©
2012 2015

Role of Nrfl activation in progressive neurodegeneration
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Amyotrophic lateral sclerosis (ALS) is a progressive neurodegenerative disease of
motor neurons. Although defective ubiquitin-proteasome system is associated with neurodegenerative
diseases commonly, the underlying molecular mechanisms are still unknown. To understand defense
mechanisms using ubiquitin-proteasome system against progressive degeneration of neurons, we have
analyzed Nrfl activation in neurodegenerative disease condition using the compound transgenic mice
carrying Nrfl and mutant human SOD1 genes. The compound transgenic mice overexpressed Nrfl and mutant
human SOD1 have similar onset of neurodegeneration to mutant SOD1 transgenic mice. However, their
degenerative progression was faster than mutant SOD1 transgenic mice. Our data indicate that Nrfl
activation may contribute acceleration of neurodegenerative disorders.
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