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            Abstract
The Wnt–β-catenin and PI3K-AKT-FOXO3a pathways have a central role in cancer. AKT phosporylates FOXO3a, relocating it from the cell nucleus to the cytoplasm, an effect that is reversed by PI3K and AKT inhibitors. Simultaneous hyperactivation of the Wnt–β-catenin pathway and inhibition of PI3K-AKT signaling promote nuclear accumulation of β-catenin and FOXO3a, respectively, promoting cell scattering and metastasis by regulating a defined set of target genes. Indeed, the anti-tumoral AKT inhibitor API-2 promotes nuclear FOXO3a accumulation and metastasis of cells with high nuclear β-catenin content. Nuclear β-catenin confers resistance to the FOXO3a-mediated apoptosis induced by PI3K and AKT inhibitors in patient-derived primary cultures and in corresponding xenograft tumors in mice. This resistance is reversed by XAV-939, an inhibitor of Wnt–β-catenin signaling. In the presence of high nuclear β-catenin content, activation of FOXO3a by PI3K or AKT inhibitors makes it behave as a metastasis inductor rather than a proapoptotic tumor suppressor. We show that it is possible to evaluate the β-catenin status of patients' carcinomas and the response of patient-derived cells to target-directed drugs that accumulate FOXO3a in the nucleus before deciding on a course of treatment. We propose that this evaluation could be essential to the provision of a safer and more effective personalized treatment.
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                    Figure 1: High nuclear concentrations of FOXO3a and β-catenin correlate with metastatic stage and shorter survival in patients with colon cancer.[image: ]


Figure 2: FOXO3a and β-catenin modulate colon cancer cell proliferation and apoptosis.[image: ]


Figure 3: Nuclear FOXO3a and β-catenin drive cell scattering and metastasis.[image: ]


Figure 4: FOXO3a and β-catenin regulate a defined gene expression program.[image: ]


Figure 5: AKT inhibition by API-2 promotes metastasis of cells with high nuclear β-catenin content.[image: ]


Figure 6: High nuclear β-catenin concentrations confer resistance to PI3K and AKT inhibitors in colon cancer patient-derived cells.[image: ]
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