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REE R 2R FRARERBLA XZF 301700

FIINIL TRE TEMBEEGEIRRAT. Abstract
BACKGROUND

Colorectal cancer (CRC) is a common malignant tumor

EERRSH: e OTFIRISEERST FRaTFrRISHEs of the digestive system. However, its exact pathogenesis
GIFR EMERFEB DB T INFIFEZS T 1eXES 1T and independent prognostic factors are still unclear. In

HEWME: DOEHEBXRERITRIINEZE). No. WQKJ201738.

JWJW this study, we analyzed the expression of enhancer of
BREE: EEE. TEEN, 301700, TR EXiGH EEINHE zeste homolog 2 (EZH?2) and vascular endothelial growth
1008, BEX ARERDZIEIMY. 15022371856@163.com factor (VEGF) genes in CRC by using bioinformatics

method and their relationship with prognosis. The

WIS A 2019-12-17 expression of EZHE2 and VEGF proteins and their

{BOEER: 2020-01-15

SIEOHR: 2020-02-25 relationship with the patients’ clinical characteristics were
TEEREAREIER: 2020-03-08 detected by immunohistochemistry.
Alm

Relationship between EZH2 and To investigate the expression and mutation status of
VEGF expression and prognosis in EZH2 and VEGF in CRC and their relationship with

P prog p
colorectal cancer clinicopathological features and prognosis.
Li-Gang Yu, Su-Qin Chen, Guo-Liang Mao METHODS

The expression of EZH2 and VEGF genes in CRC and
tumor adjacent tissues was compared in the TCGA

Li-Gang Yu, Su-Qin Chen, Guo-Liang Mao, Department of General
Surgery, Tianjin Wuqing District People’s Hospital, Tianjin 301700, database, and the mutations of EZH2 and VEGF genes

China were analyzed. The expression network of EZH2 and

Su-Qin Chen, Department of Pathology, Tianjin Wuqing District VEGF genes was established with the STRING database

People’s Hospital, Tianjin 301700, China and the key genes in the network were screened.
Supported by: Science and Technology Program of Wuging District, Accord.lng to the EXPI'ESSIOH of EZH2 ?nd V,EGF m
Tianjin, No. WQKJ201738. tumor tissues, the patients were divided into high and

low expression groups. Cox regression model and log-

Corresponding author: Guo-Liang Mao, Chief Physician, rank test were used to compare the difference of total

Department of General Surgery, Wuqing District People’s Hospital

of Tianjin, No. 100, Yongyang West Road, Wugqing District, Tianjin survival and disease-free survival between the high and
301700, China. 15022371856@163.com low expression groups. In addition, 80 patients with
Received: 2019-12-17 CRC who underwent surgery were selected, and their
Revised: 2020-01-15 cancer tissues and adjacent tissues were collected. The

Reishidenge ~ WCJD | https:/ /www.wjgnet.com 155 2020-03-08 | Volume 28 | Issue5 |



TN, 5. EZH2AVEGF S B PHRIAE SR B NE A R EVEZ DM NGIE

expression of EZH2 and VEGEF proteins in the above
tissues was detected by immunohistochemistry.

RESULTS

Analysis based on the TCGA database showed that
the expression levels of EZH2 and VEGF genes in CRC
tissues were significantly higher than those in matched
normal intestinal epithelial tissues (P < 0.05), but they
had no significant correlation with clinical stage of CRC
(P > 0.05).The mutation rates of EZH2 and VEGF genes
in human CRC were 1.5% and 1.9%, respectively, and
there were significant differences in the expression levels
of EZH2 and VEGF mRNA in tissues with different
EZH?2 and VEGF mutation statuses. There are 22 proteins
in the network. The average interaction index of each
protein is 10.5, the regional aggregation index is 0.8, and
the protein enrichment was obvious (P < 0.01). EZH2,
DNMTI1, HDAC2, YY1, and SUZ12 were screened as
the key genes in the network using Cytohubb software.
There was no correlation between the expression of
EZH? and VEGF and the total survival time of patients
(P > 0.05), but the disease-free survival time of patients
with high expression of VEGF was significantly lower
than that of patients with low expression of VEGF (HR
= 1.8, P < 0.05). Immunohistochemistry showed that the
positive rates of EZH2 and VEGEF proteins in CRC tissues
were significantly higher than those in adjacent tissues (P
< 0.01). The positive expression of EZH2 was related to
tumor diameter, differentiation, and Duke stage (P < 0.05).
The positive expression of VEGF was correlated with
degree of differentiation and Duke stage (P < 0.05).

CONCLUSION

EZH?2 and VEGF are up-regulated and mutated in CRC
tissues. The high expression of EZH2 and VEGEF is related
to tumor size, differentiation, and Duke stage, and can be

used as potential molecular markers for the prognosis of
CRC.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

Key Words: Colorectal cancer; £ZH2 and VEGF genes;
Prognosis; Immunohistochemistry
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FUARM. AFRBEEMNEEF T ETHNT
zeste 2 B ¥4 5% T ] IR #12(enhancer of zeste homolog 2,
EZH2)Fe dn % P & K B - (vascular endothelial growth
factor, VEGF)A B ECRC ¥ ) ik 5 A LA 8k
TG 69 Beft. I+ K Sk siteten] T EZHE242VEGF
FOFAHFEARLE EFHERFIEN X &,

V=14
FAFTEZH2#2VEGFACRCY ¥ %35, REHARL
5 ERG RIRFAFIEATRG 0 £ &

Tri%k

BARAETCGARIEE P WREZH2 A VEGF, A
MRNAZE W & A e o AL P 09 K GA, ) BT 47
EZH2%=VEGF# R 84 %2 T H oL, K A STRINGH ¥ &
3 2 EZH24=VEGF 3 B Ak P 2851 i i P 2% P 69 X
YRR ARIEEZH2AVEGF M 95 20 27 o 64 ik 4
A B FEGA A, Coxml JAEA Log-rank# B FL 4R Z 1K
FAMBHE AL RRERAEGR LS
Bl BP0 B F K &%, @I EH BA R AR
LR, KR IR A EAL S R ik 48 42 P EZH2
FoVEGF% & £ ik KT

ZR

TCGA# ¥ % B REZH2AVEGF A B JECRC4LLR
e kAR REFS TA R IET LR AR
(P<0.05), M5 i B 09 s R B SE L A48 K1
(P>0.05); EZH2FVEGFA R AR & F 809 & H 5
) A1.5%%21.9%, LEZH2A»VEGF R B % & 4148 ¥
mRNAF A RTFH LR L EF. W& PIEARNE
8, 2Ea-FHAAEERBHEA105, RRRESRHK
#0.8, &% 85 %9 2.(P<0.01). CytohubbZk 44 i % i
EZH2, DNMTI, HDACZ2, YY1#=SUZI12 73 P 47 44 %
AW, EZH2AWVEGEFS kit 5 &5 S A A1
FAREPE(P>0.05), M VEGF & & ik 40 8 % sk Jm it
Je 2 B0 R EAR TR A 4L (HR = 1.8, P<0.05). %%
2A4L R, EZH2 A= VEGF 12 1 5 28 2% v &4 [P R GA &
HBESTREFEL (P<0.01). EZH2[MEEE S
SR IE B4R AR AeDuke s M A £ (P<0.05). @
VEGFatt £k 5 1 5 & 4 A2 E A=Duke s 41 4
JE A8 # M (P<0.05).

it

EZH24VEGFEMEHA LT ZIH B LR LR
T, EH ARG R 54 E Dukesr A
X, T VEA TG e T AR EY.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.
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AZDIRE: zeste 2k F 3% 7% F Fl R #2(enhancer of zeste
homolog 2, EZH2)A=r.4" M 4 % B -F(vascular endothelial
growth factor, VEGF)Z BF)mRNA 12 17 J& 20 2% 7 64 & ik KT
923 TR 5B AR. EZH2E G Mk R iA 5 W At 7
A2, A FeDukes A X (P<0.05). mVEGF%& &
MaE A 5 R IR & 5 F B AaDuke 1A £ (P<0.05).
EZH24=VEGFA 2 R A W & TG b e 0 T A5 &40,

TN, BRRZE, EBR. EZH2AVEGFABEREPNRAESEEM
[ERALEWESZ N RENE. BFRENHIAE 2020; 28(5): 155-166
URL: https://www.wjgnet.com/1009-3079/full/v28/i5/155.htm

DOI: https://dx.doi.org/10.11569/wcjd.v28.i5.155

053

JHIRE LA T 9 2 A R, 36 R AR 45 B (colorectal
carcinoma, CRC) KW NBCA15S 0/ 45, JET- N4
53, TR W IE 4SS B R D) R R4 T A A, (2
AT 25 BT 8 2 TR s T A R A
B B AP BT CRCIRIG AR B PG i
UF, TS TS B ERY. B A, X T CRCHUS AR
KR ZEI TN, BB TNMO TG L R &, [F
I, T RBE S 7 T A ROR B W, 45 B )
AL EAT RN LB B, e R — N e 2 d
K2 0 BRI o AR 2D, fE il i, ZHhE
T2 5 H i zeste LK 39 58 1 [ Y5 #)2(enhancer
of zeste homolog 2, EZH2)F M4SN iz A4 K [K -F(vascular
endothelial growth factor, VEGF) ", EZH2HEDH & FLi
zeste 3L KG9 11 N 2K [FJEY), ZPcG(Polycomb Group)
FERF RN E B A 2 —. EZH2RE08 (2 240 ot 4
R A T B, AE 2 PR AR R Ras, SRR
TR PSRN RE35 Tf 2 U AR DS, T PR i i A e A% 5 1
A B DIAR IR, VEGF A g I A8 A il i) B2 R, AR
K55 IR i T A AR A O, AT, FRATTE %6
KRG BT, S WEZH2A VEGFRERITE e vh
IR M T ARG L 5 BFE TR ISR, TR
HACKT Bk A5 B AT IIE.

1 MRS

1.1 A4

1.1.1 EZH2FVEGFA R £ %15 &5 54 HIlE
TCGAKE v LU EZH2 FI VEGF3E A mRN AE e
B A 55 R )3RI5, RN A EZH2 MVEGF
BRI AR E . STRINGHEHE % (http://string-db.org/cgi/
input.pl)"XEZH2HIVEGF K AR B A F R T W 25 43
Mr, IR, FEFE AL 7200, HEEARRE
15K T0.7. IRIEEZH2 M VEGF R mRNA ik v o7 %
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B o N IR R IE AL, Cox BT Log-rankfa 46 LE
LY I S AR} /h Y e WS NA R 2 1 by by S b a1 3a o o ey
TEAEZE 5, P X e (hazard ratio, HR).
1.1.2 EZH2#=VEGF# ik 'g Ffk - K AR W
A R FE R AR (gene ontology, GO)X VEGFAI
EZH2EE AR DG AT Dhie & 4k, Giadpug sy, o
T INREAAE YL RE3ANZ ™. [FIEF F STRINGH
JEERE AR ELAE FH 2R (1 R 8 R A 1 N LS K052
1.1.3 EZH24=VEGF & &34 5-47: fFETCGAZHE P2, K
W SEZH2MVEGFR R ILRIK R R, M SEZH2FVEGF
FEPRAEAE AR M Bk DR AT SR, [R] IR B A AT 471
FHIF IR T N R 2N SR R AT 40 B, TH B spearman
FHR ZREL
1.1.4 A5AF AR B IRBALE R A [T 78 5E2015-
01/2019-061A0 75 1807 CR C 585 [y B Fljes 55 2H 4R
A BFHINBE: BF A2 W NCRC; R AT AR
ZHHBNGYT; LA I HAD RGOS, B HL R
AIRINE 83 B K @ R R 2T it R = f. HERR AR
#E: B CRCIZWI A, RFTHSE B BT 8L
TBTT A I HAh R G R I A R [ A e R
AT A T4 R T RS XN REE B 2E AR B 4
Hek. K S gL UL 2 SPIEAG I EZH2 AV E G FAE i
ZH N 55 4H 2 ) 3RIB TKT B 5 BB 3 W DA AR AAE
(112K &. EZH2MIVEGFH L EHLAR(RITA, —ht), S8
H 3£ E cell signalingA#]; RPTRHRP( PP, WH
FHEsigmaA F); PBSZEMR, W4 B B i) TR
HIRAH.
1.2 % % BEZH2RIVEGF %2 AR ZHEbR A AL BE J
G A AERAE: (DB KL, ALY A BT ok
12110 min, /K ZEHZIES min, 95%, 80%F179% 2. K%
FIRIES min; QPUEBE, KIBHMAN0.01 mol/Lik
FRENZE95 °C, TNV F 15 min; (3) I 44Uk gutn, 4%
BelEfam B 2 B KA. PUEMEE . Wn—Pur —t,
N ERTAENE 2 Sa Y R

it AL TR SRHISPSS 19083047 Si it 24 Ab 7,
HEORER R 80R, A BCR i 2B
KR EL AR Lo g-rank AR 56, 22 D R A A7 /0 WK
Cox[FIHEAY, P<0.05F % T A Fiit 5 L.

2 B8

2.1 EZH2#»VEGF/CRC ¥ # &3k TCGA%HE &
IR, EZH2RVEGFXN{ECRCH S [ FRIE KT8 3%
fe T IR B 1 R L 4(P<0.05), TIEZH2FVEGF
BEPR IR 5 e 585 (R0 PR 0 9 906 BH SR AH S
(P>0.05)(E1).
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A 6 B F =334
o e 6 1 Pr (> F) = 0.0196
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COAD READ
n(T)=275;n(N)=349 n(T)=92;n(N)=2318

Stage |

Stage [[ Stagelll Stage[V

1 EZH2AIVEGFELEEMBEIPNRARE SBEIRRDHINFEER. A: EZH2IEAmMRNALEN R E s s ROk, B: EZH2HEH
mRNAEAFIERD B EE DO C: VEGFRIRmRNATER)E B E A S RES AU P ILEES D VEGFREIAmRNALE A GRS
ﬁﬂﬂ%@%%qjﬁgtt%? EZH2: zeste%f%ﬁ%ﬁl?ﬁ%& VEGF: [ﬂl%ﬁqﬂiﬁzﬁ%

2.2 EZH2#VEGF Y b5 & EZH2AVEGFIE R Y%
TR AR ALY A AT D RE 32 B A3 ) AR T A R
. ESC/E(Z)E AR e I i A= K IR T30 2 44
WPEGRD.

2.3 EZH2#=VEGF & R R % 5% EZH2RVEGFREFAE
N T B RAZ 23 5 91.5%A11.9%, HEZH2HIVEGF
ANTA TS 2 ImRNA I 7K P AR AE B B 22 57 (K12).

2.4 EZH2#=VEGFAR ZAF ] M %23 #7 EZH2FIVEGF#4
A EEHEAMLS, MghtE22ME, FEET
VI EAE FHFRECN10.5, XECEREFRRENOS, FEAE
£ (P<0.01). CytohubbfR ik tHEZH2, DNMTI,
HDAC2, YYTHISUZ12 9 W % Hh 1 B R (1E13).

2.5 EZH2#VEGF 3 £ 94 EZH2FVEGF}ER IE
B R FIE I FE R AT 1 R4 #r (8l4), NCAPG2(r
= 0.69, P<0.05)RIPBXIPIFEF (r = -0.22, P<0.05)%) %
TEZH2EH TE A LK IS (ESAL B). MIGTPBP2(r =
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0.598, P<0.05FIPECH5VEGF(r = -0.38, P<0.05)%3 %I+
VEGFEERIE AR RIS (EISCL D).

2.6 EZH2#=VEGF &4 5 & 4 U a3 H 754
U RIS A R KRB 2, SR Cox [l AR 2
Hil2E A7 2%, Log-rankf 36 . /REZH2MIVEGF &Ik K 1A
{5 R B AEAR AR TOAR N (P>0.05), T VEGF R4k
YR F TR R AEAF I B R TR FE L (HR = 1.8,
P<0.05)(K6).

2.7 EZH2#»VEGF &k 56 KRB A IEX 7 EZH2E
BERIE T i 40 B 1 40 B A%, 5 AR 2 UREIR (]
7). EZH21E i 21 43 (1) BE 4 3R 22 05 63.8%(51/80),
TE 55 A I BHPE R 1A 26 86.3%(5/80), J 421
EZH2MHMRIEREZ " T EEHAL (= 58.13,
P<0.01). VEGF#ik T4 )i 21k, VEGFAEN B3
e ZHL 25 P ) B 1 2R 0K 2 60.0%(48/80), o T 57 41
4126.5%(21/80), %74 Giit 28 (" = 18.58, P<0.01).
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R 1 EZHZNVEGFERMBREYF IS

EHRIDEE EREITH BERER PE
EYIIMIFE

BIBIEEE 18 1594 3.47E-13
MIEIEIEEE 15 878 1.03E-12
ERFTANEE, RINEE 9 117 5.19E-12
MEAREERFESEE 6 16 4.18E-11
ERTANER, RMWRES 10 251 4.18E-11
ARE/BII TR EEE 8 96 5.73E-11
ERRBRIRIEYIEEE 9 178 8.25E-11
ERTANEE 16 1670 1.14E-10
M IEAIEE 21 4454 1.51E-10
BRI

ESC/IEQEBIR 7 11 4.42E-15
PCGEBESEY) 8 33 5.02E-15
PAER 10 489 1.86E-09
ZIEBR 9 333 1.86E-09
swi/snflBZIEELECEY) 6 67 3.98E-09
=SEBRES 17 4792 3.34E-06
Esc/EQEEIA 7 11 4.42E-15
DSIDRE

MEARREKBTAEZAEME 5 7 1.93E-10
F;NA%E\ DEHBE) SRR 9 157 J—
SMDNALS

BIERIMEDNAGSS 11 1047 2.46E-07
EOBa RIS E 6 180 9.92E-07
N, (FRTEBR 13 2176 1.43E-06
HEBR B EM 4 39 2.35E-06
HEBRBHGSES 5 110 2.35E-06
B HRMLAERSE 43 2.42E-06

EZH2MAMERIE G B F A E0E . s R A 30 R0 g
HAATH EAH M @P>0.05), TEZH2PH MK IE 5 s 2
TR E D uke s A4 9(P<0.05). VEGFIHMERIL 5
I B o AR FE I Dukee 73 WA LEAH DM (P<0.05), T 5
HoAth s BRARRAE TG R (5R2).

3 1iE

EZH2 M R izeste BRI 58 1 [RIEH)2, (£ 2 Fp IR )
RAERBETEINEZEN. ZERE)RERIETRYS
2 ol SR i gRe 1) S P R AT G, BZH2 /2 19964E )
HobertZ K H B REXURAE RAIT1ERIL— A8 A,
I A 44 NENX-1. B N AA S ERBE AT VavAH BAE
H, 7R Wzeste NI 581 [E(2) [ KRR, £ N
EZH2EERGE N T NTH 0 AA375IX, NEMEAE &
PcG(Polycomb group) 5 i B B b 2 —. BEAERTFL R I,
EzH2ZIA 7= vl LU i3 Jirv g 200 3 5 S 1 15, 7 2 Fh
AR A A e B . FLME . s, BE
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SR R R, (BT EZH2S 45 i (1) 9%
R, S5k A RIE. RERBEEY
EAT NI R RIEA R 2E.
VEGF/&19894FEFerrarratd 5 K MIFHIE 1), VEGF
5y T EAE34-45 KD ], W F0Rn e & T /MR AT A A=
KPR F FMR M — 53,75 NRFISh Pk N 1) SR 4 25
T2 A0, AR AEFH L, 7E R 2R B 21, b
A REI M A RA KR 7oA"Y, VEGF & —FiEE
FEAEZ PSRN Dy Re SRR A IR, X iR
R R J 5 MR B R ) B R A R 3 LA P R 4 A 42
o5, WOk Hof 4 B N R4 i A R R L E e
RINOVEGFIEA A VEGF-A. VEGF-B. VEGF-C.
VEGF-D. VEGF-E. fiftEK K F(placenta growth
factor, PIGF). VEGFZ%H, VEGF-A & FZE 1 1M =
KT, XTI N Rz AR KR R, BTbA &
(A et iR o Rk, B AR Tk, X FVEGF-ARIMEH 5
YR RO FOEM, 04, AN A KE T O
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R 2 EZH2RIVEGFEBRA S IR ImARRIERHIEZ BRVAEIE

SRS g0 EZH2 Pl VEGF -
PRI = 51) BRI = 29) BRI = 48) A% = 32)

143l 0.72 0.86
S 49 32 17 30 20
158 31 19 12 18 13

FHR () 0.79 0.62
<50 25 16 9 14 11
=50 55 35 20 34 21

PrYERERAT 0.29 0.17
)i 35 26 9 24 11
=17 45 25 20 24 21

fPEBER(cm) 0.01 0.23
>5 34 27 7 23 11
<5 46 24 22 25 21

MEIRE 0.03 <0.001
=YEEs)id 12 11 1 12 0
(Ve axd 68 40 28 36 32

DukeZ)Hf 0.04
A/BHR 45 20 25 <0.001 22 23
C/DHR 35 31 4 25 10

A rofled in mutaton (L LLURE ]| R Rl L LLLLLLCELT IR LLLLCET LR LER T
profled n putaton LLCCEETLULLLCCEER LT LR

E2H2 Gl LU TR

Genetic alteration E Missense mutation (unknown significance) No alterations Not profiled
Profiled in mutations I Yes No
Profiled in putative copy-number I Yes No

alterations from GISTIC

5 profled in mutaton TR Rl R | LR LLLLLLELLLLER LR LR
Profied n puttion LCULLEEEELLL DR LR LR

VEGRA sl LR EE LT

Genetic alteration i Missense mutation (unknown significance) IAmpIiﬁcation I No alterations Not profiled
Profiled in mutations IYes No
Profiled in putative copy-number I Yes No

alterations from GISTIC
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Cc D
o 4 =
g * Missense (WUS) &
< 3 | Not mutated =
3 | o Not profiled for
; 9@ : <
<Zn: s mutations =
3 2 . &oﬁ o Gain &
L o
= | géﬁo Diploid S
g 1 o o Shallow deletion ¢
c ) g
204 o 2
4 » o
8 = ~ 5
o -1 1 o, b
< —a— o8 <Z(
E ® (o4
g -2 - o €
~ =
z 5
N 2

3 T T T >

% 9 (o)

2, >

%, % 7

%
%
&
%

EZH2: Putative copy-number alterations from GISTIC

12
o * Missense (VUS)
10 o Not mutated
o Not profiled for
8 mutations
o Amplification
6 °© Gain
4 1 e Diploid
o @ Shallow deletion
2 - odp
Q4
0 o & -
.-~ free. —b—
2 A »
-4 -
T T T T
5 Y ®, %,
%, %
7

VEGFA: Putative copy-number alterations from GISTIC

2 EZHZRWVEGFERTEDM. A: EZH2FERAE I 2 ARG L B: VEGFEER{ER I TIN5 1E 0, C: EZH2RRIANEI AR AP ik
KPS D: VEGFRRARZ AR A LA F5R KR 4% . 128 A5BA R EZH2: zeste JE KM F-[HEN12; VEGE: &N KN F; VEGFA: (8

NEARAFA.
A NOS3 B
'\‘Q%?w/ —i'ﬂ}\!
. ﬁ%ﬁ‘-”lﬁ?\ 1.' NRP2

o,

o

Ny,

.

TN

Oeawis  Sype=
\\..'\'/’ NP7
3 4%.}“"‘;‘?}“’6;

3 EZH2FOVEGFBEERMLE. A: STRINGEWEZENEZH2AIVEGEFH L /E NS B: W2 e s L R Tk, EZH2: zeste ZE[RIHEE T[]
JE2; VEGFE: IMAENREARIA T YY1: BAFHET1; DNMT1: DNAFEFLRSER; HDAC2: HE £ UIN; SUZ12: ZEEHE A1R12;
IGF1: B EA KN T1; EGE: R/EZAEKIAT; HIF1A: 505 SR 1-1A; RBBP4: MBI RHIIEIRLE &8 H4; HDACT: &R EEG1;

EED: INIGNAE % B L RBBP7: (SRR Es 2 & B 7.

BRI TR (1) L5y 3, KT VEGF-A. VEGF-B.

VEGF-C. VEGF-D. VEGF-EZ A7 H1F R #
R TR TR R R R R AR I R AR K IR 2
VEGF 1520, BRItz Ah, A M H AR T SRFEH -+
ERES HH A, KEE A2 R 22
AN, DARABAT 2 T A B R, IXSEH 2 IR 2 5 i

Baishidenge  WCJD | https:/ /www.wjgnet.com

v Ak

ARAFEFNTE FE 1 R, AR — BRI TR] P, 2 Bl Rg 2H 21
MIGH AR 7, e A P R 40 A K R 7 2 2 T 7
f F SRS Y, VEGFR AR IA 5CRCEE
KA FHE R D.

FEARTFTH, TATE SR HEME B INE, ot
EZH2MVEGF3E RN B MR TG LRHS
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F1INI, %5 EZH2RIVEGF RS B POVRIAE DB E TSR AR

(8}

N
......

e ¥ &8 o V¥

ENRAERKAT

1l

4 FZHZRWVEGFRENFERIERIADM. A: EZH2IEARFFGREIN; B: EZH2NSERARIA, C: VEGFIEMFERIZEN; D: VEGFHIAH
VEGE:

K FRIRFLIN. EZH2: zeste FE RIS 1-[FEH)2;
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Pearson-correlation: 0.6852
P value: 7.49e-54
Sample size: (7 = 379)

Pearson-correlation: -0.2246
P value: 1.014e-05
Sample size: (7 = 379)

13

12

NCAPG2
PBXIP1

9.0 9.5

EZH2

10.0 10.5

Pearson-correlation: 0.5773
P value: 4.639e-35
Sample size: (7 = 379)

8.5

9.0 9.5

EZH2

10.0 10.5

Pearson-correlation: -0.3762
P value: 3.472e-14
Sample size: (n = 379)

12 A

13 4

GTPBP2
FECH

11
VEGFA

)

12
VEGFA

EZH2RIVECGFIEPUBRIREER. A: EZH2EMDEIAEN; B: EZH2 DA AIK; C: VEGFIERDERIAER]; D: VEGFIUHEAIA AN,

EZH2: zeste FERIESEF[EEYI2; VEGE: BN AR NCAPG2: JEQLEARLE 2R P Res (R T ARGV EL2; GTPBP2: GTDIEREE 2.

BETEHIR R, R REAN R EYE RS
BATIAE. AW1E B tas R xR, et EZH2
AIVEGFZRIE K355 T 5 B IE# I A Y, $R
EZH2MVEGFRER TN W R A R el Bk T &
BRI, [RIE, FRATTNLH B804 e b S s 44k th 5B
R EZH2MVEGFE ARk R B E =T
IEHEAERE, 54016 B g R —8 TCGARUREF
W, EZH2MVEGFEERISAFAE R A8, HAR A
A BRI DB 22 57, U B EZH2 FIVEGFRIA /KT
A g5 SRARRIUAEAE — 2 ISR

MR 3 R 7 Wi 4H 23 R 3R K o0 v sk A
#H, KA Cox [l AR 22 11| A A7 28, Log-ranki 56 .7~
EZH2FIVEGF SR KIA A 5 B B A A A T AR
(P>0.05), T VEGF = 2214 4H 538 To e i3f Jig AR A7 1 e 2%
R FRFIEH(HR = 1.8, P<0.05). Ui I VEGF = 1k
FEA K, 4087 B R W] i85 VEGF R 2R & g s
B FE AR A I ok, (H AR U TAL
HIA R — VR
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EZH2MVEGFHH EAEHEB ML, EZH2,
DNMTI, HDAC2, YYIFSUZI2FE IR Noesg RE A, ik
FERK 2 2 5 M (1) 73 R TE AR 28 e F A= ) i 7
BB AL NTNN, VEGFRIN w3k 85 T
TR AAF IO, s 2k R e J A TS AN R fE i
K 2=, HA O UG 151 hr &4,

NEER

EREE
SCHRTREEZH2 AV E GFAE 2 P s AA i 9 v sy 2R 1A I
S kA KRB AT A K. EZH2H
VEGF{E 45 H ¥ (colorectal carcinoma, CRC)H)RIA
Je 5 B m AR B IE S T Ok R AN,

foad'v /74
AW FE A E BT R ITEZH2AIVEGF/ECRC
R, METIEE LS BETUERA. FRER
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A Overall survival B Disease free survival
1.0 + —— Low EZH2 group 1.0 —— Low EZH2 group
— High EZH2 group — High EZH2 group
Logrank P = 0.45 Logrank P = 0.72
08 | HR (high) = 0.85 08 HR (high) = 1.1
' P (HR) = 0.45 ' ; P (HR) = 0.72
... n (high) = 180 G = = n.(high).= 180
= : . “n(low) =180 f n (low) = 180
E 06 _ | T S | e SO T g 06 |
z c
5 - i i
€ 04 1 2 04 -
g _ g ey
0.2 B 0-2 1 ey
0.0 0.0 |
T T T T T T
0 50 100 150 0 50 100 150
mo mo
C Overall survival D Disease free survival
10 . —— Low VEGF group 10 . ——  Low VEGF group
— High VEGF group — High VEGF group
Logrank P = 0.48 Logrank P = 0.0067
08 4 HR (high) = 1.2 0.8 4 TS eens e HR (high) = 1.8
' P (HR) = 0.48 : P (HR) = 0.0076
n (high) = 181 n (high) = 181
i SISTIRRY (low) =181
E 0.6 - L 5 0.6
s : g
] 5
wn
€ 04 4 < 0.4 4
g g
& g | T
0.2 4 S 024
0.0 0.0 |
T T T T T T
0 50 100 150 0 50 100 150
mo mo

6 EZH2RIVEGFRIASBEWRXAERML. A: EZH2RIA SR E LA A; B: EZH2RIA 5pm B E ORI AL A; C
VEGFFRIX 5B & /TR A D VEGFER SRR & LRI RATTI A, EZH2: zesee FERIGE T HIRYI2; VEGE: ME N AR
T HR: X

7 EZH2FERREDORZRIA. A: EZH2IHME K, B: EZH255 MHI: #61K; C: EZH2RHIL:F3K; D: VEGFIIEFSA; E: VEGESSHMEZSX; F: VEGFS
FEPEZRR. X 200. EZH2: zeste FRRIESE T FIJFA02; VEGE: &N A KA
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FH s AL S I FEZH2 FIVEGF R (A RIA K F 5
CRCEH IR EAFE RIS R, Pilb A0S Babrss 2.

Fostg=f
PRITEZH2RIVEGFAECRC ik 1 5 [ 35 1l A B A
FiJE (K196 R, HIWELAEACRCHIG 7 TAR S AT 471

Eoaliy

FETCGAKRE W EZHO I VEGF R mRN ATE [
it R A 55 2L 2 K R M EZH2 I VEGFEE A
I X245 I I 285 v 1 R L TR LU EZH2 FIVE G F
AR R IE B FH B AR A RS E
5 R B A U I R A EZH2 RIVEGF
HARBKE SIS BE IR KR,

EZH2FIVEGF{ECRCH L 1R IR I 1(P<0.05).
VEGF i 35 48 5 o 1o e A A7 1 i B AR THICER
IAZAMHR = 1.8, P<0.05). EZH2FIVEGF & 7 i 441
HH ) BE 1 A 2 35 W 3 v TR 55 4 24(P<0.01). EZH2
PHE R IE 5 i PR B AR SRR fDuker #AH
K(P<0.05). TVEGFFHPERIE L ks B o AL FE LN
DukeZ} HIAFFEAH I (P<0.05).

Eoalipr- g

EZH2FVEGF RmRNATE i 41 4L (22325 /K- B
EEmssERAS, B FRER gL E ARIEKTE
BHEMMBEER. S FEE M Duke s 5 XK.

b=l =A
SR =

EZH2MIVEGFA 2 SN e U (¥ 72 71 hR ).
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