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RNA quadruplexes are known to form four-stranded nucleic acid structures as well but few studies have investigated their properties. Here we compare the conformations and

stabilities of quadruplex-forming DNA and RNA sequences.
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Neuraminidase activities depended on the position and number of hydroxy groups on the flavones backbone.
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3'-C-ethynylcytidine (ECyd) via a phosphodiester bonding
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Antitumor active duplex drugs linking 2'-deoxy-5-fluorouridine with 3’-C-ethynylcytidine via a 5'—5' (A) or a 3'-5' (B) phosphodiester bonding.
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A library of novel 2,3,4-triarylbenzopyrans was synthesized and their SERM and anti-proliferative activities were evaluated. Compound 12a showed the lowest ICso at 7 uM
against MCF-7 and 11f showed the lowest ICso value of 5.6 pM against MDA-MB-231 cell lines.
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We describe the construction of the first prokaryotic T7 phage display libraries from randomly digested Pseudomonas stutzeri and Vibrio fischeri gDNA, and a -+
plant cDNA library from Arabidopsis thaliana.
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Series of tripeptide boronic acid proteasome inhibitors were designed and synthesized. The most active compound inhibited 20S proteasome with ICsq less than 0.1 nM and
inhibited two hematologic cell lines with ICso less than 10 nM.
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Synthesis of heteroaromatic tropeines and heterogeneous binding to glycine receptors pp 6872-6878
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Design, synthesis and biological evaluations of novel 7-[3-(1-aminocycloalkyl)pyrrolidin-1-yl]-6-desfluoro-8- pp 6879-6889

methoxyquinolones with potent antibacterial activity against multi-drug resistant Gram-positive bacteria

Rie Miyauchi *, Katsuhiro Kawakami, Masao Ito, Norikazu Matsuhashi, Hitoshi Ohki, Hiroaki Inagaki, Hisashi Takahashi,
Makoto Takemura

o
R COOH Re COOH
H | |
Rw\u OCHi/F HN OCH&/F
1:Rg=F, Ryg= H 3:Rg =F
2: Rg =F, Ryp= CHj 6:Rg =H

4:Rg=H, Rjp=H

-+
5: Rg =H, Ryg=CHj




6790 Contents / Bioorg. Med. Chem. 17 (2009) 6787-6795

Inhibition of serotonin and norepinephrine reuptake and inhibition of phosphodiesterase by multi-target pp 6890-6897
inhibitors as potential agents for depression

John R. Cashman °, Senait Ghirmai

Dibenzazecine scaffold rebuilding—Is the flexibility always essential for high dopamine receptor affinities? pp 6898-6907
Maria Schulze, Franziska K. U. Miiller, Jennifer M. Mason, Helmar Gérls, Jochen Lehmann, Christoph Enzensperger *

affinities for dopamine receptors

enhanced R=MeO, OH

slightl
lenhanced l declined l gney

increase of flexibility

R. R.
N O N O N

[d,glazecine [ c,glazecine [c,flazecine

Synthesis and dopaminergic activity of some E-3-(piperidin-1-yl)-1-(4-substituted phenyl)prop-2-en-1-one pp 6908-6913
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A series of E-3-(piperidin-1-yl)-1-(4-substituted phenyl)prop-2-en-1-one derivatives have been synthesized and evaluated for dopaminergic activity in animal models.

Thienylhalomethylketones: Irreversible glycogen synthase kinase 3 inhibitors as useful pharmacological tools pp 6914-6925
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The novel 7H-pyrrolo[2,3-d]pyrimidine derivative 24 (AS1810722) inhibited STAT6 activation with an ICso value of 1.9 nM and showed a good profile of CYP3A4 inhibition.
Compound 24 also inhibited in vitro differentiation of Th2 cells and eosinophil infiltration in an antigen-induced mouse asthmatic model after oral administration.
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New potent P-glycoprotein modulators with the cucurbitane scaffold and their synergistic interaction with pp 6942-6951
doxorubicin on resistant cancer cells
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Discovery of new potent P-glycoprotein inhibitors, with the cucurbitane scaffold, on multidrug resistant cancer cells. @
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A series of novel phthalazinones were synthesized as PDE4 inhibitors. The most potent of these, with ICsy values in the subnanomolar range, had anti- +
inflammatory activity in a mouse dermatitis model.
Discovery of trans-N-[1-(2-fluorophenyl)-3-pyrazolyl]-3-oxospiro[ 6-azaisobenzofuran-1(3H),1’-cyclohexane]-4'- pp 6971-6982

carboxamide, a potent and orally active neuropeptide Y Y5 receptor antagonist
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Compound 21j showed high Y5 binding affinity, metabolic stability and brain and cerebrospinal N, \ 21j
fluid (CSF) penetration, and low susceptibility to P-glycoprotein transporters. N& N hY5 ICsp: 1.3 nM
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Computational modeling of novel inhibitors targeting the Akt pleckstrin homology domain pp 6983-6992
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§-Di-carboxybutyl phosphoramidate of 2'-deoxycytidine-5'-monophosphate as substrate for DNA polymerization
by HIV-1 reverse transcriptase
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The replacement of the pyrophosphate moiety of 2’-deoxynucleoside triphosphates by non natural §-dicarboxylic butyl amino acid allows incorporation of -+
natural 2’-deoxycytidine into DNA using HIV-1 reverse transcriptase (RT) as enzyme. In contrast, 3’-deoxycytidine analog was not substrate of the HIV-1 RT.

A SPR strategy for high-throughput ligand screenings based on synthetic peptides mimicking a selected
subdomain of the target protein: A proof of concept on HER2 receptor
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Identification and characterization of novel sirtuin inhibitor scaffolds pp 7031-7041
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Sir2 enzymes catalyze the reaction between NAD* and acetyl-lysine to form the products nicotinamide, 2'-0O-acetyl-ADP-ribose, and lysine. Here, we identified
and characterized four novel inhibitor scaffolds of this enzyme family with low micromolar potency through high throughput in vitro screening against the -+
sirtuin homologue, yeast Hst2.
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Novel benzimidazole GKAs, exemplified by 3g, were designed and synthesized by removing the chiral center of lead 1, followed by conformational rigidification. Rat OGTT and X-
ray crystallographic analysis were also conducted.

Furanocoumarins: Novel topoisomerase I inhibitors from Ruta graveolens L. pp 7052-7055
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block of neuronal voltage-dependent sodium channels
Milton L. Brown *, Hilary A. Eidam, Mikell Paige, Paulianda J. Jones, Manoj K. Patel

HO_ CF,
NH,

HO




Contents / Bioorg. Med. Chem. 17 (2009) 6787-6795 6795

Ligand-based design and synthesis of novel sodium channel blockers from a combined phenytoin-lidocaine pp 7064-7072
pharmacophore

Yuesheng Wang, Paulianda J. Jones, Timothy W. Batts, Victoria Landry, Manoj K. Patel, Milton L. Brown *

0
HO_ " ~NH,
0
N)K/N\/
H

OTHER CONTENTS
Erratum p 7073
Instructions to contributors pl

*Corresponding author
@* Supplementary data available via ScienceDirect

COVER

An insight into biologically relevant chemical space showing the scaffolds of potential natural-product based inhibitors orbiting their target,
the protein structure of protein 11-beta steroid dehydrogenase (PDB code 1xu7). Graphic produced using Pymol (http://www.pymol.org).
[M. A. Koch, A. Schuffenhauer, M. Scheck, S. Wetzel, M. Casaulta, A. Odermatt, P. Ertl, H. Waldmann, Charting biologically relevant chemical
space: A structural classification of natural products (SCONP), PNAS 2005, 102, 17272-17277 and S. Wetzel, H. Waldmann, Cheminformatic
analysis of natural products and their chemical space, Chimia 2007, 61(6), 355-360].

Available online at
-y

“e,* ScienceDirect

www.sciencedirect.com

Indexed/Abstracted in: Beilstein, Biochemistry & Biophysics Citation Index, CANCERLIT, Chemical Abstracts, Chemistry
Citation Index, Current Awareness in Biological Sciences/BIOBASE, Current Contents: Life Sciences, EMBASE/Excerpta
Medica, MEDLINE, PASCAL, Research Alert, Science Citation Index, SciSearch, TOXFILE

ISSN 0968-0896

ELSEVIER



