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Factor Xa inhibitors based on benzothiadiazine-4-one templates were prepared and
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Compound 11q exhibited a highly inhibitory activity toward NF-kB activation and also showed an H, SN
anti-inflammatory effect. NJ
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This study to examine the lipid-lowering effect naringenin 7-O-cetyl ether in high cholesterol-fed rats. The C1eHas0 0
supplementation of the compound was effective in altering lipid metabolism and lowering plasma and hepatic

cholesterol level.
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A Quantitative Structure—Activity Relationship Study on Some
Matrix Metalloproteinase and Collagenase Inhibitors
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A quantitive structure—activity relationship study is performed on some hydroxamic acid-based inhibitors of NH
matrix metalloproteinases and a bacterial collagenase using valence molecular connectivity and O)\/N\ S//O
electropological state indices. 6/ R
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Novel 21,21-difluorovinyl steroids, designed as difluorinated Csq(>1y enol mimics of pregnenolone, were

targeted as potential mechanism-based inhibitors of C;72) lyase, a crucial enzyme in the biosynthesis —
of testosterone. Addition of (difluoromethyl)diphenylphosphine oxide reagent to 17-acetyl steroids was RO RO
the approach chosen for the construction of these compounds. Of particular interest were the abnormal

Wittig products which formed during attempted preparation of the triene 9. The target difluoroolefin 3

was found to be a moderately potent, time-dependent inhibitor of the enzyme.
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The structure—activity relationships of tetrahydropyrido[3,4-b]pyrazine-based hydroxamic acids as \N N;S\OOCH3
novel HB-EGF shedding inhibitors are described. 0 b
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Requirement of Nucleobase Proximal to CpG Dinucleotide for
Immunostimulatory Activity of Synthetic CpG DNA
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Substitution of an abasic linker at C, G, P; or P4 position of CpG DNA resulted in loss of
immunostimulatory activity. An abasic nucleoside is permitted at either P; or P, depending on the R
neighboring base. i 0 ?
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Four classes of nitrogen-containing heterocycles were X N A XN
i i ilizi R1- Me R T Dme R'— R
synthesized on solid support utilizing a polymer-bound AN Ay A~N - Ay
‘R2

selenenyl bromide resin. A number of small combinatorial Y L —1R2
libraries of compounds reminiscent of certain designed R R C v
ligands of biological and medicinal interest were 2-methyl indoline 2-methyl indole polycyclic indoline 2-propenyl indoline

constructed demonstrating the potential utility of the
developed methodology to chemical biology studies and
the drug discovery process.
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