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Introduction Structure-Activity Relationships In vitro / in vivo Pharmacokinetics [Compound 2]

® Metabotropic glutamate receptor 4 (mGlu,) is a member of the Class-C ® Preliminary SAR evaluation revealed that there were limited opportunities to improve the mGlu, PAM activity In vitro profile
family of GPCRs ® Interesting SAR on mGlu; uncovered

® Agonists and positive allosteric modulators (PAMs) of mGlu, have - mewm . meu.m W mewm)

demonstrated efficacy in animal models of Parkinson’s Disease (PD)
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® Several examples of mGlu, PAMs have been described in the literature
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Figure 1. Selection of literature mGlu, PAMs
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® High-throughput screening (HTS) initially identified Compound 1 SN E . gy .
_ S 7.8 115 ND ND S 290 101 ND ND ® Haloperidol-induced catalepsy rat model was used as the in vivo
as an mGlu, PAM: ECgo 5 1M experiment to assess motor dysfunction
® Compound 2 was found to be the source of the mGlu, PAM activity | 2 ® Compound 2 dosed at 1, 10 and 30 mg/kg (n=8) 30 min prior to haloperidol
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® Systematic modification of Compound 2 ) . 3 compound 2 (1 mg/kg)
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