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A new type of artemisinin derivatives bearing Mannich base group was prepared and compared with R CH,NR,

artesunate in mice infected with P. berghei. Two most potent derivatives 17b and 17d were further exam- R'= H, CH,

ined for antimalarial activity against P. knowlesi in rhesus monkeys.
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A series of thiadiazine thiones 4-24 were synthesised and evaluated for antitubercular activity. One of the compounds Ry~ J\
showed in vitro (against MDR Mycobacterium tuberculosis H37Rv strains) and in vivo activity. rl JS
N
Ry
4-24

Optically Active 2-Benzyl-3-methanesulfinylpropanoic Acid: Bioorg. Med. Chem. 11 (2003) 4377

Synthesis and Evaluation as Inhibitors for Carboxypeptidase A

Jing-Yi Jin,® Guan Rong Tian® and Dong H. Kim"*

aDepartment of Chemistry, Yanbian University, 105 Gongyuan Road, YanJi, Jilin Province,
133002, PR China

®Center for Integrated Molecular Systems, Division of Molecular and Life Sciences,

Pohang University of Science and Technology, San 31Hyoja-dong, Namku,
Pohang 790-784, South Korea

Study of the Binding Affinity for Corticosteroid-Binding Globulin Bioorg. Med. Chem. 1T (2003) 4383

(CBG) Using the Electron Topological Method (ETM) as Three-Dimensional Quantitative

Structure—Activity Relationship (3D QSAR) o
* \
Yahya Guzel* and Emel Ozturk o }9" e o°"
Erciyes University, Faculty of Science and Art, N\ A ™ 159
Departments of Chemistry, 38039 Kayseri, Turkey }m//@f\ \}i
" jcﬁ ; N ;a‘/—“ 17 \’chi,_.%
f # e u .oa’ ; C16
- { 9
;/g
@!

A Conformational Restriction Approach to the Development of Bioorg. Med. Chem. 11 (2003) 4389

Dual Inhibitors of Acetylcholinesterase and Serotonin Transporter as Potential Agents for Alzheimer’s

Disease

Narihiro Toda,* Keiko Tago,* Shinji Marumoto,* Kazuko Takami,® Mayuko Ori,® Naho Yamada,* Kazuo Koyama,®

Shunji Naruto,? Kazumi Abe,® Reina Yamazaki,® Takao Hara,°

Atsushi Aoyagi,® Yasuyuki Abe,® Tsugio Kaneko® and Hiroshi Kogen** o NMe,

YNMEZ ring closure OY
0.

aExploratory Chemistry Research Laboratories, Sankyo Co., Ltd., 1-2-58 Hiromachi, o)
Shinagawa-ku, Tokyo 140-8710, Japan |

Research Information Department, Sankyo Co., Ltd., 1-2-58 Hiromachi, Shinagawa-ku, NH |::> .NMe
Tokyo 140-8710, Japan

SNeuroscience and Immunology Research Laboratories, Sankyo Co., Ltd., 1-2-58 Hiromachi,

0.
Shinagawa-ku, Tokyo 140-8710, Japan 1 \@\ (R)-18a OO
NO> NO.

2

4299




Bioorg. Med. Chem. 11 (2003) 4417

Synthesis of Totarol Amino Alcohol Derivatives and Their

Antiplasmodial Activity and Cytotoxicity
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A novel series of B-amino alcohols (7-13) were synthesised from totarol (3) and screened for in vitro anti-
plasmodial activity and cytotoxicity. These compounds showed ICs, values in the range of 0.6-3.0 uM
against drug resistant and sensitive strains of Plasmodium falciparum, while exhibiting little cytotoxicity
against a mammalian cell line.
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It was shown that a new taxane analogue (3) was prone to be metabolized by human liver microsomes. We identified Boc. 1 o
a major metabolite, M-1, and to improve the metabolic stability of 3, new taxane analogues were synthesized. Some N A N Ao
compounds maintained antitumor activity and were scarcely metabolized by human liver microsomes. L J on 03 Ho bBHzOAc
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Synthesis and Biological Activities of Benzofuran Antifungal
Agents Targeting Fungal N-Myristoyltransferase
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The C-4 side-chain modification of lead compound 1 has resulted in the identification of a potent and

selective Candida albicans N-myristoyltransferase (CaNmt) inhibitor RO-09-4609. Further modification of o

its C-2 substituent has led to the discovery of RO-09-4879, which exhibits antifungal activity in vivo. The .
optimization incorporates various biological investigations including a quasi in vivo assay and pharmaco- [ :[ \g

kinetic study. The computer aided drug design, synthesis, structure—activity relationships and biological o o F

ties of RO-09-4879 are described in detail.
properties o are described in detai RO-09-4879
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Design, Synthesis, and Biological Evaluation of Simplified oc-Keto

Heterocycle, Trifluoromethyl Ketone, and Formyl Substituted Folate Analogues as Potential Inhibitors of
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A novel series of potential inhibitors of glycinamide ribonucleotide transformylase (GAR Tfase) and amino- o) " o)

imidazole carboxamide transformylase (AICAR Tfase) that incorporate an electrophilic carbonyl group is reported.

4301




10-(2-Benzoxazolcarbonyl)-5,10-dideaza-acyclic-5,6,7,8-tetrahydrofolic Bioorg. Med. Chem. 11 (2003) 4503

Acid: A Potential Inhibitor of GAR Transformylase and AICAR
Transformylase
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The design and synthesis of 10-(2-benzoxazolcarbonyl)-DDACTHF as an inhibitor of glycinamide
ribonucleotide transformylase (GAR Tfase) and aminoimidazole carboxamide transformylase
(AICAR Tfase) are reported.
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The synthesis and evaluation of analogues and key derivatives of 10-CF;CO-DDACTHF (1) as inhibitors of
glycinamide ribonucleotide transformylase (GAR Tfase) and aminoimidazole carboxamide transformylase
(AICAR Tfase) are reported.
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QSAR Study on Tadpole Narcosis

Vijay K. Agrawal,® Sanjeev Chaturvedi,® Michael H. Abraham® and Padmakar V. Khadikar®*
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This paper deals with a Quantitative Structure—Activity Relationship (QSAR) study on a large set of 123 compounds using a combination
of topological indices as well as Abraham’s molecular descriptors. The results have shown that an excellent model (R =0.9542) is obtained
in hexa-parametric correlation containing W, logRB (topological indices) along with R,, Tnt!, B9 and V, as the correlating parameters.
The results are discussed critically.
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