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研究成果の概要（和文）：ユビキチン鎖修飾酵素の一つであるLUBAC複合体は、炎症や免疫との関連が深い細胞
内NF-kBシグナル経路の活性化を介して、細胞の生存及び組織恒常性を維持する。LUBACの機能が低下したマウス
は、細胞死亢進と自然免疫細胞の活性化から、重度の自己炎症性皮膚炎を発症する。本研究では、これまで関与
が否定されてきたもう一つの免疫システムである獲得免疫（特にTリンパ球）に着目し、T細胞を主体とした新た
な細胞死誘起メカニズムが存在し、自己炎症性皮膚炎の病態形成に寄与していることを明らかとした。

研究成果の概要（英文）：The linear ubiquitin chain assembly complex (LUBAC), which is one of 
ubiquitin ligase family, has critical roles to sufficient activation of canonical NF-κB signaling 
and regulation of cell death upon TNFR signaling activation. Spontaneous LUBAC-defective mice, 
called chronic proliferative dermatitis (cpdm) mice, show enhanced TNFα-induced cell death of the 
epithelial keratinocytes that induces chronic autoinflammation including severe dermatitis, in which
 innate immune cells have been recognized to dominantly involve in the inflammatory processes. In 
this study, we focused on the pathological roles of T cells, which have been ignored because they 
were rarely detected on the skin lesions. As a result, we concluded that T cells drive progression 
of the skin cell death and chronic inflammatory environment through a novel mechanism. 

研究分野：免疫学
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