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Development of ADC with novel anticancer drug release system triggered by
peptide cyclization reaction
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Antibody-drug conjugates (ADCs) are attracting attention as new_anticancer
agents. In this study, we aimed to develop an active anti-cancer drug release system triggered by
peptide cyclization reaction to suppress non-selective release of anti-cancer drugs, which is a
problem of ADCs. In this study, we focused on Amanitin, a bicyclic cyclic peptide, as an anticancer
drug to be loaded on ADCs. First, a novel synthetic method for amanitin was established.
Furthermore, we demonstrated that the release of peptides can be triggered by the formation of
cyclic peptides by using a probe that converts to thioesters by N-S acyl-transfer reaction under
acidic conditions.
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