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Molecular Mechanisms and Therapeutic Target of ALS/Asidan
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We analyzed expression and distribution patterns of three RNA processing related
proteins,nucleolar protein (NOP) 56 (identified as causative gene for Asidan), TDP-43, and FUS in lumbar
and cervical cords of transgenic (Tg) SOD1 G93A ALS model mice. Tg mice showed progressive reduction of
NOP56 levels in the large motor neurons from the early-symptomatic stage.TDP-43 and FUS protein levels
showed a later decrease in the nucleus of large motor neuron at the end stage of the disease.

We also analyzed an autopsy sample from an Asidan patient. We found ubiquitin- and p62-positive
inclusions in the c%toplasm of the inferior olivary nucleus of the Asidan patient, (GGCCUG)n RNA foci in
neuronal nucleiof the cerebellum, inferior olive, spinal cord. Of interest is that the giant RNA foci,
nearly 10 Im in diameter, that were detected in Purkinje cells, spinal motor neurons and most frequently
in the inferior olivary nucleus, may be responsible for pivotal clinical symptoms of Asidan.
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