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            Abstract
Sterol metabolism has recently been linked to innate and adaptive immune responses through liver X receptor (LXR) signaling. Whether products of sterol metabolism interfere with antitumor responses is currently unknown. Dendritic cells (DCs) initiate immune responses, including antitumor activity after their CC chemokine receptor-7 (CCR7)-dependent migration to lymphoid organs. Here we report that human and mouse tumors produce LXR ligands that inhibit CCR7 expression on maturing DCs and, therefore, their migration to lymphoid organs. In agreement with this observation, we detected CD83+CCR7− DCs within human tumors. Mice injected with tumors expressing the LXR ligand–inactivating enzyme sulfotransferase 2B1b (SULT2B1b) successfully controlled tumor growth by regaining DC migration to tumor-draining lymph nodes and by developing overt inflammation within tumors. The control of tumor growth was also observed in chimeric mice transplanted with bone marrow from mice lacking the gene encoding LXR-α (Nr1h3−/− mice) Thus, we show a new mechanism of tumor immunoescape involving products of cholesterol metabolism. The manipulation of this pathway could restore antitumor immunity in individuals with cancer.
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                    Figure 1: Tumors produce factors inhibiting CCR7 on DCs.[image: ]


Figure 2: Tumor-conditioned media trigger LXR-α activation in DCs.[image: ]


Figure 3: Blocking of LXR-α signaling abrogates CCR7 inhibition.[image: ]


Figure 4: Dampening of DC migration and T cell priming by tumor-derived and synthetic LXR ligands and generation of antitumor responses by avoiding LXR-α signaling.[image: ]


Figure 5: Dissection of the role of DCs, CCR7 and LXR-α in antitumor responses and characterization of infiltrating cells.[image: ]
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