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Neuroogical and/or psychiatric disorder ~ Biological Target: Metabotropic Glutamate Receptor Subtype 5
(mGIuRS)

This application claims a series of 6-alkyl-N-(pyridyl-2-yl)-4-aryloxypicolinamide analogues may provide a treatment for a
wide variety of disorders associated with glutamate dysfunction such as Alzheimer’s disease, Parkinson’s disease, fragile X

syndrome, and autism.
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Biological Assay: Calcium mobilization assay using HEK 293A cells expressing rat mGluRS
Prophetic assays

Mouse model of anxiolytic behavior: Inhibition of marble burying activity in mice

Pharmacological Data: Compound 1 | Compound 2 | Compound 3 | Compound 4
mGIuR5 (ICs, nM) 7.8 +/-1.4 34+/-04 11 36
hPPB (%) 91.4 98.5 96.6 -
Mouse BHB (%) 92.2 98.5 - -
B/P (Mouse, P.O. @ 10 5.9 4.7 - -
mg/kg)
%F (rat PK) 30-76 67-75 39 -
%F (Cynomolgus 42-45 25-45 - -
monkey)
Marble buried studies 10 mg/kg 30 mg/kg 10 mg/kg 10 mg/kg
(effective dose after
P.O. dosing)

Synthesis: Preparation of 2 compounds

Claims: Claims 142—176: Synthetic methods

Claims 200—208: Use of compounds for the treatment of a variety of diseases including Alzheimer’s disease.
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