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Search for metallo-beta-lactamase inhibitors produced by microorganisms
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We screened more than 10,000 cultured broths of actinomycetes and fungi that

showed metal lo-beta-lactamase (MBL) inhibition activity using MBL-producing clinically isolated
strains of Escherichia coli, Klebsiella pneumoniae and Pseudomonas aeruginosa. The paper disc method
with or without meropenem was used for the screening, and we selected samples that displayed larger
inhibition zone in the presence of meropenem. Large-scale culture was carried out for the selected
samples, and we isolated the MBL inhibitory compounds from cultured broths of a Penicillium strain
and a Paecilomyces strain. Though the compounds were known ones, their MBL inhibition activity has
not been reported. Both compounds inhibited IMP-1 type MBL at the IC50 values of 20 y g/ml.
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