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The NOD mouse strain, a popular model of type-1 diabetes, has a T-
cell-intrinsic defect in clonal deletion of self-reactive thymocytes. Genetic
intervals primarily controlling this deficit map to chr 1 and chr 3. The chr 3
interval also controls a NOD defect in clonal deviation of self-reactive
thymocytes to the CD8,_, and FoxP3" CD4" T regulatory lineages. This finding
raises the speculation that the ineffectiveness of both central and peripheral
tolerance in NOD mice may reflect, at least in major part, a single fault in T-
cell signaling pathways.
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