1. ITEPVTT;
Child-Pugh%>RAZ. FFI 1A 15 Bk S A
FREEST I R AT IR TACE, BUBESTAL 1.

IVEIPVTTEMATACE. —AR: 1THKESA
T AR AL Bl B OB I, AT AT R I R AL M 3h
ik A A% 25 1) Ik = 4 43 SOOI AR AT AT BUAS 26
FTRK = oy S e i TR 1 “T TRk A K
%87 {EF, TACESERR LA2sh I ThkB A #e 1

2163

PVTT

HCC
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H, ANEMTACERIRR. H % %57
DR B AR B . B AN SCRREY R
i JE R EL AR /NS AR R 9T R R . Ry
OERA #2 2E ML R AR EAE, BTk
Fl2z A VEA 45 50 22 (R 95 Sk AIE 5. R & 3
PVTTATTACEIRYT, SCRRIRIED I AR BASE 1R
<1.2%, TACEVRITPVTTHIZ R Z RIB K, 58
BRIRE 0%, o RAFEZ19.5%-26.3%, Fa
TEHRA2.5%-62.7%. | . I HEEKTFHERF
A1 10.2 mo, M. IV 173 4 77 I

[A] °45.2 mo.
33
3.3.1 s RO A2 JR S i AR )

Bk —, MAEBUTHARRIKRE, FHl2
—HYEE T (three-dimensional conformal
radiotherapy, 3D-CRT). HET SLAKRE [H
AT R FEE T RYT SN, ATE
I7 R 5 A I PV T THIIR B Mk 2, X
S T AR AT AR kR I 3135-60 Gy I %K
MRS 70, TR A Th AR A B . USRI &
FF I BEChild-Pugh/r RARK BB PVTT
[ FT AT 247, 3D-CRTEL I 3R T 95% 11 X1 4
[X40-60 Gy. &k2-3 Gy. EEBLAKE AIHUT
36-40 Gy, #k5-6 Gy Y. [EIEPERT 7 R B,
BT RAE S TR 2R, EFRFIER S
FITCEIEYE. BRI SCEIRIRE 2 R BT S5 H
fl36 97 A N . 3D-CRTEA & TACEIRITIT
BT AR TACEBURTT, FF 2 TACERIK
I (1 18] B IR PRI ASEB 2 1 mo®®, 247 oy AP 2
RERI P15 /N TS TACER, (HtE B 70N AR
FATATT BATOT, B B PR AT AR
BT HEIX, SeAT AT 4R /N IR AR, BE X 45
A DAY 452455

3.3.2 s R TEUR ) B 4 I Bh ke
N B E AN A, AURT DA B R i
SET TR KA I X 5 A7 (1) 20 P o8 X1 ) e ik
Iy SRR R B R, TR A TSR VR T R AR
FEAEHT, mTBEMTES S A, H AT E P AR
TE I PR R AR R-131 . BE-125(7D) &
-90(90Y)%. [ Py HRE"R I e 9 TR T 4% K
YIHE NS TACERTIIITIPVTTE S, 4531
BRI AR T E S TACEZH. EAMIF P90y LA
PEEATUER N, B PSR AT Bl ki 2E XY
FEIfE, X1 1. A PVTTEEEE R,
AL IE KA AT 1. B TR A R B k0T
PEFRZETT R 5 R AE BT 2. 8

WCJD | www.wjgnet.com 2164

B B A R 5 AR T B BR A S JBUS PR PR 30
XI5 TG B R ZE ).

3.4 T ER T A IR,
JZhfEChild-Pugh AZ (B I FHE & HPVTT
B, Qin&E I 7T 45 W B B LD R4
folfox44byT 77 ZXT M HARFIE (B PVTT) Al 3k 15
A ST 2. BhidE e £BCLCYa® HIRTT
PVTTHIME— 515, HBETME— A AR ZE K B 3
JiF 9 8 AEAE IR RN 43 T8 R 2459, RBLAESR
#H5TACE. FARESHAGEEH, JFIET
AT R ZEES AT 5 B TACEA
tHLL, TACEBL & RN ECHRB LEEES
HPVTTHSAAEFER, PERMNER, JORE
il 2%, — I 5 B R AT B BENL X R 7Y,
UEATIE BB G R B AE B A S A R AR R A
HHLL, BRI 3R,
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Abstract

Cholangiocarcinoma (CCA) is a kind of
relatively rare biliary system malignant
tumor that has an extremely poor prognosis
due to the lack of understanding of the
molecular pathogenesis and the shortage of
effective therapeutic methods. The adoption
of precision medicine and cancer genomic
profiling enhance our understanding of
tumor molecular pathogenesis and can
help identify potential therapeutic targets.
Research has identified significant differences
between intrahepatic and extrahepatic CCA,
including epidemiology, etiology, molecular
mechanisms, therapeutic methods and
prognosis. The first important step towards
personalized precise medicine strategy is
classification of CCA and identification of
the unique characteristics of each subtype.
Hopefully, the acquisition and integration of
omics information of CCA subtypes, and based
on this, the development of effective targeted
therapy will improve the prognosis and overall
survival of patients.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

Current practice advocates the implementation
of enteral nutrition at the early stage of
severe acute pancreatitis (SAP). However,
there is still controversy over the best way of
enteral nutrition. The theory of “pancreatic
enzyme activation leading to pancreatic
digestion itself” has been considered the main
mechanism of acute pancreatitis for a long
time, but in recent years it faces a challenge.
The results of a large number of clinical
studies have demonstrated that there is no
significant difference between nasogastric and
nasojejunal feeding ways in implementing
enteral nutrition in SAP patients. Both ways
have their corresponding indications and
contraindications, and sometimes even need
to be used in combination. This article will
discuss the evolution of the way of SAP
nutritional support, the mechanism of SAP,
the clinical comparison of different paths to
implement enteral nutrition, the pros and cons
of different paths of enteral nutrition, and
other issues.
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Abstract

The off-label use of drugs is that indications,
the crowd, route of administration, dosage,
course of treatment, or the solvent are not
within the range of the label. Proton pump
inhibitors (PPIs) are a class of drugs that are
most effective for treating acid related diseases
and have been widely used worldwide. The
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been rapidly growing in China; however, they
are often used for the prevention of stress
ulcer and not used as therapeutic drugs.
This suggests that PPIs abuse is very serious.
Therefore, attention from the government,
medical institutions, clinicians and pharmacists
should be paid to the off-label use of PPIs.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

Colorectal cancer (CRC) is a common digestive
tract malignancy. The complex genetic
mechanisms involved in the process of CRC
development leads to extensive molecular
heterogeneity and various molecular subtypes.
As a consequence, there are still about 40% of
CRC patients who cannot get more significant
survival benefits from comprehensive treatment
consisting of surgery, chemotherapy and
radiotherapy. Immunotherapy, as one of the
emerging strategies of tumor therapy, has
become a hot research topic in recent years.
Some monoclonal antibodies have shown
significant survival benefit in the treatment
of CRC. Therefore, understanding molecular
heterogeneity of CRC and its relationship with
immunotherapy is expected to provide a more
reliable treatment strategy which can improve
the clinical prognosis of patients with CRC.
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Key Words: Colorectal cancer; Heterogeneity;
Immunotherapy; Monoclonal antibody

Zhou T, Li LF. Molecular heterogeneity and
immunotherapy of colorectal cancer. Shijie Huaren
Xiaohua Zazhi 2017; 25(24): 2187-2199 URL: http://
www.wjgnet.com/1009-3079/full/v25/i24 /2187 .htm
DOI: http:/ /dx.doi.org/10.11569/ wcjd.v25.i24.2187

Fik B
%& AL M J%(colorectal cancer, CRC)-Z

w0

2187

¥ £ %4

%& # 1% %% (colorec-
tal cancer, CRC)
AR B
T g —,
HE k% Tt
o F Rk
FET WRAE
HEFEF; &
S5 I AR A R
W& T 0 ATk R
% —, &HECRC
RS
W W Ay E
CRC & # s R T
JG A F mF g
TS 6996 9T ek

W& FFRE

%, #¥%, T
HHRANRER
INFE; HAkk, &l
AR, WX
PG R,
FNFR, #HI%, d
FEMKRFETE

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SERENSERMES R8s

L LR SR

A AR KA AR
Boeh ks %
ORI ER
#5€ AL (micro-
satellite instability,
MSI). CpG & ¥
A EA(CpG
island methylator
phenotype, CIMP)
Fo Je &K R A&
% (chromosomal
instability, CIN)
& fECRCiE A% 5
T 9+ RO B R
R AL oy 1E
Ao B
B BT
# R (monoclonal
antibody, mAb)
HERR ST
ACRC & T 49
JZ R B R e AT
Kkt i F
AL LT T
AL A8 2
M R R A F
A CRCH & 77
RAEFZ w2 &7
CESRCEIE XS
BAFRFHMR.

J3aishideng®

WCJD | www.wjgnet.com

AR B, AR ALY AL S
Tyt o T F A FH T ST EA
FUER R, AET BT R B ER440%
WCRCEH AT RESACTT . T8
FRB P R EF I ML A BHE. L
T 36 T B I 8 7 SR 2 —, SR
R RGBT, LIS LR
JECRCH 477 F CRILH B %0y b B3 5.
B BB RCRCH T F A& LS %
JEBT K R, HEARECRCEH 15 R
Jo Pk B Am T $E Wi 95 %

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.

KR HEME, R REIRTT, BENk

PZOIRE: KA ey i T 4 H M % (colorectal
cancer, CRC)%F 7 A 69 RAR KA R H 4% 5
FFAH), B EEIE T B8 T AT TP g B4
0 BT R AR R LA AECRC & & o 09

B, SAK. BERBRDTRRESRRET. BREA
SEEAYE  2017; 25(24): 2187-2199 URL: http://www.
wjgnet.com/1009-3079/full/v25/i24/2187 .htm DOI:
http://dx.doi.org/10.11569/wcjd.v25.i24.2187

0 515
45 B 9 (colorectal cancer, CRC)A {H 55
W BB LI R 2 —, 48 B B AL
UM SEARIE o, 20124F 2Bk HT & CRCHR 1
k13073, I HRICRCHET 5% 5l 5 ik 69
T3, WEECHEAE & S R b 4y ) o5 S 3N
S FEEREEFKTFRIPRERE, £iE
STAGE R AN Wiy e DL K N 1 465 46 22 18 A 1 8
T, oA FE BT Z 35 RPN A&
H R, ATRMEPUR. F408 B A
FARMZ R & F B AW R &, Iz FAR
VIBR G5 & 007 AT IR IT SRS IR 2232
S, [F1FEEBECRCEZE FIVRIT S RIRE
TRE RGeS BRI R, 5E 8id40%1
CRCEFRRAEM. MR, HRA T
HHIET,
F20124EGerlingers il it X 4451 & 8 £
R Sy R SE T R R o R A LE DA
ok, BRI Z B U X H AT T A BRA R
TR IR R T H AR I, e S 5 1 Tl

2188

P BE R O BEAL A B, H B ASARR T A
i g6 Vi A 45 SRR 2 S, INTT B 5
e bR VA 7 1 2 B AR AR, AR TE A
Jo H B R 4y 2 — B CRCH 2 — R o 1%
$95. LinnekampZ5!' AN, CRCAMYZE IR R #
AT RS DT IH B — B E 5, RBEAE
TABRHATT 1) SN AEAEAR K IRIAN[F]. ABABLRY,
SuzukiZ SR, AFFICRCESE &R
HH 225 22 AR TR A S L S e R o A
171E, MUATREFECRCE#H IR 3t R fva
ST ARPT, T H AR B8 51 & o Tl ) i e e 7
AR, ik, SRS HTCRCR R, ik
YRIT 45 SR A T 0 RT S b AR AR 4 AR TN
HEL R SOE N A S U B 7 A SR AT
A, AT 18] 2L (1) [ IR CR C 437 57 M A R A
I VL ARG TT UG 520

1 pESRENEER. AR5RD
L1948, Virchow! 5t 48 WL 82 31| iR
Jee A L P 22 TR AR, T B JS L4 00 T IR 7
PERIAE DG FE 0 2 3 Ik JE. 22201 48504
R, Makino®e!" il ik Ak H 410 i /K SF O 40
39 AR E RN B0 M R B R R R Th
REFIE A% S o, MATTFF B T ey 33 O 1R A 5
B . — 24, HXHRE!" i
2 BA R A AEAS [ e A R T A, LR B0H
Ve, i 2RI R B ) 7 3SR BT AN A, IR AR
ke, B FEEATIN bR B 1 KT B A SR
BT RS IR R WS T E Rt ke, Hp
KRASHH . BRAFEEF G TR AT E ML
(microsatellite instability, MSI)ZE {83 7 Jif 14
R FE R T IR, AR DA AP 7 %
AP e, AAER AT R R A T
BB HIR, AR R BB B Rt T
G IES AR PPN 1 S

AT, X s 5 5 1 2 AN G —.
ST, R S R Ay DR 1) T AN
I8 PN S R, T ZE Almendro®5 Y i) SCHR IR
T8 Sk — DR N S 4y e T TR] R 5
P RN UMM R
AR TESE. B, MR 5 R R IE
HIRMZ A8, LEMRTY A K e BN T A2
i, JLRET R AEA R R R . BB
(2, 24 G fe] 22 2 AT e o 1 7= AR S #E v
I3 F AL SO 5 AN R The 2 (A1 06 &R, AT

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SEREDSTRRMES e

x 1 NRENELSERENDELR

e Lynch4Z&1E Lynch#F4RSTE BUAMEMSI CRC CMMRD
AFRZRLT MMRERBI—E(] BERE g =ti-a =l MMRERBIR I
ERWSH2, MLHT ER(PMS2, MSH6
>MSH6, PMS2, >MSH2, MLH1,
EPCAM > MSH3)®-4! EPCAM)
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EBTETUA.

® 4 ZEERNIBYERSHE CHBERTEEHENSRENE

mMAbZFR 1EREER

BRI BNAE PELM

FAEE S (cetuximab) EGFR
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ERICRCE (SRS
RYPERSHA)

ELm

ELm

FESTAPBIIE SR

1B &1 (panitumumab) EGFR 5¥%

SEFEL, B

EGFREBIZRRZIECRC KM

NESHURKIZBIES T
SHARS

75 (aflibercept) VEGF-A. VEGF-B.

PGF

JmXJEfE(regorafenib) VEGFR2. TIE2

B DFTE MBI
FEIEEEt

DHIBPRBEERY, AP

55-FU. MIOTER. BT
BRIXSBETVRBMT
CRC(EDFATBITB)
ERIECRC

KD

REM

BRENIPBRINES

SKS

FBE S B (ramucirumab) VEGFR2

FEi#TVEGFR2SHEC/N
&6, MEMEMERA
fRBVILIE

S6-FU, I0tER. 11
BREXCH ORI
CRC

REm

FDA: ZXHE@AEIED; mAb: BRETUA; EGFR: "REAKRE T DA, VEGF-A/-B: IBAREKRET-A/-B; PGF: 6
RA KRS, VEGFR2: BN KR F2A2; TIE2: MBANERDIA2; 5-FU: 5-FRIZIE.

Y% B R (Food and Drug Administration, FDA)
fvtEE H T2 B A S S i dlaTT. BEfE30
ZAEH, HFAENIN mAbEAT T ABHRANFHR
R, IEFR, EEMIE30MN mAVAFADHLALE
o5 R BT, R EAE B . kSR B
J CRCEE M MR VR IT AT T P SE b 2%
L AN, WA TE A IHEA B350 M mAD

2192

Ab T AN TE B B I AR 6 ) B E20164F
K, ZFDA#tHE LT HiGH T CRCHImADE A
off, HroFr BN P E TR (FR4). LA,
AR A IR R U1 0 R I e 2B KR T2
& (epidermal growth factor receptor, EGFR)F
15 P Bz 4 K F(vascular endothelial growth

2017-08-28 | Volume 25 | Issue 24 |



3.2.1 EGFRE ®-%4 %4 WK, EGFRK
HFWE S MBECRCHRERBETEEE
A, I B % P /E NEGFRINH]
PEmAb, FHHMAE FH BB & LT I REFEEGFR
BH 1 5% 4% M CR C &R 3 BUA R IF VR 9T 3K
al BB IR T R I, R
PECRCHIEGFRIGITiIEFEH, KRAS. NRAS.
BRAFHIPIK3CA ) RAF LA ZKRAS. HER2
MEMTHY LMo F B 2R BT
T 7 PR BB PUR I 25 7. 5F B SaltzZE!
kiEL Y], HET R A KL10%KCRCEE K
A LR F I I OR, HEFZE R
PUB & IT IR 9T 5 3RA5 S04 IR 25 WD IR R
SRR T AR A DA S B P A 7 o = R,
BE— BRI T 1 IR 5 AR TE VG 22 it 2
PR VR, XA E 7 R B 1
CRCHIVATT BAF I N,

3.2.2 VEGF5 N &#4: VEGFFRZELEELRE
VEGF-A. VEGF-B. VEGF-C. VEGF-D,
VEGF-EFI G A4 K F, AT A% Ll
1L P9 2 VE GF R 3R 3E /K P48 38 A 3 A
W A i, I R E I A 5 AR S 40 S B g
WY ARG SVEGFE &M EH AR
e I gGlhidk, BT A% T VEGF
H5HZAVEGFR-1MVEGFR-2HH HAEH,
NN T BEL W38 A= 10 A A, PR FE CR C55 % 14
il I8 () ¥ T R R B T A AR N
O 7 IR B, ECRCEH BT H, I
PR A T SR M7 AL, TR R—
LRI IT IO e AR IR T YR W B INVA T B AL
K BE AT, B TR A 2
Nl 28/, BRI 2 7 e 1 R 4Lk e vl DAL
A (B8 . Be Ak, B AR # R Meta 2 AT R
W, MR BERE T B IECRCH 4R
BT P RE S TR AR I O A BT R R A
A2, HIBIRE 2, TER A RSB P EE F
m i L, AR L S s L SRR
i B 23t R F 2 A TR R
B R R Y BT s, Nk
R ICRC B LRGP REEE
TR SR E.

4 518
GBI ITE NCRCIBIT AR T 2 —, L4
FHAG T R BES, I H B 7 mAbTERE

Beishideng®  WCJD | www.wjgnet.com

BY. &. SERED SRS RR6T

CRCHIRIT I T o] 5 A7 301, SR,
R A SR A7 7 — S ) 5038 D) 1) 75 ERAT 4R
Rk (1)BEEE X —FICRCHF R BN
il 1) — L A B L AROE BT A T BORIDR
FIFRUE; )T R IA FICRC S+ 5 i AL
BT RGN X T34, Wil — B4 A
FEHb SRR 7 %5 Q) WAR#ECRCHFIF
R 28 S il s — B R ARIRITIN . AT
IAMEA IR T S REIEEIEE % MR Ae
fif v, ABRATTIR RAE G 1R IT K AR 9 F
P (R CRC B 5 SR B8 I BA AR R

5 ZEXM

1 ZRER, 6, R, AEERITTREES.
JERTIANTST 2015; 42: 305-310

2 EEMWESTEHRIVAR. hE e e 2EE
YRGEIRIBIHRE . dbat: AR TIA=HbRAE, 2010

3 FRTE, sRELE, SO, XBEEAE, Ab/INR, BOF, R
A, 2960k, BREE. 20105 NG iR A5 S5E
T=. E e 2014; 23: 1-10

4 Watanabe T, Itabashi M, Shimada Y, Tanaka S, Ito
Y, Ajioka Y, Hamaguchi T, Hyodo I, Igarashi M,
Ishida H, Ishihara S, Ishiguro M, Kanemitsu Y,
Kokudo N, Muro K, Ochiai A, Oguchi M, Ohkura
Y, Saito Y, Sakai Y, Ueno H, Yoshino T, Boku N,
Fujimori T, Koinuma N, Morita T, Nishimura G,
Sakata Y, Takahashi K, Tsuruta O, Yamaguchi T,
Yoshida M, Yamaguchi N, Kotake K, Sugihara
K; Japanese Society for Cancer of the Colon
and Rectum. Japanese Society for Cancer of the
Colon and Rectum (JSCCR) Guidelines 2014 for
treatment of colorectal cancer. Int | Clin Oncol
2015; 20: 207-239 [PMID: 25782566 DOI: 10.1007/
s10147-015-0801-z]

5 Weinberg DS, Schoen RE. In the clinic. Screening
for colorectal cancer. Ann Intern Med 2014; 160:
[PMID: 24798544 DOI: 10.7326/0003-4819-160-9-2
01405060-01005]

6 Veen T, Sgreide K. Can molecular biomarkers
replace a clinical risk score for resectable colorectal
liver metastasis? World | Gastrointest Oncol 2017;
9: 98-104 [PMID: 28344745 DOI: 10.4251/wjgo.
v9.i3.98]

7 Gerlinger M, Rowan AJ, Horswell S, Math M,
Larkin J, Endesfelder D, Gronroos E, Martinez
P, Matthews N, Stewart A, Tarpey P, Varela I,
Phillimore B, Begum S, McDonald NQ, Butler
A, Jones D, Raine K, Latimer C, Santos CR,
Nohadani M, Eklund AC, Spencer-Dene B, Clark
G, Pickering L, Stamp G, Gore M, Szallasi Z,
Downward ], Futreal PA, Swanton C. Intratumor
heterogeneity and branched evolution revealed
by multiregion sequencing. N Engl | Med 2012;
366: 883-892 [PMID: 22397650 DOI: 10.1056/
NEJMoal113205]

8 Suzuki Y, Ng SB, Chua C, Leow WQ, Chng J, Liu
SY, Ramnarayanan K, Gan A, Ho DL, Ten R, Su Y,
Lezhava A, Lai JH, Koh D, Lim KH, Tan P, Rozen
SG, Tan IB. Multiregion ultra-deep sequencing

2193

W@ 530
AX 43 T CRC
W o F 7 Fi A
e JE 7 A A &
M, Xak b A E
R, AHTATH
— LR, —
) S e AL

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SERED SRS RReS

J3aishideng®

10

11

12

13

14

15

16

17

18

19

WCJD | www.wjgnet.com

reveals early intermixing and variable levels of
intratumoral heterogeneity in colorectal cancer.
Mol Oncol 2017; 11: 124-139 [PMID: 28145097 DOI:
10.1002/1878-0261.12012]

Li H, Courtois ET, Sengupta D, Tan Y, Chen KH,
Goh JJL, Kong SL, Chua C, Hon LK, Tan WS,
Wong M, Choi PJ, Wee LJK, Hillmer AM, Tan
IB, Robson P, Prabhakar S. Reference component
analysis of single-cell transcriptomes elucidates
cellular heterogeneity in human colorectal
tumors. Nat Genet 2017; 49: 708-718 [PMID:
28319088 DOI: 10.1038/ng.3818]

Linnekamp JF, Wang X, Medema JP, Vermeulen
L. Colorectal cancer heterogeneity and targeted
therapy: a case for molecular disease subtypes.
Cancer Res 2015; 75: 245-249 [PMID: 25593032
DOI: 10.1158/0008-5472.CAN-14-2240]
El-Heliebi A, Kashofer K, Fuchs J, Jahn SW,
Viertler C, Matak A, Sedlmayr P, Hoefler G.
Visualization of tumor heterogeneity by in situ
padlock probe technology in colorectal cancer.
Histochem Cell Biol 2017; 148: 105-115 [PMID:
28321501 DOI: 10.1007/s00418-017-1557-5]

Brown TM, Fee E. Rudolf Carl Virchow: medical
scientist, social reformer, role model. Am | Public
Health 2006; 96: 2104-2105 [PMID: 17077410 DOI:
10.2105/ AJPH.2005.078436]

Makino S. Further evidence favoring the concept
of the stem cell in ascites tumors of rats. Ann N'Y
Acad Sci 1956; 63: 818-830 [PMID: 13314436 DOI:
10.1111/j.1749-6632.1956.tb50894.x]

Heppner GH, Miller BE. Tumor heterogeneity:
biological implications and therapeutic
consequences. Cancer Metastasis Rev 1983; 2: 5-23
[PMID: 6616442 DOI: 10.1007 / BF00046903]

Hart IR, Fidler IJ. The implications of tumor
heterogeneity for studies on the biology of cancer
metastasis. Biochim Biophys Acta 1981; 651: 37-50
[PMID: 7025905 DOI: 10.1016/0304-419X(81)90004-4]
Jones HG, Jenkins G, Williams N, Griffiths P,
Chambers P, Beynon ], Harris D. Genetic and
Epigenetic Intra-tumour Heterogeneity in
Colorectal Cancer. World | Surg 2017;41: 1375-1383
[PMID: 28097409 DOI: 10.1007 /500268-016-3860-z]
Choi EJ, Kim MS, Song SY, Yoo NJ, Lee SH.
Intratumoral Heterogeneity of Frameshift Mutations
in MECOM Gene is Frequent in Colorectal Cancers
with High Microsatellite Instability. Pathol Oncol Res
2017; 23: 145-149 [PMID: 27620344 DOI: 10.1007/
s12253-016-0112-3]

Botrel TE, Clark LG, Paladini L, Clark OA. Efficacy
and safety of bevacizumab plus chemotherapy
compared to chemotherapy alone in previously
untreated advanced or metastatic colorectal
cancer: a systematic review and meta-analysis.
BMC Cancer 2016; 16: 677 [PMID: 27558497 DOI:
10.1186/512885-016-2734-y]

Taieb J, Tabernero J, Mini E, Subtil F, Folprecht G,
Van Laethem JL, Thaler ], Bridgewater ], Petersen
LN, Blons H, Collette L, Van Cutsem E, Rougier
P, Salazar R, Bedenne L, Emile JF, Laurent-Puig
P, Lepage C; PETACC-8 Study Investigators.
Oxaliplatin, fluorouracil, and leucovorin with
or without cetuximab in patients with resected
stage III colon cancer (PETACC-8): an open-label,
randomised phase 3 trial. Lancet Oncol 2014; 15:

2194

20

21

22

23

24

25

26

27

28

29

862-873 [PMID: 24928083 DOI: 10.1016/51470-
2045(14)70227-X]

Almendro V, Marusyk A, Polyak K. Cellular
heterogeneity and molecular evolution in cancer.
Annu Rev Pathol 2013; 8: 277-302 [PMID: 23092187
DOI: 10.1146/ annurev-pathol-020712-163923]
Choi MR, Gwak M, Yoo NJ, Lee SH. Regional
Bias of Intratumoral Genetic Heterogeneity of
Apoptosis-Related Genes BAX, APAF1, and
FLASH in Colon Cancers with High Microsatellite
Instability. Dig Dis Sci 2015; 60: 1674-1679 [PMID:
25599959 DOI: 10.1007 /s10620-014-3499-2]
Hughes LA, Simons CC, van den Brandt PA,
Goldbohm RA, de Goeij AF, de Bruine AP, van
Engeland M, Weijenberg MP. Body size, physical
activity and risk of colorectal cancer with or
without the CpG island methylator phenotype
(CIMP). PLoS One 2011; 6: €18571 [PMID:
21483668 DOI: 10.1371/journal.pone.0018571]
Mamlouk S, Childs LH, Aust D, Heim D,
Melching F, Oliveira C, Wolf T, Durek P,
Schumacher D, Bliker H, von Winterfeld M, Gastl
B, Mohr K, Menne A, Zeugner S, Redmer T, Lenze
D, Tierling S, Mobs M, Weichert W, Folprecht
G, Blanc E, Beule D, Schifer R, Morkel M,
Klauschen F, Leser U, Sers C. DNA copy number
changes define spatial patterns of heterogeneity
in colorectal cancer. Nat Commun 2017; 8: 14093
[PMID: 28120820 DOI: 10.1038 / ncomms14093]
Sugai T, Eizuka M, Takahashi Y, Fukagawa T,
Habano W, Yamamoto E, Akasaka R, Otuska
K, Matsumoto T, Suzuki H. Molecular subtypes
of colorectal cancers determined by PCR-based
analysis. Cancer Sci 2017; 108: 427-434 [PMID:
28083970 DOI: 10.1111/ cas.13164]

Loes IM, Immervoll H, Sorbye H, Angelsen
JH, Horn A, Knappskog S, Lenning PE. Impact
of KRAS, BRAF, PIK3CA, TP53 status and
intraindividual mutation heterogeneity on
outcome after liver resection for colorectal cancer
metastases. Int | Cancer 2016; 139: 647-656 [PMID:
26991344 DOI: 10.1002/ijc.30089]

Jeantet M, Tougeron D, Tachon G, Cortes U,
Archambaut C, Fromont G, Karayan-Tapon L.
High Intra- and Inter-Tumoral Heterogeneity of
RAS Mutations in Colorectal Cancer. Int | Mol Sci
2016; 17: E2015 [PMID: 27916952 DOI: 10.3390/
ijms17122015]

Lee AJ, Endesfelder D, Rowan AJ, Walther A,
Birkbak NJ, Futreal PA, Downward J, Szallasi
Z, Tomlinson IP, Howell M, Kschischo M,
Swanton C. Chromosomal instability confers
intrinsic multidrug resistance. Cancer Res
2011; 71: 1858-1870 [PMID: 21363922 DOI:
10.1158,/0008-5472.CAN-10-3604]

Irshad S, Bansal M, Guarnieri P, Davis H, Al
Haj Zen A, Baran B, Pinna CMA, Rahman H,
Biswas S, Bardella C, Jeffery R, Wang LM, East
JE, Tomlinson I, Lewis A, Leedham S]J. Bone
morphogenetic protein and Notch signalling
crosstalk in poor-prognosis, mesenchymal-
subtype colorectal cancer. | Pathol 2017; 242:
178-192 [PMID: 28299802 DOI: 10.1002/ path.4891]
Chen W, Swanson BJ, Frankel WL. Molecular
genetics of microsatellite-unstable colorectal
cancer for pathologists. Diagn Pathol 2017; 12: 24

2017-08-28 | Volume 25 | Issue 24 |



30

31

32

33

34

35

36

37

38

39

J3aishideng®

[PMID: 28259170 DOI: 10.1186/s13000-017-0613-8]
Gelsomino F, Barbolini M, Spallanzani A, Pugliese
G, Cascinu S. The evolving role of microsatellite
instability in colorectal cancer: A review. Cancer
Treat Rev 2016; 51: 19-26 [PMID: 27838401 DOL:
10.1016/j.ctrv.2016.10.005]

Ionov Y, Peinado MA, Malkhosyan S, Shibata D,
Perucho M. Ubiquitous somatic mutations in simple
repeated sequences reveal a new mechanism for
colonic carcinogenesis. Nature 1993; 363: 558-561
[PMID: 8505985 DOI: 10.1038/363558a0]

Ribic CM, Sargent DJ, Moore MJ, Thibodeau SN,
French AJ, Goldberg RM, Hamilton SR, Laurent-
Puig P, Gryfe R, Shepherd LE, Tu D, Redston
M, Gallinger S. Tumor microsatellite-instability
status as a predictor of benefit from fluorouracil-
based adjuvant chemotherapy for colon cancer.
N Engl ] Med 2003; 349: 247-257 [PMID: 12867608
DOI: 10.1056/ NEJMo0a022289]

André T, de Gramont A, Vernerey D, Chibaudel
B, Bonnetain F, Tijeras-Raballand A, Scriva A,
Hickish T, Tabernero J, Van Laethem JL, Banzi M,
Maartense E, Shmueli E, Carlsson GU, Scheithauer
W, Papamichael D, Moehler M, Landolfi S,
Demetter P, Colote S, Tournigand C, Louvet C,
Duval A, Fléjou JF, de Gramont A. Adjuvant
Fluorouracil, Leucovorin, and Oxaliplatin in Stage
IT to III Colon Cancer: Updated 10-Year Survival
and Outcomes According to BRAF Mutation and
Mismatch Repair Status of the MOSAIC Study. |
Clin Oncol 2015; 33: 4176-4187 [PMID: 26527776
DOI: 10.1200/JC0O.2015.63.4238]

Koopman M, Kortman GA, Mekenkamp L,
Ligtenberg M]J, Hoogerbrugge N, Antonini NF,
Punt CJ, van Krieken JH. Deficient mismatch
repair system in patients with sporadic advanced
colorectal cancer. Br | Cancer 2009; 100: 266-273
[PMID: 19165197 DOI: 10.1038/ sj.bjc.6604867]
Boland CR, Thibodeau SN, Hamilton SR,
Sidransky D, Eshleman JR, Burt RW, Meltzer
SJ, Rodriguez-Bigas MA, Fodde R, Ranzani
GN, Srivastava S. A National Cancer Institute
Workshop on Microsatellite Instability for cancer
detection and familial predisposition: development
of international criteria for the determination of
microsatellite instability in colorectal cancer. Cancer
Res 1998; 58: 5248-5257 [PMID: 9823339]

Carethers JM, Stoffel EM. Lynch syndrome and
Lynch syndrome mimics: The growing complex
landscape of hereditary colon cancer. World |
Gastroenterol 2015; 21: 9253-9261 [PMID: 26309352
DOI: 10.3748 /wjg.v21.i31.9253]

Carethers JM, Koi M, Tseng-Rogenski SS.
EMAST is a Form of Microsatellite Instability
That is Initiated by Inflammation and Modulates
Colorectal Cancer Progression. Genes (Basel)
2015; 6: 185-205 [PMID: 25836926 DOI: 10.3390/
genes6020185]

Ladabaum U, Wang G, Terdiman J, Blanco A,
Kuppermann M, Boland CR, Ford J, Elkin E,
Phillips KA. Strategies to identify the Lynch
syndrome among patients with colorectal cancer:
a cost-effectiveness analysis. Ann Intern Med 2011;
155: 69-79 [PMID: 21768580 DOI: 10.7326/0003-48
19-155-2-201107190-00002]

Stoffel EM, Kastrinos F. Familial colorectal cancer,

WCJD | www.wjgnet.com

40

41

42

43

44

45

46

47

48

49

50

BY. &. SERED SRS RR6T

beyond Lynch syndrome. Clin Gastroenterol
Hepatol 2014; 12: 1059-1068 [PMID: 23962553 DOI:
10.1016/j.cgh.2013.08.015]

Hunter JE, Zepp JM, Gilmore M]J, Davis JV,
Esterberg EJ, Muessig KR, Peterson SK, Syngal S,
Acheson LS, Wiesner GL, Reiss JA, Goddard KA.
Universal tumor screening for Lynch syndrome:
Assessment of the perspectives of patients with
colorectal cancer regarding benefits and barriers.
Cancer 2015; 121: 3281-3289 [PMID: 26036338 DOI:
10.1002/ cner.29470]

Palomaki GE, McClain MR, Melillo S, Hampel
HL, Thibodeau SN. EGAPP supplementary
evidence review: DNA testing strategies aimed
at reducing morbidity and mortality from Lynch
syndrome. Genet Med 2009; 11: 42-65 [PMID:
19125127 DOI: 10.1097 / GIM.0b013e31818fa2db]
Gatalica Z, Vranic S, Xiu J, Swensen J, Reddy
S. High microsatellite instability (MSI-H)
colorectal carcinoma: a brief review of predictive
biomarkers in the era of personalized medicine.
Fam Cancer 2016; 15: 405-412 [PMID: 26875156
DOI: 10.1007 /510689-016-9884-6]

Lynch HT, de la Chapelle A. Hereditary colorectal
cancer. N Engl | Med 2003; 348: 919-932 [PMID:
12621137 DOI: 10.1056/ NEJMra012242]

Stoffel E, Mukherjee B, Raymond VM, Tayob
N, Kastrinos F, Sparr J, Wang F, Bandipalliam
P, Syngal S, Gruber SB. Calculation of risk of
colorectal and endometrial cancer among patients
with Lynch syndrome. Gastroenterology 2009;
137: 1621-1627 [PMID: 19622357 DOI: 10.1053/
j-gastro.2009.07.039]

Jasperson KW, Tuohy TM, Neklason DW, Burt
RW. Hereditary and familial colon cancer.
Gastroenterology 2010; 138: 2044-2058 [PMID:
20420945 DOI: 10.1053/j.gastro.2010.01.054]

Kim SJ, Kim HR, Kim SH, Han JH, Cho YB,
Yun SH, Lee WY, Kim HC. hMLH1 promoter
methylation and BRAF mutations in high-
frequency microsatellite instability colorectal
cancers not fulfilling the revised Bethesda
guidelines. Ann Surg Treat Res 2014; 87: 123-130
[PMID: 25247165 DOI: 10.4174/ astr.2014.87.3.123]
Nakagawa H, Nuovo GJ, Zervos EE, Martin EW
Jr, Salovaara R, Aaltonen LA, de la Chapelle A.
Age-related hypermethylation of the 5 region
of MLH1 in normal colonic mucosa is associated
with microsatellite-unstable colorectal cancer
development. Cancer Res 2001; 61: 6991-6995
[PMID: 11585722]

Sakimoto T, Chika N, Suzuki O, Ishibashi K,
Tachikawa T, Akagi K, Eguchi H, Okazaki Y,
Ishida H. Evaluation of BRAF V600E Mutations
in High-Level Microsatellite Instability (MSI-
H)Colon Cancer - Comparison Between Genetic
Testing and Immunohistochemical Staining.
Gan To Kagaku Ryoho 2016; 43: 1693-1695 [PMID:
28133101]

Carethers JM, Jung BH. Genetics and Genetic
Biomarkers in Sporadic Colorectal Cancer.
Gastroenterology 2015; 149: 1177-1190.e3 [PMID:
26216840 DOI: 10.1053/j.gastro.2015.06.047]
Venderbosch S, Nagtegaal ID, Maughan TS,
Smith CG, Cheadle JP, Fisher D, Kaplan R,
Quirke P, Seymour MT, Richman SD, Meijer

2195

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SEREDSRRMESRRe

J3aishideng®

51

52

53

54

55

56

57

58

59

60

61

WCJD | www.wjgnet.com

GA, Ylstra B, Heideman DA, de Haan AF, Punt
CJ, Koopman M. Mismatch repair status and
BRAF mutation status in metastatic colorectal
cancer patients: a pooled analysis of the CAIRO,
CAIRO2, COIN, and FOCUS studies. Clin Cancer
Res 2014; 20: 5322-5330 [PMID: 25139339 DOI:
10.1158/1078-0432.CCR-14-0332]

Lee SY, Kim DW, Lee HS, Thn MH, Oh HK, Min
BS, Kim WR, Huh JW, Yun JA, Lee KY, Kim
NK, Lee WY, Kim HC, Kang SB. Low-Level
Microsatellite Instability as a Potential Prognostic
Factor in Sporadic Colorectal Cancer. Medicine
(Baltimore) 2015; 94: 2260 [PMID: 26683947 DOI:
10.1097/MD.0000000000002260]

Arnold CN, Goel A, Boland CR. Role of hAMLH1
promoter hypermethylation in drug resistance to
5-fluorouracil in colorectal cancer cell lines. Int
J Cancer 2003; 106: 66-73 [PMID: 12794758 DOI:
10.1002/1jc.11176]

Hutchins G, Southward K, Handley K, Magill
L, Beaumont C, Stahlschmidt J, Richman S,
Chambers P, Seymour M, Kerr D, Gray R, Quirke
P. Value of mismatch repair, KRAS, and BRAF
mutations in predicting recurrence and benefits
from chemotherapy in colorectal cancer. | Clin
Oncol 2011; 29: 1261-1270 [PMID: 21383284 DOI:
10.1200/JC0O.2010.30.1366]

Guastadisegni C, Colafranceschi M, Ottini L,
Dogliotti E. Microsatellite instability as a marker
of prognosis and response to therapy: a meta-
analysis of colorectal cancer survival data. Eur |
Cancer 2010; 46: 2788-2798 [PMID: 20627535 DOI:
10.1016/j.ejca.2010.05.009]

Webber EM, Kauffman TL, O’Connor E, Goddard
KA. Systematic review of the predictive effect
of MSI status in colorectal cancer patients
undergoing 5FU-based chemotherapy. BMC
Cancer 2015; 15: 156 [PMID: 25884995 DOI:
10.1186/12885-015-1093-4]

Feng S, Cokus SJ, Zhang X, Chen PY, Bostick M,
Goll MG, Hetzel ], Jain J, Strauss SH, Halpern ME,
Ukomadu C, Sadler KC, Pradhan S, Pellegrini
M, Jacobsen SE. Conservation and divergence of
methylation patterning in plants and animals.
Proc Natl Acad Sci USA 2010; 107: 8689-8694 [PMID:
20395551 DOI: 10.1073 / pnas.1002720107]

Zemach A, McDaniel IE, Silva P, Zilberman D.
Genome-wide evolutionary analysis of eukaryotic
DNA methylation. Science 2010; 328: 916-919
[PMID: 20395474 DOI: 10.1126/ science.1186366]
Zeng ], Nagrajan HK, Yi SV. Fundamental
diversity of human CpG islands at multiple
biological levels. Epigenetics 2014; 9: 483-491
[PMID: 24419148 DOI: 10.4161/ epi.27654]

Jones PA, Baylin SB. The fundamental role of
epigenetic events in cancer. Nat Rev Genet 2002; 3:
415-428 [PMID: 12042769 DOI: 10.1038 /nrg816]
Herman ]G, Baylin SB. Gene silencing in cancer in
association with promoter hypermethylation. N
Engl ] Med 2003; 349: 2042-2054 [PMID: 14627790
DOI: 10.1056/ NEJMra023075]

Bae JM, Rhee YY, Kim KJ, Wen X, Song YS, Cho
NY, Kim JH, Kang GH. Are clinicopathological
features of colorectal cancers with methylation
in half of CpG island methylator phenotype
panel markers different from those of CpG island

2196

62

63

64

65

66

67

68

69

70

methylator phenotype-high colorectal cancers?
Hum Pathol 2016; 47: 85-94 [PMID: 26520418 DOI:
10.1016/j.humpath.2015.09.008]

Ogino S, Goel A. Molecular classification and
correlates in colorectal cancer. | Mol Diagn
2008; 10: 13-27 [PMID: 18165277 DOI: 10.2353/
jmoldx.2008.070082]

Levine AJ, Phipps Al, Baron JA, Buchanan DD,
Ahnen DJ, Cohen SA, Lindor NM, Newcomb PA,
Rosty C, Haile RW, Laird PW, Weisenberger DJ.
Clinicopathologic Risk Factor Distributions for
MLH1 Promoter Region Methylation in CIMP-
Positive Tumors. Cancer Epidemiol Biomarkers
Prev 2016; 25: 68-75 [PMID: 26512054 DOI:
10.1158/1055-9965.EP1-15-0935]

Cleven AH, Derks S, Draht MX, Smits KM,
Melotte V, Van Neste L, Tournier B, Jooste V,
Chapusot C, Weijenberg MP, Herman JG, de
Bruine AP, van Engeland M. CHFR promoter
methylation indicates poor prognosis in stage II
microsatellite stable colorectal cancer. Clin Cancer
Res 2014; 20: 3261-3271 [PMID: 24928946 DOI:
10.1158,/1078-0432.CCR-12-3734]

Li X, Hu F, Wang Y, Yao X, Zhang Z, Wang F,
Sun G, Cui BB, Dong X, Zhao Y. CpG island
methylator phenotype and prognosis of
colorectal cancer in Northeast China. Biomed Res
Int 2014; 2014: 236361 [PMID: 25243122 DOI:
10.1155/2014/236361]

Ju HX, An B, Okamoto Y, Shinjo K, Kanemitsu
Y, Komori K, Hirai T, Shimizu Y, Sano T, Sawaki
A, Tajika M, Yamao K, Fujii M, Murakami H,
Osada H, Ito H, Takeuchi I, Sekido Y, Kondo Y.
Distinct profiles of epigenetic evolution between
colorectal cancers with and without metastasis.
Am | Pathol 2011; 178: 1835-1846 [PMID: 21406167
DOI: 10.1016/j.ajpath.2010.12.045]

Kim JH, Rhee YY, Bae J]M, Kwon H]J, Cho NY,
Kim M], Kang GH. Subsets of microsatellite-
unstable colorectal cancers exhibit discordance
between the CpG island methylator phenotype
and MLH1 methylation status. Mod Pathol 2013;
26: 1013-1022 [PMID: 23370766 DOI: 10.1038/
modpathol.2012.241]

Ogino S, Meyerhardt JA, Kawasaki T, Clark JW,
Ryan DP, Kulke MH, Enzinger PC, Wolpin BM,
Loda M, Fuchs CS. CpG island methylation,
response to combination chemotherapy, and patient
survival in advanced microsatellite stable colorectal
carcinoma. Virchows Arch 2007; 450: 529-537 [PMID:
17372756 DOI: 10.1007 /s00428-007-0398-3]
Weisenberger DJ, Siegmund KD, Campan
M, Young ], Long TI, Faasse MA, Kang GH,
Widschwendter M, Weener D, Buchanan D, Koh
H, Simms L, Barker M, Leggett B, Levine J, Kim M,
French AJ, Thibodeau SN, Jass ], Haile R, Laird
PW. CpG island methylator phenotype underlies
sporadic microsatellite instability and is tightly
associated with BRAF mutation in colorectal
cancer. Nat Genet 2006; 38: 787-793 [PMID:
16804544 DOI: 10.1038/ng1834]

Goel A, Nagasaka T, Arnold CN, Inoue T,
Hamilton C, Niedzwiecki D, Compton C, Mayer
R]J, Goldberg R, Bertagnolli MM, Boland CR.
The CpG island methylator phenotype and
chromosomal instability are inversely correlated

2017-08-28 | Volume 25 | Issue 24 |



71

72

73

74

75

76

77

78

79

80

J3aishideng®

in sporadic colorectal cancer. Gastroenterology
2007; 132: 127-138 [PMID: 17087942 DOI: 10.1053/
j.gastro.2006.09.018]

Jass JR. Classification of colorectal cancer based on
correlation of clinical, morphological and molecular
features. Histopathology 2007; 50: 113-130 [PMID:
17204026 DOI: 10.1111/j.1365-2559.2006.02549.x]
Kawasaki T, Nosho K, Ohnishi M, Suemoto Y,
Kirkner GJ, Fuchs CS, Ogino S. IGFBP3 promoter
methylation in colorectal cancer: relationship with
microsatellite instability, CpG island methylator
phenotype, and p53. Neoplasia 2007; 9: 1091-1098
[PMID: 18084616 DOI: 10.1593 /neo0.07760]

Kim JH, Shin SH, Kwon HJ, Cho NY, Kang
GH. Prognostic implications of CpG island
hypermethylator phenotype in colorectal cancers.
Virchows Arch 2009; 455: 485-494 [PMID: 19911194
DOI: 10.1007 /500428-009-0857-0]

Hinoue T, Weisenberger D], Lange CP, Shen
H, Byun HM, Van Den Berg D, Malik S, Pan F,
Noushmehr H, van Dijk CM, Tollenaar RA, Laird
PW. Genome-scale analysis of aberrant DNA
methylation in colorectal cancer. Genome Res
2012; 22: 271-282 [PMID: 21659424 DOI: 10.1101/
gr.117523.110]

Samowitz WS, Albertsen H, Herrick J, Levin
TR, Sweeney C, Murtaugh MA, Wolff RK,
Slattery ML. Evaluation of a large, population-
based sample supports a CpG island methylator
phenotype in colon cancer. Gastroenterology 2005;
129: 837-845 [PMID: 16143123 DOI: 10.1053/
j-gastro.2005.06.020]

Barault L, Charon-Barra C, Jooste V, de la Vega
MF, Martin L, Roignot P, Rat P, Bouvier AM,
Laurent-Puig P, Faivre J, Chapusot C, Piard F.
Hypermethylator phenotype in sporadic colon
cancer: study on a population-based series of
582 cases. Cancer Res 2008; 68: 8541-8546 [PMID:
18922929 DOI: 10.1158 /0008-5472.CAN-08-1171]
Herman JG, Umar A, Polyak K, Graff JR, Ahuja
N, Issa JP, Markowitz S, Willson JK, Hamilton
SR, Kinzler KW, Kane MF, Kolodner RD,
Vogelstein B, Kunkel TA, Baylin SB. Incidence
and functional consequences of hMLH1 promoter
hypermethylation in colorectal carcinoma. Proc
Natl Acad Sci USA 1998; 95: 6870-6875 [PMID:
9618505 DOI: 10.1073/ pnas.95.12.6870]

Lin L, Chen GY, Xu CW, Wang HY, Wu YF, Fang
MY. Evaluation and identification of factors
related to <i>KRAS</i> and <i>BRAF</i> gene
mutations in colorectal cancer: A meta-analysis.
] Cancer Res Ther 2016; 12: C191-C198 [PMID:
28230016 DOI: 10.4103/0973-1482.200601]

Juo YY, Johnston FM, Zhang DY, Juo HH, Wang
H, Pappou EP, Yu T, Easwaran H, Baylin S, van
Engeland M, Ahuja N. Prognostic value of CpG
island methylator phenotype among colorectal
cancer patients: a systematic review and meta-
analysis. Ann Oncol 2014; 25: 2314-2327 [PMID:
24718889 DOI: 10.1093 /annonc/ mdu149]

Zong L, Abe M, Ji J, Zhu WG, Yu D. Tracking
the Correlation Between CpG Island Methylator
Phenotype and Other Molecular Features and
Clinicopathological Features in Human Colorectal
Cancers: A Systematic Review and Meta-
Analysis. Clin Transl Gastroenterol 2016; 7: €151
[PMID: 26963001 DOI: 10.1038/ ctg.2016.14]

WCJD | www.wjgnet.com

81

82

83

84

85

86

87

88

89

90

91

92

93

94

BY. &. SERED SRS RR6T

Jia M, Gao X, Zhang Y, Hoffmeister M, Brenner
H. Different definitions of CpG island methylator
phenotype and outcomes of colorectal cancer:
a systematic review. Clin Epigenetics 2016; 8: 25
[PMID: 26941852 DOI: 10.1186/s13148-016-0191-8]
Pino MS, Chung DC. The chromosomal instability
pathway in colon cancer. Gastroenterology 2010;
138: 2059-2072 [PMID: 20420946 DOI: 10.1053/
j-gastro.2009.12.065]

Potapova TA, Zhu J, Li R. Aneuploidy and
chromosomal instability: a vicious cycle driving
cellular evolution and cancer genome chaos.
Cancer Metastasis Rev 2013; 32: 377-389 [PMID:
23709119 DOI: 10.1007 /s10555-013-9436-6]
Hanahan D, Weinberg RA. Hallmarks of cancer:
the next generation. Cell 2011; 144: 646-674 [PMID:
21376230 DOI: 10.1016/j.cell.2011.02.013]
McGranahan N, Burrell RA, Endesfelder D,
Novelli MR, Swanton C. Cancer chromosomal
instability: therapeutic and diagnostic challenges.
EMBO Rep 2012; 13: 528-538 [PMID: 22595889 DOI:
10.1038/embor.2012.61]

Grady WM, Carethers JM. Genomic and epigenetic
instability in colorectal cancer pathogenesis.
Gastroenterology 2008; 135: 1079-1099 [PMID:
18773902 DOI: 10.1053/j.gastro.2008.07.076]
Markowitz SD, Bertagnolli MM. Molecular
origins of cancer: Molecular basis of colorectal
cancer. N Engl | Med 2009; 361: 2449-2460 [PMID:
20018966 DOI: 10.1056/ NEJMra0804588]

Fearon ER, Vogelstein B. A genetic model for
colorectal tumorigenesis. Cell 1990; 61: 759-767
[PMID: 2188735 DOI: 10.1016,/0092-8674(90)90186-1]
Tariq K, Ghias K. Colorectal cancer carcinogenesis:
a review of mechanisms. Cancer Biol Med 2016; 13:
120-135 [PMID: 27144067 DOI: 10.28092/].issn.2095
-3941.2015.0103]

Wang Z, Cummins JM, Shen D, Cahill DP,
Jallepalli PV, Wang TL, Parsons DW, Traverso G,
Awad M, Silliman N, Ptak J, Szabo S, Willson JK,
Markowitz SD, Goldberg ML, Karess R, Kinzler
KW, Vogelstein B, Velculescu VE, Lengauer
C. Three classes of genes mutated in colorectal
cancers with chromosomal instability. Cancer Res
2004; 64: 2998-3001 [PMID: 15126332]
Przybylowska K, Kabzinski J, Sygut A, Dziki
L, Dziki A, Majsterek I. An association selected
polymorphisms of XRCC1, OGG1 and MUTYH
gene and the level of efficiency oxidative DNA
damage repair with a risk of colorectal cancer.
Mutat Res 2013; 745-746: 6-15 [PMID: 23618615
DOI: 10.1016/j.mrfmmm.2013.04.002]

Ozaslan M, Aytekin T. Loss of heterozygosity in
colorectal cancer. African | Biotechnol 2009; 825:
7308-7312

Ryan SD, Britigan EM, Zasadil LM, Witte K,
Audhya A, Roopra A, Weaver BA. Up-regulation
of the mitotic checkpoint component Mad1
causes chromosomal instability and resistance to
microtubule poisons. Proc Natl Acad Sci USA 2012;
109: E2205-E2214 [PMID: 22778409 DOI: 10.1073/
pnas.1201911109]

DeRycke MS, Gunawardena SR, Middha S,
Asmann YW, Schaid DJ, McDonnell SK, Riska
SM, Eckloff BW, Cunningham JM, Fridley BL,
Serie DJ, Bamlet WR, Cicek MS, Jenkins MA,
Duggan D], Buchanan D, Clendenning M, Haile

2197

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SEREDSRRMESRRe

J3aishideng®

95

96

97

98

99

100

101

102

103

104

WCJD | www.wjgnet.com

RW, Woods MO, Gallinger SN, Casey G, Potter
JD, Newcomb PA, Le Marchand L, Lindor NM,
Thibodeau SN, Goode EL. Identification of novel
variants in colorectal cancer families by high-
throughput exome sequencing. Cancer Epidemiol
Biomarkers Prev 2013; 22: 1239-1251 [PMID:
23637064 DOL: 10.1158/1055-9965.EP1-12-1226]
Sinicrope FA, Rego RL, Halling KC, Foster
N, Sargent DJ, La Plant B, French A]J, Laurie
JA, Goldberg RM, Thibodeau SN, Witzig TE.
Prognostic impact of microsatellite instability and
DNA ploidy in human colon carcinoma patients.
Gastroenterology 2006; 131: 729-737 [PMID:
16952542 DOI: 10.1053/j.gastro.2006.06.005]
Karelia NH, Patel DD, Desai NS, Mehta HV,
Yadav PK, Patel SM, Kothari KC, Shah PM.
Prognostic significance of DNA aneuploidy and
p21 ras oncoprotein expression in colorectal
cancer and their role in the determination of
treatment modalities. Int | Biol Markers 2001; 16:
97-104 [PMID: 11471902]

Cobanoglu U, Ciray H, Tekelio/lu Y, Ozoran
Y, Alhan E. The Significance of DNA Ploidy
in the Malignant Potential of Colorectal
Adenocarcinomas. Turkish | Med Sci 2009; 39:
209-213

Bendardaf R, Lamlum H, Ristamiki R, Algars A,
Collan Y, Pyrhénen S. Response to chemotherapy
(irinotecan plus 5-fluorouracil) in colorectal
carcinoma can be predicted by tumour DNA
content. Oncology 2004; 66: 46-52 [PMID: 15031598
DOI: 10.1159/000076334]

Zarbo RJ, Nakhleh RE, Brown RD, Kubus JJ, Ma
CK, Mackowiak P. Prognostic significance of
DNA ploidy and proliferation in 309 colorectal
carcinomas as determined by two-color
multiparametric DNA flow cytometry. Cancer
1997; 79: 2073-2086 [PMID: 9179053 DOI: 10.10
02/ (SICI)1097-0142(19970601)79:11<2073::AID-
CNCR4>3.0.CO;2-Q]

Risques RA, Moreno V, Marcuello E, Petriz J,
Cancelas JA, Sancho FJ, Torregrosa A, Capella
G, Peinado MA. Redefining the significance
of aneuploidy in the prognostic assessment of
colorectal cancer. Lab Invest 2001; 81: 307-315
[PMID: 11310824 DOI: 10.1038/labinvest.3780239]
Walther A, Houlston R, Tomlinson I. Association
between chromosomal instability and prognosis
in colorectal cancer: a meta-analysis. Gut 2008;
57:941-950 [PMID: 18364437 DOI: 10.1136/
gut.2007.135004]

Merika E, Saif MW, Katz A, Syrigos K, Morse M.
Review. Colon cancer vaccines: an update. In Vivo
2010; 24: 607-628 [PMID: 20952724]
Somasundaram R, Jacob L, Swoboda R, Caputo
L, Song H, Basak S, Monos D, Peritt D, Marincola
F, Cai D, Birebent B, Bloome E, Kim J, Berencsi K,
Mastrangelo M, Herlyn D. Inhibition of cytolytic
T lymphocyte proliferation by autologous
CD4+/CD25+ regulatory T cells in a colorectal
carcinoma patient is mediated by transforming
growth factor-beta. Cancer Res 2002; 62: 5267-5272
[PMID: 12234995]

Todryk SM, Chong H, Vile RG, Pandha H,
Lemoine NR. Can immunotherapy by gene
transfer tip the balance against colorectal cancer?

2198

105

106

107

108

109

110

111

112

113

114

115

116

Gut 1998; 43: 445-449 [PMID: 9824562 DOI:
10.1136/ gut.43.4.445]

Mellman I, Coukos G, Dranoff G. Cancer
immunotherapy comes of age. Nature 2011;
480: 480-489 [PMID: 22193102 DOI: 10.1038/
nature10673]

Topalian SL, Weiner GJ, Pardoll DM. Cancer
immunotherapy comes of age. | Clin Oncol 2011;
29: 4828-4836 [PMID: 22042955 DOI: 10.1200/
JCO.2011.38.0899]

XTI S BRI RN M AT R R . 5
e NiIHfEZRE 2015; 23: 4464-4472

Emmons C, Hunsicker LG. Muromonab-CD3
(Orthoclone OKT3): the first monoclonal antibody
approved for therapeutic use. lowa Med 1987; 77:
78-82 [PMID: 3557906]

Wang ], Iyer S, Fielder PJ, Davis JD, Deng
R. Projecting human pharmacokinetics of
monoclonal antibodies from nonclinical data:
comparative evaluation of prediction approaches
in early drug development. Biopharm Drug Dispos
2016; 37: 51-65 [PMID: 25869767 DOI: 10.1002/
bdd.1952]

B, AT, 29, hR, KRERE. HEEN
BURGTT 29T v . HRE A2 2016; 51:
2077-2081

Frangoso A, Simioni PU. Immunotherapy for the
treatment of colorectal tumors: focus on approved
and in-clinical-trial monoclonal antibodies. Drug
Des Devel Ther 2017;11: 177-184 [PMID: 28138221
DOI: 10.2147/DDDT.S119036]

Hynes NE, MacDonald G. ErbB receptors and
signaling pathways in cancer. Curr Opin Cell Biol
2009; 21: 177-184 [PMID: 19208461 DOI: 10.1016/
j.ceb.2008.12.010]

Jonker DJ, O’Callaghan CJ, Karapetis CS, Zalcberg
JR, Tu D, Au HJ, Berry SR, Krahn M, Price T,
Simes RJ, Tebbutt NC, van Hazel G, Wierzbicki
R, Langer C, Moore M]. Cetuximab for the
treatment of colorectal cancer. N Engl | Med 2007;
357: 2040-2048 [PMID: 18003960 DOI: 10.1056/
NEJMoa071834]

A8, SR, ELAM, B, 1F] PR mhUts
57 — 436y TK-RASEF A AU RASE B 7pens T 800 5%
IR ER e AR 2015; 36: 590-594

Misale S, Di Nicolantonio F, Sartore-Bianchi
A, Siena S, Bardelli A. Resistance to anti-
EGFR therapy in colorectal cancer: from
heterogeneity to convergent evolution.Cancer
Discov 2014; 4: 1269-1280 [PMID: 25293556 DOI:
10.1158/2159-8290.CD-14-0462]

De Roock W, Claes B, Bernasconi D, De Schutter ],
Biesmans B, Fountzilas G, Kalogeras KT, Kotoula
V, Papamichael D, Laurent-Puig P, Penault-Llorca
F, Rougier P, Vincenzi B, Santini D, Tonini G,
Cappuzzo F, Frattini M, Molinari F, Saletti P, De
Dosso S, Martini M, Bardelli A, Siena S, Sartore-
Bianchi A, Tabernero J, Macarulla T, Di Fiore F,
Gangloff AO, Ciardiello F, Pfeiffer P, Qvortrup
C, Hansen TP, Van Cutsem E, Piessevaux H,
Lambrechts D, Delorenzi M, Tejpar S. Effects of
KRAS, BRAF, NRAS, and PIK3CA mutations on
the efficacy of cetuximab plus chemotherapy in
chemotherapy-refractory metastatic colorectal
cancer: a retrospective consortium analysis. Lancet
Omncol 2010;11: 753-762 [PMID: 20619739 DOI:

2017-08-28 | Volume 25 | Issue 24 |



BY. &. SERED SRS RR6T

10.1016/51470-2045(10)70130-3] 121 Kwon HC, Oh SY, Lee S, Kim SH, Kim HJ.

117 Saltz LB, Meropol NJ, Loehrer PJ Sr, Needle MN, Bevacizumab plus infusional 5-fluorouracil,
Kopit J, Mayer R]. Phase II trial of cetuximab in leucovorin and irinotecan for advanced
patients with refractory colorectal cancer that colorectal cancer that progressed after oxaliplatin
expresses the epidermal growth factor receptor. and irinotecan chemotherapy: a pilot study.
J Clin Oncol 2004; 22: 1201-1208 [PMID: 14993230 World | Gastroenterol 2007; 13: 6231-6235 [PMID:
DOI: 10.1200/JC0O.2004.10.182] 18069765]

118 R4, &, skibeA. M VEGF/VEGFRiE 122 Fortner BV, Schwartzberg LS, Stepanski EJ,
IBIT BRI R, IR IE S AEE 2016; 21: Houts AC. Symptom Burden for Patients with
564-568 Metastatic Colorectal Cancer Treated with First-

119 Kréamer I, Lipp HP. Bevacizumab, a humanized Line FOLFOX or FOLFIRI with and Without
anti-angiogenic monoclonal antibody for the Bevacizumab in the Community Setting. Support
treatment of colorectal cancer. | Clin Pharm Ther Cancer Ther 2007; 4: 233-240 [PMID: 18632522
2007; 32: 1-14 [PMID: 17286784 DOI: 10.1111/ DOI: 10.3816/SCT.2007.n.020]
j.1365-2710.2007.00800.x] 123 Eyspfl, i, sk, FR0E, R0, DI Eas gL

120 Farschtschi S, Kollmann P, Dalchow C, Stein A, st H i deiin T AGEE Y. AN
Mautner VF. Reduced dosage of bevacizumab 74 2017; 25: 340-350
in treatment of vestibular schwannomas in 124 Ina K, Furuta R, Kataoka T, Sugiura S, Kayukawa
patients with neurofibromatosis type 2. Eur Arch S, Kanamori T, et al. Adverse Effects of
Otorhinolaryngol 2015; 272: 3857-3860 [PMID: Bevacizumab During Treatment for Metastatic
25794543 DOI: 10.1007 /s00405-015-3604-y] Colorectal Cancer. | Anal Oncol 2015; 4: 24-29

b T B4R S A

ElFETaE
: s

ISSN 1009-3079 (print) ISSN 2219-2859 (online)  DOI: 10.11569  © 2017 Baishideng
Publishing Group Inc. All rights reserved.

L ‘ME‘ °

(RFATREZEL) HA. HABRVELAAHK

AFRIR (A E A G [EBRARHET] S TISSN 1009-3079 (print), ISSN 2219-2859 (online), DOI:
10.11569, Shijie Huaren Xiaohua Zazhi/World Chinese Journal of Digestology), & —AHi2k H E H3114 -
W EVAX S RERATE X RIS [ 1) 1040407 B [0 7 A0 T 27 % 58 SCRF I T O B AT VR A T 2k s,
B AEHET ] A &b ) B 0 2 R T 2 NI PR S S AR AR AT A 45 A 1) e B I PR S S B %
RPN S, O — P AT, R R, A B A v DO X R — AN 52 BRI 11
A RTINS, AR A BT A 0 OB )t Fe, T B[ R K g e g Dy AN Atk PR R 5% AR A
W IE R SS, ABAT T i3 T S mt Tk e AR At — 20 1) 35 B

bR T ATFAAICC AN, (AR N AR ED 1 55— R 2 6 M 18 132 3 1 7 20 HRBSA, R4 3 10 ST
2P — AR Tl R SRR B I RN, BRERE RORE, AR ATV . AHOCIRIE . BT A
M NMHEHELSL AR FATIE

(ARG E) MIERNACREEE. 8. B . B, 8856, Bk i mE
Wiy FFIRSE . BEREZRE RGN . Sy, BRI AR, AT 8RS, . Ay, U
KBS A s ik, ERKERMZE, BRI SR s R ER.

CHEF A N AR ED 1 B FR R RS54 18 19 2 0 JHH s 25 AU ) & SR T8 A R iz B AT S At
WHIUAHSE & B SRR I S0, AR RS SRS B s, RS IR s, TR G A
AR WSS MNIRITS . RERS JERATE 70 A5 R AEFIHIE FE N RS LT &, ST AR, B R
FIR%.

Beishideng®  WCJD | www.wjgnet.com 2199 2017-08-28 | Volume 25 | Issue 24 |



ARV & 51 i i

: https:/ /www .baishideng.com

DOI: 10.11569/wcjd.v25.i24.2200

2017 8 28 ;25(24): 2200-2208

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

BASIC RESEARCH

ETRNA-Seqi RREREEFEFERATF

E% 42 %4

(hir-
schsprung disease,
HSCR)

E1@ 15 # A&

> >

s

J3aishideng®

WCJD | www.wjgnet.com

100020

100020

, 100020

, No. 81300266;
, No. 7142029;
, No. 2013D003034000007;
, No. Z151100000315091.

: , , , 100020,
2,
lilong23@126.com
1 010-85695669

1 2017-06-21
1 2017-07-21
1 2017-08-01
1 2017-08-28

Screening of differentially
expressed genes in
Hirschsprung disease based
on RNA-Seq technology

Qian Jiang, Qi Li, Zhen Zhang, Ping Xiao, Hui Wang,
Long Li

Qian Jiang, Hui Wang, Department of Medical Genetics,
Capital Institute of Pediatrics, Beijing 100020, China

Qi Li, Zhen Zhang, Long Li, Department of General
Surgery, the Children’s Hospital Affiliated to Capital
Institute of Pediatrics, Beijing 100020, China

Ping Xiao, Department of Pathology, the Children’s

2200

Hospital Affiliated to Capital Institute of Pediatrics, Beijing
100020, China

Supported by: National Natural Science Foundation
of China, No. 81300266; Beijing Natural Science
Foundation, No. 7142029; Beijing Excellent Scientist
Fund, No. 2013D003034000007; Beijing Novo Program,
No. Z151100000315091.

Correspondence to: Long Li, Professor, Chief
Physician, Department of General Surgery, the Children’
s Hospital Affiliated to Capital Institute of Pediatrics, 2
Yabao Road, Chaoyang District, Beijing 100020,

China. lilong23@126.com

Received: 2017-06-21
Revised: 2017-07-21
Accepted: 2017-08-01
Published online: 2017-08-28

Abstract

AlM

To screen the differentially expressed genes
(DEGSs) in aganglionic and ganglionated
colon tissues of hirschsprung disease (HSCR)
patients.

METHODS

RNA was extracted from paired-colon
samples (formalin-fixed, paraffin-embedded
sections) of three HSCR patients (two affected
by total colonic aganglionosis and one by
long-segment HSCR) and purified. Ribosomal
RNA was eliminated before generating the
cDNA library. After RNA-sequencing, the
gene ontology (GO) analysis was performed
to uncover the biological functions of
DEGs. The kyoto encyclopedia of genes
and genomes (KEGG) pathway enrichment
analysis was applied to find out the related

2017-08-28 | Volume 25 | Issue 24 |



signal pathways.

RESULTS

There were a total of 1382 significantly commom
DEGs in the three paired samples, including
899 consistently up-regulated DEGs and 483
consistently down-regulated DEGs. The 1382
DEGs were categorized into 383 functional
categories by GO analysis. The KEGG pathway
analysis suggested 25 significant signal
pathways, including bile secretion, protein
digestion and absorption, fat digestion and
absorption, retinol metabolism, steroid hormone
biosynthesis, and starch and sucrose metabolism.

CONCLUSION

In the current study, the DEGs of aganglionic
and ganglionated colon tissues were thoroughly
analyzed for the first time, which will shed new
light on the pathogenesis of HSCR.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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PR 2 B LAEIR YT Ja I an ) 5 1 4%
FeT5 . FREMEAER YIRS — R IF R, 1E
FSCIFE — A A B PR A L A R LR DL VAR 1)
O FR ), R AR R EMEERE,

2201

1A B 1%
RNA-Seq

2017-08-28 | Volume 25 | Issue 24 |



Elfa £ 88

J3aishideng®

(

WCJD | www.wjgnet.com

RNA-Seq

ZErt S MK RE AR R T UTE &5t . FE
PR AT B 350001, FEE “ATmRE
BB 1) 1 2SI it R sy 7 I R R A 3G A, X —
SR N T 22 AR R T B2 AN W 3, @l
FLSEH A Re il BRI 27 W . A 2 4
AR(RNA sequencing, RNA-Seq)=& & x AN 7
B —AREOR, B A Z Wi AR A
AL B — N R T A1 I E SR, RNA-Seq
RO Z T 2 ANKE R, &
YRR L AR SRR SR R AT, B T
AR B ) T AR 2 TR T R TR AL
il E MEIE T T S RS TR IE T T
Jta A 2

1 MRRT5E

1.1 3HIHS CRIE T A BB A 2 (e 4H
AUk 2 YL T 5E T AT A0 R K IR BB A
(G A N e 0 B 2 A PP T 4T ) A
B HERE A R w0 LRI 7 BT B Ja L 28 2 B
AN R AR VIR S HIE . ORAE. o
245 4= 45 ZYHSCRIEE (Y 'S HOL16, H 1%, 11
mo; 4w '5: H0127, &1, 3 mo), 151K B AIHSCR
(GRS HO0129, ZtH, 10 mo). A ESAIEA N
P SERNARRBUAG & (5 5: DP439, RIRA
R AL G R A 7], FH); Ribo-zero™ rRNA
Removal Kit (Epicentre, ZZiti#h, BT EEMN, 35
[¥); NEBNext"” Ultra™ Directional RNA Library
Prep Kit(NEB, fH8 #i i ar, D= M, £ H).

1.2

1.2.1 : RNAWF i 36 50 v R B
AP BRHE AR AR e, FESERCHE: 3
Xif L AREAS - DTS By, 3RBUBRNA; Xt
an BEAT BRSSP AZ B, 4tk DTiE
JE BT SCEER . PR G A% I DN A ST EEEAT
HiSeq_E AL 7.

1.2.2 BT /R B AR e i
FEL 0 BE L DN AMIRN A2 A= B SRR AR,
WOPE I 2 22 S R A B R 2 i, JRATT & S X
WP I AR s BT 1 PRV, BAE: TS
R AEG A (Phred B 205 B AL 1E 7 iR
5 % 999%, Phred B 30X B A B & IE A iR
W2 N99.9%). GCEHEEAMRE. WFHE
b B (Z AT R N R 46 51 DA SRR & R
A1), Htraw reads AR IEEHE H reads
44, clean reads N R 4 £ it UE J5 reads 3y, I

2202

ROV R Ja A E B o B B BR Al clean
bases ARG BT IE G HIIREE AL, SR ER
A Qe = -10log, (o) THEF R, GCH
I 7~clean readsH G5 C 4R IR H H 43 HE.
SRJE AT FISTARBK A X RN A-S eq il FF 4
HEAT EEXT 20 #r. Total reads v F EExt 4 i
clean reads#{; total mapped reads}y bt Xt 3|3 K]
28 I fireads#; uniquely mapped reads’y HbX)
FI|HE K 4H B —{7 & [Freads%]; multiple mapped
reads Ay b X B JE R 4H 2 AL B reads3; total
mapping rate JHXTEIEFH b ireads &7 &
clean reads#¥( /¥ H 73 Lt; uniquely mapping rate
9 FE T B PR 20 B — 7 B iread ¥ 5 Kiclean
reads¥( ) & 43 E; multiple mapping rate 3 ELXT
FIFER 2 2 A7 B Mreads# 5 Sclean reads
VNS s 4 1A s e = DS /1
B B 275 B AL H 43 LE R R T 70%, Hod
BA ZA WAL B 151 5 S 1 4 Hd
WA 10%. i FIHTSeq 4 31T Z K /K P
152 |81, IR FFKPM(fragments per kilo
bases per million reads, 3 H 3 —Z F &5
S BRI R B H, 2 B RTRCE R R
FIETKAGFEINE G EREAR P R R RIE &,
THELAL A S ZH TR RE AR R A D0 M 28 B il A
Kl(Pearsont 5% £ % &) LA B B 7 21 (] A AR
7 M N FEAR KDL
1.2.3 : SrHIRTHSCREF I
A B iy A 2R e T B W 2H 2R 1 R 2R 0 /K P
HEAT X LL, B4R B [F] () 2 Rk B A,
FlfedgeREK AT HRF R
R F VT, KiPadj(® BRI R
¥ IE J& 1IP1E)<0.05. Foldchange(f 5 2r)
Y E>24F N 2 7 3 PR

2 BR

2.1 FFPE  RNA-Seq k1
FioR, BT FEAKIQ207E96.59%-97.31%2 [H],
Q307£90.78%-93.14%22 [8](Q20. Q30435 &
/NPhred${E>20 30MIBRIE 5 B AMEN T
), GCEESMMERAK.

2.2 235 i AL R
AW E s 5 N R H 25 7 41 LG IR
k2. KR E A Ktotal mapping rate
H73.86%-89.89%, multiple mapping rateyy
2.27%-5.43%. T E & AT 2 B R A
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® 1 FPERANISHIERE MR SR E R
RNA-
Seq S
HER2MR Rawreads Cleanreads Cleanbases — £E1RZE(%) Q20(%) Q30(%) GCEE(%)
HO0129 BB 30731849 26953378 8.09G 0.02 97.13 92.87 46.91
H0127_BB 29919105 27594122 8.28G 0.02 97.31 93.14 46.83
HO0116_BB 38469223 31466683 9.44G 0.02 97.24 93.01 43.31 >
H0129 zC 35545978 31402169 9.42G 0.02 96.98 92.50 46.71
H0127_zC 37290696 32446763 9.73G 0.02 96.97 92.52 48.29
HO0116 7C 27778974 26742224 8.02G 0.02 96.59 90.78 46.40
BB: . ZC:

xR 2 SHWHALEANEHIES ALERASEFIILEXIE)

HRDR H0129_BB HO0127_BB HO116_BB H0129_zC HO0127_zC HO116_2zC
Total reads 26953378 27594122 31466683 31402169 32446763 23766915
Total mapped reads 20869303 22462832 24245772 24920590 23963792 21364363
Uniquely mapped reads 20174846 21835711 23422760 24129028 23065295 20073384
Multiple mapped reads 694457 627121 823012 791562 898497 1290979
Total mapping rate 77.43% 81.40% 77.06% 79.36% 73.86% 89.89%
Uniquely mapping rate 74.85% 79.13% 74.44% 76.84% 71.09% 84.46%
Multiple mapping rate 2.58% 2.27% 2.62% 2.52% 2.77% 5.43%
BB: ; ZC:
A fpkm distribution B fpkm density distribution
E-1HSCR_BB [ |HSCR_BB
5 EJHSCR_ZC o6l [ |HSCR_ZC
=
E 10 - > 0.4
X (73]
o c
= [9)
& [a)
Re]
5L 0.2+
0 0.0+
3 )§ 5'\ 3 $° Q’,\ log,(fpkm+1)
) ) S) SRS Q
T T T T T I
1 SNIEREARBGRERTAKTEY, THEER A3 (FPKM) ;B3
(FPKM) . HSCR_BB: , HSCR_ZC:

FIFRIEEFEPKM))E, BiIELH oA EBMERE  >0.8(K2A). T EZRKFEERFERFERARE
SRR R AL RN R REA R R RIEK R HIANR B G H A h R R RIA B
TR ARG, WELFR, AR TAEREARR R0, 3N IEH B H R p R K RIE B AR

SRS RERIE AT 2, T B E R AEAU(E2B). Kl B MR B R R B AR
2.3 3N REELEH SIEWRBRBARNA S8 XNEREE

BERAL S, P RN REM R R RO 5 R 00 A2 B 4 UM

Beishideng®  WCJD | www.wjgnet.com 2203 2017-08-28 | Volume 25 | Issue 24 |



By XA

helix-loop-helix

JBaishideng®

RNA-Seq

A Pearson correlation between samples

H0127_BB- 0.88 0.8360.879.0.895.

H0116_BB- 0.8650.8530.869 0.
0

895
RZ
1.00
H0129_BB- 0.877 0.85 0.885 . I 0.9
g
0.8850.8690.879 ~ 0-58

H0127_7C- 0.863

100 -

DEG(1382)
- UP:889
- DOWN:483

-logyo(padj)
3

1.3 ~ ) ‘

-12 -8 -4
log,(fold change)

D HO0129 BB vs H0129_ZC HO0116_BB vs HO116_ZC

H0127_BB vs H0127_ZC

2 FERUBELEMERRLER. A
Ioglo(l;PKM+1) ; C:

; D:

b, HSCREF IEH B A RN Z RRIEERF
1713824, Heb Fifg99~. Fif4834N(E2C).
M2 S N R E AT DUE R A% H
AR AR AT 2 1) B 2 () 22 S R IB FE A4, 3451
BE M AL A 14044 S [ £ R RIE

WCJD | www.wjgnet.com 2204

1 1 1 1 Ll Ll

oM o om

ml m| ml H| kl)l kl)l
™~ [e)) O e} (<)) ™~
o o~ — — o~ o~
i i i i i i
o o o o o o
T T T T T T

; B:
, log,,(FPKM+1)

[X(EI2D). #LHBAEM TR RILAZ RFAER
R B AT A R RS, BRATRI, 1R
% BN I T e s DR SR L O, e [RJTR R
B GHRFE, a8 K IR, helix-loop-helix K
VA B M RAZ R 2 R X 5. S IEHE B A
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Etan#
xR 3 RTESEEAERRAERSEHEENEEE
ES BIZID B PE RIEPE HEREH
1 hsa04976 Bile secretion 1.7E-09 2.8E-07 22 RNA
2 hsa04974 Protein digestion and absorption 3.0E-09 2.8E-07 23 >
3 hsa04975 Fat digestion and absorption 3.6E-08 2.2E-06 16 smallzRglARN:o‘n-
4 hsa00830 Retinol metabolism 2.1E-07 9.8E-06 17 coding RNA
5 hsa04977 Vitamin digestion and absorption 3.2E-07 1.2E-05 11
6 hsa01100 Metabolic pathways 4.1E-07 1.3E-05 121
7 hsa00980 Metabolism of xenobiotics by cytochrome P450 1.4E-06 3.7E-05 17
8 hsa00982 Drug metabolism - cytochrome P450 2.3E-06 5.3E-05 17
9 hsa00140 Steroid hormone biosynthesis 4.1E-06 8.6E-05 14
10 hsa00500 Starch and sucrose metabolism 1.0E-05 1.9E-04 13 ’
11 hsa04973 Carbohydrate digestion and absorption 1.4E-05 2.4E-04 12
12 hsa00591 Linoleic acid metabolism 3.4E-05 5.4E-04 10
13 hsa03320 PPAR signaling pathway 9.6E-05 1.4E-03 15
14 hsa00330 Arginine and proline metabolism 1.1E-04 1.5E-03 13
15 hsa00590 Arachidonic acid metabolism 2.0E-04 2.5E-03 13
16 hsa04614 Renin-angiotensin system 6.6E-04 7.8E-03 6
17 hsa02010 ABC transporters 9.1E-04 1.0E-02 10
18 hsa00910 Nitrogen metabolism 9.9E-04 1.0E-02 7
19 hsa00100 Steroid biosynthesis 1.9E-03 1.8E-02 6
20 hsa00380 Tryptophan metabolism 2.5E-03 2.4E-02 9
21 hsa00051 Fructose and mannose metabolism 4.0E-03 3.6E-02 8
22 hsa00340 Histidine metabolism 4.3E-03 3.7E-02 7
23 hsa04964 Proximal tubule bicarbonate reclamation 5.4E-03 4.4E-02 6
24 hsa04020 Calcium signaling pathway 6.1E-03 4.8E-02 22
25 hsa00360 Phenylalanine metabolism 6.3E-03 4.8E-02 5

UL, BEREBRBHARATREERET
Ff LR = EHE: SLCI0A2, SLC5A12.

DPEPI, APOAl, SLC6A19. SLC2A2,

MEPIB, MS4A10, CYP3A4 ) CCL25% (P
F7.28E-83A11.02E-592 [f]), % I %676
5, mAOMWAHZETAEZ 2. GOST TR 1382
A ZE R FRIBIEN B T3834NThRER K. KEGG
I BT R B X e 22 S SRR B TR O B AR F 25
G5 F(ER3), S5 aW. EEREL
S, TEUiES k. e RAREL K
B BEECR AW A . SR AR S A

3 11ie

HSCRE—MEH#EH RN ZHER . ZRES
S8 2500, rTECR, ] 2XEMS L. B
i L4 %52 114N HS CRAB S 5 B [H 3 Bk
H T I #14 2 i (enteric nervous system, ENS)
KEFEFEEEHB2MESEBRET.
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EDNRB), DA A 4%, 820X S BL (R 3R 1A 1)
B SR IR 7 1R g B 25 DR RN LAt T LA FE M2 R G
RET O EE EEERIER"T, JpE
S E AT, ARERAERE M. HE
i B DA S BRI e R IR E T X
DRI 45 77 A e = A 2L o L B0 R DL K
AN Z WAL H IR 2 A1, 7T DLFREED
oy F 5 RL R R 2 TR R ORI, RE Nk, FEAT
A RN 5y IR IR R AR I ) TEAR AL B AN
AR 5% ) B IR R, T R R s AR BUR
B DRI B 16 TR (R A7 AE Y,
HSCRBTHAMGHERAKE R HME
. ENSEINEAME RG M EEH K 7,
HECH AR Z AZTT. IR S AR AT 41
[P A1 YR 20 R AR ) X 4%, BRI ST T B
TR B W BEh. k. s, %
JEEDIRE. BT &F 5P ikME R SEAEU 4
ISR J ph 2238 J5, 3RIE B FE R R 73 A,
HIRE R K 2 HOh & KR 1 IR I -2
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FtERIR A R LR AR AL, ENS
NI RPN “HE AR . HBRENSH]
PRGN R IR T AP I A, JE 3 TE AR A
A2 B (4 79 A AN [7] 7K P 00 38 [ R A B o
£ I 21 i (enteric neural crest cell, ENCC)], 7E
o lE e HIE R . . E M, R
A O HEF I 40 27 R H SR A LI
R, WHRBENEENMWEMN, TR S1EEL
SABAH I SRS, X — R B IL R A A% R
i) &, MR FENCCHI N 35457, th32 2
TE R B T 2 Bl AE 5 40 7 10 51 S A2,
e ATt A g i@ % 3 BIHS CR & #H
I A% B 5 I8 B A ZbR A Hh ) R R R A K
F, BRI T 2A0EFRE TR IR WL ER ] g2
Sy k. Hod, FYE 5 A & EE R (homeobox
genes, Hox genes)4uht— AN AR <F [ 5 % [A]
TSR, TEde e AR FAA0 M 1 52 ) oAk 397
DA R RLAR L 238 B Kk B I AR A k4%
FEEVEH]. NREHIONHOXEH, TR
N #%(HOXA-HOXD), 7> fifE4k G i fhk 122,
FATEHSCREEZE R AL H RIH FHE R
IEFKNEHHOXALI, HOXCS, HOXAIS3,
HOXB6, HOXDY9. HOXDI0. HOXDII,
HOXDI3, HOXBI3, HOXDI2, HOXCS,
HOXC6%%. ¥R 22 5Tk
RE AR R A R AN F KRR B RN
TEVF 215 5 MBI FE e AR F, BdE A
VERLN RS I3 AN S AP R
B E R A, helix-loop-helix 5% Ak 57t
ANGH A% 3R 2 1 R AR E IR iR B R
A =B

132N EFREERFET3834M I
RERK. 25% (5 5@, EES ST 5.
HATHEL SR TBmS R, 4k
FARG . KERREBERAEWER. e
REEAEY SR, BRI, BokKeEY. g
FIRNUR R AR I R, RS S P
XA RHR B B IR 3T R OCE B I
BIF 5T N 5120164 HEAT 19— T =] 51 14 9o 451 - o L
WHs R s, FERE L (B E D A R B 4
Kobr) fa A TR SR HS CR XU 7T 3 2 148 .
ST, FRATTHED, TEiR R BT EHAYI AR R
LI T A A R R AR 45 TR R S B IR R K B
L Re AU S E#A AT e T IRENSHI IE R K
H, HFRAGEHSCRIFKE.
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B2, ABFUE R RNA-Seqi RN 5
KAk B Gt 72 S R IB FE R BEAT 1 i, #122
SE L BT B B R AN AR 96 20 15 5 il %, T
o TR TR R K % 1 ik PR 24T B B8 AIE
AL ARSI, [E RS br A &, DA
SUY36 o HE B O B R R A RE 3 R AR 7R HS CR
B R FE LA R RS HE R Ve T+ BL.
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Abstract

AIM

To investigate the association of the insertion/
deletion (I/ D) single nucleotide polymorphism
of the angiotensin converting enzyme (ACE)
gene with hypertension with abnormal savda
in Uyghur people.

METHODS

One hundred and thirty-eight Uyghur people
with hypertension were divided in two
groups: those with abnormal savda and those
with non-abnormal savda. The I/D single
nucleotide polymorphism of the ACE gene
was genotyped by polymerase chain reaction-
restriction fragment length polymorphism.

RESULTS
In the abnormal savda group, the frequencies
of ID, II, and DD genotypes were 68.33%,
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23.33%, and 8.34%, respectively, and 64.10%,
11.54%, and 24.36%, respectively, in the
non-abnormal savda group. There were
significant differences in the frequencies of
ID, 11, and DD genotypes between the two
groups. The frequencies of allele I and allele
D was 57.5% and 42.5%, respectively, in the
abnormal savda group, and 43.6% and 56.4%,
respectively, in the non-abnormal savda
group. There were significant differences in
the frequencies of the two alleles between the
two groups.

CONCLUSION
I/D ACE gene polymorphism is associated
with hypertension with abnormal savda in
Uyghur people.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

AIM

To evaluate the effect of individualized
nutrition nursing program on postoperative
recovery in rectal cancer patients undergoing
anterior resection.

METHODS

A total of 140 patients with rectal cancer who
underwent surgical treatment from January
2015 to January 2017 were randomly divided
into either a study group (70 cases) to receive
individualized nutrition nursing program or
a control group (70 cases) to receive routine
nursing program. Times to anal exhaust and
defecation, length of stay, parenteral nutrition
duration, times to removal of drainage tube and
stitch removal were compared between the two
groups. Defecation function, complications, and
changes in nutrition status between before and
after surgery were also recorded.

RESULTS
Times to anal exhaust and defecation, length

2017-08-28 | Volume 25 | Issue 24 |



of stay, and parenteral nutrition duration were
significantly lower in the study group than
in the control group (P < 0.05). The number
of patients with good defecation ability was
significantly higher in the study group than
in the control group (P < 0.05). The number of
patients with complications was significantly
lower in the study group than in the control
group (10 vs 30, P < 0.05). Hemoglobin level,
body weight, total protein level, and Body
Mass Index on postoperative day 1 decreased
significantly in both groups compared with
the values before surgery (P < 0.05); however,
hemoglobin level, body weight, and total
protein level on postoperative day 7 increased
significantly in both groups compared with the
values on postoperative day 1 (P < 0.05), and
the increase was more significant in the study
group than in the control group (P < 0.05).

CONCLUSION

Individualized nutrition nursing can speed
up the recovery of gastrointestinal function,
reduce postoperative complications, and
improve the nutritional status in rectal cancer
patients undergoing anterior resection.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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® 1 2ABEERIERERNERMLE (h =70)

IS BRI/ EIDRIE  MESEHNRR TRILEVIEE FRIRHVER
(%) (cm) (mo) T B &M B.EHk C B
58.3+ 10.4 37/33 3.85+ 2.04 8.62+ 4.06 30 40 35 35 38 32
59.2+ 11.5 39/31 4.02+ 1.85 891+ 3.84 32 38 88 37 36 34
thy® 4.051 3.178 5.806 4.174 5.229 3.006 5.895
P >0.05 >0.05 >0.05 >0.05 >0.05 >0.05 >0.05

& 2 2ABEFABNEFBRXLL 1 =70)

pay e KREkg) HEEH(mg/dL) BMI(kg/m?) BZE8(g/L) AIEZEB(mg/L)
62.37+ 7.15 281.04+ 60.13 23.06+ 2.19 40.09+ 3.14 212.09+ 19.83
64.92+ 8.19 282.56+ 61.64 23.50+ 1.95 39.86+ 2.84 216.40+ 21.37
t 4.106 5.997 4.028 3.115 5.788
P >0.05 >0.05 >0.05 >0.05 >0.05
BMI:

HEipm" EREHFERARNERAMRE,
i B RN ZRAAA L. 8% H S BT RR
SN, HURXT E BRI R RMEEREAZAK,
BNE TR AN, A JE RN BUEAE 73
fise BTt EPARMAEESRIAEEAR-
MREE AR, BT AR B EIRIFFE
iof 38 G SR R DUEROR PR AR AR 9 S T, fR %
BN R TR, IR & AR5 R
PR BRI, AR SOE I BRI MG E 57 (4 2
Jr & B PR B ARG RE R, A
Wi PR 6 BRI 7 S 14— 3 ) SR .

1 MRRSA

1.1 % H2015-01/2017-01 H fEHUM T 7 1L
X 28— N R B2 T ARI69T B e £ 140
1, ARYERENL TR s B 7 24 RS
(705K A MAAL I E TR B 77 52, Xt HRA(70
BRI HE RS R, A AREERACEE
i, 24 BFERIRR TR FARETE T
ARBURFEEZE TG i L (P>0.05, 351, 2).

12

1.2.1 D NARIE: (D)EFERN
30-79%, &SRB XIS EE R,
Q)WER T ERENTIRTFARGESE,; 3)
G IR R RS SR . FERRRAE: (1)
ARG oG, Bk R A, Q)BEFAR
AT IR R . K. BIRUR IR K S 3) A
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T (DAFRRS SRR EE.

122 D XTHRA: #ATREIFEARBA
WORLE =TI, A B FARWT RS
AE. mRENEGEANRKE; FRUEZ
AEEKENEE TR, SFREUEF B AN
A, MR AR BT B 1E IR St
HHATREAE W EAE TR, NEREEE
Bt TR PR A £ TR B R I, W AR E MR
JEHEAT Sk ) B AR, IR TR MY A
IR RSN AT A A I 5 3,
() \Bt48 h Xt & & #AT E IR PME, BE1K
EEBE A MR bR . A& R AR A
NRS-20027E 75 K& /i 25 (2)F ARATKIE B 1%
JifrJea £ AR i LA B RR BRI R A K,
R[130-35 keal/(kg-d), ZOBAN BRI EELS T
KAL) IR R (B ) PR, #EAT R AREY
fiar A 757 DURRAE S AR @il )X B
R FARFEZE 7R}, BE KA RSN
1 RS FR: 4R F AR B 148 55, B E
it R R IR 5 95 LIS (¥ S R R T R
RE B M LA, (HKIEESPEN2009 5
ASPEN2009 “#8Fg” i, WRAGEM E fe
HEIHFE, R4 T HEH105-126 kI/(kg- )R E
BB 2 2 2R A T A 75 2 ARIE A 5
HHRAREEHETRNRE; O)BEHEFRUE
BT Y B IR 4 5, FRI) B3 R SR
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xR 3 FALG2AZZIRENEBERILE (h = 70)

AR XA

FAMUGHSH SIREBVKREEN FAMUGHHEN FIERNIE BINMYETRIE  HFARE

»a B78d) fBl(d) BfiE() (d) (d) (d)
1.59+ 0.58 2.01+ 0.62 2.69% 0.97 8.19+ 2.42 2.29+ 1.58 8.92+ 2.51
2.31+ 0.68 2.10+ 0.58 3.73+ 1.50 11.17+ 2.60 3.92+ 1.71 9.10+ 2.44

t 3.905 4.174 5.793 3.180 4.073 5.277

= 0.015 0.381 0.007 0.004 0.007 0.227

R 4 FAUG2HEBEHBRENERXILL (7 =70) 2.4 QHBETFAREH

DA e R —f& =
39 22 6 3
23 21 12 14

xv 4904 5176  3.007 4.825

P 0.041 0605 0117  0.029

TR (OWMEREEBRIEESE
FERAL, WA R R HAT U, R0 =0
b LRI ER A R AT IR
1.2.3 S(HEHETF
ARULGE NGO, A& HESE A HEE R
LTI E oY 74 R 1 I 7R N O =13 T INRE1  r= )
P I (R FOARZR T TR 25 (2) BB F ARSI
HHEDIRE . I RAENE DL BEFARAEARNE
TR, 3)BEHERE S A A K3
TR RO T TRE 3 VP HIRR S 2 R <44y,
— W AE5-64), RAZT-847, Hii29-1043.

1 FHSPSS19.045 i+ #4341 T
Bl o #r, tHE R EHME Flmean+ SDE R, A
ML, THETARME A R, P<0.05% 57
EENES-9'8

2 BR

2.1 2 FAR)F
TRG 2H B EHEASRT (] HERE R A) A B A
() iz A0 7 SR I 8] 77 TR T 0 HR A, %o B
7R G R (P<0.05, K3).

2.2 2 RIS A
BEAER M NEZ T RA, ZHA
BT RA, 2HANBEERERITERE XL
(P<0.05, &4).

2.3 2 RIAF
ARULE AT 105 83 H I F RAE, X RAR
3061 HELFE RGE, 24T E R Gt E R X
(P<0.05, %&5).
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LRIMALE AR EFE. S AR
JREFREERIT I R T, X ERF S
THERE L (P<0.05), 24 B EF ARG wkI 4
HHKF HE, SREOKPFILFEREL dF
B B, HARSAH B R E R i, 248 %F B
ERA G R L (P<0.05, F6).

3 e

g Rl R B3R DL R, FEBE S
BT AT IR W =, BB BRI R SR R
BRI, BERERRESIETRDRRE, AR
PNBORELE. FrLUN T 3 — ST R &
HHRITROR, XTEF RN BERTES
SEARH LA, TR RE WP TAER, MA
PR B A AR 22 45 N AR B2 B T AR £ ok,
AR H AT # VIS, (BN R R
R g EE T,

DUEH N TSRy B TR 2
B, BEEE A — 19 2B o I SRR 1 15 B AR,
FHAT I AN [ 53 1) 75 SRR AT, AT AR
BFE I, A BN AR B GE, BeAk
(1) B R Z A BRI RSB R, M
PR f b B 20 B o AR HE AR TR HEE R A,
R T ) A0 g &1 (0075 7% F 110 5 1 39 000 - 5 A
PERLH R, X T EMEL B SR,
A RS SRS U RE NS 13 2 R R R, &
XPAN A AT A AR B U, H B i rse
FIVRE TR, TR BB X B 3R B R AT DA
IFAL, Bk EE. SR SR, 4ER
9 5 TR LG HEAT ARG A 3 B B 0 4 L
TR BE S BINGE, IR GRS i TE A 71 HI K
2. AT, RIS EH A RS TR A K&
I ROIE 1 5 A 2 L R AL, A 3R 92 10
R ERHEFARUMBREFRTE, A
PUR 1R S TR L P AR I EE T
B, X2 T FARN BE R E— MK
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x5 FAUSLABEFHAERRMLE (h =70)

pay iz BAtERR m&sa FRESEVREZE  FADIORERE  AhEfavid PR3 BAEL
0 3 0 3 2 2 10
5 9 7 5 2 2 30
x 4.105 5.990 3.174 5.792 4.166 5.803 5.661
P 0.204 0.315 0.118 0.502 1.000 1.000 0.015
r 6 LABEFARIGEFBERNLL (7 =70)
pa el M4TZEBKF (/L) {AFREkg) SEBKEQ/L BMI(kg/m?)
135.27+ 30.61 61.04+ 7.85 58.70+ 13.91 25.19+ 4.29
1 99.95+ 25.06° 58.01+ 7.92° 51.31+ 13.72° 23.69+ 4.30°
1wk 126.17+ 24.79% 61.21+ 8.05 57.23+ 12.74% 24.29+ 4.21
134.94+ 35.31 60.95+ 8.04 59.10+ 15.82 25.31+ 4.90
1 102.51+ 24.60° 57.83+ 7.82° 50.04+ 14.05° 24.01% 4.47°
1 wk 111.72+ 26.28° 58.94+ 8.13" 52.21+ 13.17° 2450+ 4.57
°P<0.05 vs ; P<0.05 vs 1 ;°P<0.05vs BMI:

el f, Breh s FARE L E RGO F A
ZREAURZ L FRFL wk 2HEE & TUE
FRIERREINE, A BB RERCRE
f, BEFARUEHEEFWROHTE, F
AR RGO B, BEREFRBOEZEE
WE. AChEENBENEFRPEFR T EFR
Ui W PREE 5N B3 IR 730 F, il — 3R
FE AT IR SE B, BRPN REHIE . AT
MALBE TR R, FEZFERTLAR
e, WEEFRIEIT /M. BRPETE
S FOEIUS AL, AR 2tk N R 2 51
I, WAGRSIEEE . BEXE. EFAR
FE IR O —KIE IR IR 3 4, 3RTHEE
B IR I,

B, MK E SR B R I PR B
JRiB MBI, F ARG BRI FRAR, 88
HE FRIR BT e K 5, HEE Th gt R 4,
EASE I R HE) 3.

4 BEXE

1

=

2016; 105: 73-75

N

. 2017;15: 72-73
van der Werf A, Blauwhoff-Buskermolen S,
Langius JA, Berkhof J, Verheul HM, de van
der Schueren MA. The effect of individualized
nutritional counseling on muscle mass and

w
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3 RRIY

FWICRRIEAEE ZAALAR, SCThfEE A 0 AR AR AS AL A N5 /RS il g Al DA S T
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To investigate the common causes of lower
gastrointestinal bleeding.
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METHODS

Four hundred and ten lower gastrointestinal
bleeding patients were treated at Beijing Tiantan
Hospital from September 2010 to September
2016, of whom 307 had the definite causes of
bleeding identified by colonoscopy. The causes
were analyzed statistically based on age group.

RESULTS

There were 88 (28.7%) cases of colorectal
cancer, 80 (26.1%) cases of colorectal polyps,
60 (19.5%) cases of ischemic colitis, 40 (13.0%)
cases of ulcerative colitis, and 19 (6.0%) cases of
chronic colitis. Among the 88 cases of colorectal
cancer, 31 belonged to the young group and 57
belonged to the elderly group, and there was
a significant difference between the two age
groups. Among the 40 patients with ulcerative
colitis, 28 belonged to the young group and 12
belonged to the elderly group.

CONCLUSION

Colorectal cancer, colorectal polyps, ischemic
colitis, and ulcerative colitis are the most
common causes of lower gastrointestinal
bleeding. The etiology is different according to
different age groups.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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88 31(31/160) 57(57/147)  <0.01
80 30(30/160) 50(50/147)  <0.05
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Abstract

Alm

To investigate the changes in glycolipid
metabolism in obese children with nonalcoholic
fatty liver disease (NAFLD) and the effect of
dietary intervention on glycolipid metabolism.

METHODS

Ninety-seven obese children with NAFLD
were included in an experimental group and
49 healthy children were selected as a control
group. The levels of glucose metabolism
indexes (fasting, 30-min, 1-h, and 2-h blood
glucose and insulin), lipid metabolism indexes
[total cholesterol (TC), triglyeride (TG), low-
density lipoprotein (LDL-C), and high-density
lipoprotein (HDL-C)], body mass index (BMI),
waist-to-hip ratio (WHR), and liver enzymes
[alanine transaminase (ALT) and aspartate
transaminase (AST)] were compared between
the two groups. Children in the experiment
group were given dietary intervention for 6 mo.
The changes in glucose metabolism indexes,
lipid metabolism indexes, and BMI were
compared before and after intervention.

RESULTS

Eighty-five patients completed the study.
The levels of TC, TG, LDL-C, serum insulin,
and homeostatic model assessment-insulin
resistance (HOMA-IR) at the four time points
were significantly higher in the experiment
group than in the control group (P < 0.01 or
P < 0.05), while the level of serum HDL-C in
the experiment group was significantly lower
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than that in the control group (P < 0.05). After
intervention, the levels of TG, TC, LDL-C,
serum insulin and HOMA-IR at three time
points (30 min, 1 h, and 2 h), BMI, WHR,
and liver enzymes (ALT and AST) decreased
significantly (P < 0.01, P < 0.05), while the
level of serum HDL-C increased significantly
(P <0.05).

CONCLUSION

Obese children with NAFLD have obvious
glycolipid metabolic disorders. Dietary
intervention can improve glycolipid metabolism,
BMI and liver enzymes in obese children with
NAFLD.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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: Abstract
AIM
To evaluate the curative effect of Ziwu Liuzhu
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theory-based acupoint application of Runchang
Gao on constipation in patients with chronic
obstructive pulmonary disease.

METHODS

One hundred and four chronic obstructive
pulmonary disease patients with constipation
treated at our hospital from June 2015 to March
2017 were included and randomly divided
into either a control group (n = 52) or an
observation group (n = 52). Both groups were
given oral Maren pills, and the observation
group was additionally given Runchang Gao
that was applied on the CV8 acupoint (once
daily for 1 wk) based on the Ziwu Liuzhu
theory. Clinical efficacy, symptoms, and
adverse reactions were observed in the two
groups.

RESULTS

The total effective rate was significantly
higher in the observation group than in the
control group (92.30% vs 73.08%, P < 0.05).
The scores of constipation symptoms such
as difficulty in defecation, defecation time,
and defecation frequency were significantly
reduced after treatment in both groups (P <
0.05), and the reduction was more significant
in the observation group than in the control
group. After treatment, scores of respiratory
symptoms such as cough, phlegm, wheezing,
and rumbling were significantly improved in
both groups (P < 0.05), and the improvement
was more significant in the observation group
than in the control group.

CONCLUSION
Ziwu Liuzhu theory-based acupoint application

2017-08-28 | Volume 25 | Issue 24 |



of Runchang Gao can significantly improve
constipation and respiratory symptoms in
chronic obstructive pulmonary disease patients
with constipation.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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Abstract

AlM

To evaluate the clinical effects of comprehensive
nursing intervention in elderly patients with
constipation after fracture.
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METHODS

Eighty-five patients with constipation after
fracture who were treated at our hospital
from July 2014 to October 2016 were included.
The diagnosis of constipation was made based
on the diagnostic criteria for constipation.
These patients were randomly divided into
either a control group (n = 42) or a study
group (n = 43). The control group was given
routine nursing intervention, and the study
group was given comprehensive nursing
intervention. The clinical effects and the rate
of satisfaction to nursing were recorded in
the two groups. The negative emotion and
the quality of life were scored before and
after nursing intervention, and compared
statistically in the two groups.

RESULTS

The total effective rate and the rate of
satisfaction to nursing were significantly higher
in the study group than in the control group
(P < 0.05). Before nursing intervention, the
Self-rating Anxiety Scale (SAS) score and Self-
rating Depression Scale (SDS) score showed
no significant difference between the two
groups (P > 0.05). After nursing intervention,
SAS and SDS scores significantly decreased in
both groups (P < 0.05), and the decrease was
more significant in the study group than in
the control group (P < 0.05). Before nursing
intervention, the total and dimensional scores
of the Generic Quality of Life Inventory-74
(GQOL-74) showed no significant difference
between the two groups (P > 0.05). After
nursing intervention, GQOL-74 total and
dimensional scores significantly decreased in
both groups (P < 0.05), and the decrease was
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more significant in the study group than in the
control group (P < 0.05).

CONCLUS/ION

Comprehensive nursing intervention can
improve the symptoms of constipation, the
quality of life, and satisfaction to nursing, and
ease anxiety, depression, and other negative
emotions in elderly patients with constipation
after fracture.

© The Author(s) 2017. Published by Baishideng
Publishing Group Inc. All rights reserved.
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RES DT ARG 4N Y B, A P R PP 10047,
VP23 e W) A 5 R T, e PP e
HI310053 1.

FIFHSPSS19.08 2 #r A
WA EE, HR TR LA S %ER s o
W, LitE%RE Pimean = SDERR. a1,
P<0.05HERBFG IR L.
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RS T AR Z(95.35% vs 80.95%), 2
HZETH G U(P<0.05, F&1).

222 . 2
R B EL AT VT AR R BT R R VP 5 AR
H PP R AT 22 57(P>0.05), $HH4S
Ja 240 B A B R R (P<0.05), 1B L4 £E
FEVPAY S ARVE 4 430 931.43 43 £2.18453 .
31.824r £2.1143, StH&ZH 437 ~40.024r +3.85
g5 404545y +3.395r, BFFAE B EK TR
#H(P<0.05, FK2).

232 B4 B
PERIH N 95.35%, Xt HRZA N~ 83.33%,
RHEZERTHEYA, 2HERBFSGITFE N
(P<0.05, %&3).

242 2
B H AT T A VS R EGQOL-742 R M
P, SNEES B S HTLERP>0.05), HIHE
SR R A IR (P<0.05), T RAEZERT
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R 4 2ABBFERIREERENITLRIER (mean +SD, )

PEENE INERINRE K =TIRE SEIAIDRE MIRETS B
67.09+ 5.67 69.04+ 6.65 72.12+ 7.22 70.48+ 6.85  69.88+ 6.43
67.28+ 5.81 69.21+ 6.72 72.41+ 7.48 70.83+ 6.74  70.01% 6.21
t 0.1526 0.1172 0.1819 0.2374 0.0948
P 0.8791 0.9070 0.8561 0.8129 0.9247
86.94+ 7.32 89.95+ 4.32 93.21+ 2.98 91.38+ 4.12  90.84+ 4.73
80.38+ 6.59 82.37+ 5.01 86.79+ 3.65 87.84+ 495  84.28+ 4.34
t 4.3389 7.4760 8.8924 3.5871 6.6581
P 0.0000 0.0000 0.0000 0.0006 0.0000

X B8 ZH.(P<0.05, F4).

3 171E
HHE T 2N WA R, I EARf12 &
FHABEERI R, B SRR AR R, RS m
R EY, B A Ay A, BEAETERE. 4T
XPEFEYT R, HRR R EAL X T
A A EH BRI E AR R, KR EFE
Pr B BN A1 AK, T B AR HA (8] 3 B i
AN, K5 REREFRAE, AR G 5
. GREYPET IR E M B AR b —
Wik S, EME NIRRT, REA
B EIE RIFRIRIEL, &S MAIIEC &,
/S E g

T BB A0 B B R WSO 1R 85451 2 4R
T RS AT o AL T, K R R
B2 Y ELT T, B T AR R 0 A
T, RIS # 0 P24 45 R o] LLE HAF A
HEFH DA YEEZE R THAIA95.35% vs
80.95%, P<0.05), B 720 B & 4 B B R i
TR 4H(95.35% vs 83.33%, P<0.05), H]
DU H &5 6 47 30 TR 5 2 b 2 15 W PR 7 2
S E R, 2H B E P AT A S %
PEOr ARV RV 2 R(P>0.05), {HEF
PR 58 B D VF 2 s B 9T 20 3 B R A T R
(P<0.05), RIALEE YT TN A ZEF I
G B3 T A T A M G B N U &, TR
N 32 o AR G R . AT UG SRS R ZRAR S AR,
BRI STIE 12051 2 S B B 9 BB AR A
X R AT, A A AR S A
T, TG B R H LR ST BT, 45 %
TN R EAB LA R ks BV TV R N =]
206, ToRRfl, R EAN X024 H
22l T4, TR EA DA MERE
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T A HLLL(96.67% vs 76.67%, P<0.05). %
T EE R AR R, AR,
Whg. DL ARSI R KR EE, Ntk
CRA TR BT TR R, HERA PRl R B & O
AR, FEXF (RS ARS AT O, 153 M L HaER 5%
TR, OEES. REES. @ERAEFE. 23
Bl RS, BIINEEBEFESE
AR, SRS A SR B, FEAF e A YA
J7 54, R SR AR O THI I 4, SR AT TR
PR IS L, BT R SRR I, RE
NIRIE BN IS, A B R FE PR g ER, WA
RV ARAT AL RE TR, D3 A o =

B2, B EEEEE 2 FEKHENRAK
B, BoHEREMERN, RS TR
AH EGH AR AR A 3, T DA B 4 M i 8 b
Sk, T HRSAEERESYEHER, HE
U b 22 AR R S5 AR S S 1 26, (R B R
RS, HREE.
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(RFATRREE) AFAREL

ATIR ATERA “Wpgmadi 7 0355 07iE, BIRASCH I A B A0 Eergm 5 HE . SR80 3 A
AT AR B R R WAH DG U8 SC4h T 7870 I Bk, FRPESCN 51 AR A iy 365 RS, SCh ngifE#
W44, WA “Pang®” WA FAMIEMIYS; & ESCHAST R SCIR R gk, FE IR AR A B
RS 5. 0 S A I e e , TR A e ees PCRITIEBEUBAE 5107, SCHR T 5 1E SCARUAR I, FH 5 1ESCA
T HECT IR, ARSI W SCHR8). T 51 25 SR L A LI 2-34ESCIE, PubMed, (Hf [E B4t
PEIATY A SO O I B ) s B2 ARSI A, a8 B R 51 5 0 B 2% DA O¢
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(A ANEHRE) B AEmAER B
[FIAT PP, IR BURT 7R 26t i i 27 AL ).

1 i En
1.1 (A N JH 4 2k B (World Chinese

)

Journal of Digestology, WCJD, ISSN 1009-3079
(print) ISSN 2219-2859 (online), DOL: 10.11569))
0 AT VPRI TG HY (open access, OA)
T, 646T1993-01-15, AT, 578, 18F128%
MR, (TR IR E) ImiEZE D12 i,
H110406L % ZKAH B, S AifEH E3 1A A
TE DX SR AT I X RN 3 .

(AL NHEHRE) FEEES R
Wi 8 Wi o7, IR, TR N B, TR
Bh, WAL RN, W REAY, HILRN
NIRIT, AR, A RIS, TR
29T AR AR A VAR, U
1 REUEEE 27, WAL RE B, R %, THAL
RRI A, W R TED Y, MR R
7L WAL R, WA REAL Y, LR
RS, AL RIZWE, T RIGTT R R
S U AR BT M S, SRR SCE AR
(RS FE. B2 H R H R s o ) SO, Fi e 4]
TR &, 2 o TE T AR B i
AIHFJ 257 Si 1) B 2 R P ), 4 i AL &
PRI B2 W MR T T 7K

(A NE R E) B a5
[4] PR 2~ 7] (Baishideng Publishing Group Inc,
BPG) 3= 70 R A7 BRI R, FELF RO 4%
R AP RRA ) 22 AR BAZ 0T, bt s
AW FRECE B A w] AP i, BRI 4
T EAARAE (IR NTEA ) Mg .
OA B K IR 1A tHRRCRAE, — IR S5 9N Hi hie
o, NS W T AR € ] BRI, AR S AR
K2 (8] A5 BIAE 1, A BRI G 2 3R B4 3L
PDFRRAR, WX 4% R AFN B+ ). 8 ST s,
1E & v 345 = U= PDF, . MBS
R HIR. IESCREE, 1E R, # 7
PiAs. BPGHIAT L MV 1) 4 48 11 BN, 06 75 27 2
AT AR T g AR H AT g R H 43
il R B2 5 OAHI T, e S hied 2/, H o4& [H
bR — U I 2 5 RROK P
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AT AR b BT SR ) SR
(4.2 33 (Chemical Abstracts, CA)) , fif
2% (=550 /1R % SC 4 (EMBASE/Excerpta
Medica, EM)) HM1&Z Hr (S %% & (Abstract
Journal, AT)) HHE FE R E.

1.2 RPE, FEREDTFT, IRPRBT AT, fE R,
SCHRZRIR, W FUPR, IRPREES, TGk, Jwk
oy, WA, SCRMN AR EE, ekt 1]
Ve S E, R, ORISR, B T,
ENERITE, LAk AER.

2 B|EER

2.1 S Fe 4R 5 R 8 R R K A i
GB7713RHEFH AR« FHALIR A ARIB
4 5 % 20, GB6447 X4 S MU, GB7714
N JE S R E RN, GB/T 31798 #Hi AR
ST Gt A S R[] I 30 R ) o B 2 41 1)
Ym3E 2% 1 2> (International Committee of Medical
Journal Editors)fill @ i) (A9 2 BA T4 Re 1)
S —ER(EESH)Y (Uniform requirements for
manuscripts submitted to biomedical journals).
W.: Ann Intern Med 1997; 126: 36-47.

2.2 SIARAEA, TS Z—, nJsia it
KHZ R, AT 8 O I 5 4R
IG5 NIETEIRR, PUS B fIRR. 2% 441
A4 E J AR 2 e R R A (A
LAY CEYM 2 S A
EATIDENERC A= AT DENEKC L7/ S AT DN

CAARART 22400 ) S AP 24 44 40)

K (B2 RINAE, 340, (hEAR
SURIE 2580 ) A DA o i) (2
Y A, KR Al 2 i B T R A vt
HIHr 2, RALHER 2544 GUTPER 2, 1652
R 24 30 R o i) “ w44 BRI, SR ik 44 1]
LB AR SC. 23 A > 4w T T LR S (L
55— 4 FK), IALT, AST, mAb, WBC,
RBC, Hb, T, P, R, BP, PU, GU, DU, ACTH,
DNA, LD50, HBsAg, HCV RNA, AFP, CEA,
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E ¢

4
),
{
(Chemical Abstracts,
CA)) , {

/
(EMBASE/Excerpta
Medica, EM))

(

(Abstract Journal,
Al))

J3aishideng®

ECG, IgG, IgA, IgM, TCM, RIA, ELISA, PCR,
CT, MRIZE. A/ HEEDET R, b3, Bl hifd
A Ar 5 D AUE# T ENIEA44R .
[ 24) 44 1] g PR BB AE LA R I (1) % 25 18]
F, BECSR A EA LG, e Kstroke, K4
fever; (2)%f B il & MARYE b F & ik H
JRFEEE], W)\ 7eight principal methods; (3)%¢
T H A T S ] B B, B BOE PR,
WiByin, FHyang, FHRH2%iiyinyangology, AH
renzhong, < Hiqigong; PG HF & ZE LA A HLA47
75, Wweixibao nizhuanwan( & 410 % ),
guizhitang(FEA 7). 189 N/ .

2.3 FEEXDNFIERMAS B FMAPs.
B ik Bt iv, WUAIYE SFim, B8 v Stip, 2 R iE
Sse, Wi EHicy, sk itia, Hikpo, # B
ig. sS(FHAREE EKS, kg AEE HiKg, mLARES
FML, lepm(J3 5 A 1/min) <+ E%({X 2% 2% ) +
60 = Bq, pH/NAE S PHELP", H pylori INE S ik
HP, 7,685 Bt/ 28 TS, Vmax A g Vmax, phs
5ONFE . FHFHERMAR A7, ARMASR R, 1
AR T AN B A SR A, AR TE.
NEAf . AR, Qw1 B (Helicobacter pylori,
H.pylori), llex pubescens Hook, et Am.var.glaber
Chang(fir % & 71kl 4%); WK, —LLeggit2
TS (AFEAR Bn, Y% mean, triEZSD, FRIE,
AT AP, 1K R Hr); W74 bR U
R TG BB R BT 5 (W, o, P, S,
d, NliNn-(normal, 1E), N-(nitrogen, %), o-(ortho,
£h), O-(oxygen, &, JJHAR), d-(dextro, 4
Ji€), p-(para, XI), {il4n-butyl acetate(Hi R 1E
T'fi%), N-methylacetanilide(V-F 3 2 Fifk 2 i),
o-cresol(Z8 %), 3-O-methyl-adrenaline(3-O-
FIEE IR 2), d-amphetamine(4 iE 2K A %),
/-dopa( £ JiEg% ), p-aminosalicylic acid(X} %
FKMR). LT F K 4i Sin vitro, in vivo, in
situ; 1bid, et al, po, vs; AN CF BRI
&, Wm(5E), VUER), F(01), p(E77), W),
vORE), QUVE), E(FIZRE), S(HY), (I
[A]), (MG, kat), (5% IR, °C), DORH
&, Gy), ARG B, Bq), p(% B, R &,
g/L), c(GKRJE, mol/L), o(RFA 4%, mL/L), w(Ji
B, mg/g), b(F B EE/KIKEE, mol/g), /(&
), b(FESE), A(F ), dF L), R(CEAR), D(EAT),
T s Conas VA, Ty CIZ5. FE R FF 538 % /NS 21
&, Wiras, c-myc; K =9 H K5 IEAK, 4nP16
HH.

2.4 SR [ o B ASE A R A O [ 5K

WCJD | www.wjgnet.com I

PRk, GB3100-3102-93 &A1 FAAL. JFRIK “ 4
B NSO AR 4> TR fn 30 kD
SCAM, 300008830 kDa(M oK S &#HA&, /N5 IE
i, FAbR); CTRFR” NSO R TR
&, A AKSRME, /NS IEMK, FAbR); ]
KA ET B, KA Ru( NG B, iHEH
PEfE+. — K-JEHIH. 75 LRI E ¥ EHIH, o
37.6°C+1.2°C, 45.6% +24%, 56.4 d+0.5 d.
3.56+0.27 pg/ml}¥43.56 ng/L+0.27 ng/L. BP
FikPa(mmHg), RBCE(FH 1 10"/L, WBCX(H
1X10°/L, WBCHI L FH0.00% 7%, HbH g/L.
M B AR ) 5 PAnmol/LEmmol/L3K IR,
ANHIHE He/LEoR. 1 MERIR, 2081 mol/LA
72, 1 NBREZ, 20°M0.5 mol/LERR. K10 cm, 556
cm, =4 cm, MER10 cmX6 cmX4 cm. A4k
fabr —HER AR TE R AL R R, B, M
FREEA. EEA. BRKEA. BEA. I
AHEA. BigHg/L, RZEBREHHAmg/L; %%
i B RE. REA. CO4EET]. AR
iR MR EE. MFEBEEE . =W H . .
LB, EEAR. SN, HAR, BEOd
A, WIER. WLEF. Bk, 4. PURMER. R
JHIG. 2. 4EERA. 4B RE. 44 %KB1.
e RKB2. 4EERB6. IR, SALATHIFA (K
FiEE). B ERRER. K. 20, FIRRER. 2
fii . MR HInmol/L; i M —RE. 2 L
B s R . 4 B B12H pmol/L. 4E 4 ) 5
A HE. AR, ARG, flan, 185, 1s; 2
rBh, 2 min; 370, 3 hy 4K, 4 d; SH, 5 wk; 6
H, 6 mo; WEME @, itk &, S P E Prep AU =
16.67 nkat, XJ#{log, %4tuv, [145r %, FL, ]
BI1X10° g55X107 gz K41 mg50.5
mg, hri{t/ikh, B HEyilimg, K EmMS s mm.
FrARS A T R e a) o, Bl RA S
fd, B R8 mgh] 58 mg/d. fE—AULA HAL
FF5 WA 16 UL BRI, Bl Ge S Ak
mg/kg/d, T N5 limg/(kged), H7F 3R N
NiGEi—. FALRFSBA B ZRIX 4, B,
2 min/N7&2 mins, 3 W48 23 hs, 4 dA 24 ds, 8 mg
ANAE8 mgs. EANH, 15 d; 1578, 15 g; 10%4E /K
K, 40 g/LHEE; 95%iF9kE, 950 mL/LZEE; 5%
CO,, 50 mL/L CO,; 1 : 1 000 g%, 1 g/L'E
bR, B A AT B 36,8 pg/mg, BN E
TR S 1E B R 36.8 ng/g; 10%H] 24 A
560 mmol/LEX 100 /L %7HH; 45 ppm = 45X 10
9o R T 2 A e (SR Pk 33 ) F o/, RIS g3
YRR AR E T, — DL “/kg” FoR.
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2.5 (DA FH /NS 5 (2)F K56 FH 9%
SCREF; ) RTINS 3% (AR
FHR R B 90N S (5)H HE AT NS,
(6)FEA K FH 553/ ny (T)REZE S5 SCRMA K
BP. fEG T E I PR SCFRUR I I H £ A
WEZE R R Nmean =+ SD, “T-14)%1 + A7 iR ymean
+SE. Giit 2 3 1 H°P<0.05, °P<0.01(P>0.05
ANE). wF—FRH HAE—EPHE, W°P<0.05,
1P<0.01; 45 = HP<0.05, 'P<0.01%%.

2.6 A [ bR UEGB/T 15835-1995H!
R b R R R e, 1B ADGE R R
Wy, =S4k, + 8. =151k,
PUBEERE . FLDUiszh. BEHIANS. Sit#3s
KB Af %07, 101000-1500 kg, 3.5 mmol/L
+0.5 mmol/LA%. Il & FIHE A Be i ok FL &A%
BHIREE I, BNn6 34724860005 2 — kS %
AR — N E, ARG — A RE, §
T AL BN N AT R 2. 78— 507 [ mean +
SDJW 2 &R/ A8 72, — A LASDI)1/3 K58
K%, Biltn3614.5 g+420.8 g, SDII1/3iA—TH %
g, “FIIBOEANAE A AL, TN S 3.6 kg£0.4
kg, iITZ A EOFTCE . X 08.4 em30.27 cm,
HSD/3 = 0.09 cm, 1A/ JE B2, T34k
NN NBS R B2 A R L BT
BTN, Mz R, MFsile, KT
STk, WG TS, AT — 07 £ A3 Uk, &M
(B4E “07 ) HS5Z a4 00, KER K a1k
SER, NG IRGER. BIUn23.48, AN/ NS,
TR F23, T AN 1%23.48—23.5—24. 4F F] HK%
@87 3Rk, E 1% E F R AEGB/T 7408-94
BE. 1985447 12H, W 51E1985-04-12;
19854E4 1, 5 1F1985-04; M19854E4 H 12H23
2043 50F0iE 42198546 H 25 H 1013047 11, 5
1£1985-04-12 T23:20:50/1985-06-25 T10:30:00;
198544 H 12 H#2 £ 198546 H 15H 1k, 51E
1985-04-12/06-16, 481 5 1E08:00, T 4F-4HF
FEE16:30. T2 HUIA BT BRE 73 BEK €
3 BE<100, 153 8EML 101< 730 BE<1000,
BB NEOS R AL, AR ISHE. NSRRI
Bl R AP 507, B30 1) 23 /AR B A B0 2, 4n
1486800.475 65. 5B (MBI R AT B FAFAT!

2.7 118 [ K AR EGB/T 15834-1995
BR sS R 5 AV LR, AR TS SCH 1) A) 5 AR
F AR s B b SR A “-7 248, I
F LG 1A 8] F 8523 T, T 5 Z A A SC I
BR80T Ah SO IS 1] S DUE P 2 BE 9
5| [0 U E 5 53 TF, 275 S0k R 3 R — 4
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MEE 5930, Ron & T ks iAFS, WA,
ES. e, 0T, Tk BESHE
WH AT AT ZE; ARSI L IR G5,
i KBA SRR, AEHT AT K.
PRESFSEHE Gk, WS, 25, 5.
RS BTSN PR SESOE TR RS
NI PRI BERE, AE K, W5-FU. 430
FE RIS I RME, RN S,
=IRER RS, BB Rl FR Ak

3 B8t

3.1 7 BA A 1) S Wi SC R e P 2%, i
TG R €, Bl A0 e A BTk, AN A B
%, —HR20N T B CIBEAL” B M
527 EARREE A

3.2 WIXAEENE 4, REPRE SR E
YmiEZS 1 23 (ICMIJE, International Committee of
Medical Journal Editors)ff# ¥ HArERAT. 1E
BRI (DX F BRI B3R
13+ TR R AN H B R OTER (2) i B S EE,
FERF S F BRI N A AT HEOP RS O
(VB AHHERS KR F I e — e AR BLRF
EAAL, 2, 3, R TAEA vTEk g At A AT
N G AEE B A IRT R DT ER N HES,
ZARE AR HE S, W, NEES
4 A TR (IE LR S5 SCRR P A %), (i
FRAENHWRE) ERMAEELNGBEER
O CE Tk, AR NTE AR S E L
A 55 —1E 35 A AL RIBA S 1E

33 EE RSB ERTE G HEA
7 A MR gm b 2R SRR, Mg, 7K
= 5B g 3 = A4 7K T 067000

3.4 e IR, 19944F 163
PR 2GR, YRIM. RENEHN RS
o3 105 BT 5.

3.5 A& BRI 5 PE RN 4R X
BESCATAE DTRR P 345 LR b BRI )1 . ERR
. R 725, k&5 FOF ARk
i PR FEEER. B2, k& HE
Fi~ Mg 2R CH e HRAE 8 A AT R
AR S o A T il SRR A B0 o AT el
BRI ¥ =2 R PETIN AR 56 il AN S5 1R B R
WIS PERRUE J 25t 22 58 h

3.6 NTHRTIH SCE R R &, A
T RIS 46 S AT 32 2 AR A 1 IR AT PR A I 3K
W, B RAT VRS 14, BRAR, ML B FRS 3L
o [F R . kg SR, B, b

118
»
, 100025,
62
D
903 :
010-8538-1892,
: 010-8538-
1893, Email:
wejd@wjgnet.
com; http://www.
wjgnet.com
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AT R A R 2 e I R BE B A DF e e, BTl
TH AL IR I FE AT
3.7 Rl [ o5 B ARRL
P, No. 30224801
3.8 e IR W%, #aR,
330006, VLG4 R ETH RAERE 1S, B E K
B R e A R, TLPEAE IR A RSk
%% . huang9815@yahoo.com
Hi7%: 0351-4078656 % F: 0351-4086337
Wk HIH: & EE
3.9
S AL N TR %, TR R, S0
4 VAN 104N SR B, 5 S — 2
VR W42 DU S PF SR E Jv: 64,
Jatt; B RERE, WAL “-7
IF, ZAEEN A RINE S, g « 5
A7 PIBUEPFE %9 “Lian-Sheng Ma” .
T EAEE, J55 R PR A T
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WE AREHN. ik, g5, 4k, BEEk
oo g5
3.10 ATHE300F oA, N AL
IR (N [ BT 7E A SEATRLAE . HY), 5k
(0 2BV 5 A4 R BT BRI R TR e ) 2 A
i, WE . BEEZIFE, R4 0E, W

RILFEFA SR TR . Fr R4
(1 S I, of JEALDC BE A 4FAE. GBIk FEXS R AL 8
F, L B e KRB, 2 bR dE. AL sy
H, 2 DEEAT SR, A 2 DB ELA
RSO T A 5 R HIF AT, 4 AR (R A Y 2 4G
R, R EHEE, A 28R, EAE
R, ORI, #Ef . BAK, Fra) s
SRR UE 2T B R4 A R B
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