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論文題名 

Title 
The COMMD3/8 complex drives plasmablast differentiation of age-associated B cells in lupus 
(COMMD3/8複合体はSLEの病態において自己反応性の形質芽細胞の生成を促進する） 

論文内容の要旨 

〔目 的(Purpose)〕 

Systemic lupus erythematosus is an autoimmune disease characterized by autoantibody production and multi-organ 

damage. Emerging evidence suggests that extrafollicular responses of B cells contribute to the pathogenesis of lupus, 

where autoreactive age-associated B cells (ABCs) are suggested to differentiate into autoantibody-producing plasmablasts 

(PBs). However, the molecular mechanisms driving extrafollicular responses remain elusive. 

 

〔方法ならびに成績(Methods/Results)〕 

Here, we show that a protein complex consisting of copper metabolism MURR1 domain-containing (COMMD) 3 and 

COMMD8 (COMMD3/8 complex), a positive regulator of chemoattractant receptor signaling, promotes the formation of 

autoreactive PBs during extrafollicular responses in lupus. Disruption of the COMMD3/8 complex ameliorated disease 

with suppressed extrafollicular responses in mouse lupus models. Single-cell analysis of B cells in a lupus model 

identified a subpopulation of ABCs as precursors of autoreactive PBs. Deficiency of the COMMD3/8 complex reduced 

the pre-PB ABCs and inhibited PB formation, which was accompanied by impaired ABC migration toward the 

extrafollicular niche. 

 

〔総 括(Conclusion)〕 

Our study suggests that the COMMD3/8 complex is essential for extrafollicular PB differentiation from ABCs and 

represents a potential therapeutic target in lupus. 

 




