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An Efficient Chemical Synthesis of Nicotinamide Riboside (NAR) Bioorg. Med. Chem. Lett. 12 (2002) 1135

and Analogues
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2'- and 3'-epimers were also synthesized.
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Design and Synthesis of Lignostilbene-«,3-dioxygenase Inhibitors
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Lignostilbene-a, B-dioxygenase cleaves the olefinic double bond of phenolic stilbenes HQ HQ
by a mechanism similar to that of 9-cis-epoxycarotenoid dioxygenase, a key enzyme in Q

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 Q

a potent inhibitor of this enzyme with an I1Csy of 3 pM.
4-hydroxystilbene 2)
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A Practical Approach to the Synthesis of Hairpin Polyamide—
Peptide Conjugates Through the Use of a Safety-Catch Linker

Daniela Fattori, Olaf Kinzel, Paolo Ingallinella, Elisabetta Bianchi and Antonello Pessi*
Istituto di Ricerche di Biologia Molecolare P. Angeletti (IRBM ), Via Pontina Km 30.600, 00040 Pomezia, Rome, Italy

The use of a safety-catch linker

allowed for the rapid synthesis )m Jk(
of hairpin polyamide—peptide <( _Z
conjugates, containing an addi-

tional linker element.

*&w
Vﬁrbﬁr

Linker Peptide

Synthesis and Pharmacological Evaluation of 6-Piperidino- and Bioorg. Med. Chem. Lett. 12 (2002) 1149

6-Piperazinoalkyl-2(3 H)-benzothiazolones as Mixed o/5-HT;, Ligands
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R
The synthesis of 6-piperidino and 6-piperazinoalkyl-2(3 H)-benzothiazolones is
reported. Most of them exhibit high affinity at ¢ and/or 5-HT 4 receptors. n=2,4;X=N,CH ;R=H, CH;
Y = C¢H;-, C4HsCH,-, 2.4 or 3,4-Cl,C¢H;CH,-
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New Synthetic Analogues of N-Acyl Homoserine Lactones as Agonists

or Antagonists of Transcriptional Regulators Involved in Bacterial Quorum Sensing
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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 1 H

and their ability to competitively inhibit the action of 3-oxo-hexanoyl-L-homoserine lactone, the natural inducer of O
bioluminescence in the bacterium Vibrio fischeri. In the newly synthesized analogues, the extremity of the acyl chain R X \)J\ [ 0
was modified by introducing ramified alkyl, cycloalkyl or aryl substituents at the C-4 position. Most of the analogues ~ N

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 2 H ©
from the interaction between the aryl group and aromatic amino acids of the LuxR receptor, preventing it from adopting

the active dimeric form. R= A|k, Ar X = CHQ, O, S

Solid-Phase Synthesis and Pharmacological Evaluation of Analogues of Bioorg. Med. Chem. Lett. 12 (2002) 1159

PhTX-12—A Potent and Selective Nicotinic Acetylcholine Receptor Antagonist
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Povl Krogsgaard-Larsen® and Jerzy W. Jaroszewski®

aDepartment of Medicinal Chemistry and NeuroScience PharmaBiotec Research Center, Royal Danish School of Pharmacy, Universitetsparken 2,
DK-2100 Copenhagen, Denmark
®Division of Molecular Toxicology, School of Life and Environmental Sciences, University of Nottingham, University Park,

Nottingham NG7 2RD, UK 0O
¢Department of Combinatorial Chemistry, Medicinal Chemistry Research, H. Lundbeck A/S, Ottiliavej 9, NH
DK-2500 Valby, Denmark HzN/\/\(v):\/\ﬂ

Truncated analogues of PhTX-12 were synthesized using solid-phase methodologies and characterized at the PhTX-7 (n=1) PhTX-10 (n=4)

nAChR by in vitro electrophysiology. PhTX-11 was a potent, voltage-independent antagonist of nAChR. PhTX-8 (n=2) PhTX-11(n=5) OH

PhTX-9 (n=3) PhTX-12 (n=6)

Bioorg. Med. Chem. Lett. 12 (2002) 1163

Neurotrophic Activity of Honokiol on the Cultures of Fetal Rat

Cortical Neurons
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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. | |

Enzymatic Synthesis of Labeled DNA by PCR Using New Bioors. Med. Chem. Lett. 12 (2002) 1167
Fluorescent Thymidine Nucleotide Analogue and Superthermophilic KOD Dash DNA Polymerase

Tsutomu Obayashi, Mohammed M. Masud, Akiko N. Ozaki, Hiroaki Ozaki, Masayasu Kuwahara
and Hiroaki Sawai*
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HN NH(CHZ)BNH[C(CHZ)SNH] < “NH
Triphosphate of a new fluorescent-labeled thymidine analogue P | S g
was incorporated as a substrate for PCR using KOD Dash DNA 0O 0 O O”'N O
polymerase forming the corresponding fluorescent-labeled DNA HO-P-O-P-0-P-0_o COOH
M OH OH OH A
which is useful for a DNA probe. O O
OH HO o 0
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Novel Potent Antagonists of Human Neuropeptide Y Y5 Bioorg. Med. Chem. Lett. 12 (2002) 1171

Receptor (I): 2-Oxobenzothiazolin-3-acetic Acid Derivatives
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Novel 5-chloro-2-oxobenzothiazolin-3-acetic acid derivatives were synthesized and showed /@[SFO
Cl

high affinity for the NPY-YS5 receptors. N 0
SN < CHs
O HN
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Carbonic Anhydrase Activators: Human Isozyme II is Strongly
Activated by Oligopeptides Incorporating the Carboxyterminal Sequence

of the Bicarbonate Anion Exchanger AE1 HO o
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Novel Bicyclic Lactam Inhibitors of Thrombin: Highly Potent and

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.

Bioorg. Med. Chem. Lett. 12 (2002) 1185

Synthesis and Structure—Activity Relationships of a Novel Series

of HIV-1 Protease Inhibitors Encompassing ABT-378 (Lopinavir)

Hing L. Sham,* David A. Betebenner, Xiaoqi Chen, Ayda Saldivar, Sudthida Vasavanonda, Dale J. Kempf,
Jacob J. Plattner and Daniel W. Norbeck
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Structure-activity relationships of analogues at the P2’ site of ABT-378 are reported. \)L TX J\

ABT-378 (Lopinavir) @
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Synthesis and In Vitro Evaluation of a Novel Iodinated Bioorg. Med. Chem. Lett. 12 (2002) 1189

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 (K;=0.71 nM) for the hVR1 receptor and functioned as a partial
agonist. 0

Bioorg. Med. Chem. Lett. 12 (2002) 1193

Anisylazoformylarginine: A Superior Assay Substrate for
Carboxypeptidase B Type Enzymes

William L. Mock* and Daniel J. Stanford
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Anthranilate Sulfonamide Hydroxamate TACE Inhibitors.

Part 1: Structure-Based Design of Novel Acetylenic P1’ Groups
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The structure-based design of potent sulfonamide hydroxamate TACE inhibitors bearing novel acetylenic P1’ 02|S CH3
groups has led to compounds with excellent in vitro potency against TACE and selectivity over MMP-1, HaC
exemplified by butynyl ether 6b. HOHNOC Br

6b

Bioorg. Med. Chem. Lett. 12 (2002) 1199

Anthranilate Sulfonamide Hydroxamate TACE Inhibitors.

Part 2: SAR of the Acetylenic P1’ Group
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Compound 4t, a potent and selective inhibitor of TACE, in vitro and in vivo, has been identified. ozl\llS N
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Non-Covalent Thrombin Inhibitors Featuring P;-Heterocycles

with P;-Monocyclic Arginine Surrogates

John E. Reiner, Daniel V. Siev, Gian-Luca Araldi, Jingrong Jean Cui, Jonathan Z. Ho, Komandla Malla Reddy,
Lala Mamedova, Phong H. Vu, Kuen-Shan S. Lee, Nathaniel K. Minami, Tony S. Gibson,
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The design, synthesis, and biological activity of novel, achiral, non-covalent thrombin inhibitors ||-| o} )\N
NCI1-NC30 will be disclosed that feature three classes of monocyclic P-arginine surrogates: °
(1) (hetero)aromatic amidines, amines and hydroxyamidines, (2) 2-aminopyrazines, and Lgrirrgggte

(3) 2-aminopyrimidines and 2-aminotetrahydropyrimidines.
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Synthesis of Sub-Micromolar Inhibitors of MraY by Exploring

the Region Originally Occupied by the Diazepanone Ring in the Liposidomycin Structure
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The synthesis and inhibitory activity against MraY of a series of simplified

. . . " . Y.
analogues of Liposidomycins are described. These compounds were mainly N"Q
obtained by performing parallel synthesis in the 6'-position of a scaffold that o o
gathers key features found necessary for the binding to MraY. Thus, inhibitory o ] [
activity was improved from 5300 to 140 nM. This improvement was correlated H N/\(J, OH
with the length and lipophilicity of substituents, but was found to be independent 2 Rt
of the nature of the chemical bond generated. In addition, some of these inhibitors HO OH Y= Rgg
Y= RCONH-

presented encouraging antibacterial activities. Y= RNHCONH-
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Novel Matrix Metallo-Proteinase (MMP-2) foorg. Med. Chem. Le (2002) 1215

Phosphonoboronate Inhibitors
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The SAR of a group of novel phosphonoboronate MMP-2 inhibitors is reported.

o)
I OR'
RO—P- s
o C(X)CnB\ORI

Bioorg. Med. Chem. Lett. 12 (2002) 1219

Photochemical Preparation of a Pyridone Containing Tetracycle:
A Jak Protein Kinase Inhibitor
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Pyridone 5 was found to be a potent Jak protein kinase inhibitor after F N o I N
photochemical cyclization to 6. HN | H HN._~ H
5 6
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A Practical Synthesis of (S) 3-tert-Butoxycarbonylamino-2-oxo- Bioorg. Med. Chem. Lett. 12 (2002) 1225

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

H
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A simple and versatile method for the synthesis of (S) 3-fert-butoxycarbonylamino-2-oxo-2,3,4,5-tetrahydro- BOC\N%r
1,5-benzodiazepine-1-acetic acid methyl ester (4), a dipeptide mimetic, has been developed. The H o I\j\
regioselective functionalization of the N1 and NS ring nitrogens and the C3 amino group is 07 OCH;

demonstrated in the synthesis of an interleukin-1f converting enzyme inhibitor. 4
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Self-Assembly of Synthetic Zinc Chlorins in a Silicate Micelle
Prepared by Sol-Gel Process 7

— 0= Si= O—Si—0—
Yoshitaka Saga,® Tomohiro Miyatake® and Hitoshi Tamiaki®* P oTETe
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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.

Amino Acid Derived Sulfonamide Hydroxamates as Inhibitors of Bioorg. Med. Chem. Lett. 12 (2002) 1233

Procollagen C-Proteinase. Part 2: Solid-Phase Optimization of Side Chains

Sharon M. Dankwardt,* Sarah C. Abbot, Chris A. Broka, Robert L. Martin, Christine S. Chan,
Eric B. Springman, Harold E. Van Wart and Keith A. M. Walker
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The solid-phase synthesis of these potent inhibitors of procollagen C-proteinase (PCP) is

presented. 0 }?1 /@/O\
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