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WFFER R OMEE (F£30) : Amyotrophic lateral sclerosis (ALS) is a fatal neurodegenerative
disease with unknown etiology. The aim of this research project was to improve the
vaccination and a passive immunization with a novel monoclonal antibody against mutant
SOD1 using ALS model mice, and to clarify the roles of microglia in mutant SOD1-linked
ALS. We found apo-form of WT SOD1 is an effective vaccine compared with mutant SOD1,
which induces a protective immunity with the increase in interleukin-4 and the decrease in
interferon-gamma and tumor necrosis alpha. The therapeutic effect of intrathecal infusion
of one clone of the mutant SOD1-specific antibodies to slow the progression was confirmed.
We also clarified the crucial role of CD14 of the microglia in extracellular SOD1
mutant-induced motor neuron death. Further development of immunotherapy for ALS can
be anticipated by defining more crucial molecular target or manipulating monoclonal
antibody.
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