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Novel type of plasmin inhibitors: providing insight into P1 moiety
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Plasmin is suggested to be involved in physiological processes that are linked to
the risk of carcinoma formation. Plasmin inhibitors could be perceived as a promising new principle in
the treatment of diseases triggered by plasmin. On the basis of the peptidic sequence derived from the
synthetic plasmin substrate, the peptidic inhibitor complexed with plasmin reveal that the P2 residue
makes favorable contacts with the oBen binding pocket comprising the S2 and S3 subsites of plasmin.
Otherwise, as the non-peptidic inhibitors, a novel chemotype, pyrrolopyrimidine scaffold possessing two
motifs, a hydantoin-containing P4 moiety and a warhead-containing P1 moietg, is uncovered. A unique
feature of the new line of the plasmin inhibitors is that the interaction between the plasmin inhibitors
and key subsites in plasmin can be controlled by a spacer like hydantoin. The application of the novel
chemotype provides further evidence on the importance of hydantoin as the spacer.
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Inhibition of plasmin, plasma kallikrein and urokinase by 1b, 1m and Tu-1w
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