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Inhibitor of Endothelial Cell Proliferation
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The synthesis, structural analysis, and biological activities of hydrazinocurcumin are described.

Bioorg. Med. Chem. 10 (2002) 2445
Studies on Scavenger Receptor Inhibitors. Part 1: Synthesis and

Structure–Activity Relationships of Novel Derivatives of Sulfatides

Kazuya Yoshiizumi, Fumio Nakajima, Rika Dobashi, Noriyasu Nishimura and Shoji Ikeda

R & D Laboratories, Nippon Organon K.K., 1-5-90, Tomobuchi-cho, Miyakojima-ku, Osaka 534-0016, Japan

The structure–activity relationships of sulfatides as a scavenger receptor inhibitor is described. Novel scavenger receptor inhibitors with

synthetic easiness are reported.
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6-Carboxy-5,7-diarylcyclopenteno[1,2-b]pyridine Derivatives:
A Novel Class of Endothelin Receptor Antagonists

Kenji Niiyama, Toshiaki Mase, Hirobumi Takahashi, Akira Naya, Kasumi Katsuki,
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A novel endothelin receptor antagonist 2 was identified. The detailed structure–activity relationships

of 2 and related compounds were investigated.
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Computer-Aided Simulation of a Dendrimer with a

Protoporphyrinic Core as Potential, Novel Hemoprotein Mimic

Maurizio Fermeglia, Marco Ferrone and Sabrina Pricl

Computer-aided Systems Laboratory, Department of Chemical Engineering—DICAMP,
University of Trieste, Piazzale Europa 1, 34127 Trieste, Italy

In this work we report the results obtained by applying computer-aided simulations

to a class of synthetic, dendrimeric macromolecules with a protoporphyrinic core,

which can bind oxygen stably.

Bioorg. Med. Chem. 10 (2002) 2479
Deoxysarpagine Hydroxylase — A Novel Enzyme Closing a

Short Side Pathway of Alkaloid Biosynthesis in Rauvolfia

Bingwu Yu, Martin Ruppert and Joachim Stöckigt

Johannes Gutenberg-University, Institute of Pharmacy, Department of Pharmaceutical Biology, Staudinger Weg 5,
55099 Mainz, Germany

10-Deoxysarpagine is transformed to sarpagine by 10-deoxysarpagine

hydroxylase, which is a novel cytochrome P450 enzyme.
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Synthesis and D2-Like Binding Affinity of New Derivatives of N-(1-

Ethyl-2-pyrrolidinylmethyl)-4,5-dihydro-1H-benzo[g]indole-3-carboxamide and Related 4H-[1]Benzothiopyrano-

[4,3-b]pyrrole and 5,6-Dihydro-4H-benzo[6,7]cyclohepta[b]pyrrole-3-carboxamide Analogues
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aDipartimento Farmaco Chimico Tossicologico, Università di Sassari, Via F. Muroni 23/A, 07100 Sassari, Italy
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A new series of 2-aminomethylpyrrolidinyl-derived 4,5-dihydrobenzo[g]indole-3-carboxamides and

related compounds 2 were synthesized and evaluated for their ability to bind to dopamine D2-like

receptors in vitro. Among these compounds 2k (X=CH2–CH2, R=Cl, R1=H), in behavioural tests

in rats, has shown reduced hyperactivity at a dose which failed to induce catalepsy.
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Cysteinyl-flavan-3-ol Conjugates from Grape Procyanidins. Antioxidant

and Antiproliferative Properties
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08028 Barcelona, Spain
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Labdane-type Diterpenes with Inhibitory Effects on Increase in
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Hisashi Matsuda, Toshio Morikawa, Yasuko Sakamoto, Iwao Toguchida and Masayuki Yoshikawa

Kyoto Pharmaceutical University, 1 Shichono-cho, Misasagi, Yamashina-ku, Kyoto 607–8412, Japan

The methanolic extract from the rhizome of Hedychium coronarium was found to inhibit the increase in

vascular permeability induced by AcOH in mice and NO production in lipopolysaccharide-activated mouse

peritoneal macrophages. From the methanolic extract, three new labdane-type diterpenes, hedychilactones

A, B, and C, were isolated together with six known diterpenes. The structures of hedychilactones were

elucidated on the basis of chemical and physicochemical evidence. The diterpene constituents showed

inhibitory effects on the increase in vascular permeability, NO production, and iNOS induction.
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Fluorescent Somatostatin Receptor Probes for the Intraoperative

Detection of Tumor Tissue with Long-Wavelength Visible Light
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Cleavage of �-Lactone Ring by Serine Protease. Mechanistic

Implications
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Bile Acid Derivatives of 5-Amino-1,3,4-thiadiazole-2-sulfonamide

as New Carbonic Anhydrase Inhibitors: Synthesis and Investigation of Inhibition Effects

Metin Bülbül, Nurullah Saraçoğlu, Ö. _IIrfan Küfrevioğlu and Mehmet Çiftçi

Faculty of Science and Arts, Department of Chemistry, Atatürk University, 25240 Erzurum, Turkey

In order to investigate the structure–activity relationship as a series of antiglaucoma

inhibitors, bile acid amides (cholan-24-amides) of 5-substituted 1,3,4-thiadiazole-2-

sulfonamide were synthesized. In vitro studies of the most active compounds led to

inhibition constants ranging from 66 to 190nM for HCA-II with I50. In vivo studies

performed on Sprague–Dawley rats showed that especially significant inhibition

efficacy (p<0.001) for compounds 11 and 18.
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Highly Water-Soluble Matrix Metalloproteinases Inhibitors and

Their Effects in a Rat Adjuvant-Induced Arthritis Model
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Some Aspects of NaBH4 Reduction in NMP

Yasuhiro Torisawa, Takao Nishi and Jun-ichi Minamikawa
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Synthesis of Some New 2-Substituted-phenyl-1H-benzimidazole-

5-carbonitriles and Their Potent Activity Against Candida Species

Hakan Göker,a,b Canan Kuş,a David W. Boykin,b Sulhiye Yildizc and Nurten Altanlarc

aDepartment of Pharmaceutical Chemistry, Faculty of Pharmacy, Ankara University, 06100 Tandogan, Ankara, Turkey
bDepartment of Chemistry, Georgia State University, Atlanta, GA 30303, USA
cDepartment of Microbiology, Faculty of Pharmacy, Ankara University, 06100, Tandogan, Ankara, Turkey

New 2-substituted-phenyl-1-alkylated-5-

substituted-1H-benzimidazoles were prepared

and evaluated in vitro antifungal activity

against Candida species.

Bioorg. Med. Chem. 10 (2002) 2597
Design, Synthesis and Biological Activity of YM-60828

Derivatives: Potent and Orally-Bioavailable Factor Xa Inhibitors Based on Naphthoanilide and

Naphthalensulfonanilide Templates

Fukushi Hirayama,a Hiroyuki Koshio,a Tsukasa Ishihara,a Susumu Watanuki,a Shunichiro Hachiya,a Hiroyuki Kaizawa,a

Takahiro Kuramochi,a Naoko Katayama,a Hiroyuki Kurihara,a Yuta Taniuchi,b Kazuo Sato,c Yumiko Sakai-Moritani,a

Seiji Kaku,a Tomihisa Kawasaki,a Yuzo Matsumoto,a Shuichi Sakamotoa and Shin-ichi Tsukamotoa
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7-Amidino-2-naphthoanilide and 7-amidino-2-naphthalensulfonanilide derivatives

were prepared and evaluated for inhibitory activity against factor Xa in vitro and ex vivo.

Bioorg. Med. Chem. 10 (2002) 2611
Synthesis of a Fluorine-18-labelled Derivative of

6-Nitroquipazine, as a Radioligand for the In Vivo Serotonin Transporter Imaging with PET

Mylène Karramkam,a Frédéric Dollé,a Héric Valette,a Laurent Besret,a Yann Bramoullé,a Françoise Hinnen,a

Françoise Vaufrey,a Carine Franklin,a Sébastien Bourg,a Christine Coulon,a Michèle Ottaviani,a

Marcel Delaforge,b Christian Loc’h,a Michel Bottlaendera and Christian Crouzela
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F-91191 Gif-sur-Yvette, France

5-Fluoro-6-nitroquipazine has been synthesized and labelled with fluorine-18 (t1/2: 109.8 min) as a

potential positron-emission-tomography (PET) tracer for imaging the serotonin transporter.

Bioorg. Med. Chem. 10 (2002) 2625
Synthesis and Analysis of Urea and Carbamate Prodrugs as

Candidates for Melanocyte-Directed Enzyme Prodrug Therapy (MDEPT)

Allan M. Jordan,a Tariq H. Khan,b Hugh Malkina and Helen M. I. Osborna

aDepartment of Chemistry, University of Reading, Whiteknights, Reading RG6 6AD, UK
bDepartment of Medical Oncology, Imperial College of Science, Technology and Medicine,
Charing Cross Campus, London W6 8RP, UK

Carbamate and urea prodrugs 1 and 2 are assessed for their

suitability to act as candidates for MDEPT. Methods for

synthesizing the urea prodrug 2 are also reported.
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Detection of Protein–Ligand Interaction on the Membranes

Using C-Terminus Biotin-Tagged Alamethicin

Y. Zhang, Shiroh Futaki, Tatsuto Kiwada and Yukio Sugiura

Institute for Chemical Research, Kyoto University, Uji, Kyoto 611-0011, Japan

Interaction of the biotin-tagged alamethicin with streptavidin or the anti-biotin antibody

was monitored in real time using the planar-lipid bilayer method.
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Identification of Novel Mammalian Squalene Synthase Inhibitors

Using a Three-Dimensional Pharmacophore

Ian J. S. Fairlamb,a Julia M. Dickinson,a Rachael O’Connor,b Seamus Higson,c

Lynsey Grievesonc and Veronica Marina,d
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cMaterials Science Centre, University of Manchester Institute of Science and Technology,
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Non-Thiol Farnesyltransferase Inhibitors: Utilization of an Aryl

Binding Site by 5-Arylacryloylaminobenzophenones

Andreas Mitsch,b Markus Böhm,b Pia Wißner,b Isabel Sattlerc and Martin Schlitzera

aDepartment für Pharmazie, Zentrum für Pharmaforschung, Ludwig-Maximilians-Universität München,
Butenandtstraße 5-13, D-81377 München, Germany
bInstitut für Pharmazeutische Chemie, Philipps-Universität Marburg, Marbacher Weg 6, D-35032 Marburg, Germany
cHans-Knöll-Institut für Naturstoff-Forschung e.V., Beutenbergstraße 11, D-07745, Jena, Germany

The 2-naphthylacryloyl residue was developed as an appropriate substituent for our

benzophenone-based AAX-peptidomimetic capable of occupying an aryl binding site of

farnesyltransferase, resulting in a non-thiol farnesyl-transferase inhibitor with nanomolar

activity. The activity of this inhibitor is readily explained on the basis of docking studies

which show the 2-naphthyl residue fitting into the aryl binding site.
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Synthesis and Vasorelaxant Activity of New 1,4-Benzoxazine

Derivatives Potassium Channel Openers

Giuseppe Caliendo,a Elisa Perissutti,a Vincenzo Santagada,a Ferdinando Fiorino,a Beatrice Severino,a Roberta
d’Emmanuele di Villa Bianca,b Laura Lippolis,c Aldo Pintoc and Raffaella Sorrentinob
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cDipartimento di Scienze Farmaceutiche- Università di Salerno via Ponte Don Melillo, Fisciano (SA), Italy

As part of a search for new potassium channel openers, the synthesis and vasorelaxant activity of new

1,4-benzoxazine derivatives derived from transformation of the benzopyran skeleton of cromakalim

were described. Several new 1,4-benzoxazine derivatives were provided with significant vasorelaxant

activity with an overall pharmacological behavior similar to CRK (1f, 1i, 2d, 2e, 2f and 2i).
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Synthesis and Biological Activity of Novel Pyrimidinone

Containing Thiazolidinedione Derivatives
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and Ramanujam Rajagopalanb

aDiscovery Chemistry, Dr. Reddy’s Research Foundation, Bollaram Road, Miyapur, Hyderabad 500 050, India
bDiscovery Biology, Dr. Reddy’s Research Foundation, Bollaram Road, Miyapur, Hyderabad 500 050, India

Synthesis, SAR study and biological evaluation of a new series of 4-(3H)pyrimidinone

derivatives of thiazolidinedione are reported.
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Novel Potent 5-HT3 Receptor Ligands Based on the Pyrrolidone

Structure. Effects of the Quaternization of the Basic Nitrogen on the Interaction with 5-HT3 Receptor
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Synthesis, Characterization and Antitumor Studies of Transition

Metal Complexes of o-Hydroxydithiobenzoate

Anuraag Shrivastav,a Nand K. Singha and Geeta Srivastavab

aDepartment of Chemistry, Banaras Hindu University, Varanasi 221005, India
bAlberta Research Council, Edmonton, Alberta, Canada T6N 1E4

o-Hydroxydithiobenzoate (o-HOdtb) complexes of 3d-metals were prepared and characterized

by various physico-chemical techniques. The single crystal X-ray structure of Zn(II) monomeric

complexes shows that one ligand is conventionally bidentate whereas, the other two are

formally unidentate. The therapeutic implication of o-HOdtb and its metal complexes

in tumor regression and tumor growth associated immunosuppression were studied.

Bioorg. Med. Chem. 10 (2002) 2705
Synthesis and Cytotoxic Activity Evaluation of Indolo-, Pyrrolo-,

and Benzofuro-Quinolin-2(1H)-Ones and 6-Anilinoindoloquinoline Derivatives

Yeh-Long Chen, Chao-Ho Chung, I.-Li Chen, Po-Hsu Chen and Haw-Yaun Jeng

School of Chemistry, Kaohsiung Medical University, Kaohsiung City 807, Taiwan

Certain indolo-, benzofuro-, and pyrrolo-quinolin-2(1H)-ones

and 6-anilinoindoloquinoline derivatives were synthesized and

evaluated for cytotoxicity against 60 human cancer cells.
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Synthesis and Antirheumatic Activity of the Metabolites
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Toshiya Noguchi, Akira Onodera, Kazuyuki Tomisawa, Miyuki Yamashita, Kimiyo Takeshita
and Sadakazu Yokomori
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The optically active metabolites of esonarimod were prepared.

Bioorg. Med. Chem. 10 (2002) 2723
Is the Anomeric Effect an Important Factor in the Rate of

Adenosine Deaminase Catalyzed Hydrolysis of Purine Nucleosides? A Direct Comparison of Nucleoside

Analogues Constructed on Ribose and Carbocyclic Templates with Equivalent Heterocyclic Bases

Selected to Promote Hydration

Susana Hernandez, Harry Ford, Jr. and Victor E. Marquez

Laboratory of Medicinal Chemistry, Center for Cancer Research, National Cancer Institute
at Frederick, 376 Boyles St., Frederick, MD 21701, USA

Compounds 5–7 were synthesized and examined as adenosine deaminase substrates to

study the absence anomeric effect on hydrolysis.
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Bioorg. Med. Chem. 10 (2002) 273910-Formyl-5,10-dideaza-acyclic-5,6,7,8-tetrahydrofolic Acid (10-Formyl-

DDACTHF): A Potent Cytotoxic Agent Acting by Selective Inhibition of

Human GAR Tfase and the De Novo Purine Biosynthetic Pathway

Thomas H. Marsilje,a Marc A. Labroli,a Michael P. Hedrick,a Qing Jin,a Joel Desharnais,a Stephen J. Baker,c Lata T. Gooljarsingh,c

Joseph Ramcharan,c Ali Tavassoli,c Yan Zhang,b Ian A. Wilson,b G. Peter Beardsley,d Stephen J. Benkovicc and Dale L. Bogera
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The synthesis and evaluation of 10-formyl-DDACTHF (3) as a potential inhibitor of glycinamide

ribonucleotide transformylase (GAR Tfase) and aminoimidazole carboxamide ribonucleotide

transformylase (AICAR Tfase) are reported.
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of Sialyl LewisX: A Molecular Orbital Study with Insights into Its Binding Properties toward the
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Fabio Pichierri and Yo Matsuo

Computational Proteomics Team, Bioinformatics Group, RIKEN Genomic Sciences Center,
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MO calculations have been performed on the sialyl LewisX molecule in order to assess

whether it interacts with E-selectin in the anionic or neutral state.
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By keeping the phenyl-B substituent as the optimum o-phenylpentyl moiety, and varying

substituents in the phenyl-A region, we have observed changes in binding potency and

selectivity at the s1-receptor subtype. SAR for the binding of these compounds at s-2 sites

was also examined.
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Solid-Phase Synthesis of DNA Binding Polyamides on Oxime
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Structure-Based 3-D-QSAR Analysis of Marine Indole Alkaloids

Biao Jiang,a Wen-Nan Xiong,a Cai-Guang Yang,a Hua-Liang Jiang,b Feng Chengb and Kai-Xian Chenb

aShanghai Institute of Organic Chemistry, Chinese Academy of Sciences, 354 Fenglin Road, Shanghai 200032, China
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A 3D-QSAR study on indole alkaloids, applying comparative molecular field analysis (CoMFA) is reported.
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