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Cytoplasmic mis-aggregation and nuclear-loss of TAR DNA binding protein of
43KDa (TDP-43) are observed in the lesions of sporadic amyotrophic lateral sclerosis (ALS). To
understand a mechanism how nuclear-loss of TDP-43 involves in the pathogenesis of sporadic ALS,
transcriptome analysis was performed. | found a gene whose transcript and translation products are
drastically reduced in the TDP-43 silenced HelLa and HEK293A cells. The gene product preferentially
associated with aggregated TDP-43 species and superoxide dismutase (SOD1) mutants with mutations
related to familial ALS, and it was also co-precipitated with von Hipple-Lindau (VHL), a substrates
recognition unit of Cullin-2 E3 ligase complex, which had been identified as an E3 of C-terminal
truncated TDP-43 and ALS associated SOD1 mutants. These results suggest that the TDP-43 deficiency
may associate with clearance of misfolded TDP-43 and SOD1 through regulating VHL.
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