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Expression of ZICI and its prognostic value in human endometrial cancer

GU Xing", CAO Fang", HU Yongwei'", DING Houzhong', PU Shaofeng’, LIU Qin'“(1. a. Department of Gynaecolo-
gy and Obstetrics, b. Department of Surgery, Kunshan First People”’s Hospital Affiliated to Jiangsu University, Kun-
shan 215300, Jiangsu, China; 2. Department of Gynaecology, Shanghai No.6 People’ s Hospital, Shanghai 200233,
China)

[Abstract] Objective: The aim of this study was to determine the expression of zinc finger protein of the cerebellum
1 (ZIC1I) in endometrial cancer tissues, and to investigate its correlation to clinical parameters as well as it prognostic
value. Methods: We selected 43 endometrial cancer patients from Kunshan First People’s Hospital Affiliated to Ji-
angsu University and Shanghai No.6 People’s Hospital during January 2008 to November 2011, and collected tumor
tissues and corresponding para-carcinoma tissues (2 cm or more away from the primary lesion). Immunohistochemis-
try, Western blotting and RT-PCR were used to determine the expressions of ZIC1 in 43 endometrial cancer samples
as well as the normal adjacent tissues; the association between ZICI expression and clinicopathological parameters
were analyzed, and its prognostic value was investigated through 5-year survival analysis. Results: A significantly in-
creased expression of ZIC1 was observed in endometrial cancer tissues compared to that in para-carcinoma tissues,
for both mRNA and protein levels through RT-PCR and Western blotting (P<0.05). ZIC1 was highly expressed in en-
dometrial cancer samples with a positive rate of 72.1% (31/43), while the positive rate in para-carcinoma tissues
were 39.5% (17/43). Moreover, ZICI mRNA was significantly correlated with lymph node metastasis and FIGO stag-
ing (P<0.05); the 5-year survival of ZICI patients was significantly higher than that of ZICI" patients (66.7% vs
38.7%, P<0.05). Univariant analysis revealed that the hazard ratio (HR) of ZICI (high expression vs low expression)
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was 2.66, 95%CI: 1.07-5.89, P=0.047; and after the adjustment of multivariate analysis, the result showed HR=2.25,
95%CI: 1.36-3.71, P=0.002, indicating high level ZICI was closely related to the poor prognosis after endometrial

surgery. Conclusions: ZIC1 plays an important role in the occurrence and development of endometrial adenocarcino-

ma and may be served as a promising target for the therapy and prognosis of endometrial adenocarcinoma.
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Fig. 1 Expression of ZIC1 mRNA(A) and protein(B) in EC

tissues were higher than those in para-carcinoma tissues
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Fig. 2 Expression of ZIC1 in EC and para-

carcinoma tissues (x40)
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Tab. 1 Associations of ZIC1 mRNA expression with

clinicopathological characteristics (n)

ZICI mRNA
Variable N High Low Va P
expression  expression
Total 43 31 12
Age (ta)
<50 8 6 2
0.05 >0.05
>50 35 25 10
Tumor differentiation
Well/Moderate 31 21 10 041 005
Poor 12 10 2
Tumor size (d/cm)
<4cm 37 26 11
Sdem 6 s ] 0.03  >0.05
Lymph node metastasis
Yes 22 20 2
. <0.01
No 21 11 10 793 0.0
TNM staging
/1 30 19 11
>
il 13 12 | 248 =005
FIGO staging
1/11 28 16 12
<
il 16 15 1 491 <0.05
Myometrial invasion
<50% 20 14 6
~50% 23 17 6 0.08 >0.05
S-year OS
Survival 20 12 8
Death 23 19 4 583 <0.05
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Fig. 3 Kaplan-Meier survival curves for high expression and

low expression cases of EC regarding ZIC1
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Tab. 2 Univariate analysis showing independent predictors

of overall survival according to the Cox hazards model

Variable HR 95%CI P
ZIC1 score: High vs Low 2.66 1.07-5.89 0.047
Age(t/a) 0.87 0.63-1.19 0.395
<50 vs =50
Tumor differentiation 3.42 1.39-8.37 0.007
Poor vs Well/Moderate
Tumor size 2.51 1.39-4.51 0.002
<4 cm vs>4cm
Lymph node metastasis: 1.47 1.13-1.91 0.004
Yes Vsz
TNM staging 2.63 1.21-5.69 0.014
I+I1 vs IH
FIGO staging 1.67 1.03-2.72 0.039
I+ wsIlI
Myometrial invasion 1.45 0.71-2.94 0.303

<50% vs>50%
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Tab. 3 Multivariate analysis showing independent

predictors of overall survival according to the Cox hazards

model
Variable HR 95%CI P

ZIC1 score 2.25 1.36-3.71 0.002
High vs Low

Tumor differentiation 1.49 0.55-4.01 0.430
Poor vs Well/Moderate

Tumor size 0.65 0.19-2.12 0.476
>4cm vs <4 cm

Lymph node metastasis 2.73 1.04-7.20 0.042
Yes vs No

TNM staging 174 1.09-2.75 0.018
I vs I +II

FIGO staging 3.53 1.25-9.95 0.017
I vs [ +11
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