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            Abstract
Breast cancer metastasis is a key determinant of long-term patient survival. By comparing the transcriptomes of primary and metastatic tumor cells in a mouse model of spontaneous bone metastasis, we found that a substantial number of genes suppressed in bone metastases are targets of the interferon regulatory factor Irf7. Restoration of Irf7 in tumor cells or administration of interferon led to reduced bone metastases and prolonged survival time. In mice deficient in the interferon (IFN) receptor or in natural killer (NK) and CD8+ T cell responses, metastasis was accelerated, indicating that Irf7-driven suppression of metastasis was reliant on IFN signaling to host immune cells. We confirmed the clinical relevance of these findings in over 800 patients in which high expression of Irf7-regulated genes in primary tumors was associated with prolonged bone metastasis–free survival. This gene signature may identify patients that could benefit from IFN-based therapies. Thus, we have identified an innate immune pathway intrinsic to breast cancer cells, the suppression of which restricts immunosurveillance to enable metastasis.
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                    Figure 1: Bone metastases derived from breast carcinomas downregulate interferon pathways and other immune-related genes.[image: ]


Figure 2: Expression of the transcription factor Irf7 is suppressed in bone metastases.[image: ]


Figure 3: Restoration of Irf7 expression enhances IFN signaling and inhibits metastasis.[image: ]


Figure 4: Modulation of the immune system by metastatic tumor cells and reversion of these effects by enforced expression of the type I IFN pathway.[image: ]


Figure 5: IRF7 expression in human breast cancer tissues.[image: ]


Figure 6: The effect of type I IFN treatment on metastasis.[image: ]
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