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Secondary metabolites possessing maleic anhydride moieties are found in various fungi and
lichens and exhibit a wide range of biological activities. Among them, phomoidride B (1), an
antihypercholesterolemic agent, is known as a representative member with unique dimeric
structure. Previously, we identified the biosynthetic gene cluster for 1 and revealed the
biosynthetic pathway of maleic anhydride monomer by in vivo and in vitro experiments.
However, the dimerization mechanism remains to be elucidated. In this study, we examined
reconstitution of the biosynthetic pathway employing the Aspergillus oryzae expression system
and CRISPR/Cas9-based genome editing.
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