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Fraxetin inhibits proliferation, migration and invasion of human melanoma cells
by down-regulating p70S6K
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Abstract: Objective To study the effect and mechanism of fraxetin on proliferation, migration and invasion of human melanoma
A375 cells. Methods A375 cells were treated with fraxetin and ribosomal S6 protein kinase (P70S6K) inhibitor PF-4708671 for
intervention, the effect of fraxetin and PF-4708671 on proliferation of A375 cells was measured by cell counting. Western blotting was
used to detect the effect of fraxetin and PF-4708671 on expressions of mTORC1/p70S6K/S6 signaling pathway key proteins and
epithelial-mesenchymal transition (EMT) related proteins in A375 cells. Wound healing assay and Transwell assay were used to detect
the effect of fraxetin and PF-4708671 on migration and invasion of A375 cells. Results Fraxetin and PF-4708671 significantly
inhibited the proliferation, migration and invasion of A375 cells (P < 0.05, 0.01). Fraxetin and PF-4708671 significantly inhibited the
p70S6K/S6 pathway activity, down-regulated the expressions of mesenchymal proteins and matrix metalloproteinases (P < 0.05, 0.01).
Conclusion Fraxetin may inhibit the proliferation, migration and invasion of A375 cells by down-regulating p70S6K.
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mTORC1/p70S6K/S6 15 5 18 i#% 52 Ml 4H ffd (1) 17
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Fig. 1 Effect of fraxetin on proliferation (A) and clonality (B) of A375 cells (x £ 5, n=3)
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Fig. 2 Effect of fraxetin on p70S6K/S6 signaling pathway related proteins expressions in A375 cells (x £ s, n=3)
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Fig. 3 Effect of PF-4708671 on inhibition of fraxetin on proliferation (A) and p70S6K/S6 signaling pathway related proteins

expressions (B) in A37S cells (x £ s, n =3)
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Fig. 4 Effect of fraxetin on EMT-related proteins expressions in A375 cells (x £+ s, n=3)
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Fig.5 Effect of PF-4708671 on inhibition of fraxetin on EMT-related proteins expressions in A375 cells (x £ s, n=3)
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Fig. 6 Effect of fraxetin and PF-4708671 on migration of A375 cells (x £+ s, n=3)
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Fig. 7 Effect of fraxetin and PF-4708671 on invasion of A375 cells (x £ s, n=3)
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