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Identification of novel diseases with proteasome deficiency and their
pathomechanism by analyzing a panel of associated genes

Kanazawa, Nobuo
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Cases who were clinically diagnosed as Nakajo-Nishimura syndrome but not
associated with a PSMB8 mutation were collected from all over Japan and provided for analysis of a
panel of proteasome-associated genes as well as the genes associated with known interferonopathy,
inflammasome and autophagy, and/or for the whole exome sequencing. As a result, several cases with
Aicardi-Goutieres syndrome harborin? a TREX1 mutation were identified, as well as a case with a
novel proteasome-associated autoinflammatory syndrome with a PSMB9 mutation and a case with a novel
interferonopathy harboring a mutation in the gene whose role as a disease cause had not been
reported. Analysis of the proteasome activities, formation of the proteasome complex and
accumulation of ubiquitin in these cases suggested the presence of a pathomechanism distinct from
that of Nakajo-Nishimura syndrome.
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