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Identification and characterization of a novel role for RNA helicase DP103: The key “missing
player” and therapeutic target for NFkB-induced metastasis in human breast cancer
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etastatic breast cancer is generally considered to be incurable; therefore, new prognostic markers are urgently needed.

Furthermore, improving our understanding of the molecular mechanisms of the metastatic process might also improve
clinical management of the disease. Herein, we will present for the first time, a novel role of DP103 in the breast cancer metastasis
and invasion and its link to NF-kB activation. Indeed depletion of DP103 expression in invasive breast cancer cells led to decreased
expression of MMP9 and impedes cell migration and invasion. Conversely, forced expression of DP103 in mammary carcinoma
and nonmalignant cells increased oncogenicity and cells’ capacity to invade. Our mechanistic studies provide undiscovered
evidences that DP103-mediated effects are due its ability to activate NF-kB, a master regulator of genes involved in invasion
and anti-apoptosis, and a transcription factor known to be constitutively activated in breast cancers. Clinically relevant, we show
expression of DP103 directly correlates to increasing malignancy, both in a xenograft-derived breast cancer cells and in breast
tumor tissues obtained from patients. Hitherto, demonstrating the suitability of DP103 as a new prognostic marker needed to
identify patients who are at the highest risk for developing metastases and possibly drug resistance, which can also be a clinically
useful target.
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