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INTRODUCTION

Carcinoma is the most common type of cancer and arises from epithelial cells. The transition from a benign lesion
or adenoma to carcinoma begins with the disruption of cell-cell contacts. E-cadherin is considered as a tumour
suppressor, and its loss at cell-cell contacts is a hallmark pf the epithelial-to-mesenchymal (EMT) process. During
EMT, cells lose their epithelial phenotype and acquire motility and invasiveness capacities. Hakai, an E3 ubiquitin-
ligase, participates actively in this process by inducing the ubiquitination and degradation of E-cadherin, causing
therefore the alteration of the cell-cell contacts.

OBJECTIVES

Although E-cadherin is the best described Hakai substrate so far, not all cellular changes observed when Hakai is
overexpressed can be attributed by action on E-cadherin, so it is important to identify new molecular targets for
Hakai involved in cancer cell plasticity during tumor progression.

METHODS

We employed iTRAQ technique to explore new possible molecular pathways involved during Hakai-driven EMT
tumour progression and western blot to validate the results of the proteomic study. Besides, we performed
immunofluorescence assays to determine the subcellular localization of Galectin-3 and Annexin A1 and the
possible colocalization with Hakai.

RESULTS

Our proteomic results comparing MDCK cells and MDCK Hakai-overexpressing cells show a down-regulation of
proteins implicated in cell adhesion such as Galectin-3 and Annexin A1. Besides, immunofluorescence assays
suggest a possible colocalization of Hakai and Galectin-3 and evidence a total disappearance of Annexin A1 when
overexpressing Hakai.

CONCLUSIONS

Although further investigations are required for confirmation of Hakai’s activity on Galectin-3 and Annexin A1, this
results suggest a possible role of Hakai on the expression of these proteins during Hakai-driven EMT.
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