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In this research, we investigated the function of DKK3 gene in head and neck

squamous cell carcinoma (HNSCC). We previously reported that DKK3 may exert oncogenic function
particularly in HNSCC, while DKK3 has been reported as tumor suppressor gene. We established DKK3
over-expression model by transfection of DKK3 expression plasmid and stable knockdown model by
Ientivirus-mediated transfer of shRNA for DKK3. Our data have shown that DKK3 over-expression
resulted in significantly increased cellular proliferation, migration and invasion with increased
phosphorylation of Akt (Ser 473). Correspondingly, DKK3 stable knockdown significantly decreased
these, together with decreased phosphorylation of Akt (Ser473). We suggested that activation of Akt
by DKK3 may be driven by two independent pathways; by the binding of secreted DKK3 to unknown
receptor and by activation of mTOR pathway.

Thggg results strongly imply that DKK3 may be the encouraging candidate of targeted therapy of
HNSCC.
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