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Bioisosteric replacement of the pyridine moiety in (�)-pyrido[3,4-b]homotropane (PHT) and

(+)-pyrido[3,4-b]tropane with the pyridazine and pyrimidine nucleus resulted in hitherto unknown

nAChR ligands such as 5–8.
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Multivalent glycoPAMAM dendrimers were synthesized from an acid

functionalized T-antigen derivative and PAMAM dendritic cores by a

peptide coupling stategy providing 4–32 valencies.
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The synthesis and crystal structure of p-amidinophenylmethylphosphinic acid (AMPA)

complexed with trypsin is reported.

Bioorg. Med. Chem. 10 (2002) 47
In Vitro and In Vivo Inhibition of LPS-Induced Tumor Necrosis

Factor-� Production by Dimeric Gallotannin Analogues

Ken S. Feldman,a Sarah L. Wilson,a Michael D. Lawlor,a Charles H. Langb and William J. Scheuchenzuberc

aDepartment of Chemistry, The Pennsylvania State University, University Park, PA 16802, USA
bDepartment of Cellular and Molecular Physiology, The Pennsylvania State University College of Medicine, Hershey,
PA 17033, USA
cLife Sciences Consortium, The Pennsylvania State University,
University Park, PA 16802, USA

Designed dimeric gallotannin analogues as indicated inhibit TNF-a secretion from

LPS-stimulated h-PBMCs by up to 53% (5–24 mM) compared to control. Comparable

suppression of TNF-a levels (�50% vs control) was observed in the plasma of rats

co-treated with LPS and specific tannin analogues.
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Synthesis and biological evaluation of the following porphyrins.
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Exendin-4 is a 39-residue peptide from the salivary secretions of Heloderma suspectum having some pharmacological properties similar to GLP-1. The synthetic

version of this peptide (AC2993) is currently in phase 2 clinical trials as a treatment as a treatment for type 2 diabetes. In contrast to GLP-1, exendin-4 forms

monomeric helices in aqueous media. This helical state displays unusual thermal stability due to a hydrophobic C-terminal capping interaction. The absence of

this C-capping interaction and the presence of a flexible, helix-destabilizing glycine at residue 16 in GLP-1 are proposed to be the basis for the diminished

stability of the monomeric helical state of GLP-1. The greater intrinsic stability of the exendin-4 helix likely reduces the entropic cost of binding at a receptor that

requires the C-terminal helix state.
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The impact of substituent variations in the aromatic part of 1,2,3,4-tetrahydroisoquinoline

moiety on 5-HT1A and 5-HT2A receptor affinities, as well as in vivo functional properties

of the investigated compounds are discussed.
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Coumarin protected cytidine 50-diphosphate (CDP) 1 generates CDP in the ns timescale.

Because 1 absorbs light up to 450 nm, this CDP derivative is a suitable probe for the study

of the enzyme ribonucleotide reducase.
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A synthetic peptide HPH–Pep showed sensitising effect on the hyperthermic treatment of L-1210,

Molt-4, and HL60 cells.
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Three-dimensional pharmacophore hypotheses were built from a set of 10 octopamine (OA)

agonist 2-(Arylimino)imidazolidines (AIIs), 2-(Arylimino)thiazolidines (AITs) and 2-(Arylimino)oxazolidines

(AIOs). Active OA agonist 2,6-Et2 AII mapped well onto all the RA, PI and HpAl features of the hypothesis.

Taken together, 2,6-Et2-Ph and foramidine structures are important as OA agonists.
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The synthesis and pharmacological evaluation of a series of new tissue-selective estrogens, the

cis-3,4-diaryl-hydroxy-chromanes, is described.
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Compound 1 obtained via polymer-assisted synthesis using the Kenner

safety catch linker displays an IC50 of 850 nM on T. b. brucei blood

stream forms in vitro.
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The synthesis of a less lipophilic high affinity CRHR1 ligand is reported.

Bioorg. Med. Chem. 10 (2002) 185
5-Demethylovalicin, as a Methionine Aminopeptidase-2 Inhibitor

Produced by Chrysosporium

Kwang-Hee Son,a Ju-Young Kwon,a Ha-Won Jeong,a Hyae-Kyeong Kim,a Chang-Jin Kim,a Yie-Hwa Chang,b

Jung-Do Choic and Byoung-Mog Kwona

aKorea Research Institute of Bioscience and Biotechnology, 52-Eundong, Yusong, Taejon 305-333, Republic of Korea
bHealth Sciences Center, School of Medicine, St. Louis University, 1402 S. Grand Blvd.,
St. Louis, MO 63104, USA
cDepartment of Biochemistry, Chungbuk National University, Cheongju 361-763,
Republic of Korea

5-Demethylovalicin, isolated from the fermentation broth Chrysosporium inhibited the recombinant

human MetAP-2 (IC50=17.7 nM) and the growth of human umbilical vein endothelial cells

(HUVEC; IC50=100 nM) in cell proliferation assay without cytotoxicity on the transformed cell lines.
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The synthesis of the several novel TRH analogues and their binding affinities and activation potencies to

TRH-R are reported.
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