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Post-genomic analysis revealed that many microorganisms carry numerous
secondary metabolite biosynthetic genes on their genome. However, activities of
those putative genes are not clearly reflected in the metabolic profile of the
microorganisms, especially in fungi. Recent genome mining effort is promising in
discovering new natural products. However, many fungi and other organisms are
not amenable to molecular genetics manipulations, making the study difficult.
Here we present successful engineering of Chaetomium globosum, a known
producer of various valuable natural products, that allows its genetic
manipulation via targeted homologous recombination. This strain permitted us
to abolish transcriptional regulators associated with epigenetic silencing of
secondary metabolite biosynthetic pathways, leading to the identification of the
products generated by different gene clusters and isolation of novel secondary
metabolites.
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