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The fatty acid biosynthetic pathway was blocked by gene disruptions of fabF,
fabB, and fabH, KS enzymes that resume the intracellular malonyl-CoA to elongate the fatty acyl
intermediates. As a result, the intracellular malonyl-CoA level was greatly increased in the fab
knockout strains. Overexpression of RppA in fab knockout strains resulted in the enhanced
production of polyketides, indicating that these strains would be useful for the production of
important natural products where the intracellular malonyl-CoA level is the rate-limiting factor.
Interestingly, the transcriptional level of fadR, a transcriptional regulation of the fatty acid
biosynthesis and metabolism, was increased compared to the parent strain, suggesting that the
inherent negative feedback system accompanied with fatty acid biosynthesis was alleviated.
Surprisingly, the intracellular level of acetyl-CoA was also increased, suggesting the existence of

an unprecedented feedback regulation system.
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