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cells.

Kadowaki, Atsushi

3,000,000

(Multiple Sclerosis; MS)
CCR9+CD4+ T (CCR9+Tm)
CCR9+Tm MS
Th1l7 CCR9+Tm MS
CCR9+Tm  SPMS

Although alterations in gut microbiota in the pathogenesis of MS have
recently been highlighted, the mechanism linking the altered gut environment with the remote central
nervous system (CNS) pathologﬁ remains unclear. We focused on the gut-homing receptor CCR9+ CD4+
memory T cells (CCR9+Tm). We showed that CCR9+Tm cells, of which the frequency is influenced by
normal aging and the gut microbiota, were reduced and that their immune—re?ulatory ﬁhenotype were
deviated to inflammatory Thl7 phenotype in patients with SPMS. CCR9+ Tm cells, which upregulated
LAG-3 in the CSF, expressed high levels of C-MAF, and produced disease-protective cytokines
(IL-4/1L-10). Thus, i1t appears that gut tropic CCR9+ Tm cells may play a critical role in the
natural regulation of CNS autoimmunity, and that their reduced frequency and altered phenotype may
at least partly account for the pathogenesis of SPMS. CCR9+ Tm cells may serve as potential
diagnostic markers and therapeutic targets of SPMS.
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