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Research on dementia therapeutics targeting tau splicing
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The increase in the number of patients with dementia due to the aging of the
population has become a growing problem, and there is an urgent need to establish a fundamental
treatment for dementia. In Alzheimer®s disease and frontotemporal lobar degeneration, which account
for the majority of dementia cases, tau protein is an important target for therapeutic intervention
because clinical symptoms of dementia are known to emerge with abnormal accumulation of tau protein
and neuronal cell death. Tau proteins are classified by splicing mode into 3-repeat tau and 4-repeat
tau, with 4-repeat tau promoting B -sheeting and the formation of highly neurotoxic tau oligomers.
We have identified candidate drugs for the treatment of dementia that regulate tau expression and

splicin? in neurons from patients with dementia, and that can reduce tau oligomers and inhibit
neuronal cell death.
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Imamura, K., et al.
Calcium dysregulation contributes to neurodegeneration in FTLD patient iPSC-derived
neurons. Sci Rep 6, 34904 (2016)



iPS

MRNA
survival assay
FTLD
75 30
4R 3R
4R
3R 4R
4R 3R
FTLD iPS
FTLD iPS
FTLD iPS
FTLD iPS
pathway

FTLD iPS

iPS

MAPT
FTLD iPS
MRNA

3R
4R

RNAseq

3R



Suong DNA, Imamura K, Inoue I, Kabai R, Sakamoto S, Okumura T, Kato Y, Kondo T, Yada Y, Klein 4
WL, Watanabe A, Inoue H

Induction of inverted morphology in brain organoids by vertical-mixing bioreactors 2021
Commun Biol. 1213
DOl

10.1038/s42003-021-02719-5

Suong DNA, Imamura K, Kato Y, Inoue H 16

Design of neural organoids engineered by mechanical forces 2024

IBRO Neurosci Rep 190-105
DOI

10.1016/j . ibneur.2024.01.004.

Al iPS

22

2023

Keiko Imamural, Yuichiro Yada, Ayako Nagahashi, Haruhisa Inoue

Development of diagnostic models for neurological diseases using stem cells and Deep Neural Network ~ Deep Learning with
iPSC-based scanning (Deep iScan) ~

Cell Symposium: Advances in Therapeutic Applications of Stem Cells

2022




Keiko Imamura, Hiroki Takeuchi, Naruhiko Sahara, Hideo Hara, Takeshi Tabira, Tetsuya Suhara, Ryosuke Takahashi, Makoto
Higuchi, Haruhisa Inoue

Nasal vaccination against tauopathy using Sendai virus vector
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