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Subcellular localization and biological functions of SIRT1 in head and neck
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Participation of protein deacetylase SIRT1 to cancer initiation and progression
depends on the context, including cancer types and subcellular localization of SIRT1. In head and neck
squamous cell carcinoma (HNSCC), we found that high SIRT1 expression in nuclei predicts favorable
prognosis in patients, while it in cytoplasm accompanies malignancy. To know the roles of SIRT1 in HNSCC,
we investigated what genes are regulated by SIRT1 in HNSCC cells and found that SIRT1 contributes to
transcription of the TAp63 gene, a member of TP53 family and implicated in tumor suppression. As TAp63
suppresses metastasis, we examined the effect of expression of SIRT1 carrying mutations in nuclear
localization signals on cell invasion in HNSCC-derived cells. No significant changes in invasive activity
of the cells upon cytoplasmic expression of EGFP-mutated SIRT1 was observed, suggesting that cytoplasmic
SIRT1 participates in malignancy through cellular processes other than cell invasion.
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