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Neurology

Alzheimer’s 
disease (AD)

G protein–coupled 
receptor 3 (GPR3) 

A study in cell culture and in mice suggests 
inhibiting GPR3 could help treat AD. In cell 
culture, overexpression of GPR3 increased 
production of AD-associated b-amyloid 
(Ab) compared with that seen in mock-
treated controls, whereas small interfering 
RNA knockdown of GPR3 decreased Ab 
production. In cultured mouse neurons, GPR3 
overexpression increased levels of g-secretase, 
an enzyme that converts amyloid precursor 
protein (APP) to Ab, compared with those 
seen in untreated controls. In a mouse model 
of AD, Gpr3 deletion lowered Ab levels in 
the hippocampus compared with those seen 
in wild-type controls. Next steps include 
developing small molecule antagonists of 
GPR3 and testing them in mouse models of 
AD-associated cognitive impairment. 
Galapagos N.V. has a preclinical program 
targeting GPR3 to treat AD.
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