u

) <

The University of Osaka
Institutional Knowledge Archive

The COMMD3/8 complex drives plasmablast
Title differentiation of age-associated B cells in
Lupus

Author(s) |&#&, F|XKER

Citation | KPrRKZE, 2024, {Et:H

Version Type

URL https://hdl.handle. net/11094/98607

rights

PUOEB/LRWVWEHIH I ERNBERRRNEEEL
2, EXIRKATZEOHRRDENEZ AL TWE
Note T, EXDTHRAZ CHLEDIHZEIE. <a
href="https://www. Library. osaka-

u.ac. jp/thesis/ficlosed”> KR KZEDBLHTICDW
K/DETSRCEI W,

The University of Osaka Institutional Knowledge Archive : OUKA

https://ir. library. osaka-u. ac. jp/

The University of Osaka



[Format-P02]

woxon " o0 B R

Synopsis of Thesis

KA B B

Name

Em SCREA The COMMD?3/8 complex drives plasmablast differentiation of age-associated B cells in lupus
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(H #J(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.

(U772 & N Fuf(Methods/Results) )
Here, we show that a protein complex consisting of copper metabolism MURR1 domain-containing (COMMD) 3 and
COMMDS8 (COMMD?3/8 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.

(¥ ff(Conclusion)]
Our study suggests that the COMMD?3/8 complex is essential for extrafollicular PB differentiation from ABCs and

represents a potential therapeutic target in lupus.
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EHET)FT NF L (systemic lupus ervihematosus, SLE) WHEHEOEE I K> T2 HOH
BAGHEINIATRERBTH LA, FE. T OREER L L T OMAA EE TERS I DIl
fERfNR (age-associated B cell, ARC) OBEEMERINT YL, REWGIBWTHHET. AbERE
TEEEO LI FIVERS T THA000D/ 3B A, SLEQ@RAREIZNE L. AROWRAERE A
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