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DEAD box RNA helicases are involved in sporadic ALS pathology
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DEAD box RNA helicases are known to be involved in multiple aspects of RNA
processing. We hypothesized that DDX5 and its paralogue DDX17 are implicated in pathomechanism of
ALS. We evaluated the involvement of DDX5 and DDX17 in sporadic ALS tissues and in cultured cells.
The motor neurons of SALS showed DDX5-immunoreactive (ir) neurocytoplasmic inclusions (NCIS) in 22%
of cases. DDX5- ir NCIs were coincident with round inclusion of TDP-43. Overexpressed mutant TDP-43
were also co-localized with DDX5 in cytoplasm of Neuro2a cells. The SALS motor neurons showed
DDX17-ir small granules in the cytoplasm. These granules were found to be co-localized with
endoplasmic reticulum markers. Overexpression of mutant TDP-43 did not change cellular distribution
of DDX17 in Neuro2A cells. Our results suggest that the RNA helicase DDX5 and DDX17 are
differentially but significantly implicated in SALS pathology.
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DDX5 accumulates in neuronal cytoplasmic inclusions with TDP-43 in SALS.
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