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Evaluation of the Cytotoxic Activity of Polyethers Isolated Bioorg. Med. Chem. 6 (1998) 2237

from Laurencia
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We report the conformational analysis of several polyether triterpenes with squalene carbon skeleton which
exhibited a significant cytotoxic activity using a Monte Carlo conformational search and spectroscopical data.
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N
The important role of lipophilicity on the I, imidazoline receptor binding of a large series of
tracizoline (2) congeners has been pointed out by means of 2-D and 3-D QSAR (CoMFA) stu-
dies. In addition, a comprehensive COMFA model, based on about sixty I, ligands, has allowed
the detection and location, at the 3-D level, of the key physicochemical interactions governing the

receptor ligand binding. 2
Synthesis and Antiplatelet, Antiinflammatory, and Antiallergic Bioorg. Med. Chem. 6 (1998) 2261
Activities of Substituted 3-Chloro-5,8-dimethoxy-1,4-naphtho-
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Synthesis and antiplatelet, antiinflammatory, and antiallergic activities of derivatives of 2,3-dichloro-5,8-dimethoxy-
1,4-naphthoquinone (4) are described.

Synthesis and Antiviral Activity of a New Series of Bioorg. Med. Chem. 6 (1998) 2271

4-Isothiazolecarbonitriles
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New 4-isothiazolecarbonitrile derivatives were synthesized and tested as potential antiviral
agents against both RNA and DNA viruses. Our compounds were effective as inhibitors of / \
enteroviruses (polio 1 and ECHO 9). '
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Synthesis of a Tetracyclic, Conformationally Constrained Bioorg. Med. Chem. 6 (1998) 2281

Analogue of A3-THC

John W. Huffman and Shu Yu
H. L. Hunter Chemistry Laboratory, Clemson University, Clemson, SC 29634-1905, USA

A conformationally constrained analogue of A3-THC, in which C2 and C2' are connected has been synthesized.
The compound shows weak affinity for the cannabinoid brain receptor (K; =703 + 98 nM).
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Synthesis, Characterization, and Anticonvulsant Activity of Enaminones. Bioorg. Med. Chem. 6 (1998) 2289

Part 5: Investigations on 3-Carboalkoxy-2-methyl-2,3-dihydro-1/-phe-
nothiazin-4{10H]-one Derivatives
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The Discovery and Structure—Activity Relationships of Non- Bioorg. Med. Chem. 6 (1998) 2301

peptide, Low Molecular Weight Antagonists Selective for the
Endothelin ETg Receptor

Ming Fai Chan, Adam Kois, Erik J. Verner, Bore G. Raju, Rosario S. Castillo, Chengde W,
Ilya Okun, Fiona D. Stavros and V. N. Balaji
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The SAR of several classes of ETjy selective antagonists were described. S’:‘N_z;“;
o 0
4h

The best compound 4h has ICsy of 17nM and ETjy selectivity of 290.

Novel Small Renin Inhibitors Containing 4,5- or Bioorg. Med. Chem. 6 (1998) 2317

3,5-Dihydroxy-2-substituted-6-phenylhexanamide
Replacements at the P,—P; Sites

Grace L. Jung, Paul C. Anderson, Murray Bailey, Monique Baillet, Gary W. Bantle,
Sylvie Berthiaume, Pierre Lavallée, Montse Llinas-Brunet,
Bounkham Thavonekham, Diane Thibeault and Bruno Simoneau

R, H OH
Bio-Méga Research Division, Boehringer Ingelheim (Canada) Ltd, 2100 rue Cunard, Nykj/
Laval, Québec, Canada H7S 2G5 Ry R O S OH
Most potent diastereomers 1a and 2¢ have a molecular weight of only 503 and ICs, O/

values of 23 and 20nM in a human plasma renin assay at pH 6.0. 1a: R, = (S}-OH, Ry = OH, Ry= H

2¢: Ry = (R)-OH, Ry = H, Ry= OH
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Structural Basis for Selective Inhibition of COX-2 by Bioorg. Med. Chem. 6 (1998) 2337
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Preparation and Biological Activity of Novel Tricyclic
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Kirk D. Robarge, Michael S. Dina, Todd C. Somers, Arthur Lee, Hg J\Q CO?H

Thomas E. Rawson, Alan G. Olivero, Maureen H. Tischler, {F;kyl
Robert R. Webb, 11, Kenneth J. Weese, Ignacio Aliagas, Brent K. Blackburn d g’; ;)H
Department of Bioorganic Chemistry, Genentech, Inc., I DNA Way, South San Francisco, )j/ heterocyclic

CA 94080, US4 ring

Novel tricyclic nonpeptidal GPIIb/IIIa antagonists have been prepared and evaluated in vitro as antagonists of fibrinogen binding
to the purified GPIIb/IIIa receptor and as inhibitors of platelet aggregation. The work presented demonstrates the robustness of the
benzodiazepinedione (BZDD) scaffold, which can be functionalized at the N'-C? amide as well as at C’, to provide structural
diversity and allow optimization of the physiochemical and pharmacological properties ot the BZDD based GPIIb/IIIa antagonists.

Synthesis and Pharmacology of the Isomeric Methylheptyl- Bioorg. Med. Chem. 6 (1998) 2383
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The synthesis of eleven isomeric monomethylheptyl-A®-tetrahydrocannabinols has been carried out. Both epimers
of the 1-, 2/- and 3'-methylheptyl analogues were considerably more potent than A8-THC, both in vitro and in vivo.

Synthesis of Some Thieno Gamma Lactam Monocarboxylic Bioorg. Med. Chem. 6 (1998) 2397

Acids with High Antibacterial Activity: A New Look at an
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Synthesis and antibacterial activity of some novel monocyclic gamma N CO,E N
lactams are reported. o o @




Syntheses of Amino Nitrones. Potential Intramolecular Bioorg. Med. Chem. 6 (1998) 2405

Traps for Radical Intermediates in Monoamine Oxidase-
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Syntheses of seven different amino nitrones, three acyclic, and four cyclic analogues

were attempted. The acyclic analogues were unstable. One of the cyclic analogues was

very stable, one stable only in organic solvents, and one stable below pH 6.5. None was found
useful to detect radical intermediates in monoamine oxidase, but the approach should be viable
for use with other enzymes.

The Design, Synthesis, and Evaluation of Novel Conformationally Bioorg. Med. Chem. 6 (1998) 2421

Rigid Analogues of Sialyl Lewis*
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Indole and Benzimidazole Derivatives as Steroid 5x-Reduc- Bioorg. Med. Chem. 6 (1998) 2441

tase Inhibitors in the Rat Prostate
Hitoshi Takami, Nobuyuki Kishibayashi, Akio Ishii and Toshiaki Kumazawa
Pharmaceutical Research Institute, Kyowa Hakko Kogyo Co., Ltd, Nagaizumi, Shizuoka 411-8731, Japan

Indole and benzimidazole derivatives, deleting the link unit between the benzene ring and indole skeleton of
parent compound KF18678, were synthesized and evaluated for inhibitory activity on rat prostatic Sa-reductase.
Several potent compounds showed ICsq values of 1075-10=°M order.
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Synthesis and Comparative Molecular Field Analysis Bioorg. Med. Chem. 6 (1998) 2449
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A series of 3-arylisoquinoline derivatives was synthesized ! N
and cytotoxicity against human tumor cell evaluated, [ j
and the comparative molecular field analysis 3 4 |

Me

(CoMFA) was investigated.




Hybrid Peptides Constructed from RES-701-1, an Endothelin B Bioorg. Med. Chem. 6 (1998) 2459

Receptor Antagonist, and Endothelin; Binding Selectivity for
Endothelin Receptors and their Pharmacological Activity
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o . ) H-GNWHGTAPDWVYFAHLX X,IW-OH
We have found four types of ET receptor-binding peptides; (1) ETg-selective X,; Asp, X,; lle: KT7421

agonist with weak ET, antagonism (KT7421); (2) ETg-sclective antagonist with X
weak ET, antagonism (KT7539); (3) ETp agonist with potent ET 4 antagonism Xy; Thr, X; 2-thienyl-Ala: KT7539
(KT7538); and (4) non-selective ET»/ETg antagonist (KT7540). X4; Thr, X,; 2-cyclohexyl-Ala: KT7538

X;; Ser, X;; Met: KT7540

Biologically Active Oligodeoxyribonucleotides. Part 11: The Least Bioorg. Med. Chem. 6 (1998) 2469
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Synthesis of 1,1-Difluoro-5-(1H-9-purinyl)-2-pentenylphosphonic Bioorg. Med. Chem. 6 (1998) 2495
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CH/r Interactions in the Crystal Structure of Class I MHC Bioorg. Med. Chem. 6 (1998) 2507

Antigens and their Complexes with Peptides
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Japan

The crystal structure of class I major histocompatibility complex antigens (MHC) bound to their specific ligand
peptides were analyzed, in the context of the CH/n interaction, with use of a computer program CHPI. A num-
ber of CH/x contacts have been found in the MHC/peptide complexes.

Syntheses and Preventive Effects of Analogues Related to 1a,25- Bioorg. Med. Chem. 6 (1998) 2517

Dihydroxy-2p-(3-hydroxypropoxy)vitamin D; (ED-71) on Bone
Mineral Loss in Ovariectomized Rats
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Analogues related to la,25-dihydroxy-2p-(3-hydroxypropoxy)vitamin D; (ED-71) (2), 26,27-dimethyl ED-71 (3) and 26,27-
diethyl ED-71 (4), were synthesized from lithocholic acid (5). In the study of the preventive effects of theses analogues and ED-
71 (2) on bone mineral loss in ovariectomized rats, 26,27-dimethyl ED-71 (3) showed the most potent activity.
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Synthesis, aqueous solubility and stability, oral bioavailability, and in vivo N | N\>
antiviral efficacy of 2-amino-6-fluoro-9-(2-hydroxyethoxymethyl)purine HN )§N N
2 L

esters are described. JL
o\/\o R
R = Me, Et, n-Pr, i-Pr

Rat Liver Microsomal Enzyme Catalyzed Oxidation of Bioorg. Med. Chem. 6 (1998) 2531
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