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The antitumor drug mitomycin C metabolizes in vitro to an oxazolidinone derivative by a cyclization reaction of the aziridine ring with biocarbonate, the biological buffer. 
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Graphical abstract

For the development of novel antitumor agents, 2,6-dithienyl-4-furyl pyridine derivatives were prepared and evaluated for their topoisomerase I and II inhibitory activity as well 
as cytotoxicity against several human cancer cell lines. 
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Solvent-free, microwave assisted synthesis of polyhalo heterocyclic ketene aminals as novel anti-cancer agents 
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Graphical abstract

A series of polyhalo heterocyclic ketene aminals (HKAs) were synthesized under solvent-free conditions and evaluated in vitro against a panel of human tumor cell lines. 
Trifluoro-HKAs were the most cytotoxic compounds, then difluoro-HKAs and trichloro-HKAs. Ethoxycarbonyl substituted 5o was found to be the most potent derivative with 
IC50 values lower than 3.7 μg/mL against 5 human tumor cell lines making it more active than cisplatin (DDP). 
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Total synthesis and biological evaluation of methylgerambullone 
Pages 52-55 
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Novel enoyl-ACP reductase (FabI) potential inhibitors of Escherichia coli from Chinese medicine monomers 
Pages 56-59 
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Curcumin has been proved to be an uncompetitive inhibitor of enoyl-ACP reductase from Escherichia coli (EcFabI) with the inhibition constant (Ki) of 15 μM. Particularly, 

curcumin had apparent antibacterial activity against E. coli, and the corresponding MIC90 was 73.7 μg/mL. 
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A series of purine modified 3′-azido nucleosides were synthesized by a chemical transglycosylation reaction and evaluated for their anti-HIV-1 activity, cytotoxicity and 
intracellular metabolism. 
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Correlation of structural features of selected N-phenyl piperidine derivatives 3 with integrin α5β1 binding affinities and selectivities as well as pharmacokinetic properties 
are described. The best compounds were compared in pharmacokinetic studies in rat. 
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Development of an in silico model for human skin permeation based on a Franz cell skin permeability assay 
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A multiple linear regression QSAR model was developed based on a set of 61 compounds with internally consistent permeability data measured across Franz cell. The data 
was normalized using a mean permeability value of a reference compound, 3-isobutyl-1-methylxanthine (IBMX). The QSAR model contained only five simple descriptors and had 
a correlation coefficient, r2 of 0.77 between experimental and calculated values for skin permeability. The mean absolute error was 0.3 for the entire set and the cross 
validation coefficient, q2 was 0.71. The in silico skin permeability model was used as a filter for virtual libraries and to optimize skin permeation of specific compounds for 
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several dermatology discovery projects. 
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The microwave assisted hetero Diels–Alder synthesis and the sedative profile of heterotricyclic pyrazolo[3,4-b]pyrrolo[3,4-d]pyridine derivatives (1a–1f), (4a–4f) and 
some simplified analogues is reported. 
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The syntheses, biological evaluations, and structure–activity relationships for a series of novel Z-5-styryl, E-5-styryl and 5-phenethyl analogs of 2,3,4,5-tetrahydro-1H-γ-
carbolines as potent blockers of serotonin, histamine, and adrenergic receptors are disclosed. 
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Graphical abstract

A series of ageladine A and structurally related aromatic azepine analogs have been synthesized and evaluated for anticancer activity. The key steps involve a Pictet–
Spengler cyclocondensation and oxidative aromatization. 
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Oxygenated side-chain analogues of clinical candidate UK-396082 were found to be potent inhibitors of activated thrombin activatable fibrinolysis inhibitor (TAFIa). 
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The in vitro screening of 43 polysubstituted chalcones against Leishmania amazonensis axenic amastigotes, lead to the evaluation of nine of them in a macrophage-infected 
model with the two other most infectious Leishmania species prevalent in Peru (Leishmania braziliensis and Leishmania peruviana), five of the most active and selective 
were studied in vivo, resulting on the identification of two chalcones with high reduction parasite burden percentages. 
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Phytochemical investigation of the stem bark of the O.indicum yielded two new compounds (1, 2) along with known compounds (3–9). Antiulcer activity of the isolates was 
studied on various models. 
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KNT-63 designed on the basis of an active conformation of selective κ agonist TRK-820 showed strong antinociceptive effects via the κ receptor. 
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Fluorescent probe 1 displays a highly selective fluorescent enhancement with Zn2+, and application of this probe to detect the intrinsic Zn2+ ions present in pancreatic β-cells 
was demonstrated. 
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Few novel 3,5-diaryl pyrazolines were synthesized and investigated for their monoamine oxidase (MAO) inhibitory property. Compound 10 was found to have excellent 
selectivity index towards MAO-A. 
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Species specific conversion of the lead PDE4 inhibitor 1 to the quinolone 3 was identified as the major route of metabolism in the cynomolgus monkey. Modification of the 
template to give the cinnoline 9 retained potency and selectivity, and greatly improved the pharmacokinetic profile in the cynomolgus monkey compared with 1. Additional 
SAR studies aimed at improving the solubility of 9 are also described. 
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Xanthines, uric acids, and their methylated derivatives inhibit CTP synthase-catalyzed CTP formation from UTP (IC50 = 0.060–0.58 mM). 

 

file:///D|/Коллекция журналов/Bioorg Med Chem Lett/2010/Bioorg Med Chem Lett 2010 20 011-424.htm (10 из 33) [19.12.2009 1:20:48]

http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=ed45bb0bf0296574403de551c3236fb5
javascript:openPreview('B6TF9-4XNW43P-C','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=e231645a62c74485f2c0f00c19f0f0e6','B6TF9-4XNW43P-C-abs','B6TF9-4XNW43P-C-figs','B6TF9-4XNW43P-C-refs','B6TF9-4XNW43P-C-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XNW43P-C','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=e231645a62c74485f2c0f00c19f0f0e6','B6TF9-4XNW43P-C-abs','B6TF9-4XNW43P-C-figs','B6TF9-4XNW43P-C-refs','B6TF9-4XNW43P-C-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNW43P-C-5&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=f2c482ac3006c71f6fe3f347a49d3a43&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNW43P-C-5&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=f2c482ac3006c71f6fe3f347a49d3a43&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=ed45bb0bf0296574403de551c3236fb5
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=ed45bb0bf0296574403de551c3236fb5
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNW43P-C&_user=10&_coverDate=01%2F01%2F2010&_rdoc=28&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=ed45bb0bf0296574403de551c3236fb5
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XNW43P-C&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=0f24b5cd76603350127f53a6c3850154
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNF897-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=29&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=36f3cab128f73e5327d428b0198a393d
javascript:openPreview('B6TF9-4XNF897-2','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNF897-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=29&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=59d8665d7e968b00b70c22578dca373d','B6TF9-4XNF897-2-abs','B6TF9-4XNF897-2-figs','B6TF9-4XNF897-2-refs','B6TF9-4XNF897-2-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XNF897-2','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNF897-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=29&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=59d8665d7e968b00b70c22578dca373d','B6TF9-4XNF897-2-abs','B6TF9-4XNF897-2-figs','B6TF9-4XNF897-2-refs','B6TF9-4XNF897-2-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNF897-2-1&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=0c77f69c9376e4107f673d4a516c5a53&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNF897-2-1&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=0c77f69c9376e4107f673d4a516c5a53&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XNF897-2&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=cf8bcb168ddee2853630a0e7db8f32bd
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XNW43P-4&_user=10&_coverDate=01%2F01%2F2010&_rdoc=30&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=b4bc943b6ca0cf5e13eaef4fc85a02b9
javascript:openPreview('B6TF9-4XNW43P-4','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNW43P-4&_user=10&_coverDate=01%2F01%2F2010&_rdoc=30&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=afe32d8bdb54aaf86c964785678b2c98','B6TF9-4XNW43P-4-abs','B6TF9-4XNW43P-4-figs','B6TF9-4XNW43P-4-refs','B6TF9-4XNW43P-4-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XNW43P-4','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XNW43P-4&_user=10&_coverDate=01%2F01%2F2010&_rdoc=30&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=afe32d8bdb54aaf86c964785678b2c98','B6TF9-4XNW43P-4-abs','B6TF9-4XNW43P-4-figs','B6TF9-4XNW43P-4-refs','B6TF9-4XNW43P-4-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNW43P-4-J&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=c33afa22778a830c6b8e06c39895ed7f&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XNW43P-4-J&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=c33afa22778a830c6b8e06c39895ed7f&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XNW43P-4&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=58ea7ea74d360a02a6a1d6a846f831ee


ScienceDirect - Bioorganic & Medicinal Chemistry Letters, Volume 20, Issue 1, Pages 1-424 (1 January 2010)

31. 
Oxo-bridged isomers of aza-trishomocubane sigma (σ) receptor ligands: Synthesis, in vitro binding, and molecular modeling 
Pages 145-148 
Samuel D. Banister, Iman A. Moussa, Meredith J.T. Jordan, Mark J. Coster, Michael Kassiou 

 Preview   PDF (492 K) | Supplementary Content  | Related Articles

Graphical abstract

The in vitro σ receptor affinity of aza-trishomocubyl hemiaminals, and their isomeric oxo-bridged analogues, is rationalized using molecular modeling. 
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Pictet–Spengler condensation of aldehydes or alpha-keto-esters with 4-(2-anilinophenyl)-7-azaindole (11) or deazapurine (12) gave high yields of the 3,4-fused cyclic 
compounds. SAR studies, by varying the substituted benzaldehydes component, lead to the discovery of a series of potent JAK2 kinase inhibitors. 
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A series of tetrahydro-β-carbolines were identified by HTS as inhibitors of the kinesin Eg5. Molecular modeling and medicinal chemistry techniques were employed to explore 
the SAR for this series with a focus of removing potential metabolic liabilities and improving cellular potency. 
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Laterocidin and its analogues 1–6 were synthesized by solid-phase techniques with side chain carboxyl group of Aspartate linked to Rink resin by using Dmab group as 
a temporary α-COOH protecting group during solid-phase synthesis with Fmoc chemistry. Laterocidin analogue 3 exhibits potent and broad antibacterial activities. 
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Shape and electrostatic virtual screening identified the imidazopyridine as highly similar to the pyridone mGluR2 PAM scaffold. Example compounds were synthesized and 
show good primary activity and promise for future work. 
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Compound 5 is a novel lead for the design of new and potent BCRP modulators. 
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Novel mGluR5 antagonists have been developed. SAR studies and lead optimizations are described, which result in compound 16m with high efficacy in animal models. 
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A new series of N-carboxyphenylpyrrole ligands were designed using GeometryFit based on an X-ray crystal structure of gp41. The synthesized ligands showed 
significant inhibitory activities against HIV gp41 6-helix bundle formation, HIV-1 mediated cell-cell fusion and HIV-1 replication. 
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A series of benzylidene cyclopentenedione-based inhibitors, acting through covalent modification of the active site of botulinum neurotoxin A light chain metalloprotease, 
are reported. 
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A series of 4-(3-aryloxyaryl)quinoline sulfones 7 was prepared as LXR agonists. 

file:///D|/Коллекция журналов/Bioorg Med Chem Lett/2010/Bioorg Med Chem Lett 2010 20 011-424.htm (15 из 33) [19.12.2009 1:20:49]

http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=75fd39d6fcf69cf46d36dfc96a654958
javascript:openPreview('B6TF9-4XM6K7V-3','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=0ced6254be6b1f7178b48b812aec2897','B6TF9-4XM6K7V-3-abs','B6TF9-4XM6K7V-3-figs','B6TF9-4XM6K7V-3-refs','B6TF9-4XM6K7V-3-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XM6K7V-3','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=0ced6254be6b1f7178b48b812aec2897','B6TF9-4XM6K7V-3-abs','B6TF9-4XM6K7V-3-figs','B6TF9-4XM6K7V-3-refs','B6TF9-4XM6K7V-3-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XM6K7V-3-4&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=31450cffd637da6be9111cdfd6e1408a&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XM6K7V-3-4&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=31450cffd637da6be9111cdfd6e1408a&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=75fd39d6fcf69cf46d36dfc96a654958
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=75fd39d6fcf69cf46d36dfc96a654958
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XM6K7V-3&_user=10&_coverDate=01%2F01%2F2010&_rdoc=44&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=75fd39d6fcf69cf46d36dfc96a654958
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XM6K7V-3&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=ecc878d6f3a397c88ca7cb8ef502360b
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=04a56b5f112b476689bcb0081fb0d183
javascript:openPreview('B6TF9-4XKBYMR-2','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=4bc54375051580092342e9031e65e3b5','B6TF9-4XKBYMR-2-abs','B6TF9-4XKBYMR-2-figs','B6TF9-4XKBYMR-2-refs','B6TF9-4XKBYMR-2-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XKBYMR-2','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=4bc54375051580092342e9031e65e3b5','B6TF9-4XKBYMR-2-abs','B6TF9-4XKBYMR-2-figs','B6TF9-4XKBYMR-2-refs','B6TF9-4XKBYMR-2-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XKBYMR-2-9&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=dcc54a99a9282c51f22e5c8e947d441c&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XKBYMR-2-9&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=dcc54a99a9282c51f22e5c8e947d441c&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=04a56b5f112b476689bcb0081fb0d183
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=04a56b5f112b476689bcb0081fb0d183
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XKBYMR-2&_user=10&_coverDate=01%2F01%2F2010&_rdoc=45&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=04a56b5f112b476689bcb0081fb0d183
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XKBYMR-2&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=b95389e881a093bb06b1dae12588257d
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6TF9-4XKBYMR-1&_user=10&_coverDate=01%2F01%2F2010&_rdoc=46&_fmt=high&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=25f81e6c0eb9717cd0db40db14dc09e2
javascript:openPreview('B6TF9-4XKBYMR-1','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XKBYMR-1&_user=10&_coverDate=01%2F01%2F2010&_rdoc=46&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=8771838822cef098a4c674a9aacfb492','B6TF9-4XKBYMR-1-abs','B6TF9-4XKBYMR-1-figs','B6TF9-4XKBYMR-1-refs','B6TF9-4XKBYMR-1-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
javascript:openPreview('B6TF9-4XKBYMR-1','http://www.sciencedirect.com/science/preview/abstract?_udi=B6TF9-4XKBYMR-1&_user=10&_coverDate=01%2F01%2F2010&_rdoc=46&_orig=browse&_srch=doc-info(%23toc%235221%232010%23999799998%231577608%23FLA%23display%23Volume)&_cdi=5221&_sort=d&_docanchor=&_ct=99&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&_fmt=full&md5=8771838822cef098a4c674a9aacfb492','B6TF9-4XKBYMR-1-abs','B6TF9-4XKBYMR-1-figs','B6TF9-4XKBYMR-1-refs','B6TF9-4XKBYMR-1-img','/scidirimg/preview_off.gif','/scidirimg/preview_on.gif')
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XKBYMR-1-1&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=99434186c133a87fdea5a58628f48e1e&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=MImg&_imagekey=B6TF9-4XKBYMR-1-1&_cdi=5221&_user=10&_orig=browse&_coverDate=01%2F01%2F2010&_sk=999799998&view=c&wchp=dGLzVtb-zSkWz&md5=99434186c133a87fdea5a58628f48e1e&ie=/sdarticle.pdf
http://www.sciencedirect.com/science?_ob=RelatedArtURL&_udi=B6TF9-4XKBYMR-1&_orig=browse&_acct=C000050221&_version=1&_userid=10&md5=e44374e52a577901385e50f5bf124443


ScienceDirect - Bioorganic & Medicinal Chemistry Letters, Volume 20, Issue 1, Pages 1-424 (1 January 2010)

 

47. 
5-Lipoxygenase-activating protein inhibitors. Part 2: 3-{5-((S)-1-Acetyl-2,3-dihydro-1H-indol-2-ylmethoxy)-3-tert-butylsulfanyl-1-[4-(5-
methoxy-pyrimidin-2-yl)-benzyl]-1H-indol-2-yl}-2,2-dimethyl-propionic acid (AM679)—A potent FLAP inhibitor 
Pages 213-217 
Nicholas Stock, Christopher Baccei, Gretchen Bain, Alex Broadhead, Charles Chapman, Janice Darlington, Christopher King, Catherine Lee, Yiwei Li, Daniel S. Lorrain, 
Pat Prodanovich, Haojing Rong, Angelina Santini, Jasmine Zunic, Jilly F. Evans, John H. Hutchinson, Peppi Prasit 

 Preview   PDF (657 K) | Related Articles

Graphical abstract

The SAR of a potent series of FLAP inhibitors is described culminating in the identification of lead compound 39 (AM679). 
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The synthesis and antiplasmodial activity of analogs based on piperazine sulfonamides screening positives 1a–b is reported. 
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The synthesis, antiplasmodial activity and selected DMPK properties of novel 2,4-diaminopyrimidines is reported. 
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A serires of novel 2′3′-dideoxy-2′,3′-diethanethioribonucleosides with triazole ring were prepared and their antitumour activity was evaluated. 
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A range of 3,4-disubstituted gababutins were synthesised and, of these, the stand-out compound was (21). This compound was profiled in in vivo models of pain and anxiety. 
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The identification and optimization of a series of substituted tetrahydro-β-carbolines with potent activity against human papillomavirus is described. Structure–activity 
studies focused on the substitution pattern and chirality of the β-carboline ring system are discussed. Optimization of these parameters led to compounds with antiviral activities 
in the low nanomolar range. 
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A series of novel conformationally-restricted 5HT2c receptor agonists with 2-piperazin-azaindane scaffold were designed. Orally-active compounds were identified with 
excellent functional selectivity against 5HT2a and 5HT2b receptors and with excellent 2c potency. 
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Compound 4p was identified as a potent selective inhibitor of 17β-HSD3 resulting in the discovery of a novel lead series for further optimization. 
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The active compound based on amino acid based benzoxazepine could cause significant reduction in tumor volume of MCF-7 xenograft tumor in nude mice model and the 
activity was comparable to that of tamoxifen citrate at 16 mg kg−1 dose at 30 days of treatment. 
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Two novel neo-clerodane diterpenoids, barbatellarine A (1) and B (2), were isolated from Scutellaria barbata, together with the known compound, scutebarbatine F (3). 
Compound 2 exhibited weak cytotoxic activity against HL-60 cell lines. 
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A series of aryloxy alkyl and aryloxy aryl alkyl imidazoles were synthesized and evaluated both in vitro and in vivo against Leishmania donovani. All the 19 compounds 
displayed very promising in vitro inhibition of 94–100% against promastigotes while two compounds showed medium in vivo inhibition of 58% and 60%. 
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Design and synthesis of four novel NO releasers are reported together with their properties of decomposition and NO release via one- or two-photon excitation in this Letter. 
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Thyroid hormone receptor β subtype-selective thyromimetic 5 was found to be efficacious in both mouse and monkey hair growth models. It penetrates the skin according to the 
test in human cadaver skin mounted onto Franz diffusion chambers. The serum drug level of 5 is below the limit of quantification during tests in the bald stump-tailed 
macaques (Macaca arctoides). It is also tested negative in the 3T3 neutral red uptake (NRU) phototoxicity test, indicating a low risk for causing photo-irritation. 
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Six dammarane-type saponins, including three new floralginsenosides Ta–Tc (1–3), one first isolated from nature, floralginsenoside Td (4), along with two known 
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ones, ginsenosides F1 (5) and F5 (6), were isolated from the flower buds of Panax ginseng. Compounds 1, 5, and 6 showed inhibitory effects on the growth of HL-60 cells with 

IC50 of 36.3, 23.2, and 62.4 μM, respectively. 
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Interruption of TGFβ signaling through inhibition of the TGFβR1 kinase domain may prove to have beneficial effect in both fibrotic and oncological diseases. Herein we describe 
the SAR of a novel series of TGFβR1 kinase inhibitors containing a pyrazolone core. Most TGFβR1 kinase inhibitors described to date contain a core five-membered ring bearing 
N as H-bond acceptor. Described herein is a novel strategy to replace the core structure with pyrazolone ring, in which the carbonyl group is designed as an H-bond acceptor 
to interact with catalytic Lys 232. 
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The reaction pathways of deprotonation versus nucleophilic substitution involving mPGES-2 enzyme catalysis were investigated by ab initio molecular orbital theory calculations 
for the reaction of methylthiolate with the endoperoxide core of PGH2 and by the combined quantum mechanical molecular mechanical methods. The calculations showed 

that deprotonation mechanism is energetically more favorable than the nucleophilic substitution pathway. 
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Optimization of the structure of benzoylpiperidine-based stearoyl-CoA desaturase-1 inhibitors resulted in the identification of 6-[4-(2-methylbenzoyl)piperidin-1-yl]pyridazine-
3-carboxylic acid (2-hydroxy-2-pyridin-3-ylethyl)amide which demonstrated plasma triglyceride-lowering effects in Zucker fatty rats in a dose-dependent manner after a 7-
day administration (qd). 
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Graphical abstract

Compound 47 was found to be a potent inhibitor of CETP and had an IC50 of 28 nM. 
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CD4 mimic small molecules interacting with a large cavity of HIV-1 gp120, which are targeted for the dynamic supramolecular mechanism of HIV entry, are reported. 
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Transformation of the antimalarial drug artemisinin by Penicillium simplissimum was investigated. Two metabolites were isolated and characterized using high field NMR and 
MS–MS data. 
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A range of 3-alkylated five-membered ring derivatives of Gabapentin were synthesized and several were found to have superior potency against the α2δ calcium 
subunit. Diastereoisomeric compounds, (16) and (22), were profiled in in vivo models of pain and anxiety and proved to have different levels of efficacy in the two models. 
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Discovery of 2-arylthieno[3,2-d]pyrimidines containing 8-oxa-3-azabi-cyclo[3.2.1]octane in the 4-position as potent inhibitors of mTOR 
with selectivity over PI3K 
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Introduction of bridged morpholine and ureidophenyl on moderately potent thienopyrimidine dual PI3K/mTOR inhibitors led to excellent mTOR potency and selectivity over PI3K. 
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Combining structural features of integrin α5β1 antagonists leads to the generic structure 3. The compounds expressing high integrin α5β1 binding affinities, low systemic 
clearances and long terminal half-lifes in male Wistar rat. Promising oral bioavailabilities were also observed for these compounds. 
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Property-based design of potent and selective PDE5 inhibitor is described. 
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The discovery and SAR studies of a series of xylene sulfonamides as CB2 selective agonists are reported. 
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91. 
Small molecule inhibitors of HIV RT Ribonuclease H 
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Two classes of compounds, thiocarbamates 1 and triazoles 2, have been identified as HIV RT RNase H inhibitors using a novel FRET-based HTS assay. The potent analogs 
in each series exhibited selectivity and were active in cell-based assays. In addition, saturable, 1:1 stoichiometric binding to target was established and time of addition studies 
were consistent with inhibition of RT-mediated HIV replication. 
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1-((Substituted)methyl)quinoxaline-2,3(1H,4H)-dione (2a–e) and 1-((substituted)acryloyl)quinoxaline-2,3(1H,4H)-dione (4a–c) were synthesized from quinoxaline-2,3(1H,4H)-
dione 1 and evaluated for their antimicrobial activities. Results of the antitubercular screening against Mycobacterium tuberculosis H37Rv showed that the compounds 2b, 3, 

and 4a were the most effective, with minimum inhibitory concentrations of 8.012, 8.561, and 8.928 μg/ml, respectively. All the compounds exhibited significant antibacterial 
and considerable antifungal activities. 
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A new neolignan, piperkadsin C (1), together with eight known neolignans (2–9) were isolated from Piper kadsura. Compounds 1 and 2 potently inhibited NO production 
in microglia cells. 
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Synthesis of a new series of diarylureas and amides having pyrrolo[3,2-b]pyridine scaffold is described. Their in vitro antiproliferative activity against human melanoma cell 
line A375 and HS 27 human fibroblast cell line was tested and the effect of substituents on the pyrrolo[3,2-b]pyridine was investigated. The newly synthesized compounds, 
except meta-substituted derivatives (Ij–k and Iv–w), generally showed superior or similar activity against A375 to Sorafenib. Among all of these derivatives, compounds Ir and 
It having 5-benzylamide substituted 4′-amide moieties showed the most potent antiproliferative activity against A375. 
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