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An Analysis of the Binding of Cocaine Analogues to the

Monoamine Transporters Using Tensor Decomposition 3-D QSAR
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Series of rigid and semi-rigid tropane analogues was designed using tensor decomposition

3-D QSAR. The compounds were synthesized and their affinities for the monoamine

transporters were determined.
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Coupling of Isoprenoid Triflates with Organoboron Nucleophiles:

Synthesis and Biological Evaluation of Geranylgeranyl Diphosphate Analogues
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Acetamidoquinone and Acetamidohydroxy Derivatives as Inhibitors

for Both Dihydroxyacetamido Epoxidase and Dehydrogenase

Chris G. Whiteley

Department of Biochemistry and Microbiology, Rhodes University,
Grahamstown, South Africa

A series of substituted acetamidoquinones and acetamidophenols has been

synthesised and shown to competitively inhibit both dihydroxyacetamido

epoxidase and dihydroxyacetamido dehydrogenase. The most powerful

inhibitor (Ki=4 nM) was 5-bromo-2-acetamido-1,4-benzoquinone. Both

enzymes were purified by standard chromatographic procedures from

Streptomyces.
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50-Alkyl-benzothiadiazides: A New Subgroup of AMPA Receptor

Modulators with Improved Affinity
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Benzothiadiazides, such as cyclothiazide and IDRA-21, are known to increase synaptic transmission through

modulation of AMPA receptor activity. We discovered that a simple alkyl substitution to the IDRA-21 (shown)

structure gave pronounced effects compared to the parent compound. This paper discusses its discovery and

structure–activity relationships of several analogues.
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Synthesis and antiviral activity of pyridinioalkanoyl thioesters (VI) is described.
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A Convenient Synthesis and Hepatoprotective Activity of
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Novel Irreversible Butyrylcholinesterase Inhibitors:

2-Chloro-1-(substituted-phenyl)ethylphosphonic Acids

Nanjing Zhang and John E. Casida

Environmental Chemistry and Toxicology Laboratory, Department of Environmental Science, Policy and Management,
University of California, Berkeley, CA 94720-3112, USA

The title compounds (1) [X=H, NO2, (CH3)2N or (CH3)3N
+ at the 3- or 4-position] were synthesized

and their structural features related to hydrolytic stability and inhibitory mechanisms for BChE.

Dissociation of chloride is proposed as the first and rate-limiting step both in the hydrolysis and

by analogy in phosphorylation of BChE by 1 bound at the active site.
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Structure–Activity Relationships Among Novel

Phenoxybenzamine-Related �-Chloroethylamines

Dario Giardinà,a Mauro Crucianelli,a Piero Angeli,a Michela Buccioni,a Ugo Gulini,a Gabriella Marucci,a

Gianni Sagratinia and Carlo Melchiorreb

aDepartment of Chemical Sciences, University of Camerino, Italy
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Some components of the series evidenced the heterogeneity

of a1-adrenoceptors functionally active in the epididymal

portion of CD rat vas deferens.
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Fatty Acid Esters of Juvenoid Alcohols as Insect Hormonogen Agents
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CZ-37005 České Budějovice, Czech Republic

A series of 8 new juvenogens (3–10) was prepared starting from a pair of isomeric insect juvenile
hormone bioanalogues (1 and 2). The juvenogens 3–10 were tested for their effect on reproduction
of blowfly Neobellieria (Sarcophaga) bullata and for the juvenilizing activity on termite
Prorhinotermes simplex.

Bioorg. Med. Chem. 10 (2002) 1313
The 1.76 Å Resolution Crystal Structure of Glycogen

Phosphorylase B Complexed with Glucose, and CP320626, a Potential Antidiabetic Drug

Nikos G. Oikonomakos,a Spyros E. Zographos,a Vicky T. Skamnakia and Georgios Archontisb

aInstitute of Biological Research and Biotechnology, The National Hellenic Research Foundation,
48 Vas. Constantinou Avenue, Athens 11635, Greece
bDepartment of Physics, University of Cyprus, Box 20537, CY1678, Nicosia, Cyprus

The binding of a potential antidiabetic drug to glycogen phosphorylase b in the crystal at 1.76 Å

resolution is reported.
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A Novel Approach Towards Studying Non-Genotoxic Enediynes

as Potential Anticancer Therapeutics

Gholam Hossein Hakimelahi,a Gassan Sh. Gassanov,a Ming-Hua Hsu,a Jih Ru Hwua

and Shahram Hakimelahib
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bDepartment of Cell Biology, Faculty of Medicine, University of Alberta, Edmonton,
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Substituted Indoloquinolines as New Antifungal Agents
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bThe National Center for Natural Products Research, Research Institute of Pharmaceutical Sciences,
and Department of Pharmacognosy, The School of Pharmacy, University of Mississippi, University, MS 38677, USA

Substitution at the 2-position of the 5-alkylated quindoline

{indolo[3,2-b]quinoline} ring has resulted in more potent and

broader spectrum of antifungal activity.

Bioorg. Med. Chem. 10 (2002) 1347
Discovery of Diaminobutane Derivatives as Ca2+-Permeable

AMPA Receptor Antagonists

Yoshiyuki Yoneda, Tetuya Mimura, Keiichi Kawagoe, Takanori Yasukouchi, Toshiaki Tatematu,
Masayuki Ito, Masaki Saito, Masunobu Sugimura, Fusako Kito and Shinichi Kawajiri

Medicinal Chemistry Research Laboratory, Daiichi Pharmaceutical Co., Ltd., 16-13, Kitakasai 1-Chome, Edogawa-ku, Tokyo
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Compound 8f showed selective Ca2+-permeable AMPA receptor antagonist activity and neuroprotective

effects in transient global ischemia models in gerbils.
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QSAR Studies on Antimalarial Substituted Phenyl Analogues

and Their N!-Oxides

Vijay K. Agrawal,a Ruchi Sharmaa and Padmakar V. Khadikarb

aQSAR Laboratories, Department of Chemistry, A.P.S. University, Rewa 486 003, India
bResearch Division, Laxmi Pest and Fumigation Pvt. Ltd. 3, Khatipura, Indore 452 007, India

QSAR study on a series of substituted phenyl analogues and their No-oxides were made using

various combinations of electronic and topological descriptors. Based on the proposed models, the

antimalarial action mechanism was discussed showing that metabolic action is similar to that of

peroxide compounds.
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3-D-QSAR Analysis of N-(3-Acyloxy-2-benzylpropyl)-N0-
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N-(3-Acyloxy-2-benzylpropyl)-N0-(4-hydroxy-3-methoxybenzyl)
Thioureas Analogues as Potent Vanilloid Receptor Ligands

Ki H. Kim

Department of Structural Biology, Abbott Laboratories, Abbott Park, IL 60064-6100, USA

3-D-Quantitative structure–activity relationships of N-(3-acyloxy-2-benzylpropyl)-N0-dihydroxytetrahydro-benzazepine and
tetrahydroisoquinoline and N-(3-acyloxy-2-benzylpropyl)-N0-(4-hydroxy-3-methoxybenzyl) thiourea analogues as potent vanilloid
receptor ligands were investigated using the CoMFA and the COMSIA methods.
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Molecular Orbital Calculation for the Model Compounds of Kainoid

Amino Acids, Agonists of Excitatory Amino Acid Receptors. Does the

Kainoid C4-Substituent Directly Interact with the Receptors?
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Synthesis and Biological Activity of 1-Phenylsulfonyl-4-
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Hiroshi Marusawa, Hiroyuki Setoi, Akihiko Sawada, Akio Kuroda, Jiro Seki,
Yukio Motoyama and Hirokazu Tanaka

Exploratory Research Laboratories, Fujisawa Pharmaceutical Co., Ltd. 5-2-3 Tokodai, Tsukuba-shi, Ibaraki 300-2698, Japan

The synthesis and biological activity of novel 1-phenylsulfonyl-4-phenylsulfonylamino-

pyrrolidine analogues as thromboxane A2 receptor antagonist are described. In these

compounds, 51a displayed excellent efficacy in inhibiting U-46619-induced rat aortic

strip contraction.
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Naphthyl)alanine at Position 3 of a Specific CXCR4 Inhibitor, T140, Leads to an Exploratory

Performance of Its Downsizing Study

Hirokazu Tamamura,a Akane Omagari,a Kenichi Hiramatsu,a

Shinya Oishi,a Hiromu Habashita,a Taisei Kanamoto,b Kazuyo Gotoh,b
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J. Mark Petrash,c Anna Maria Ferraria and Sara Pacchionia
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Free energy perturbation simulations combined with the synthesis and biological

evaluation of 1-benzopyran-4-one inhibitors of aldose reductase are presented.
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Discovery of New Inhibitors of Aldose Reductase from Molecular

Docking and Database Screening

Giulio Rastelli, Anna Maria Ferrari, Luca Costantino and Maria Cristina Gamberini

Dipartimento di Scienze Farmaceutiche, Università di Modena e Reggio
Emilia, Via Campi 183, 41100 Modena, Italy

Docking screening of the NCI database of compounds identified novel

inhibitors of aldose reductase. Synthesis and optimization of inhibitory

activity was undertaken for the class of the nitro derivatives.
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Synthesis and 31P NMR Characterization of New Low Toxic
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Resolution of (RS)-Proglumide Using Lipase from
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R. Marchantb and P. Nigama
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N. Ireland BT52 1SA, UK
bSchool of Environmental Sciences, University of Ulster at Coleraine,
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Experimental and Calculated Shift in pKa upon Binding of

Phosphotyrosine Peptide to the SH2 Domain of p56lck

Nico J. de Mol, Malcolm B. Gillies and Marcel J. E. Fischer

Department of Medicinal Chemistry, Utrecht Institute for Pharmaceutical Sciences,
Faculty of Pharmacy, Utrecht University, PO Box 80082, 3508TB Utrecht,
The Netherlands

The preferred ionisation state of the tyrosine phosphate group for binding to the

p56lck SH2 domain is �2. Several positively charged residues in the phosphate binding

pocket are responsible for this.

Bioorg. Med. Chem. 10 (2002) 1483
QSAR of HIV-1 Integrase Inhibitors by Genetic Function

Approximation Method

Mahindra T. Makhija and Vithal M. Kulkarni

Pharmaceutical Division, Department of Chemical Technology, University of Mumbai, Matunga, Mumbai 400 019, India

A QSAR study was performed on a series of HIV-1 integrase inhibitors belonging to

the class of catechols and noncatechols. The results obtained indicate that anti-

integrase activity is a function of electronic, spatial, and thermodynamic parameters.



xviii

Bioorg. Med. Chem. 10 (2002) 1499
Synthesis and Biological Evaluation of Novel Thioapio

Dideoxynucleosides

Hyung Ryong Moon,a Hea Ok Kim,b Sang Kook Lee,a Won Jun Choi,a Moon Woo Chunc

and Lak Shin Jeonga
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Design, synthesis and biological activity of thioapio dideoxynucleosides are described.
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cProject Coordination Department, Yamanouchi Pharmaceutical Co., Ltd., 3-17-1 Hasune, Itabashi, Tokyo 174-8612, Japan

N-[(7-Amidino-2-naphthyl)methyl]aniline derivatives were prepared and evaluated for

inhibitory activity against factor Xa in vitro and ex vivo. This study led to discovery of a

potent and orally-bioavailable factor Xa inhibitor YM-60828.
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I2-Imidazoline Binding Site Affinity of a Structurally Different

Type of Ligands

Christophe Dardonville,a Isabel Rozas,a,c Luis F. Calladob and J. Javier Meanab
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Orally Active Cephalosporins. Part 4: Synthesis,
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A series of 3-(4pyrazolylmethylthio)cephalosporins with various C-7 side chains was synthesized

and evaluated for antibacterial activity and oral absorption. Among them, FR192752 (40a) exhibited

potent activity against both Gram-positive and Gram-negative bacteria including Haemophilus

influenzae and PRSP and high oral absorption in rats
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Absolute Stereostructure of Potent �-Glucosidase Inhibitor, Salacinol,

with Unique Thiosugar Sulfonium Sulfate Inner Salt Structure from Salacia reticulata
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aKyoto Pharmaceutical University, Misasagi, Yamashina-ku, Kyoto 607-8412, Japan
bSchool of Pharmaceutical Sciences, Kinki University, 3-4-1 Kowakae, Higashi-osaka, Osaka 577-8502, Japan

Amost potent �-glucosidase inhibitor named salacinol has been isolated from an antidiabetic Ayurvedic traditional medicine, Salacia

reticulata Wight, through bioassay-guided separation. The absolute stereostructure of salacinol was determined on the basis of

chemical and physicochemical evidence, which included the alkaline degradation of salacinol to 1-deoxy-4-thio-d-

arabinofuranose and the X-ray crystallographic analysis, to be the unique spiro-like configuration of the inner salt comprised of

1-deoxy-4-thio-d-arabinofuranosyl sulfonium cation and 10-deoxy-d-erythrosyl-30-sulfate anion. Salacinol showed potent inhibitory

activities on several a-glucosidases, such as maltase, sucrase, and isomaltase, and the inhibitory effects on serum glucose levels in

maltose- and sucrose-loaded rats (in vivo) were found to be more potent than that of acarbose, a commercial a-glucosidase inhibitor.
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3-Substituted (Z)-4-(4-N,N-dialkylaminophenylmethylene-5(4H)-isoxazolones and

related compounds have been designed and prepared as candidates for structurally

novel androgen antagonists. Several compounds showed potent anti-androgenic activity.
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Binding sequences of beta-sheet breaker (BSB) peptides on amyloid (Ab) peptide of Alzheimer’s disease
were identified by computational docking method. Good agreement with experimental data was achieved.

Possible binding positions of BSBs on the dimer (aggregated) form of Ab were also selected.

Bioorg. Med. Chem. 10 (2002) 1595
Structure–Activity Relationships of

1�-Methyl-2-(5-phenylpyrrolidin-3-ylthio)carbapenems
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and Hajime Morishima
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The detailed structure–activity relationships of 1a and related compounds was investigated.

Bioorg. Med. Chem. 10 (2002) 1611
Benzoyl and Cinnamoyl Nitrogen Mustard Derivatives of

Benzoheterocyclic Analogues of the Tallimustine: Synthesis and Antitumour Activity
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John P. Binghamb and John A. Hartleyb
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A series of benzoyl and cinnamoyl nitrogen mustards tethered to different benzoheterocycles

and to oligopyrroles structurally related to netropsin consisting of two pyrrole-amide units and

terminating with an amidine moiety have been synthesised and a structure–activity relationship

determined

Bioorg. Med. Chem. 10 (2002) 1619
Powerful Antioxidative Agents Based on Garcinoic Acid from

Garcinia Kola

Kenji Terashima, Yoshiaki Takaya and Masatake Niwa

Faculty of Pharmacy, Meijo University, Tempaku, Nagoya 468-8503, Japan

Structure–antioxidative activity relationship of garcinoic acid

analogues (n=0, 1, 2, 3) are discussed.
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9-Carboxymethyl-5H,10H-imidazo[1,2-a]indeno[1,2-e]pyrazin-4-
one-2-carbocylic Acid (RPR117824): Selective Anticonvulsive and

Neuroprotective AMPA Antagonist

Serge Mignani, Georg Andrees Bohme, Guillaume Birraux, Alain Boireau, Patrick Jimonet,
Dominique Damour, Arielle Genevois-Borella, Marc-Williams Debono, Jeremy Pratt,
Marc Vuilhorgne, Florence Wahl and Jean-Marie Stutzmann

Aventis Pharma S.A., Centre de Recherche de Paris, 13 quai Jules Guesde, B.P. 14,
94403 Vitry-sur-Seine Cedex, France

The synthesis and biological evaluation of original 9-carboxymethyl-5H,10H-imidazo[1,2-a]-

indeno[1,2-e] pyrazin-4-one-2-carboxylic acid RPR117824 is described.

Bioorg. Med. Chem. 10 (2002) 1639
Novel Tn Antigen-Containing Neoglycopeptides: Synthesis and

Evaluation as Anti Tumor Vaccines

Laura Cipolla, Maria Rescigno, Antonella Leone, Francesco Peri, Barbara La Ferla and Francesco Nicotra

Department of Biotechnology and Biosciences, Università degli Studi di Milano-Bicocca, P.za della Scienza 2, 20126 Milan,
Italy

Three different neoglycopeptides were synthesized, containing one or two B cell epitopes and a

T cell epitope. The three neoglycopeptides were tested in vitro as antitumor vaccines.


