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Elucidation of the pathophysiology of the Nakajo-Nishimura syndrome which is heredit
ary proteasome disability and trial of the enzyme replacement therapy
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Nakajo-Nishimura syndrome is a autosomal recessively-inherited disorder that onset
s in infancy with pernio-like rashes and gradually develops into partial lipodystrophy. A homozygous mutat
ion of the PSMB8 immunoproteasome subunit gene has been identified to be responsible for NNS. Abolished MH
C class | expression and CD8 T cell proliferation in PSMB8-knockout mice have been reported. In this study
, expression and functional abnormality of MHC (class I and Il) has been examined using immortalized B ce
Ils and peripheral blood mononuclear cells obtained from NNS patients. Expression of HLA-DR was defective
in NNS-imB cells, but HLA-DR expression was observed intracellularly in NNS-imB/PBMC. Presence of some str
uctural abnormality is suspected in HLA-DR.There is a possibility that a hitchhiking mutation in the HLA-D
R gene causes a structural change, because the PSMB8 gene is located in the MHC class Il region. Hitchhiki
ng mutation in the HLA-DR gene was not detected in gene analysis.
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