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A family of compounds based upon the chemical structure of valproate were synthesized and assayed for their ability to inhibit

glycogen synthase kinase (GSK)-3 a and b activity in vitro.
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Structure–activity relationship studies on 3-(5-pyridin-2-yl-2H-tetrazol-2-yl)benzonitrile 2 led to the discovery of 2-{2-[3-(pyridin-3-

yloxy)phenyl]-2H-tetrazol-5-yl}pyridine (10)—a highly potent and selective mGlu5 receptor antagonist with good brain penetration

and in vivo receptor occupancy in rat and cross-species oral bioavailability.
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Cover figure provided by Indraneel Ghosh, Department of Chemistry, University of Arizona. The cover depicts the Dual Surface

Selection methodology developed by the author: the blue helix of htBl (center) allows structural selection with the Fc portion of

Immunoglobulin (left), while the residues randomized on the red sheet of htBl (center) allows for functional selection against

thrombin (right) [Rajagopal, S.; Meza-Romero, R.; Ghosh, I. Bioorg. Med. Chem. Lett. 2004, 14, 1389].
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