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Two potential trypanocidal compounds 1,4-bis-(3,4,5-trimethoxyphenyl)-1,4-butanediol and 1,4-bis-(3,4-dimethoxyphenyl)-1,4-

butanediol, prepared from 1,4-diaryl-1,4-diketones and 1,4-diarylacetylenic-1,4-glycols, are described.
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Phenol–ninhydrin adducts were synthesized and the best free radical scavenger, lipoxgenase inhibitor was identified and studied for

its in vivo analgesic, anti-inflammatory studies.
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Further optimization of 1 as EP1 antagonist afforded 2b, 8, and 16.
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Synthesis and QSAR studies of novel triazole compounds containing
thioamide as potential antifungal agents
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Eighteen novel triazole compounds were synthe-

sized and confirmed by elemental analysis, 1H

NMR, IR, and MS. The title compounds

exhibited certain antifungal activity. A correlative

equation between FA and DELH, V was well

established by using the multiple linear regression

(MLR).
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Synthesis and Staphylococcus aureus methionyl-tRNA synthetase inhibitory activities of substituted-1H-quinolones are described.
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The analysis of the structural requirements necessary to disrupt androgen

receptor (AR) function shows that the steric and electrostatic properties were

sufficient to describe the structural requirements for AR antagonist activity and

the structural difference of AR agonists and antagonists was explained based on

3D-QSAR results and the AR crystal structure. The subtle difference of the

surface areas of the ligand binding domain between AR and ER determines

whether an ER agonist acts as an AR antagonist or an agonist.
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The hybrid molecules (C), having the structural features of anticancer drug

5-fluorouracil (A) and MDR modulator, propafenone (B), have been studied

for their interactions with P-glycoprotein.
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The bacterial cell-wall biosynthesis pathway is an attractive target for antibiotics. PBP1b catalyzes the polymerization of Lipid II

forming uncrosslinked peptidoglycan. A transglycosylase domain from PBP1b was cloned, expressed, and characterized.

Novel curcumin analogs targeting TNF-induced NF-jB activation
and proliferation in human leukemic KBM-5 cells
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The work describes new curcumin analogs targeting NF-jB protein, where the diketo motif is functionalized through

Knoevenagel condensation at the active methylene site yielding Schiff base ligands. Conjugation with copper shows

synergistic enhancement in the inhibitory activity of these ligands.

Ester derivatives of annulated tetrahydroazocines: A new class of selective acetylcholinesterase inhibitors pp 7205–7212
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Several mono- and diester derivatives of annulated tetrahydroazocines, synthesized through an efficient 6 fi 8 membered ring

expansion procedure, exhibited acetylcholinesterase (AChE) inhibitory activity. The most potent derivatives 11 and 15 (IC50 ca.

5 lM) proved selective, with selectivity ratios versus BuChE of ca. 15 and more than 20, respectively.

Synthesis and pharmacological characterization of novel inverse
agonists acting on the viral-encoded chemokine receptor US28

pp 7213–7230
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The synthesis and structure–activity relationships of a new series of nonpeptidergic molecules acting as inverse agonists on the viral-

encoded GPCR US28 are described. Our studies resulted in the identification of compound 50, which is the highest affinity inverse

agonist for US28 described in the literature.
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Several new cytotoxic furoterpenyl-1,4-naphtho(anthra)quinones and furoterpenyl-1,2-naphtho(anthra)quinones have been

prepared via oxidative cyclization from the corresponding 1,4-naphtho(anthra)quinones.

Synthesis and structure activity relationships of novel non-peptidic metallo-aminopeptidase
inhibitors
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Racemic derivatives 2, 3 and analogues 4, 5 of 3-amino-2-tetralone were synthesised

and evaluated as inhibitors of four representative members of zinc-dependent

aminopeptidases. Ki values in the low micromolar range against �one-zinc� amino-

peptidases are obtained.

Synthesis and biological activity of tricyclic aryloimidazo-, pyrimido-, and diazepinopurinediones pp 7258–7281
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New 1,3-dimethyl 8-, 9-, 10-arylimidazo-, pyrimido-, and 1,3-diazepino[2,1-f]purinediones were

obtained and evaluated in vitro for their affinity to A1 and A2A adenosine receptors and in vivo

as anticonvulsants. Physicochemical properties of the compounds were examined by means of

calculations and experimental methods (HPLC). The obtained compounds showed affinity and

A2A AR selectivity, pyrimido derivatives displayed anticonvulsant activity. The pyrimidine

annelated ring is beneficial for both receptor and anticonvulsant activity.

2,4-Diamino-9H-pyrimido[4,5-b]indol-5-ols: Synthesis,
in vitro cytotoxic activity, and QSAR investigations
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diphosphate sugars as glycosyltransferase inhibitors
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A series of glycosyltransferase inhibitors were synthesized through photo-induced radical addition of glycosyl bromides to diethyl

vinylphosphonate followed by deprotection then coupling with activated nucleoside monophosphates. Inhibition of each analogue

was tested through a competition assay using a fluorescent acceptor substrate and analysis by RP-HPLC. Each analogue displayed

reasonable inhibition towards the corresponding glycosyltransferase with a noticeable inhibition (similar to the Km of the natural

substrate) for the UDP-Gal analogue.
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3D-QSAR analysis of antimalarial farnesyltransferase
inhibitors based on a 2,5-diaminobenzophenone scaffold

pp 7311–7323

Aihua Xie, Prasanna Sivaprakasam and Robert J. Doerksen*

Steric, electrostatic and hydrophobic favored and disfavored

regions for optimizing antimalarial activity of the title ligands.
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Solid-phase synthesis of positively charged deoxynucleic guanidine (DNG) oligonucleotide
incorporating 7-deazaguanine bases
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QSAR studies about cytotoxicity of benzophenazines with dual inhibition toward both topoisomerases
I and II: 3D-MoRSE descriptors and statistical considerations about variable selection

pp 7347–7358

Liane Saı́z-Urra, Maykel Pérez González* and Marta Teijeira

A QSAR study was developed employing the 3D-MoRSE descriptors

and a set of benzophenazines in order to model, the inhibition of the

topoisomerases I and II, expressed by the cytotoxicity of these

compounds (IC50) against drug resistant human small cell lung

carcinoma line cell H69/LX4. A comparison with other approaches

such as the Topological, BCUT, Galvez topological charge indexes, 2D

autocorrelations, Randic molecular profile, Geometrical, RDF and

WHIM descriptors, was carried out.
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