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Compounds 7e and 7f were the first in this series of benzoxazoles found to be a potent inhibitors of CETP (ICso = 22 and 18 nM), with robust in vivo efficacy
(AHDLc = 33 and 27 mg/dL) and absent of any hERG binding liabilities.
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A novel series of pyrazolo[1,5-a]pyrimidine derivatives was synthesized and evaluated as NPY Y1R antagonists. Oral administration of 2f resulted in modest reductions of food

intake in several rodent models.
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An investigation of the scope of enantioselective ketone allylations employing Nakamura’s chiral allylzinc-bisoxazoline reagent is described, along with the +
development of a theoretical model to explain the results.
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This Letter describes a chemical lead optimization campaign directed at a weak mGlus NAM discovered while developing SAR for the mGlus PAM, ADX-47273. An iterative parallel
synthesis effort discovered multiple, subtle molecular switches that afford potent mGlus NAMs, mGlus PAMs as well as mGlus partial antagonists.
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New pyrimido[4,5-d]azepines 7 are disclosed as potent 5-HT,c receptor agonists. A preferred example, 7b had minimal activation at either the 5-HT,5 or 5-HT,p receptors
combined with robust efficacy in a preclinical canine model of stress urinary incontinence. In addition, it proved to be critical to build an understanding of the translation between
recombinant cell-based systems, native tissue preparations and in vivo preclinical models. This was a significant undertaking and proved to be crucial in compound selection.
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Amino-anthranilic acid derivatives have been identified as a new class of low serum shifted, high affinity full agonists of the human orphan G-protein-coupled +
receptor GPR109a with improved ADME properties.
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The design and synthesis of a novel series of c-jun N-terminal kinase (JNK) inhibitors is described. The development of the 4-(pyrazol-3-yl)-pyridine series was discovered from an
earlier pyrimidine series of JNK inhibitors. Through the optimization of the scaffold 2, several potent compounds with good in vivo profiles were discovered.
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trans-Propenoic acid derivatives were synthesized and their activity on the HCA2 receptor (GPR109A)
evaluated by structure-activity relationships and pharmacophore modeling.
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Potentiation of ribonuclease cytotoxicity by a poly(amidoamine) dendrimer pp 2756-2758
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The toxicity of a cationic ribonuclease for cancer cells is increased by co-treatment with a cationic dendrimeter. @
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An inhibitor-like binding mode of a carbonic anhydrase activator within the active site of isoform II pp 2764-2768
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Fused aromatics such as naphthalene were identified as highly potent and CNS penetrant M; positive allosteric modulators during an SAR study to replace the phenyl B-ring
linkage.
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Reprint of “MDCK cell permeability characteristics of a sulfenamide produg: Strategic implications in considering pp 2780-2783
sulfenamide prodrugs for oral delivery of NH acids” [Bioorg. Med. Chem. Lett. 21 (2011) 172-175]
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