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Expression of CISD2 in Early-stage Cervical Adenocarcinoma and Its Clinical Significance
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Abstract;  [Objective] This study aimed to investigate the expression of CISD2 in early-stage cervical adenocarcinoma tissues
and its association with the clinical features. [ Methods] CISD2 expression was examined by immunohistochemical method in 56 cases
of early-stage (FIGO stage IB-TTA) cervical adenocarcinoma tissues, and 3 cases of normal cervical tissues were used as negative
control.  Statistical analyses were performed to evaluate the association between CISD2 expression and the clinicopathological
characteristics and prognosis of early-stage cervical adenocarcinoma. [Results] CISD2 expression was positive in early-stage (FIGO
stage IB-IIA) cervical adenocarcinoma tissues; CISD2 high expression accounted for 44.6% and CISD2 low expression was 55.4%,
but negative in normal cervical tissues. The level of CISD2 expression was significantly correlated with deep myometrium invasion (P =
0.023), lymph node metastasis (P = 0.003) and ovarian metastasis (P = 0.014). Patients with high CISD2 expression had a lower 5-
year survival rate than patients with low CISD2 expression (P = 0.002). Multivariate analysis suggested that CISD2 expression was an
independent prognostic marker for survival in patients with early-stage cervical adenocarcinoma (P = 0.027). [Conclusion] CISD2
expression was closely associated with clinical features and prognosis, and it might be a novel biomarker for the prediction of prognosis
of early-stage cervical adenocarcinoma.
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A.B. CISD2 expression was negative in normal cervical tissues; C.D: representative images of weak CISD2 staining in cervical adenocarcinoma

tissues; E.F: representative images of moderate CISD2 staining in cervical adenocarcinoma tissues; G.H: representative images of strong CISD2

staining in cervical adenocarcinoma tissues ; black arrows; CISD2 expression was positive in the cytoplasm of cervical adenocarcinoma cells.
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Fig.1 Immunohistochemical detection of CISD2 protein expression in normal cervical tissues and early—stage cervical

cancer tissues
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Table 1 Clinicopathological characteristics of patient

samples and expression of CISD2 in early—stage cervical

adenocarcinoma

Characteristics

Number of cases (%)

Age (years)
=44
> 44
Types
Exogenous
Endogenous
Ulcerative
Histological types
MUCUS adenocarcinoma
Adenosquamous carcinoma
Carcinoma diameter
<4 cm
> 4 c¢m
FIGO staging system
Stage Ib
Stage Ila
Pathological grading
Highly differentiated
Moderately
Poorly
Unclassified
Myometrium invasion
<172
=1/2
Property of surgical margin
Negative
Positive
Infiltration of parauterine organ
No
Yes
Vascular invasion
No
Yes
Lymph node metastases
No
Yes
Ovarian metastases
No
Yes
Vital status (at follow—up)
Alive
Dead
Expression of CISD2
Low expression

High expression

30(53.6)
26(46.4)

17(44.6)
25(30.4)
14(15)

54(96.4)
2(3.6)

45(80.4)
11(19.6)

47(83.9)
9(16.1)

11(19.6)
29(51.8)
10(17.9)

6(10.7)

38(67.9)
18(32.1)

54(96.4)
2(3.6)

56(100.0)
0(0.0)

55(98.2)
1(1.8)

46(82.1)
10(17.9)

51(91.1)
5(8.9)

39(69.6)
17(30.4)

31(55.4)
25(44.6)

Overall survival
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Fig.2 The survival rate between patients with high and
low CISD2 expression was analyzed by Kaplan—Meier

curves with univariate analyses (Log-rank)
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Table 2 Correlation between CISD2 expression and clinicopathologic characteristics of early—stage cervical

adenocarcinoma patient

Characteristics Total Total chbe Chi-square
Low expression High expression test P value

Age (years) <44 30 15 15 0.386
> 44 26 16 10

Types of tumor growth Exogenous 17 10 7 0.898
Endogenous 25 13 12
Ulcerative 14 8 6

Histological types Mucus adenocarcinoma 54 29 25 0.196
Adenosquamous carcinoma 2 2 0

Pathological grading Highly differentiated 11 8 3 0.104
Moderately 29 12 17
Poorly 10 8 2
Unclassified 6 3

Carcinoma diameter <4 cm 45 26 19 0.461
>4 c¢m 11 5 6

Myometrium invasion <172 38 25 13 0.023
=1/2 18 6 12

Property of surgical margin ~ Negative 54 31 23 0.109
Positive 2 0 2

Lymph node metastases No 46 30 16 0.001
Yes 10 1 9

Ovarian metastases No 51 31 20 0.009
Yes 5 0 5

*3 COX EREMEEZREANTEHETRENTESH
Table 3 Cox-regression univariate and multivariate analyses of various prognostic parameters in patients with early—stage

cervical adenocarcinoma

Univariate analysis Multivariate analysis
No. patients P Regression coefficient(SE) P Relative risk 95% confidence interval

CISD2 0.006 0.573(1.589) 0.027 4.010 1.168-13.768

Low expression 31

High expression 25
Myometrium invasion 0.048 0.487(0.962) NA

< 172 38 NA

=1/2 18
Lymph node metastases 0.042 0.510(1.035)

No 46

Yes 10

290 L 8 B A e R 1 A A I A R 0, A ST CISD2 51 31 55 S0 e A B i ML 1149 56
CISD2 55 N JE vy s PR A i AR =2 18] 114 56 F, AT R B S e Rk CISD2
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