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Many proteins involve in multistep carcinogenesis of cervical squamous cell
carcinoma; some of which including cyclooxygenase-1 (COX-2), survivin,.-and vascular
endothelial growth factor (VEGF) are promising for targeted therapy.

The objectives of this study were: 1) to compare the expression of COX-2,
survivin, and VEGF in cervical lesions; and 2) to evaluate the association of the protein
expressions and specific clinicopathologic features.

Immunohistochemical studies for COX-2, survivin, and VEGF were performed on
51 normal cervices, 48 low grade squamous intraepithelial lesions (LSiL), 48 high grade
squamous intraepithelial lesions (HSIL), and 196 surgically treated squamous cell
carcinomas (SCCA).

The expressions of the studied protein in normal cervix, LSIL, HSIL, and SCCA
were as follows COX-2; 0%, 0%, 22.92%, 48.47%: survivin;, 0%, 14.58%, 39.58%, and
61.22%: and VEGF; 5.88%, 58.08%, 45.83%, 66.84%. The expression of COX-2 was
significantly increased from normal cervix to HSIL (p<0.001), and HSIL to SCCA
(p=0.001). The expression of survivin was significantly increased from normal cervix to
LSIL (p=0.005), LSIL to HSIL (p=0.008), and HSIL to SCCA (p=0.007). The expression of
VEGEF significantly increased from normal cervix to LSIL (p<0.001), normal cervix to HSIL
(p<0.001), and HSIL to SCCA (p=0.007). In SCCA; COX-2 expression was significantly
associated with lymph node metastasis (p=0.045), and VEGF expression was associated

with survivin expression (p=0.002) and high histologic grade (p=0.005). Especially, COX-2

expression was associated with lymph node metastasis in the group of pateints with
lymphovascular space invasion; and COX;2 expression was associated with disease
recurrence in the group of patients without adjuvant therapy.

Targeted therapy to these proteins could be applied in a significant proportion of
SCCA cases. In addition, COX-2 may serve aé another prognostic factor to predict lymph
node metaétasis. A

Further studies of COX-2, survivin, and VEGF expression in metastatic lymph -
node would uncover the roles of these preteins in the metastatic site and provide the
clues for metastatic prevention and treatment. The additional study of COX-2 expression
in the tumor emboli might explain the association between this protein and lymph node
metastasis. The studies of various protein expressions in cervical lesions and metastatic
nodes would certainly pfovide noval understanding in cervical cancer carcinogenesis,

leading to new cancer prevention and treatment strategies.





