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Carlos Paeile and Norberto Bilbeny

NH2NH2

NH3 NH34. CH3SO3H
+

+ +

+

DCD

N
H

N
H

NH2
NH2

NH2 N
H

NH2

NH2 NH2

NH2
NH2

SP

SPD

Pu

DAP

The design and synthesis of the synthetic polyamine DCD (N,N0-bis-(3-

aminopropyl)cyclohexane-1,4-diamine, tetramethane sulfonate), a struc-

tural analog of spermine, and its in vivo activity as an inhibitor

of alcohol consumption in high-ethanol-consuming UChB rats is

described.
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Novel semicarbazide-derived inhibitors of human dipeptidyl peptidase I (hDPPI) pp 4408–4424
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A conformational investigation on the phthalazine phosphodies-

terase inhibitors 2–5 was performed by using NOE experiments

and MD computational methods. A correlation was found

between the conformational properties of the heterocyclic five-

membered ring and PDE IV inhibitory potency.

Fancy bioisosteres: Synthesis, SAR, and pharmacological investigations of
novel nonaromatic dopamine D3 receptor ligands
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The 40,40-difluoro analog of 50-noraristeromycin: A new structural prototype for possible antiviral
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Heteroarylisopropylamines as MAO inhibitors pp 4450–4457

Gabriel Vallejos, Angélica Fierro, Marcos Caroli Rezende,* Silvia Sepúlveda-Boza
and Miguel Reyes-Parada
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Eleven heteroarylisopropylamines were prepared and evaluated in vitro as MAO-A and MAO-B inhibitors. Molecular dynamics

simulation was performed with the most active member of the series, the 1-(2-benzofuryl)-2-aminopropane.
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Synthesis, in vitro antimalarial, antileishmanial, antimicrobial activities, and in vivo antimalarial activities of some ring-substituted-

8-quinolinamines are described.

‘Green’ methodology for efficient and selective benzoylation of nucleosides using benzoyl cyanide
in an ionic liquid
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Efficient benzoylation of various nucleosides (both ribo- and 20-deoxyribo), phenols, aromatic amines, benzyl alcohol, aliphatic

diols, 3-aminophenol and 2-aminobenzylalcohol has been accomplished using benzoyl cyanide in ionic liquid 1-methoxyethyl-3-

methylimidazolium methanesulfonate with catalytic amount of DMAP under ambient conditions.

Exploration of orally available calpain inhibitors: Peptidyl a-ketoamides containing an
amphiphile at P3 site

pp 4473–4484

Yoshihisa Shirasaki,* Hiroyuki Miyashita, Masazumi Yamaguchi, Jun Inoue
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A novel series of dipeptidyl a-ketoamide derivatives with amphiphile was designed and synthesized as water-soluble calpain

inhibitors.

Steroid-derived phospholipid scramblases induce exposure of phosphatidylserine on
the surface of red blood cells

pp 4485–4490

Kristy M. DiVittorio, Timothy N. Lambert and Bradley D. Smith*
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A series of methyl 7a,12a-bis(phenylurea) cholate derivatives with different cationic substituents at the 3a-position are evaluated for
an ability to increase the level of endogenous phosphatidylserine (PS) on the surface of red blood cells (erythrocytes) and to promote

the translocation of fluorescent NBD-labeled phospholipids across vesicle membranes.
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Chemical regulation of abscisic acid catabolism in plants by cytochrome P450 inhibitors pp 4491–4498

Nobutaka Kitahata, Shigeki Saito, Yutaka Miyazawa, Taishi Umezawa, Yukihisa Shimada,
Yong Ki Min, Masaharu Mizutani, Nobuhiro Hirai, Kazuo Shinozaki, Shigeo Yoshida and Tadao Asami*

Plant hormone abscisic acid is hydroxylized by cytochrome P450 to phaseic acid. We found that diniconazole was a potent inhibitor

of this hydroxylation step.

New ether diglycosides from Matayba guianensis with antiplasmodial activity pp 4499–4506

Mariana Laundry de Mesquita, Philippe Grellier, Alain Blond, Jean-Paul Brouard,
José Elias de Paula, Laila Salmen Espindola* and Lengo Mambu*
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Four new ether diglycosides (1–4), named matayosides A–D, were

isolated from the root bark of Matayba guianensis. The antiplasmodial

activity of the compounds was evaluated.

N,N0-Bis(3-aminopropyl)-2,7-diamino-1,8-naphthyridine stabilized a single pyrimidine bulge
in duplex DNA

pp 4507–4512

Hitoshi Suda, Akio Kobori, Jinhua Zhang, Gosuke Hayashi and Kazuhiko Nakatani*
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A new ligand N,N0-bis(3-aminopropyl)-2,7-diamino-1,8-naphthyridine bound to cytosine and thymine bulges. CSI-TOF MS firmly

confirmed the 1:1 binding stoichiometry.

Mechanism and structure–activity relationships of norspermidine-based peptidic inhibitors of
trypanothione reductase

pp 4513–4526

Mark J. Dixon, Richard I. Maurer, Cristina Biggi, Julen Oyarzabal,
Jonathan W. Essex and Mark Bradley*

A library of polyamine–peptide conjugates was synthesised

and screened against the parasitic enzyme trypanothione

reductase. Kinetic analysis revealed that subtle structural

changes caused a switch from non-competitive to competitive

behaviour. Further mechanistic studies of the non-competi-

tive inhibitors led to the elucidation of an allosteric

mechanism of action.
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Novel matrix metalloproteinase inhibitors: Generation of lead compounds by the in silico
fragment-based approach
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Shingo Yamamoto, Shingo Nakatani,*Koji Ogawa, Hiroyuki Ohno, Hisao Nakai and Masaaki Toda

Discovery process of a new chemical lead to identify matrix metalloproteinase inhibitors using the in silico fragment-based approach

is reported.

Understanding human 15-hydroxyprostaglandin dehydrogenase binding
with NAD+ and PGE2 by homology modeling, docking and molecular
dynamics simulation

pp 4544–4551

Adel Hamza, Hoon Cho, Hsin-Hsiung Tai* and Chang-Guo Zhan*

The first 3D model of the entire 15-PGDH–NAD+–PGE2 complex was

determined by a combined use of various molecular modeling

techniques.

New 3- and 4-hydroxyfuranones as anti-oxidants and anti-inflammatory agents pp 4552–4564
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Two series of furanones 8 and 18 substituted by methylsulfonylphenyl or methylsulfamidophenyl moieties were prepared and their

anti-oxidant and anti-inflammatory activities evaluated.
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Human serum transferrin cobalt complex: Stability and cellular uptake of cobalt pp 4576–4579

T. A. D. Smith*

Tumours express higher levels of transferrin receptors than do normal tissues.

To investigate the suitability of human serum transferrin (Tf) complexed with

radioisotopes of Co for tumour imaging, the stability and accumulation of 57Co

by tumour cells incubated with 57Co-Tf were investigated. Stability studies were

carried out by dialysis of trace quantities of 57Co-Tf with challenge solutions

and by measurement of change in absorbance at 405nm of Co-Tf during

incubation with albumin. Figure shows uptake of 57Co by MCF7 cells

incubated with 57Co-human serum transferrin.
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2005: Human liver glycogen phosphorylase A (HLGPa) is an attractive target enzyme for discovering anti-type 2 diabetes drugs.

This picture shows the interaction model for a series of indole-2-carboxamides to HLGPa derived from molecular docking

simulations [Liu, G.; Zhang, Z.; Luo, X.; Shen, J.; Liu, H.; Shen, X.; Chen, K.; Jiang, H. Bioorg. Med. Chem. 2004, 12, 4147–4157].
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