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Design, Synthesis and Structure-Activity Relationships of Dual Bioorg. Med. Chem. 11 (2003) 1935

Inhibitors of Acetylcholinesterase and Serotonin Transporter as Potential Agents for Alzheimer’s Disease
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Compound (S)-6j exhibited potent inhibitory activities against acetylcholinesterase and serotonin transporter. Furthermore,

(S)-6j showed inhibitory potencies against both in mice brain following oral administration. (S)-6j
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Synthesis of (3,4) 3-Methylenecepham and (3,4) 3-Methylene- Bioorg. Med. Chem. 11 (2003) 1957

carbacepham Via Intramolecular Carbene Addition to Double Bond

Anna Korda* and Jerzy Winiarski
Institute of Organic Chemistry, Polish Academy of Sciences, Kasprzaka 44/52, 01-224 Warsaw, Poland

The key step of the synthesis included presumed generation of the OH OH R! R

carbene species from the oxalimide substrate effected by /' S

triethylphosphite and its intramolecular addition to the double bond. b: R! = R2 = COOFEt

In preliminary screening, two of the synthesised compounds exhibited /,;Q ¢: R'= COMe, R? = COOEt
modest antibacterial activity at 1.5-2.0 mg/mL against a number of o O:\ d: R =R?=COMe
bacterial strains. OH
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Pyridoacridine Alkaloids Inducing Neuronal Differentiation in a

Neuroblastoma Cell Line, from Marine Sponge Biemna fortis

Shunji Aoki,® Hong Wei,» Kouhei Matsui,® Rachmaniar Rachmat® and Motomasa Kobayashi®*
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Labuanine A (1), a novel pyridoacridine alkaloid and three known related compounds 2-4
were isolated from marine sponge Bienna fortis as neuronal differentiation inducers against a labuanine A (1)
murine neuroblastoma cell line, Neuro 2A.
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A Quantitative Structure—Activity Relationship Study of
Hydroxamate Matrix Metalloproteinase Inhibitors Derived from Funtionalized 4-Aminoprolines
S.P. Gupta,®* Dalip Kumar® and S. Kumaran®

aDepartment of Chemistry, Birla Institute of Technology and Science, Pilani-333031, India
®Department of Pharmacy, Birla Institute of Technology and Science, Pilani-333031, India

A quantitative structure—activity relationship study has been made on several series of o ol
functionalized 4-aminoproline derived hydroximates acting as matrix matelloproteinase inhibitors \>34©—R
to indicate the beneficial role of some substituents and atoms in the molecules. ”°\N N
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Structural Studies of [2/,6'-Dimethyl-L-tyrosine!|lendomorphin-2
Analogues: Enhanced Activity and cis Orientation of the Dmt-Pro Amide Bond
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Structural Requirements of Flavonoids for Nitric Oxide Production

Inhibitory Activity and Mechanism of Action
Hisashi Matsuda, Toshio Morikawa, Shin Ando, Iwao Toguchida and Masayuki Yoshikawa* R*

Kyoto Pharmaceutical University, Misasagi, Yamashina-ku, Kyoto 607-8412, Japan RS
To clarify the structure—activity relationships of flavonoids for NO production inhibitory activity, we examined 3
73 flavonoids. Among them, apigenin (ICso=7.7 uM), diosmetin (8.9 uM), and tetra-O-methylluteolin (2.4 pM), R R6

and hexa-O-methylmyricetin (7.4 uM) were found to show potent inhibitory activity, and several structural
requirements of flavonoids for the activity were clarified: (1) the activities of flavones were stronger than those of
corresponding flavonols; (2) the glycoside moiety reduced the activity; (3) the activities of flavones were stronger
than those of corresponding flavanones; (4) methylation of the 3, 5, or 4-hydroxyl group enhanced the activity,
etc. In addition, potent NO production inhibitors were found to inhibit induction of iNOS without iNOS enzymatic

S o OCH3 > OH
inhibitory activity.

o0 H,OCHz>OH

aglycon > glycoside
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New Thioderivatives of Gossypol and Gossypolone, as Prodrugs

of Cytotoxic Agents
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HO H
The syntheses of new dithiane or dithiolane derivatives of gossypol and gossypolone are OO 5
reported. These derivatives could be proposed as prodrugs targeted against tumor cells HO

surrounded by high concentrations of nitric oxide.

Tricyclic Quinoxalines as Potent Kinase Inhibitors of PDGFR Kinase, FIt3 and Kit Bioorg. Med. Chem. 11 (2003) 2007

Aviv Gazit,® Kevin Yee,” Andrea Uecker,© Frank-D. Bshmer,® Tobias Sjoblom,? Arne Ostman,? Johannes Waltenberger,® Gershon Golomb,f
Shmuel Banai,2 Michael C. Heinrich® and Alexander Levitzki®*

2Department of Biological Chemistry, The Alexander Silberman Institute of Life Sciences, The Hebrew University of Jerusalem, Givat Ram, Jerusalem 91904, Israel
®Department of Hematology and Medical Oncology, Oregon Health and Science University Cancer Institute and Portland Veteran's Affairs Medical Center,
Portland, OR 97239, USA

¢Research Unit ‘Molecular Cell Biology’, Klinikum der Friedrich-Schiller-Universitdt Jena, Drackendorfer Str.1, D-07747 Jena, Germany

dThe Ludwig Institute for Cancer Research, Box 595, S-751 24 Uppsala, Sweden

€Department of Internal medicine II,Ulm University Medical Center, Robert Koch Strasse 8, D89081, Germany

School of Pharmacy, The Hebrew University of Jerusalem, Ein Karem, Jerusalem, 91904, Israel

€Department of Cardiology, Bikur Cholim Hospital POB. 492 Jerusalem 91004, Israel

The imidazolo quinoxalines 13 and 14 are potent and selective PDGFR _é" NHz N N { S\ ¢Hs
kinase inhibitors where 13 is 20-fold more potent than 14. Compound H3C N NH > He— j@t) H3C_2‘:©:C)
13 is highly potent inhibitor of PDGFR signaling, non-toxic and with H3C/ 2 " CN N +

3

balanced solubility properties, making it a good drug candidate. 13 14
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QSAR Study of Quinolinediones with Inhibitory Activity of Bioorg. Med. Chem. 11 (2003) 2019

Endothelium-Dependent Vasorelaxation by CoMSIA
Hea-Young Park Choo,** Suyoung Choi, Chung-Kyu Ryu,* Hwa-Jung Kim,* In Young Lee,” Ae Nim Pae®
and Hun Yeong Koh®
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~_
The 3D QSAR study of quinolinediones which showed potent inhibitory effect on the acetylcholine z Rs Rs
induced vasorelaxation was conducted by CoMSIA. O R4

Design and Synthesis of Broad-Based Mono- and Bi- Cyclic Bioorg. Med. Chem. 11 (2003) 2025

Inhibitors of FIV and HIV Proteases
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good antiviral activity for FIV

Probing the Activation Site of Ribonuclease L with New Bioorg. Med. Chem. 11 (2003) 2041

N®-Substituted 2',5'-Adenylate Trimers
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2-5A trimers, functionally modified at the
central adenylate, were synthesized by post- HO —II#—O fde
synthetic conversion and their ability to bind OH 0
to and to activate RNase L was evaluated.
HO H

Antiplatelet Properties of Novel /N-Substituted-phenyl-1,2,3-triazole- Bioorg. Med. Chem. 11 (2003) 2051

4-acylhydrazone Derivatives

Anna C. Cunha,? Juliana M. Figueiredo,? Jorge L. M. Tributino,* Ana L. P. Miranda,? Helena C. Castro,®" Russolina
B. Zingali,® Carlos A. M. Fraga,®d Maria Cecilia B. V. de Souza.® Vitor F. Ferreira® and Eliezer J. Barreiroa’d*o*

aLaboratdrio de Avaliacdo e Sintese de Substdncias Biotivas (LASSBio, Faculdade de Farmacia, N
Universidade Federal do Rio de Janeiro, PO Box 68006, 21944-971, Rio de Janeiro, RJ, Brazil . —
®Laboratério de Hemostase e Venenos (LabHemoVen), Departamento de Bioquimica Médica, / \

Instituto de Ciéncias Biomédicas, Universidade Federal do Rio de Janeiro, Rio de Janeiro, RJ, Brazil N A
¢Departamento de Quimica Orgdnica, Instituto de Quimica, Universidade Federal Fluminense, ! @a-p)

Niteroi, RJ, Brazil
dnstituto de Quimica, Universidade Federal do Rio de Janeiro, Rio de Janeiro, RJ, Brazil

The design, synthesis, and antiplatelet properties of new N-substituted-phenyl-1,2,3-triazole-4-acylhydrazone derivatives
(2a—p) is reported. R
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5H-Dibenzo|c,h]1,6-naphthyridin-6-ones: Novel Topoisomerase Bioorg. Med. Chem. 11 (2003) 2061

I-Targeting Anticancer Agents with Potent Cytotoxic Activity
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X=0; R=CH,CH,N(CHj3),; CHCH;CH,N(CH3),; CH,CH,N(C4Hy);
CHQCHzN(CHQCHz)gNCH3, CHQ(*CHOCHZ CHchzf), CHz(CHz)zN(CH3)2,
CHz(CHz)zCl‘b; CHQ(*CHO(CH2)3*); CHzCHzOH; CHchQOCHchon;
CH(CH,OH)CH,N(CH3),; CH,CHOHCH,OH; X = H, H; R = CH,CH,N(CH3)>;
CHCH;CH,N(CH3),
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Allosteric Interactions and QSAR: On the Role of Ligand
Hydrophobicity
Corwin Hansch,®* Rajni Garg,® Alka Kurup® and Suresh Babu Mekapati®
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—ClogP + ClogP* = Allosteric Interaction
(ClogP is octanol/water partition coefficient)
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QSAR Studies in Substituted 1,2,3,4,6,7,12,12a-octa-

hydropyrazino[2',1':6,1]pyrido[3,4-blindoles—A Potent Class of Neuroleptics
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QSAR studies have been carried out on a series of substituted 1,2,3,4,6,7,12,12a-octa-
hydropyrazino[2’,1":6,1]pyrido[3, 4-blindoles to identify the essential structural and N
physiochemical requirements for the neuroleptic activity. |
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Directed Evolution of NV-Acetylneuraminic Acid Aldolase to
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Hydroxyl-Substituted Sulfonylureas as Potent Inhibitors of Bioorg. Med. Chem. 11 (2003) 2099

Specific [*H]Glyburide Binding to Rat Brain Synaptosomes
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