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            Abstract
Interleukin 17–producing T helper cells (TH-17 cells) are important in experimental autoimmune encephalomyelitis, but their route of entry into the central nervous system (CNS) and their contribution relative to that of other effector T cells remain to be determined. Here we found that mice lacking CCR6, a chemokine receptor characteristic of TH-17 cells, developed TH-17 responses but were highly resistant to the induction of experimental autoimmune encephalomyelitis. Disease susceptibility was reconstituted by transfer of wild-type T cells that entered into the CNS before disease onset and triggered massive CCR6-independent recruitment of effector T cells across activated parenchymal vessels. The CCR6 ligand CCL20 was constitutively expressed in epithelial cells of choroid plexus in mice and humans. Our results identify distinct molecular requirements and ports of lymphocyte entry into uninflamed versus inflamed CNS and suggest that the CCR6-CCL20 axis in the choroid plexus controls immune surveillance of the CNS.
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                    Figure 1: CCR6-deficient mice are resistant to EAE induction.[image: ]


Figure 2: Transfer of wild-type 2D2 T cells reconstitutes EAE susceptibility in CCR6-knockout mice.[image: ]


Figure 3: Recruitment of endogenous effector T cells into the CNS of CCR6-knockout mice after transfer of 2D2 T cells.[image: ]


Figure 4: CCR6 is not required for T cell rolling and the adhesion of T cells to inflamed brain endothelia.[image: ]


Figure 5: CCR6 is required for the migration of T cells into the CNS through CCL20-expressing epithelial cells of the choroid plexus in the steady state and at early time points of EAE.[image: ]


Figure 6: Expression of CCL20 and CCR6 in human normal tissue and multiple sclerosis tissues.[image: ]
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