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Compound 4a was shown to be a potent GluR5 agonist with lower

affinities towards the AMPA receptor subtypes GluR1–4.
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A new type of artemisinin derivatives bearing Mannich base group was prepared and compared with

artesunate in mice infected with P. berghei. Two most potent derivatives 17b and 17d were further exam-

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

showed in vitro (against MDR Mycobacterium tuberculosis H37Rv strains) and in vivo activity.
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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 IC50 values in the range of 0.6–3.0mM
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
a major metabolite, M-1, and to improve the metabolic stability of 3, new taxane analogues were synthesized. Some
compounds maintained antitumor activity and were scarcely metabolized by human liver microsomes.
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A QSAR investigation for 5-HT3 binding reveals that the affinity of arylguanidines (Z=H) and arylbiguanides

[Z=C(NH)NH2] is influenced by electronic, lipophilic, and other descriptors. In particular, molecular polarizability,

a Chi index, and E-state values provide significant correlations.
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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

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-

kinetic study. The computer aided drug design, synthesis, structure–activity relationships and biological

properties of RO-09-4879 are described in detail.
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A novel series of potential inhibitors of glycinamide ribonucleotide transformylase (GAR Tfase) and amino-

imidazole carboxamide transformylase (AICARTfase) that incorporate an electrophilic carbonyl group is reported.
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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-CF3CO-DDACTHF (1) as inhibitors of

glycinamide ribonucleotide transformylase (GAR Tfase) and aminoimidazole carboxamide transformylase

(AICAR Tfase) are reported.
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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 R2, �p2H, �b2O and Vx as the correlating parameters.
The results are discussed critically.


