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EMT-MET Lats1/2

The roles of Latsl/2 kinases in a stepwise EMT-MET switching mechanism of
malignant tumor cells.
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The epithelial-to-mesenchymal transition (EMT) is an essential process by
which cancer cells acquire malignant features. However, the molecular mechanism and functional
implications of the EMT and the mesenchymal-to-epithelial transition (MET) in tumor progression
remain unclear. In this study, two aggressive cancer cell lines, mesenchymal-like Delta-SAS and
epithelial-like SAS-d , were established from oral cancer cells. SAS-& , but not parental SAS,
exhibited piled-up overgrowth and invasive tumor formation in the tongues of nude mice, suggesting
that SAS-0 represented more advanced cancer cells than the parental SAS cells. The EMT-related
transcriptional factor SLUG is phosphorylated by the Hippo pathway-related kinases, LATS1 and LATS2,

and knockdown of SLUG by siRNA promoted the invasive activity of SAS-0 . Our results suggest that
LATS1/2-SLUG axis regulates the transition of SAS cells to the advanced stage via repeated switching
between the EMT and MET.
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