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Discovery of a N0-Hydroxyphenylformamidine Derivative
HET0016 as a Potent and Selective 20-HETE Synthase Inhibitor

Masakazu Sato, Takaaki Ishii,* Yuko Kobayashi-Matsunaga, Hideaki Amada, Kazuo Taniguchi,
Noriyuki Miyata and Kazuya Kameo

Medicinal Research Laboratories, Taisho Pharmaceutical Co., Ltd., 1-403 Yoshino-cho,
Saitama, Saitama 330-8530, Japan

A series of N0-hydroxyphenylformamidine derivatives were synthesized as potent and selective

20-HETE synthase inhibitors.
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Cellular Solid-Phase Binding Assay and Mass Spectrometry for

Screening of �4�7 Integrin Antagonists

Dirk Gottschling,a Jürgen Boer,a Anja Schuster,b Bernhard Holzmannb and Horst Kesslera,*
aInstitut für Organische Chemie und Biochemie, Technische Universität München, Lichtenbergstrasse 4, D-85747 Garching,
Germany
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The development of a cellular solid-phase binding assay is reported.
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Determination and Use of a Transition State for the Enzyme

Estrone Sulfatase (ES) from a Proposed Reaction Mechanism

Sabbir Ahmed,* Karen James, Caroline P. Owen, Chirag K. Patel and Mijal B. Patel

School of Chemical and Pharmaceutical Sciences, Kingston University,
Penrhyn Road, Kingston upon Thames, Surrey KT1 2EE, UK

A potential transition state for the reaction catalysed by the enzyme

estrone sulfatase (ES) has been derived.
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Novel Spermine–Amino Acid Conjugates and Basic Tripeptides

Enhance Cleavage of the Hairpin Ribozyme at Low Magnesium Ion Concentration

Karen Stolze, Stephen C. Holmes, David J. Earnshaw, Mohinder Singh, Dmitry Stetsenko,
Donna Williams and Michael J. Gait*

Medical Research Council, Laboratory of Molecular Biology, Hills Road, Cambridge CB2 2QH, UK

Synthesis of spermine–amino acid conjugates and tripeptides stimulate cleavage of the hairpin

ribozyme at low magnesium ion concentration.

Graphical Abstracts



viii

Bioorg. Med. Chem. Lett. 11 (2001) 3011
Stereoselective Synthesis of 7�- and 7�-Aminocholestanol as

Potent Fungicidal Drugs

S. Fouace, L. El kihel,* M. Dherbomez and Y. Letourneux*
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Université de La Rochelle, Pôle Sciences et Technologies, 17042 La Rochelle, France

The synthesis and biological activity of these fungicidal drugs on resistant strains.
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Cyclopenta[g]quinazoline-Based Antifolates: The Effect of the
Chirality at the 6-Position on the Inhibition of Thymidylate Synthase (TS)

V. Bavetsias,* J. H. Marriott, D. S. Theti, J. C. Melin, S. C. Wilson and A. L. Jackman
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15 Cotswold Road, Sutton, Surrey SM2 5NG, UK
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Discovery and Evaluation of Piperidinyl Carboxylic Acid

Derivatives as Potent �4�1 Integrin Antagonists

G. Müller,a M. Albers,a R. Fischer,a G. Heßler,a T. E. Lehmann,a H. Okigami,b M. Tajimi,b K. Baconb

and T. Röllea,*
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Piperidinyl carboxylic acid-based antagonists of the very late antigen 4 (VLA-4) are reported.
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(NECA) as New Fluorescent Probes for Human A3 Adenosine Receptors

Marco Macchia,a,* Francesca Salvetti,b Simone Bertini,a Valeria Di Bussolo,c Lisa Gattuso,a Marco Gesi,d
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dDipartimento Morfologia Umana e Biologia Applicata, via Roma 55, 56126 Pisa, Italy
eGlaxoSmithKline Medicines Research Center, via Fleming 4, 37134 Verona, Italy
fInstitut für Pharmakologie und Toxikologie, Universität, Würzburg, Germany

Synthesis, binding and microscopy assays of new fluorescent probes (2a–e) for human

A3 adenosine receptors are reported.
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Synthesis of Antitumor Dendritic Imides
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2-Aryl Indole NK1 Antagonists: Optimisation of the Amide

Substituent
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Beta 3 Agonists. Part 1: Evolution from Inception to

BMS-194449
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BMS-196085: A Potent and Selective Full Agonist of the Human

�3 Adrenergic Receptor
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Unprecedented Sugar-Dependent In Vivo Antitumor Activity of

Carbohydrate-Pendant cis-Diamminedichloroplatinum(II) Complexes

Yuji Mikata,a,* Yoshie Shinohara,b Kazumi Yoneda,c Yuka Nakamura,b Izabela Brudziñska,c

Tomoaki Tanase,b Takashi Kitayama,d Rie Takagi,d Tadashi Okamoto,d Isamu Kinoshita,e Matsumi Doe,e

Chris Orvigf and Shigenobu Yanoc,*
aKYOUSEI Science Center, Nara Women’s University, Nara 630-8506, Japan
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Bioorg. Med. Chem. Lett. 11 (2001) 3049Synthesis and Biological Evaluation of a Series of NovelN- orO-Fluoroalkyl
Derivatives of Tropane: Potential Positron Emission Tomography (PET) Imaging Agents for the Dopamine Transporter

Xiao-Hui Gu,a,c Rushi Zong,a,c Nora S. Kula,b Ross J. Baldessarinib and John L. Neumeyera,c,*
aMedicinal Chemistry Laboratory, Alcohol and Drug Abuse Research Center, Belmont,
MA 02478-9106, USA
bNeuroscience Program, Mailman Research Center, McLean Hospital, Harvard Medical School,
Belmont, MA 02478-9106, USA
cNatural Pharmacia International, Inc., 115Mill Street, Belmont, MA 02478-9106, USA

The synthesis and monoamine transporters binding affinities of a series of novel fluoroalkyl
derivatives of tropane are described. Among these derivatives, the fluoropropyl ester (19)
and the fluoroethyl ester (20) of b-CIT, the N-fluoropropyl derivative of b-CBT (12), and
the fluoropropyl ester of b-CMT (18) displayed higher affinity and greater selectivity for the
DAT than FP-CIT, which indicate that they are attractive candidates for development of
18F-labeled PET imaging agents for the DAT.

Bioorg. Med. Chem. Lett. 11 (2001) 3055
Synthesis and Evaluation of Novel Pseudomycin Side-Chain

Analogues. Part 3

Xicheng Sun, Yan-Zhi Zhang, Doug Zeckner, William Current and Shu-Hui Chen*

Lilly Research Laboratories, A Division of Eli Lilly and Company, Lilly Corporate Center,
Indianapolis, IN 46285, USA

The syntheses and evaluation of various core modified analogues and prodrugs of the C-18

side-chain bearing pseudomycin analogue 2 are described wherein R0,R00=esters or amides;

P=N-acyl prodrugs.

Bioorg. Med. Chem. Lett. 11 (2001) 3061
Hydrolysis of Linear DNA Duplex Catalyzed by Co(III)

Complex of Cyclen Attached to Polystyrene

Chul-Seung Jeung,a Jung Bae Song,b Yong-Hyun Kimb and Junghun Suhb,*
aSchool of Chemistry and Molecular Engineering and Center for Molecular Catalysis,
Seoul National University, Seoul 151-747, Republic of Korea
bArtzyme Biotech Corporation, 403-1, Silim-2-Dong, Seoul 151-012, Republic of Korea

The catalytic activity of CoCyc in hydrolysis of a linear DNA duplex is enhanced by >150 times

on attachment to polystyrene derivatives, achieving half-lives as short as 30 min at 25 �C.
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Synthesis and Antimicrobial Activity of New

3�-Hydroxy-23,24-bisnorcholane Polyamine Carbamates

Hong-Seok Kim,a,* Kyung-Chan Kwon,a Ki Soo Kima and Cheol Hae Leeb

aDepartment of Industrial Chemistry, Kyungpook National University,
Taegu 702-701, South Korea
bBioorganic Division, Korea Research Institute of Chemical Technology,
Taejeon 305-600, South Korea

3a Hydroxy-23,24-bisnorcholane spermidine and spermine carbamates

2–7 have been synthesized and their antimicrobial and hemolytic

activities were evaluated. They exhibited excellent in vitro activities

especially against methicillin-resistant Staphylococcus aureus.

Bioorg. Med. Chem. Lett. 11 (2001) 3069
A Novel Class of Highly Potent, Selective, and Non-Peptidic

Inhibitor of Ras Farnesyltransferase (FTase)

Hyunil Lee, Jinho Lee, Sangkyun Lee, Youseung Shin, Wonhee Jung, Jong-Hyun Kim, Kiwon Park,
Kwihwa Kim, Heung Soo Cho, Seonggu Ro, Sunhwa Lee, ShinWu Jeong, Taesaeng Choi, Hyun-Ho Chung
and Jong Sung Koh*

Life Science R&D, LGCI, Science Town, Taejon 305-380, Republic of Korea

Novel protein farnesyltransferase inhibitors containing pyrrole were designed and synthesized.

Compound 2 showed a highyl potent anti-tumor activity in vitro (IC50=0.9 nM against H-Ras

and 2.4 nM against K-Ras) and in vivo.
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Combretoxazolones: Synthesis, Cytotoxicity and Antitumor

Activity
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and Byung-Zun Ahna,*
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Two series of combretoxazolones including 3,4-diaryloxazolones (6) and 4,5-diaryloxazolones (7) were synthesized

and evaluated for cytotoxicity. Both series showed a strong cytotoxicity against a variety of tumor cell lines.

One compound showed significant antitumor activity in BDF1/B16 model.
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Synthesis and Binding Affinities of 2�-(3-Iodoallyloxycarbonyl)-

3�-(4-substituted-aryl)tropane Analogues as Ligands for the Dopamine Transporter Studies
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cBioanalysis & Biotransformation Research Center, Korea Institute of Science and Technology,
PO Box 131, Cheongryang, Seoul, 130-650, Republic of Korea
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3-[N0-3,5-bis(trifluoromethyl)benzoyl-N-arylmethyl-N0-methylhydrazino]-N-[(R)-2-
oxo-azepan-3-yl]propionamides
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Identification of a Novel Family of Nucleosides That Specifically

Inhibit HIV-1 Reverse Transcriptase
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The synthesis and anti-HIV-1 evaluation of a novel family of HIV-1 specific nucleosides is reported.


