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Tidl in Head and Neck Cancer Tumorigenesis

Tidl FF ¢ 1 AR 2 & ¢

Jeng-Fan Lo

B

Institute of Oral Biology, National Yang-Ming University School of Dentistry, and Department of Dentistry, Taipei
Veterans General Hospital, Taipei, Taiwan, ROC
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Background: Tid1 is the human homologue of the Drosophila tumor suppressor Tid56, whose null
mutation causes lethal tumorigenesis during the larval stage. The physiological function of Tidl to
mediate the tumorigenesis in various human cancer types has been reported. However, the molecular
mechanism by which Tidl involves in carcinogenesis in human head and neck squamous cell
carcinoma (HNSCC) remains poorly understood. Herein, we investigated the clinical significance of
Tid1 expression in HNSCC and its role in tumorigenesis.

Methods: To determine the expression patterns of Tidl in HNSCC, the biopsies of 47 HNSCC
cancerous tissues were examined by immunohistochemistry analysis. To evaluate the physiological
function of Tid1 in human oral cancer cells, HNSCC cells overexpressing Tid1 were generated and the
cell proliferation, cell motility, cell invasion, anchorage-independent growth of those cell, and in vivo
tumorigenicity were examined. To verify the molecular mechanism of Tid1 involving in HNSCC, the
EGFR molecular pathway of Tid1-expressing cells were examined.

Results: We showed that ectopically overexpression of Tid1l negatively regulated cell proliferation,
anchorage-independent growth, cell motility, cell invasion, and tumorigenicity of oral cancer cells.
Low Tid1 expression is associated with increased cancer recurrence and tumor status, but reduced
patient survival in HNSCC patients. In addition, Tidl attenuates EGFR activity and blocks the
activation of AKT in HNSCC cells.

Conclusion: We demonstrate that Tidl functions as a tumor suppressor in human HNSCC.
Furthermore, molecular mechanism mediated by Tidl might be a potential therapeutic target for

HNSCC therapy.
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