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Comprehensive structure-activity relationship analysis with substrates for the
development of inhibitors of multidrug efflux complexes.
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The multidrug resistance of Gram-negative bacteria is closely related to the
RND-type multidrug efflux complexes, which recognize and efflux a variety of antimicrobial agents

from the bacteria. In this study, to accumulate structure-activity relationship information for the
development of inhibitors targeting RND-type multidrug efflux complexes, we conducted interaction
analysis and X-ray crystallographic analysis to examine the detailed interaction between the
transporter MexB of the RND-type multidrug efflux complex MexAB-OprM expressed in Pseudomonas
aeruginosa and its substrates, and established the fundamental conditions necessary for a
comprehensive analysis.
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