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Epithelial to Mesenchymal Transition (EMT)

EMT is a morphogenetic process in which cells loose their epithelial characteristics and gain
mesenchymal properties

Normal regulation during development/adulthood

» Neural crest Early Migration of Newral Crest
* Mesoderm Epfelial Ecioderm
» Palate
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* Wound healing

Aberrant regulation late in development or adult:
« Tumour malignancy, invasive tumour cells

* Fibrosis
» Drug resistance collective individual
* Leukemias cellular junctions mesenchymal
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multicellular strands/sheets cluster/cohorts EMT - single cells



Primary tumour site

Metastatic site

Role of EMT during cancer progression
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De Craene and Berx; 2013 Nature Reviews | Cancer



Regulatory levels of EMT
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Study of molecular mechanisms of EMT driven cancer progression
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Study of EMT — tumour stroma interface
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In vitro: Colorectal cancer cells with inducible expression of hSnail or hSlug

De Craene et al., 2005



Identification of hSnail target genes by ChIP analysis
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Construction of in vitro screening system for functional EMT interactors

EMT sensor based on luciferase reporter gene driven by the vimentin promoter
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Mouse model: K14-driven overexpression of Snail: K14-Snail mice
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Snail induces FoxM1, a central regulator of the mitotic program

and chromosome stability
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Generation of a conditional transgenic mouse model for Zeb2
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Crucial role of the EMT transcription factor Zeb?2
In homeostasis and disease

skin/epidermis melanocyt iImmune cells
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Tumour, microenvironment & tumour associated cells
Contribution of Zeb2 in tumour cells?
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Impact of Zeb2 knock-down in basal breast cancer cells
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Zeb?2 transcription factor activity: survival analysis
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Metagene expression signature for prognosis of breast cancer patients.
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