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Molecular mechanism underlying propagation of pathogenic protein aggregates in
neurodegenerative disorders
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Amyotrophic lateral sclerosis (ALS) is the most common motor neuron disease.

The disease begins focally and spreads contiguously, resulting in progressive paralysis. The
pathological hallmark of ALS is the accumulation of insoluble protein aggregates containing
Cu/Zn-superoxide dismutase (SOD1) in motor neurons. The aim of this project was to clarify a
molecular mechanism underlzing the spread of lesion sites in the disease from the viewpoint of
seeding activity of insoluble SOD1 aggregates. 1 first established two different methods: oral
intake of E.coli forming the aggregates by thermoregulation, and exposure of the purified
aggregates. Although transgenic C.elegans harboring human SOD1 were fed with the aggregates, feeding
with either E.coli forming the aggregates or the purified aggregates did not induce the aggregation
of human SOD1 in C.elegans. Furthermore, these aggregates did not affect overall lifespan and motor

function of C.elegans.
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