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Characterization of ALS-Associated FUS Mutations using iPSCs and mouse models.
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1. We generated iPSCs from fibroblasts obtained immediately postmortem from centen
arian donors who were extremely healthy until an advanced age. The series of iPSCs would be useful in neur
SQegeneration and longevity research and as valid super-controls for use in studies of various late-onset

iseases.
2. We generated transgenic mutant FUS mice under the control of thy-1 promoter who express mutant FUS prot
ein ( C-terminal region deleted protein) particularly in the central nervous system. Motor phenotype evalu
ation showed no significant motor dysfunction through 50 weeks follow-up. Immunohistochemical study showed
nuclear transport impairment, resulting in cytoplasmic accumulation of FUS protein. This finding Is compa
tible with in vitro studies.
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