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tauopathy

A fluorescent zebrafish model of tauopathy could be used to quickly 
identify therapeutics for Alzheimer’s disease (AD) or frontotemporal 
dementia. Transgenic expression of fluorescently labeled human 
t-protein in zebrafish neurons led to t-protein accumulation, higher 
neuronal death and progression of AD behavioral pathology compared 
with what was seen in controls. Using the model, structure-based design 
identified a new inhibitor of glycogen synthase kinase 3b (GSK3B) that 
blocked t-kinase more potently than existing inhibitors both in vitro 
and in the zebrafish. The group also generated transgenic zebrafish 
expressing other amyloid proteins, such as b-amyloid (Ab), TDP-43 
and a-synuclein. Next steps could include testing the new inhibitor in 
additional animal models of neurological disease.  
Neurim Pharmaceuticals Ltd.’s Neu-120, a GSK3B inhibitor, is in Phase 
II testing to treat Parkinson’s disease (PD).  
Noscira S.A.’s NP 12, also a GSK3 inhibitor, is in Phase II testing to treat 
AD.
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