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発表題目（※学会発表の場

合のみ記載） 

Nwd1 遺伝子欠損マウス肝臓における SERCA2 依存性小胞体ストレス上昇

と肝臓の MASH 様病理変化を誘導する  

発表の概要と成果（抄録を公開している URL がある場合、「概要・成果」を記載した上で、URL を末尾
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上記学会においてポスター形式にて発表を行った。 

以下 abstract 

The endoplasmic reticulum (ER) stores Ca2+ and plays crucial roles in protein folding, 

lipid transfer, and the regulation of organelle dynamics. In the liver, chronic ER stress 

is involved in the pathogenesis of metabolic dysfunction-associated steatotic liver disease 

(MASLD) and metabolic dysfunction-associated steatohepatitis (MASH) with hepatic steatosis 

and lipid droplet formation. Previous studies have shown that dysfunction of 

sarco/endoplasmic reticulum calcium ATPase (SERCA2), a regulator of cytosolic to ER  

Ca2+ transport, is associated with ER stress induction and lipid droplet formation. We 

previously identified NACHT and WD repeat domain-containing protein 1 (Nwd1), which 

localizes to the ER and mitochondria of neural stem cells. Nwd1 knockout mice exhibited the 

pathology comparable to MASH, including abnormal ER morphology, increased lipid droplet 

formation, fibrosis, and pyroptosis in the liver. In addition, a significant increase in 

the expression of ER stress response genes was observed. Nwd1 protein interacts with SERCA2 

and other ER-associated proteins in the vicinity of the ER membrane by pull-down assays and 

proteasome analysis. Nwd1-deficient liver showed the reduced SERCA2 ATPase activity and 

decreased Ca2+ pool within the ER, which exacerbated ER stress. These findings emphasize 

that Nwd1-mediated SERCA2 activity is important for hepatic homeostasis and MASH 

pathogenesis.  

以下抄録 URL 

https://pub.confit.atlas.jp/ja/event/mbsj2024/presentation/3P3-43 
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