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Proliferation of tumor cells are in part regulated by the signals emitted from the surrounding normal cells (stromal cells),
which renders the compounds with ability to intervene the communication between tumor- and stromal cells the
promising candidates for anti-cancer leads. A peptidyl natural product, leucinostatn A, belongs to the compound of this
class.

In this study, we tried to establish the catalytic asymmetric synthesis of the unnatural amino acid components of
leucinostatin A, AHMDO and hydroxyleucin namely. The stereochemistry of the key elements was controlled as follows:
catalytic asymmetric alcoholysis of 3-methylglutaric anhydride was used for Me-substituted carbon in the side chain part
of AHMDO (93% ee), catalytic asymmetric thioamide aldol reaction condition was utilized for HO-substituted carbon in
the side chain part of AHMDO (dr = >20:1) , diastereoselective Strecker reaction was employed for main chain of
AHMDO (dr =5.3:1), and catalytic asymmetric Henty reaction was effective for the synthesis of hydroxyleucin derivative
(dr = 12:1, 97% ee) . All the stereoselective transformations have been developed in this laboratory. Then, the peptidyl
backbone could be formed by the solid phase synthesis. During the process, truncated analogs were taken and were
submitted to biological test.

For all the analogs, growth inhibitory activity against DU-145 cells from prostate cancer in the presence or absence of the
corresponding stromal cells, PrSC. So far, no derivatives was found to exhibit growth inhibitory activity under either of
conditions.




