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Synthesis and Biological Activity of Pargamicin A Analogues ('Degree Programs in Pure and

Applied Sciences, University of Tsukuba, *Institute of Microbial Chemistry) OTetsuya Inaba,!
Yuko Shibuya,> Masayuki Igarashi,”? Masahito Yoshida,! Hideo Kigoshi!

Pargamicin A (1), isolated from the actinomycete Amycolatopsis sp. ML-1-hf4, is an 18-
membered cyclopeptide containing piperazic acid derivatives”. The natural product exhibits
potent antibacterial activity against vancomycin-resistant enterococci. We have achieved the
total synthesis of the natural product and the determination of the unassigned absolute
configuration of N-hydroxy isoleucine residue. Based on the total synthesis, we next
investigated the synthesis of pargamicin A analogs for elucidation of the structure-activity
relationships. At first, the analog 2 possessing D-allo-N-hydroxy isoleucine residue was
designed. 2 could be synthesized by macrolactamization and deprotection of the cyclization
precursor 3 obtained through the coupling of tripeptides 4 and 5. In this presentation, details of
the synthetic study and biological evaluation of pargamicin A analogs will be presented.
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