Novel Inhibitors of Efflux Pump NorA to Target Antimicrobial Resistance (AMR)
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@ A High-Throughput Phenotypic Screen for Novel Inhibitors of @ Compound 1 is a Nanomolar SOS Inhibitor with
Antibiotic Resistance Low Intrinsic Toxicity
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5 inhibits the SOS response at 500 pM (top, middle), potentiates the activity (top, right) of CFX and inhibits NorA efflux activity synergy concentration with CFX

(bottom, left), with a 400-fold improvement over literature reference NorA inhibitor reserpine (ICsy = 12 uM)

Compound

5 blocks emergence of resistance to CFXin WT and SOS response-deficient strains (bottom, right) Compound 5 potentiates CFX in vivo and has suitable PK properties for use in vitro and in vivo
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