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Lignostilbene-a,b-dioxygenase cleaves the olefinic double bond of phenolic stilbenes
by a mechanism similar to that of 9-cis-epoxycarotenoid dioxygenase, a key enzyme in
abscisic acid biosynthesis. Several analogues of stilbene were designed and synthe-
sized, and their efficacy as inhibitors of lignostilbene-a,b-dioxygenase was examined.
The compound (Z)-1-(4-hydroxyphenyl)-1-fluoro-2-phenylethene (2) was found to be
a potent inhibitor of this enzyme with an IC50 of 3 mM.
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A Practical Approach to the Synthesis of Hairpin Polyamide–
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The use of a safety-catch linker

allowed for the rapid synthesis

of hairpin polyamide–peptide

conjugates, containing an addi-

tional linker element.
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Synthesis and Pharmacological Evaluation of 6-Piperidino- and
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The synthesis of 6-piperidino and 6-piperazinoalkyl-2(3H)-benzothiazolones is

reported. Most of them exhibit high affinity at s and/or 5-HT1A receptors.
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A series of novel synthetic N-acyl-homoserine lactone analogues of type 1 or 2 has been evaluated for both their inducing activity
and their ability to competitively inhibit the action of 3-oxo-hexanoyl-l-homoserine lactone, the natural inducer of
bioluminescence in the bacterium Vibrio fischeri. In the newly synthesized analogues, the extremity of the acyl chain
was modified by introducing ramified alkyl, cycloalkyl or aryl substituents at the C-4 position. Most of the analogues
bearing either acyclic or cyclic alkyl substituents showed inducing activity. In contrast, the phenyl substituted analogues
displayed significant antagonist activity. We hypothesized that the antagonist activity of the phenyl compounds may result
from the interaction between the aryl group and aromatic amino acids of the LuxR receptor, preventing it from adopting
the active dimeric form.
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Truncated analogues of PhTX-12 were synthesized using solid-phase methodologies and characterized at the

nAChR by in vitro electrophysiology. PhTX-11 was a potent, voltage-independent antagonist of nAChR.
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Honokiol (1) exhibits a neurotrophic activity in the primary cultures of rat cortical neurons and its

trophic effect on neurons is comparable to bFGF.
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Enzymatic Synthesis of Labeled DNA by PCR Using New

Fluorescent Thymidine Nucleotide Analogue and Superthermophilic KOD Dash DNA Polymerase
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Triphosphate of a new fluorescent-labeled thymidine analogue

was incorporated as a substrate for PCR using KOD Dash DNA

polymerase forming the corresponding fluorescent-labeled DNA

which is useful for a DNA probe.
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Novel 5-chloro-2-oxobenzothiazolin-3-acetic acid derivatives were synthesized and showed

high affinity for the NPY-Y5 receptors.
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of the Bicarbonate Anion Exchanger AE1

Andrea Scozzafava and Claudiu T. Supuran*
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Selective Inhibitors
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The potency and selectivity of a previous series of low molecular weight thrombin inhibitors were improved through modifications

of the P1 and P3 residues. Introduction of diphenyl substituted sulfonamides in the P3 moiety led to highly efficacious

compounds. By correctly selecting the combination of P1 and P3 residues, high levels of potency, selectivity and in vivo efficacy

were obtained.
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Synthesis and Structure–Activity Relationships of a Novel Series
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Structure–activity relationships of analogues at the P20 site of ABT-378 are reported.
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Synthesis and In Vitro Evaluation of a Novel Iodinated

Resiniferatoxin Derivative that is an Agonist at the Human Vanilloid VR1 Receptor
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The 2-iodo-4-hydroxy-5-methoxyphenylacetic acid ester of resiniferinol 5 was synthesized and

displayed high affinity binding (Ki=0.71 nM) for the hVR1 receptor and functioned as a partial

agonist.
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The structure-based design of potent sulfonamide hydroxamate TACE inhibitors bearing novel acetylenic P10

groups has led to compounds with excellent in vitro potency against TACE and selectivity over MMP-1,

exemplified by butynyl ether 6b.
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Compound 4t, a potent and selective inhibitor of TACE, in vitro and in vivo, has been identified.
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The design, synthesis, and biological activity of novel, achiral, non-covalent thrombin inhibitors

NC1–NC30 will be disclosed that feature three classes of monocyclic P1-arginine surrogates:

(1) (hetero)aromatic amidines, amines and hydroxyamidines, (2) 2-aminopyrazines, and

(3) 2-aminopyrimidines and 2-aminotetrahydropyrimidines.
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The synthesis and inhibitory activity against MraY of a series of simplified

analogues of Liposidomycins are described. These compounds were mainly

obtained by performing parallel synthesis in the 60-position of a scaffold that
gathers key features found necessary for the binding to MraY. Thus, inhibitory

activity was improved from 5300 to 140 nM. This improvement was correlated

with the length and lipophilicity of substituents, but was found to be independent

of the nature of the chemical bond generated. In addition, some of these inhibitors

presented encouraging antibacterial activities.
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The SAR of a group of novel phosphonoboronate MMP-2 inhibitors is reported.
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Pyridone 5 was found to be a potent Jak protein kinase inhibitor after

photochemical cyclization to 6.
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A Practical Synthesis of (S) 3-tert-Butoxycarbonylamino-2-oxo-

2,3,4,5-tetrahydro-1,5-benzodiazepine-1-acetic Acid Methyl Ester as a Conformationally Restricted

Dipeptido-Mimetic for Caspase-1 (ICE) Inhibitors

David J. Lauffer* and Michael D. Mullican
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A simple and versatile method for the synthesis of (S) 3-tert-butoxycarbonylamino-2-oxo-2,3,4,5-tetrahydro-

1,5-benzodiazepine-1-acetic acid methyl ester (4), a dipeptide mimetic, has been developed. The

regioselective functionalization of the N1 and N5 ring nitrogens and the C3 amino group is

demonstrated in the synthesis of an interleukin-1b converting enzyme inhibitor.
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Silicate microcapsules including self-aggregates of zinc chlorins were prepared as a novel model of

extramembrenous light-harvesting antennae of green photosyntheic bacteria.
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Amino Acid Derived Sulfonamide Hydroxamates as Inhibitors of

Procollagen C-Proteinase. Part 2: Solid-Phase Optimization of Side Chains
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The solid-phase synthesis of these potent inhibitors of procollagen C-proteinase (PCP) is

presented.


