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We have developed a 4-nitrocinnamoyl substituted benzophenone as a novel non-thiol

farnesyltransferase inhibitor. Replacement of the p-tolyl moiety of our initial lead structure by

different para and ortho substituted phenyl residues as well as by 1-naphthyl resulted in derivatives

with considerably enhanced activity displaying IC50 values between 42 and 52 nM. These compounds

represent novel, readily accessible non-thiol farnesyltransferase inhibitors being more active than the

corresponding thiol-containing analogues.
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Analogues of saintopin (R=R0=H, R00=OH) and of tetracenomycin D
(R=R0=H, R00=Me) have been prepared and their cytotoxicity activity
against L1210 has been evaluated.
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Electron density map of glucopyranosylidene thiohydantoin bound to glycogen phosphorylase b.
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aLaboratorio de Quı́mica Orgánica y Farmacéutica, Facultad de Farmacia. Campus Miguel de
Unamuno, 37007-Salamanca, Spain
bInstituto BioMar, La Calera 3, 28760-Tres Cantos (Madrid), Spain

New heterocyclic and polycyclic analogues of the natural lignan thuriferic acid have been synthesised. All

of them are cytotoxic against several cancer cell lines, although they lack the 1,3-benzodioxole system of

podophyllotoxin and related cytotoxic lignans. Differences in the conformational preferences of

thuriferic acid and these analogues are explained by the increasing steric interactions between the A–B

ring system and E-ring (3,4,5-trimethoxyphenyl).
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Synthesis and binding affinities for the 5-HT1A versus the a1-adrenergic receptor of new [1,2,4]triazole derivatives are reported.
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A m3U amidite was synthesized and employed to generate 19-nt hairpin RNAs representing the 1920

region of Escherichia coli 23S rRNA. Biophysical studies were carried out to determine the effects of

methylation on RNA structure.
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A new series of 50-substituted thyroid hormone analogues has been prepared. All of the compounds in the
series function as T3 agonists, with the exception of one compound, GC-14. GC-14 in competition experiments

with T3, is able to antagonize T3 activation in a dose-dependent manner.
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Glycide esters 4a–c, 5a–c, 8a–c and 9a–c were synthesized and in vitro

tested as erythroid inducers toward K562 human leukemic cells.

Compounds 5b, 5c, 8b, 8c and 9c exhibit a high biological activity and

could be proposed as possible erythroid differentiation agents.
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The synthesis of 24 irreversible transglutaminase inhibitors is reported.
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A variety of fused heterocyclic compounds were synthesized and evaluated for squalene synthase inhibitory

activity. The 4,1-benzoxazepine nucleus is optimal template. Comparison of the X-ray structures of these

compounds suggests that orientation of the 5 (or 6)-phenyl group is important for activity.
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Novel 4,1-benzoxazepine derivatives were prepared and evaluated for squalene synthase inhibitory activity.

The (3R,5S)-enantiomer 19a exhibited potent activity, while the (3S,5R)-enantiomer exhibited the modest

inhibitory activity. Compound 20 (sodium salt of 19a) markedly decreased plasma cholesterol in marmosets.
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CZ 166 10 Prague 6, Czech Republic

Bioorg. Med. Chem. 10 (2002) 425
!-(Imidazol-4-yl)alkane-1-sulfonamides: A New Series of Potent

Histamine H3 Receptor Antagonists

Matthew J. Tozer, Ildiko M. Buck, Tracey Cooke, S. Barret Kalindjian, Michael J. Pether
and Katherine I. M. Steel

The James Black Foundation, 68 Half Moon Lane, Dulwich, London, SE24 9JE, UK

o-(1H-Imidazol-4-yl)alkane-1-sulfonamides, o-(1H-imidazol-4-yl)alk-1-ene-1-sulfonamides and
2-hydroxy-o-(1H-imidazol-4-yl)alkane-1-sulfonamides were prepared and found to be potent
histamine H3 receptor antagonists.
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The synthesis of 18 title compounds designed as steroidomimetic inhibitors of 5a-reductase is
described. They showed a wide variety of inhibitory activities toward human and rat isozymes 1 and 2.
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A series of 4-chloro-5-heteroimmine-1,2,3-dithiazoles has been evaluated for their antibacterial,

antifungal and antitumor activity. The subsequent cyclization with sodium methoxide in boiling

methanol furnished pyrazolo, imidazole and triazole-pyrimidines.
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