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The objective of this study was to establish stem cell transplantation
therapy using pluripotent MUSE cells for the patients with moyamoya disease. Mice and rats were
subjected to chronic cerebral ischemia and then underwent indirect pial synangiosis, in a consistent

situation of indirect bypass for moyamoya disease. Two-staged carotid artery occlusion reproducibly

provided chronic hypoperfusion and the development of pial synangiosis by our methods. To obtain
more similar condition to moyamoya disease, we alternatively generated genetically-engineered mice
of RNF213, a susceptibility gene for moyamoya disease. Spontaneous development of moyamoya disease
was not evident in these mice, while RNF213-deficient mice demonstrated decreased ratio of
regulatory T cells after immunologic adjuvant administration. Regarding MUSE cell preparation, using

MUSE cells were successfully sorted by anti- SSEA-3/CD105 antibodies from cultured mesenchymal
stromal cells.
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