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Neurology

Parkinson’s 
disease (PD)

Metabotropic glutamate 
receptor subtype 4 
(mGluR4; GRM4)

In vitro and rat studies suggest mGluR4 
positive allosteric modulators (PAMs) could be 
combined with existing PD therapies to treat 
PD. In a PD rat model of forelimb asymmetry, 
a selective mGluR4 PAM plus l-dopa increased 
forelimb function compared with either 
compound alone. In a PD rat model of catalepsy, 
an mGluR4 PAM plus preladenant improved 
behavior compared with either compound 
alone. Ongoing work includes investigating 
whether mGluR4 PAMs can decrease l-dopa-
induced dyskinesias in animal models and 
optimizing a new series of mGluR4 PAMs to 
treat PD. 
Preladenant (MK-3814; SCH 420814), an 
adenosine A2A receptor (ADORA2A) antagonist 
from Merck & Co. Inc., is in Phase III testing to 
treat PD. 
Istradefylline (KW-6002), an ADORA2A 
antagonist from Kyowa Hakko Kirin Co. Ltd., is 
in Phase III testing to treat PD. 
SYN115, a selective ADORA2A antagonist from 
Biotie Therapies Corp. and UCB Group, is in 
Phase II testing to treat PD.
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