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Abstract: [Objective] To study the expression of EB virus gene in head, neck and chest squamous cell carcinoma
(HNCSCC) , revealing the clinicopathological significance. [ Methods] Using in situ hybridization and S—P immunohisto-
chemical technique, we examined the expression of EBV and Ki67 protein in 123 cases of HNCSCC. The pathological
characteristics such as sex, age, histologic grade, lymph node metastasis, distant metastasis, situation and size were
analyzed retrospectively. [ Results] The positive expression rate of EBV in HNCSCC group was significantly higher than
that in the normal mucosal epithelial group (P = 0.007). EBV positive HNCSCC in female patients was 19.2% , markedly
higher than 3.1%in male patients (x* = 8.781, P = 0.011). EBV positive HNCSCC in the group under 50 years old was
18.8%(6/32), significantly higher than 2.2% in the group over 50 years old (x> = 10.666, P = 0.004). The infection rate
of EBV was 24.2% in 5 ~ 10 lymph nodes metastasis groups , significantly greater than other groups 0% (Z = -3.548,,
P =0.000). EBV infection rate in the group without distant organ metastasis was 22.2% , higher than 3.8% with distant
organ metastasis (x* = 8.567, P = 0.016). The group with the Ki67 proliferation index less than 70% showed higher
positivity of EBers than the group with Ki67 more than 70% (8/76 vs. 0/47,7 = -2.291, P = 0.022). There were not any
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statistically significant differences in histological differentiation, tumor situation and tumor diameter between EBV positive

and negative groups. Regression analysis showed that age below 50 years old, the Ki67 index less than 70% and the more

lymph node metastasis was elevated risk factors for EBV infection. [ Conclusion] EBV infection is associated with HNC-

SCC. EBV-associated HNCSCC is more frequent in female patients under 50 years of age with more lymph node metasta-

sis, while distant metastasis is less common.
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A': Normal squamous mucosa was stained with Hematoxylin—Eosin (A1) and EBER in situ hybridization (A2); B,C: squamous cell carcino-

ma was stained with Hematoxylin—Eosin (B1, C1) and EBER in situ hybridization (B2 positive, C2 negative ). 200 X

R IEEFARFN LS &% 4 4 o i) EBER 71 Ki67
BH I ik bL B

Table 1 The expression of EBER and Ki67 in normal

mucosa and HNCSCC (n=123)

EBV Ki67 expression
Type
positive  negative 1 2 3
Nomal 0 123 123 0 0
HNCSCC 8 116 2 74 47
P 0.007 < 0.0001
Fisher's exact was used.
A2
Y B2
(=]
s C2
P

B SKHR SR 4 AR R B S K EBER K%
Fig.1 The pathological morphology of HNCSCC and EBER in situ hybridization
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Table2 Correlations between the expression level of EBER and the clinico—pathological features in 123 cases of head,

neck and chest squamous cell carcinoma

Groups Total EBER .
+ - Xz P
Sex 8.781 0.011"
male 97 94
female 26 21
Age group 10.666 0.004"
<50 32 26
=50 91 89
Histologic grade 3.269 0.195”
well 5 0 5
middle 29 0 29
low 89 81
Lymph node metastasis -3.548 0.000"
0 45 0 45
1~2 28 0 28
3~4 9 0 9
5~10 33 8 25
=10 3 0 3
Distant metastasis 8.567 0.016"
yes 18 4 14
no 105 4 101
Situation 3.191 0.363*
head 48 2 46
neck 23 2 21
esophagus 17 0 17
chest 35 4 31
Ki67 index -2.166 0.030”
1+ 2 0 2
2+ 74 8 66
3+ 47 0 47

" Fisher’s exact; *’Chi-square test; *’Z test; P < 0.05 was considered statistically significant.
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Table 3 Logistic regression analysis of the risk factors for EBV infection in HNCSCC

Variables Regression Coefficient Standard Error Wald x* P OR 95.0% CI for OR
Age 2.400 1.081 4.932 0.026 11.025 (1.326, 91.683)
Ki67 2.514 1.064 5.582 0.018 12.352 (1.535, 99.400)
Lymph node metastasis -2.512 0.914 7.544 0.006 0.081 (0.014, 0.487)
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