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Role of N-myc Downstream Regulated Gene member 4 (NDRG4) in adrenocortical cancer aggressiveness

Description of the project

Adrenocortical carcinoma (ACC) is a rare but highly aggressive tumor of the adrenal cortex, in which
overexpression of a panel of microRNAs has been associated with malignancy. In addition, we have found that
miR-139-5p overexpression in ACC is involved in tumor aggressiveness. We subsequently identified NDRG4 as a
direct target gene of miR-139-5p in ACC. NDRG4 is markedly under-expressed in ACC cell lines as well as in
tumors from ACC patients. The NDRG family of proteins has been shown to relay several oncogenic signalling
pathways in cancer cells. However, their role in adrenocortical tumorigenesis is unknown. The aim of the
internship is to determine NDRG4 function in adrenocortical cancer cells, particularly in relation to the Wnt/pB-
catenin signaling pathway which is frequently activated in ACC. Using pull-down and reporter gene assays, we
will investigate whether NDRG4 interacts with molecular complexes of the Wnt/B-catenin pathway (Frizzled
receptor complex and B-Catenin destruction complex) to attenuate downstream signalling. The role of NDRG4
downregulation in promoting ACC cancer cell traits will be determined (proliferation, migration, invasion) in 2D
and 3D heterotypic co-culture models (cancer cells and vascular endothelial cells).
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