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Nature Immunology, 18: 675-682, 2017), 4 # . My %)% (k9550 288 56D | RANKL PRE Mg s 27
D52 B8 LOEFENICHREEL TV TE TH D,

We have recently identified a novel pathogenic role of RANKL on T cells in multiple sclerosis (MS), and
reported that T cell-specific RANKL-deficient mice are resistant to experimental autoimmune encephalomyelitis
(EAE), a mouse model of MS (Guerrini et al., Immunity, 2015). Infiltration of pathogenic T cells into the
central nervous system (CNS) was blocked in T-cell specific RANKL-deficient mice. We thus examined the
therapeutic effects of a small molecule RANKL inhibitor (Drug A) on EAE, and found that oral administration
of Drug A (50 mg/kg, every other day starting from day 2 after the induction of EAE) potently blocked EAE by
suppressing the inflammatory cell infiltration in to the CNS. We further investigate effects of RANKL
inhibition on the immune system under physiological conditions. We found that the number, frequency and

activation status of various immune cell types were normal in the second lymph nodes of T cell-specific
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RANKL-deficient mice, and that Drug A had no effect on the number of regulator T cells and dendritic cells in

the second lymph nodes of wild-type mice. In addition, we identified a novel role of RANKL in the immune

organs. We revealed that a novel mesenchymal cell subset expressing RANKL in the Payer’s patch (M cell-

inducer (MCi) cells) regulates IgA production in the gut and diversify the gut microbiota (Nagashima et al.,

Nature Immunology, 2017). Therefore, it would be important to comprehensively invetigate the effects of

RANKL inhibition on the immune system including the immune responses in the gut.
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