technique to compare directly the stability of carbocations in the solution phase using CS! reaction.

Our previous report showed that the CSi reaction of cinnamyl methyl ether produced the terminal allylic
amine as major product (1 : 2.7), and 1-phenylallyl methy! ether yielded a similar result. But, treatment of 4-
phenylbut-2-enyl methyl ether with CSi furnished methyl N-{1-benzylallyl)carbamate and methyl N-(4-
phenylbut~2-enyl)carbamate as a 1 : 1.1 mixture of regioisomers, however, the 1-benzylallyt methyl ether
gave an inversed product ratio (4.6 : 1) in favor of the internal allylic amine.

In this presentation, we will report the results of CS! reaction with p-substituted cinnamyl methyl ethers and
p-substituted phenylallyl methy! ethers. Also, we will discuss the effect of p—substituent on CSI reaction,
and the mechanism of these reactions.
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of Pharmacy, Ewha Womans University

Combrestatins, isolated from Combretum caffrum, exhibit the potent cytotoxicities against various human
tumor cell lines including multi-drug resistant cancer cells. These compounds also bind to tubulin on the
colchicine binding sites. Not only for overcoming the low water solubility of Combrestatin—4 but also for
developing more potent molecules, synthesis of new compounds were performed by many research groups.
For the study of quantitative structure—activity relationship of these compounds, comparative molecular fieid
analysis (COMFA) was carried out using Sybyl 6.6 software with newly synthesized compounds and
published data. A molecular modeling study was undertaken to develop a predictive model for
combretastatins that inhibit the A-549 tumor cell line. We examined a series of molecular alignments for the
training set and ultimately found that overlapping the respective trimethoxyphenyl rings (A ring} of the
analogues yielded the best correlated model. The CoMFA gave a reasonable cross-validated R2 value. The
precise investigation of electrostatic and hydrophobic favoring areas will be presented.
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Topoisomerases are enzymes that can change the topological state of ONA through the breaking and
rejoining of DNA strands. These have been shown to be important, often essential, cellular proteins involved
in nearly all aspects of DNA metabolism and structure. Topoisomerase inhibitors have also gained wide
clinical significance due to their efficacy as antitumor agents.

The amino substituted azaanthraguinones have attracted much interest due to their possible role as
topoisomerase inhibitors. In this study, we describe synthesis and cytotoxic activities of a series of
benzoquinoxalinedione derivatives. These were designed based on the SAR of azaanthraquinones and
structual analysis of products which are fitted with doxorubicin.
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