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Synthetic studies on dysiherbaine, a strong agonist of kainate receptors, was conducted to enable
synthesis of various analogues. A convergent synthesis of MSVIII-19 was envisioned to investigate the
possibility of this synthetic strategy. An efficient synthetic route of the amino acid unit was
established starting from pyroglutamic acid. The pyran unit was connected by Suzuki-Miyaura coupling
to afford the desired product. However, construction of furan ring was difficult and it forced us to
figure out another strategy.

Thus the amino acid unit was switched to ketone and a coupling reaction with a propargy!| bromide was
planned, assuming that the furopyran ring would be constructed afterwards. The indium-catalyzed
nucleophilic addition was performed to couple the two units successful ly. Subsequent ozonation of the
alkyne and reduction under acidic conditions afforded the desired furopyran product. However, ruthenium
tetroxide—-mediated oxidation was not effective for the oxidation of pyrrolidineringand itonly oxidized
the pyran ring. Therefore, preparation of an amino acid unit with a higher oxidation state was attempted
but the desired dicarbonyl compounds was so unstable that the coupling reaction with the propargyl
bromide was unsuccessful.

Next an amino acid unit without a pyrrolidine ring was prepared and coupled with the propargy!| bromide.
Construction of the furopyran ring and subsequent transformation toward MSVIII-19 is currently underway.




