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Neurology

Depression Dishevelled dsh homolog 1 
(DVL1; DVL); glycogen 
synthase kinase 3β (GSK3β)

Mouse studies suggest increasing DVL 
expression or inhibiting GSK3β could help treat 
depression. In mice susceptible to depression 
and in postmortem brain tissue from depression 
patients, DVL levels were lower than those in 
controls. In the mouse model, overexpression 
of Gsk3β decreased Dvl signaling and increased 
susceptibility to depression compared with 
overexpression of control protein. Next steps 
include developing small molecules that target the 
DVL-GSK3β pathway. 
DiaMedica Inc.’s DM-99, a GSK3β inhibitor, 
is in Phase II testing to treat diabetes. Neurim 
Pharmaceuticals Ltd.’s GSK3β inhibitor,  
Neu-120, is in Phase II testing to treat Parkinson’s 
disease (PD).
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