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Abstract: [ Objective] To evaluate the expression of enhancer of zeste homolog 2 (EZH2) , Ki-67 and intratumoral microvaseu-
lar density (iMVD) in human colorectal cancer (CRC) , and discuss their relationship with the biological behavior and prognosis.
[ Methods ] The expression of EZH2,Ki—67 and iMVD (labeled by CD34 protein) was measured with immunohistochemical MaxVision
method in CRC patients followed up over 5 years. [ Results] Positive expression rates of EZH2, Ki—67 and iMVD were 40.91% (45/
110), 57.27% (63/110) and 46.36% (51/110) , respectively. EZH2 expression was positively correlated with distant metastasis (P=
0.024). Ki-67 expression was positively correlated with tumor size, infiltration depth, AJCC stage and differentiation (P=0.033~
0.015). The iMVD expression was positively correlated with infiltration depth, AJCC stage and differentiation (P=0.016~0.034).
Spearman correlation analysis showed that EZH2 expression was positively correlated with Ki—67 expression (r=0.195, P=0.041) ,
whereas negatively correlated with iMVD expression. Ki—67 expression had a positive correlation with iMVD (r=0.213, P=0.025).
Multivariate analysis suggested that the EZH2 expression was an adverse independent factor for survivals of CRC patients (HR 1.965,
95%Cl: 1.019-3.789, P=0.044 for 0S). [Conclusion] EZH2 expression was significantly correlate with the proliferation of tumor
cells and may plays an important role in the metastasis and prognosis of CRC.
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Table 1 The relation of EZH2, Ki—-67 and iMVD with clinicopathology in colorectal cancer

Variable EZH2" EZH2" Ki-67 Ki-67" p iMVD~ iMVD*
(n=65) (n=45) (n=417) (n=63) (n=59) (n=51)
Agelyear
<65 51 26 25 0.123 23 28 0.701 28 23 0.849
=65 59 39 20 24 35 31 28
Gender
Female 46 31 15 0.170 21 25 0.697 29 17 0.121
Male 64 34 30 26 38 30 34
Location
Colon 71 45 26 0.231 31 40 0.842 40 31 0.549
Rectum 39 20 19 16 23 19 20
Size/cm
<5 64 39 25 0.697 33 31 0.033 38 26 0.178
=5 46 26 20 14 32 21 25
T stage
T1+T2 37 26 11 0.431 22 15 0.015 26 11 0.016
T3+T4 73 39 34 25 48 33 40
N stage
NO 53 33 20 0.564 26 27 0.248 32 21 0.186
NI+N2 57 32 25 21 36 27 30
M stage
MO 81 53 28 0.029 37 44 0.383 45 36 0.523
M1 29 12 17 10 19 14 15
AJCC stage
I+11 39 27 12 0.156 23 16 0.015 27 12 0.017
MI+1v 71 38 33 24 47 32 39
Differentiation
Well+Moderate 80 49 31 0.516 40 40 0.017 48 32 0.034
Poor 30 16 14 7 23 11 19
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Our results showed low expression levels of EZHZ (A, bar=50 pwm), Ki-67 (B, bar=50 pm) and iMVD (C, bar=25 um) compared with the
high expression levels of EZH2 (D, bar=50 pm), Ki—67 (E, bar=50 pm) and iMVD (F, bar=25 um) , in tumor tissues from patients with CRC.
The arrows point to the positive staining of tumor cells or microvascular endothelial cells.

1 #EBEALKEZH2,Ki-67fMiMVD EANRRAKLEE

Fig.1 Immunohistochemical staining for EZH2, Ki-67 and iMVD in human colorectal cancer

%2 EZH2,Ki-67F#1iMVD Z B X &

Table 2 Correlation among tumor markers EZH2, Ki—67 and iMVD (n=110)
EZH2 Ki-67 iMVD

EZH2 Pearson correlation 1 0.195" 0.005
significance (two—tailed) 0.041 0.958

Ki-67 Pearson correlation 0.195" 1 0.213"
significance (two—tailed ) 0.041 0.025

iMVD Pearson correlation 0.005 0.213" 1
significance (two—tailed ) 0.958 0.025

1) Significant at level of P=0.05 (two—tailed ).
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A': Overall survival curves for patients according to the low and high expression levels of EZH2; B: Overall survival curves for patients according

to the low and high expression levels of Ki—67; C:Overall survival curves for patients according to the low and high expression levels of iMVD.

B2 SHEMEALEZH2,Ki-67FMIMVDEABSRIZASRRAAEGFEMEXILL
Fig.2 Kaplan—Meier survival curves for CRC patients with low and high expressions of EZH2, Ki-67 and iMVD in

human colorectal cancer
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Table 3 Univariate and multivariate analysis of overall survival in colorectal cancer

Variable

Univariate

HR (95% CI)

Age/ (=65 vs <65 years)
Gender(Male/Female )
Location ( Rectum/Colon )
Size/em (=5 vs <5 cm)

T stage (T3+T4/T1+T2)

N stage (N1+ N2/NO)

M stage (M1/MO)

AJCC stage (MT+IV/ T +11)
Differentiation ( Poor/Well+Moderate )
EZH2 (Positive vs Negative )
Ki~67 (Positive vs Negative )
iMVD (Positive vs Negative )

1.948 (1.044~3.636)
1.197(0.652~2.196)
1.535(0.844~2.791)
2.259(1.241~4.112)
2.768(1.285~5.965)
2.343(1.241~4.424)
5.103(2.781~9.365)
11.328(3.494~36.721)
3.941(2.129~7.296)
1.853(1.024~3.353)
2.213(1.155~4.241)
1.920(1.053~3.501)

Multivariate
P HR (95% CI) P

0.036 2.918(1.349~6.311) 0.007
0.562

0.225

0.008 1.521(0.780~2.966 ) 0.219
0.009 0.618(0.239~1.598) 0.320
0.009 0.977(0.402~2.373) 0.959
<0.001 3.279(1.496~7.187) 0.003
<0.001 8.667(1.498~50.141) 0.016
<0.001 1.344(0.652~2.772) 0.423
0.042 1.965(1.019~3.789) 0.044
0.017 1.047(0.504~2.175) 0.902
0.033 1.149(0.612~2.158) 0.665
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