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The elucidation of the new mechanism of melanoma cell movement
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We found that melanoma cells expressed the NAD+-dependent deacetylase SIRTL in the
cytoplasm. Protrusion formation and migration of melanoma cells were inhibited by SIRT1 inhibitors or SIR
T1 knockdown, whereas protrusion extension and migration were enhanced by SIRT1 activators. Serum or plate
let derived growth factor (PDGF) recruited SIRT1 to the leading edge of the lamellipodia, a characteristic
feature at the front of motile cells. SIRT1 inhibition prevented serum, PDGF, or dominant-active Racl (Ra
cV12) from inducing lamellipodia in B16F1 melanoma cells. Serum or PDGF increased the phosphatidylinositol
-3, 4, 5-trisphosphate level in the leading edge, and this increase was impaired by SIRT1 inhibition. The
abdominal invasion of transplanted melanoma cells in mice was suppressed by the SIRT1 inhibitor nicotinami
de and SIRT1 knockdown. therapy for melanoma.
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