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Establishment of treatment target for MS: Thyroid hormone receptor betal
signaling is critically involved in the EAE pathogenesis
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We investigated the role of thyroid hormone receptor B 1 (TRP 1) in the
pathogenesis of experimental allergic encephalomyelitis (EAE), utilized as animal model for MS. TRPB
1 gene was highly expressed in the CNS infiltrating CD4 T cells, especially in Thl7 cells, of EAE
mice. TRB 1 selective agonist TRIAC exacerbated the severity of EAE, and the expression of
transcriptional factor Foxp3, as a lineage specification factor of regulatory T cells, was reduced
in these mice. Next, the clinical severity of EAE was significantly reduced in mice treated with
THRB specific siRNA. The transcriptional levels of IL-17 in the CNS infiltrating CD4 T cells were
markedly reduced, and those of Foxp3 were elevated in mice treated with THRB specific siRNA. These
results suggest that TRB 1 has a key role in the mechanisms of the amelioration of EAE through the
pathogenicity of Thl7 cells.
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