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            Abstract
Malignant transformation, invasion and angiogenesis rely on the coordinated reprogramming of gene expression in the cells from which the tumor originated. Although deregulated gene expression has been extensively studied at genomic and epigenetic scales, the contribution of the regulation of mRNA-specific translation to this reprogramming is not well understood. Here we show that cytoplasmic polyadenylation element binding protein 4 (CPEB4), an RNA binding protein that mediates meiotic mRNA cytoplasmic polyadenylation and translation, is overexpressed in pancreatic ductal adenocarcinomas and glioblastomas, where it supports tumor growth, vascularization and invasion. We also show that, in pancreatic tumors, the pro-oncogenic functions of CPEB4 originate in the translational activation of mRNAs that are silenced in normal tissue, including the mRNA of tissue plasminogen activator, a key contributor to pancreatic ductal adenocarcinoma malignancy. Taken together, our results document a key role for post-transcriptional gene regulation in tumor development and describe a detailed mechanism for gene expression reprogramming underlying malignant tumor progression.
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                    Figure 1: CPEB4 is overexpressed in PDA cell lines and tumor tissues.[image: ]


Figure 2: In vitro characterization of the effects of CPEB4 knockdown in RWP-1 cells.[image: ]


Figure 3: Effects of CPEB4 knockdown in vivo on tumorigenicity in nude mice.[image: ]


Figure 4: Effects of CPEB4 knockdown on proliferation, vessel density and stroma in xenograft tumors.[image: ]


Figure 5: Illumina Solexa sequencing analysis of mRNAs bound to CPEB4 in RWP-1 cells.[image: ]


Figure 6: tPA expression is regulated at the translational level by CPEB4 in normal and tumoral pancreatic tissues.[image: ]
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