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Tumor suppressor FHIT regulates tumor invasion of pancreatic cancer cells via inhibi
ting association of Ezrin and Actin cytoskeleton

Nishizaki, Masahiko
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Ezrin is recognized as a key component in tumor metastasis and regulated by PKC. A
bnormalities of tumor suppressor FHIT, whitch shares homology with PKCI (PKC-interacting protein), have be
en found in pancreatic cancers. In this study, we showed that FHIT overexpression in S2-VP10 pancreatic ad
enocarcinoma cells by transfection of Ad- FHIT suppressed migratory/invasive capacities of tumor cells. W
e observed that_overexpression of FHIT largely reduced threonine-phosphorylated Ezrin. Furthermore, FHIT
overexpression interrupted not only Ezrin and Actin cytoskeleton interaction but also Ezrin and PKC alpha
interaction. We also found Fhit and PKC alpha binding in the immunoprecipitation analysis. Ectopic activa
tion of FHIT significantly reduced the invasive potential in S2-VP10 cells. These findings suggested that
_overexpression of FHIT protein might regulate tumor invasion via inhibiting Ezrin and Actin cytoskeleton
interaction.
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