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Teleocidin B is a cyclic peptidic terpenoids characterized with 9-membered
ring indolactam structure and a potent protein kinase C activator. In this study, we report the
mechanistic characterization of indolactam-forming P450 enzymes TleB and its homolog HinD.
Interestingly, the TleB and HinD accepted the various dipeptide substrates, and generated not only
indolactam analogs but also unusual 6/5/6 ring structures in vitro. Comparisons of the complex
crystal structures with different substrates revealed the important residues and possible binding
modes in the active site. Combination of the findings from the enzyme assays and X-ray crystal
structures of TleB and HinD, we proposed a mechanism of the enzyme catalyzed intramolecular C(sp2)-H
hpogds amination. We also identified the reaction of HinD homologs from Streptoalloteichus

industanus.
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