
九州大学学術情報リポジトリ
Kyushu University Institutional Repository

A NOTCH4 missense mutation confers resistance
to multiple sclerosis in Japanese

黄, 堅

https://hdl.handle.net/2324/1398331

出版情報：九州大学, 2013, 博士（医学）, 課程博士
バージョン：
権利関係：やむを得ない事由により本文ファイル非公開 (2)



  氏   名：  黄  堅  （コウ  ケン）  
 

 

論文題名：  A NOTCH4  missense mutat ion confers resistance to mult iple    
sclerosis in Japanese 

      （NOTCH4 ミスセンス変異は日本人で多発性硬化症への疾患抵

抗性を付与する）  
 

  区   分：甲  

 

 

論  文  内  容  の  要  旨  

Background: The G allele of NOTCH4 rs422951 is protect ive against 

demyelinat ing disease in Japanese.  

Object ives: To assess the relat ion of the G allele to neuromyelit is opt ica 

(NMO)/NMO spectrum disorder (NMOSD) and mult iple sclerosis (MS) and the 

interact ion between the G allele and HLA-DRB1 a lleles, and to clarify any 

associat ion of the G allele with clinical features.  

Methods: DNA sequencing was used to genotype 106 NMO/NMOSD pat ients, 

118 MS pat ients and 152 healthy controls (HC) for rs422951.  

Results: G allele frequency in MS pat ients,  but not that in NMO/NMOSD 

pat ients, was lower than that in HC (8.9% vs. 21.7%,  p<0.0001, OR=0.35). 

HLA-DRB1*0405 was posit ively associated with MS (OR=2.22, pcor r=0.0380) 

while DRB1*0901 was negat ively associated (OR=0.32, pcor r =0.0114). Logist ic 

regression analyses revealed that, after adjust ing for gender and either 

HLA-DRB1*0405 or DRB1*0901, rs422951 was associated with MS in the 

dominant model (OR=0.37, 95% CI= 0. 20–0.66, p=0.0012). Haplotype 



analyses ident ified two suscept ible and three resistant haplotypes formed from 

rs422951 and either HLA-DRB1*0405 or DRB1*0901. There were no 

stat ist ically significant differences in clinical features between G allele carriers 

and non-G allele carriers.  

Conclusion: The G allele of NOTCH4 rs422951 is an independent resistant 

allele for MS in Japanese not affect ing clinical features.  

 

 



 


