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pathology and a potential for therapeutic intervention.

Notes

MRER : MR R (ARBHRRLR)
e EAfE : 2014 ~ 2018

REES 26117007

5o B - N

Genre

Research Paper

URL

https://koara.lib.keio.ac.jp/xoonips/modules/xoonips/detail.php?koara_id=KAKEN_26117007seika

BREZBAZFZMERV AT NU(KOARA)ICEBHE N TWA IV TUY NEEER. ThThOEEE, FLFLEHRWRTECREL., TOEINGEFEERCL ST
RBENTVET, BIACHLE> TR, BEFRELEZETLTIRAEZ L,

The copyrights of content available on the KeiO Associated Repository of Academic resources (KOARA) belong to the respective authors, academic societies, or
publishers/issuers, and these rights are protected by the Japanese Copyright Act. When quoting the content, please follow the Japanese copyright act.



http://www.tcpdf.org

2014 2018

iPS
Establishment of brain protein aging models; human iPS cell model and non-human

primate model

Okano, Hideyuki

87,100,000

R406W iPS
R406W iPS

iPS

For the potential development of novel therapeutic strategies for
tauopathies, our group established a tauopathy model bearing tau mutations associated with
frontotemporal dementia with parkinsonism-17 (FTDP-17) for investigating tau pathology and for usage

in drug screening.
For this purpose, we generated iPSCs from 2 frontotemporal dementia patients of a Japanese pedigree
bearing the tau R406W mutation. To examine the phenotypes in neurons, we developed efficient
cortical neural differentiation methods for iPSCs using small molecules. In this neuronal culture,
the mutant tau exhibited reduced phosphorylation levels and was increasingly fragmented by calpain.
Furthermore, the mutant tau protein was mislocalized and the axons of the patient-derived neurons
displayed morphological and functional abnormalities, which were rescued by microtubule

stabilization. Collectively, our findings provide new mechanistic insight into tau pathology and a
potential for therapeutic intervention.
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