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Establishment of common mechanism and therapeutic base for amyotrophic lateral
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The purpose of this study is to elucidate the mechanism by which dysfunction
of the novel causative gene product ErbB4 of amyotrophic lateral sclerosis leads to spinal motor
neuron death. In Neuro2A cells, subcellular mislocalization of mutant ErbB4 and resultant decreased
cell viability were confirmed. In mouse cerebral cortex neuron-derived primary culture cells, it was
revealed that the axonal elongating effect of the nuclear translocation isoform was abolished in
the mutant form. A tamoxifen-dependent motor neuron specific ErbB4 conditional knockout mouse was
created, and it was confirmed in vivo that loss of expression of ErbB4 leads to motor dysfunction
and spinal motor neuron death. Thus, research progressed as intended within the designated period.
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