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aculeine B (ACU-B, 1)

Aculeine B (ACU-B, 1) is a polyamine—
peptide conjugate that disrupts cell —~—long-chain polyamine (LcPA)—>
membranes to show toxicities.! In parallel
with the synthetic studies on ACUs,> we e
have also been working on design and RN
synthesis of the artificial ACU analogs to HZNW” T H TR
reproduce the specific biological activities of ACU-B. In this study, long-chain polyamine
(LCPA)-aldehydes 3a—3c were connected to propargyl amide 4 by oxime ligation followed by
reduction. Deprotection of the protecting groups of 5a—5c¢ gave the clickable LCPAs 6a—6¢
which differed in their chain lengths. Then Cu—catalyzed azide—alkyne cycloaddition (CuAAC)
of the clickable LCPAs with peptides bearing azidoacetyl group at the N-terminus gave the
ACU mimics. Bioactivity of the synthesized analogs will also be reported.
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three S-S bonds yet to be identified.
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