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A series of compounds were screened on trihydroxynaphthalene reductase from Curvularia lunata, a known plant pathogen and an

opportunistic human pathogen, and several structurally diverse hits were obtained. Homology model of the enzyme was built to

enable further structure-based design of new and improved inhibitors.
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The synthesis and biological evaluation of indolylphenstatins, modified on the bridge, are described.
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A series of new 7-monosubstituted and 3,7-disubstituted indazoles have been synthesized and tested as inhibitors of nitric oxide

synthases.
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The preparation of series of 3-ethyl-1-[2-hydroxy-3-(4-phenylpiperazin-1-yl)-propyl]-2,4-dioxo-5,5-diphenylimidazolidine

derivatives, as a1-adrenoceptors antagonists is described. Radioligand binding assays, functional bioassays and SAR study were

carried out.
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Here, we describe the synthesis and the pharma-

cological evaluation of novel PAR-1 peptide-

mimetic antagonists characterized by the presence

of new heterocyclic nuclei such as 2-methyl-indole

(5- and 6-substituted) and 1,4-benzodiazepine

moiety.

Pestaloficiols A–E, bioactive cyclopropane derivatives from the plant
endophytic fungus Pestalotiopsis fici
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Pestaloficiols A–E (1–5), five new cyclopropane derivatives, have been isolated from the plant endophyte Pestalotiopsis fici and

evaluated for anti-HIV-1 activity.

Contents / Bioorg. Med. Chem. 16 (2008) 5827–5839 5831



Pyridinium cationic-dimer antimalarials, unlike chloroquine, act selectively between the schizont
stage and the ring stage of Plasmodium falciparum

pp 6027–6033

Mai Yoshikawa, Kazunori Motoshima, Kanji Fujimoto, Akihiro Tai, Hiroki Kakuta* and Kenji Sasaki

Inhibition

N
R

O

(CH2)n N
R

O
2Br

n = 10,12

R = C4H9NH   
C6H13NH
PhNH

Middle
trophozoite

Schizont

Late
trophozoite

Our cationic-dimer type 
antimalarials

1 cycle

48 hours

Ring

Cationic-dimer type antimalarials of the MAP series act

selectively between the schizont stage and the ring stage of

Plasmodium falciparum.
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The glucomannan isolated from the mucilage of Dendrobium huoshanense with b-(1 fi 4) linkages and partial acetylation was found

to induce the expression of G-CSF, IL-6, and other cytokines.
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a-Asarone isolated from plants express hypolipidemic activity. In the present paper, we evaluated mutagenic and genotoxic activity

of four a-asarone isomers based on the reference Ames test and micronucleus test.
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A series of N1-(4-substituted-benzyl)-pyrimidines as potential inhibitors of thymidine monophosphate kinase of Mycobacterium

tuberculosis were synthesized and evaluated for their ability to inhibit recombinant enzyme and mycobacterial growth in vitro.

Synthesis, ligand–receptor modeling studies and pharmacological evaluation of novel
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Structural requirements of pyrido[2,3-d]pyrimidin-7-one as CDK4/D inhibitors:
2D autocorrelation, CoMFA and CoMSIA analyses
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The title compound 1 was prepared in 99% radiochemical purity at a specific activity of 160 Ci/mmol. It had a Kd of 0.1–0.15 nM in

two different heterologous cell lines stably expressing the human serotonin 5-HT2A receptor.
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Synthesis, fluorine-18 radiolabeling, and in vitro characterization of 1-iodophenyl-
N-methyl-N-fluoroalkyl-3-isoquinoline carboxamide derivatives as potential PET
radioligands for imaging peripheral benzodiazepine receptor
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Four PK11195 analogues 9a–d were synthesized and evaluated in

vitro for the peripheral benzodiazepine receptor (PBR). 1-(2-

Iodophenyl)-N-methyl-N-(3-fluoropropyl)-3-isoquinoline car-

boxamide (9a) was the most potent compound (Ki = 0.26 nM)

of this series thus F-18 radiosynthesis of this ligand was

developed for further PET studies.
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A series of Hyphodermin derivatives were evaluated as potential inhibitors of Glycogen Phosphorylase a, with IC50�s of

0.8–11 mM being observed.
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Using a structure-based pharmacophore for virtual screening, a

non-lipid LPA3-selective antagonist was identified.

Design and evaluation of a novel series of 2,3-oxidosqualene cyclase inhibitors with low systemic
exposure, relationship between pharmacokinetic properties and ocular toxicity
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The synthesis and pharmacological characterization of a set of rigidified heterocyclic phenylalkylamine derivatives that have agonist

activity at serotonin 5-HT2A receptors is reported. Affinity and functional potency were measured, and drug discrimination in rats

was assessed for two of the most potent compounds.

Support vector machines classification of hERG liabilities based on atom types pp 6252–6260
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)The receiver operating characteristic (ROC) curve of the SVM model built on

the basis of the whole training set. Area under curve (AUC) of 0.92 indicates

that the model is excellent.

E,E-2-Benzylidene-6-(nitrobenzylidene)cyclohexanones: Syntheses, cytotoxicity and an examination
of some of their electronic, steric, and hydrophobic properties
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Three series of nitro compounds 1–3 were evaluated for cytotoxicity. The variation in potencies was explored by measuring the

atomic charges on carbon atoms CA and CB, the torsion angle hA and hB, log P values and respiration in rat liver mitochondria.
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Synthesis and anticonvulsant activity of aromatic tetramethylcyclopropanecarboxamide derivatives pp 6297–6305

Jakob Avi Shimshoni, Meir Bialer and Boris Yagen*

CONHR

A series of aromatic tetramethylcyclopropanecarboxamide derivatives were synthesized and some found to be active as

anticonvulsants in the murine maximal electroshock and subcutaneous pentylenetetrazole seizure tests.
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