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Investigation of protein-RNA interaction implicated in neurodegeneration
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We investigated the effect of truncation of TDP-43 on the expression of poly
(A)+ RNA by fluorescence in situ hybridization using HelLa cells transfected with a series of deleted
TDP-43 constructs. Endogenous and overexpressed full-length TDP-43 localized to the perichromatin
region and interchromatin space adjacent to poly(A)+ RNA. Deleted variants of TDP-43 containing RNA
recognition motif 1 and truncating N-terminal region induced cytoplasmic inclusions in which poly(A)
+ RNA was recruited. C-terminal TDP-43 truncated at residue 202 or 218 was distributed in the
cytoplasm as punctate structures. C-terminal TDP-43 truncated at residue 218 but not at 202
significantly decreased poly(A)+ RNA expression by approximately 24% compared with the level in
control cells. Thus, a disturbance of the RNA metabolism in which TDP-43 is involved may be central
to the pathogenesis of amyotrophic lateral sclerosis (ALS) and frontotemporal lobar degeneration

(FTLD).
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