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Facile synthesis of Cyclic dipeptides containing abnormal amino acid

Yasuhiro Soejima ,Katsuhiko Kamio ,Sumio Yamasaki, Katsuya Mukae and Masashi Sakai

Abstract-cyclo(-Phe-Aala-) was Prepared by a new method for cyclic dipeptide synthesis;
cyclo (-Phe-Aala-) is an abbreviation of cyclo (-L-I’henylalanyl—A—Alanihe—) sAAla is an
abbreviation of dehydroalanine.b Z-Phe-Ser-OMe was synthesized from Z-Phe-OH and
HC1 - H-Ser-OMe by the use of EDC reagent, and similarly cyclo (-Phe-Ser-) was
obtained from H-Phe-Ser-OMe . The cyclo (-Phe-ClAla-) containing B-chloroalanine was
" prepared by chrolination of the cyclo (-Phe-Ser-) using PCl;. Finally, treatment of triethyl
amine on cyclo (-Phe-ClAla-) let to produce cyclo (-Phe-AAia-) . Thus , present authors
could propose a novel and new method for cyclo (-Phe-AAla-) synthesis via cyclo

(-Phe-ClAla-).
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Fig. 1  Structure of AM-toxin [I
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Scheme. 1

Two Synthetic routes of cyclo (-Phe- A Ala-)

Route A; cyclo(-Phe- A Ala-) synthesis via cyclo(-Phe-ClAla-)
Route B; cyclo(-Phe- A Ala-) synthesis via cyclo(-Phe-Ser(O-Tos)-)
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Scheme 2 Synthetic Route for cyclo (-Phe-ClAla-)
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Scheme.3  Conversion of cyclo (-Phe-ClAla-) into

cyclo (-Phe- A Ala-)
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Scheme. 4 Conversion of cyclo (-Phe-Ser(O-Tos)-)
into cyclo (-Phe- A Ala-)
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