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            Abstract
Despite the sequencing of the human and mouse genomes, few genetic mechanisms for protecting against autoimmune disease are currently known. Here we systematically screen the mouse genome for autoimmune regulators to isolate a mouse strain, sanroque, with severe autoimmune disease resulting from a single recessive defect in a previously unknown mechanism for repressing antibody responses to self. The sanroque mutation acts within mature T cells to cause formation of excessive numbers of follicular helper T cells and germinal centres. The mutation disrupts a repressor of ICOS, an essential co-stimulatory receptor for follicular T cells, and results in excessive production of the cytokine interleukin-21. sanroque mice fail to repress diabetes-causing T cells, and develop high titres of autoantibodies and a pattern of pathology consistent with lupus. The causative mutation is in a gene of previously unknown function, roquin (Rc3h1), which encodes a highly conserved member of the RING-type ubiquitin ligase protein family. The Roquin protein is distinguished by the presence of a CCCH zinc-finger found in RNA-binding proteins, and localization to cytosolic RNA granules implicated in regulating messenger RNA translation and stability.
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                    Figure 1: 
                        Lupus-like pathology in 
                        sanroque
                         mice.
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Figure 2: 
                        Intrinsic T cell abnormalities.
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Figure 3: 
                        Dysregulated T cell responses to TCR stimuli.
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Figure 4: 
                        Increased germinal centres and follicular helper T cells.
                      [image: ]


Figure 5: 
                        Missense mutation in a conserved gene of previously unknown function.
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Figure 6: 
                        Expression and function of Roquin protein.
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