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The Ubiquitination of Snail by FBW7 leads to Epithelial-to-Mesenchymal
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ABSTRACT Objective: To explore whether F-box/WD repeat-containing protein 7 (FBW?7) participates in the ubiquitination of
transcription factor, Snail, which leads to epithelial to mesenchymal transition and then induces tumor invasion and metastasis in non
small cell lung cancer (NSCLC), and provides new insights for the treatment of advanced NSCLC. Methods: The expression levels of
Snail in different lung cancer cell lines are detected by western blot. Up-regulation (drug treatment) and down-regulation (specific
siRNAs are designed and synthesized) of FBW7 in H460 lung cancer cell line are applied to detect the variation of Snail expression.
Utilization of plate clone formation assay and transwell assay are to confirm morphological changes and the capacity of metastasis and
invasion in FBW7-down-regulated H460. Results: Compared with other cell lines, Snail expresses in higher grade. The down-regulation
of Snail after enhancement of FBW7 can be blocked by treatment of proteasome inhibitor, MG132, while up-regulation of FBW7 may
lead to opposite results. Morphological varieties and enhancement of the ability of metastasis and invasion are proved by down-regulation
of FBW7 in H460. Conclusion: FBW7 participates in the ubiquitination of Snail, which in turn is degraded by ubiquitin-proteasome
pathway, and then triggers EMT, leading to tumor metastasis and progression.
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[E] 1 Western blot &l & Ffl 4AAE % # Snail BYFRIEK T
Fig.1 The expression level of Snail in different lung cell lines were

detected by western blot
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Fig.2 Snail expression in H460 cells after up-regulation of FBW7 and
MG132 treatment
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Fig.3 Smail expression levels in shGFP and shFBW7 groups of H460
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detected by plate clone formation assay and transwell assay. *p<0.05
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