
 Accumulation of abnormal protein  that cause neurodegeneration  
 Useful for the development and evaluation of medicines 

(Jucker M. &  Walker L. C., Nature, 2013) 

 Neurodegenerative diseases: Aging and spread of abnormal protein 

 Alzheimer disease (AD) 

 Dementia with Lewy Bodies (DLB) 
 Parkinson disease (PD) 

 Frontotemporal lobar degeneration  
 Amyotropic Lateral Sclerosis (ALS) 

 Our disease models for screening 

We found several candidate compounds that 
inhibit aggregation of abnormal TDP-43 
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“Accumulation” of abnormal protein as seen in patient’s brain 

(Nonaka et al., J Biol Chem. 2010) 
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 Lab’s web site 

 Tdp-43-storing cell model, JP 5667872, US 8715643, 
9128081, EP 2272955 DE,FR,GB 

 Protein which can serve as nucleus for polymerization of 
protein polymer, cell having the polymer introduced 
therein, and process for production of the cell, JP 
5665258, EP 1964918 DE,FR,GB  

 The screening method of the neurodegenerative disease 
therapeutics, JP 4948845 

 Antibody binding specifically to tdp-43 aggregate, JP 
5439176, US 8940872, EP 2189526 BE,DE,FR,GB,NL 

 Method for producing insoluble aggregate of 
neurodegenerative-disease-related protein, CN 
201280044001.5 

 Papers 

“Propagation” of abnormal protein as seen in patient’s brain Animal models 

   

Dementia 

alpha-synuclein Tau 

Tokyo metro. Inst. Med. Sci.  Dementia project 
URL: http://www.igakuken.or.jp/dementia/ 
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“Normal” αSyn is 
transformed into 

“Abnormal” in vitro 
Is abnormal αSyn transformed into 
abnormal in mouse brain ? 

There is no change in case of  injection 
of normal αSyn into mouse brain 
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Injection 
into brain 

Injected αSyn was 
disappeared 

Endogenous αSyn was 
accumulated with 
phosphorylation and 
ubiquitination 

Human αSyn was transformed into mouse αSyn  

Biochemical analysis of mouse brain injected abnormal αSyn 
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