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The pathological process of neurodegeneration is highly complex and
mechanisms are poorly understood. Although cell autonomous neurodegeneration was the major focus of
research, non-cell autonomous cues have recently come to the fore. In this study, we demonstrate
that neuroimmune interaction plays an intrinsic role in the transition to Eomes+ Th cell-associated
neurodegeneration during EAE. This transition is associated with the accumulation of IFN-1 in the
CNS and upregulation of surface marker Clec7a in microglia in parallel with the induction of
pathogenic Eomes+ Th cells. Furthermore, we identified long interspersed nuclear element-1 (L1) as a

prominent inducer of IFN-1 from microglia and a as dominant prototypic antigen that is presented to
CNS Th cells.
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