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            Abstract
Regulatory CD4+CD25+ T cells are important in suppressing immune responses. The requirements for the maintenance of peripheral CD4+CD25+ T cells remain incompletely understood. Receptor activator of NF-ÎºB (RANK) and its ligand (RANKL; also known as CD254, OPGL and TRANCE) are key regulators of bone remodeling, mammary gland formation, lymph node development and T-cell/dendritic cell communication. Here we report that RANKL is expressed in keratinocytes of the inflamed skin. RANKL overexpression in keratinocytes resulted in functional alterations of epidermal dendritic cells and systemic increases of regulatory CD4+CD25+ T cells. Thus, epidermal RANKL expression can change dendritic cell functions to maintain the number of peripheral CD4+CD25+ regulatory T cells. Epidermal RANKL mediated ultraviolet-induced immunosuppression and overexpression of epidermal RANKL suppressed allergic contact hypersensitivity responses and the development of systemic autoimmunity. Therefore, environmental stimuli at the skin can rewire the local and systemic immune system by means of RANKL.
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                    Figure 1: Epidermal RANKL overexpression suppresses cutaneous contact hypersensitivity (CHS) responses.[image: ]


Figure 2: Epidermal RANKL controls the number of peripheral CD4+CD25+ regulatory T cells.[image: ]


Figure 3: Epidermal Langerhans cells control systemic homeostasis of CD4+CD25+ regulatory T cells.[image: ]


Figure 4: Phenotypic and functional differences between Langerhans cells from wild-type and K14-RANKL Tg mice.[image: ]


Figure 5: Epidermal RANKL suppressed CD40L-induced systemic autoimmunity.[image: ]


Figure 6: RANKL mediates ultraviolet-induced immunosuppression.[image: ]
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