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In vitro studies identified bivalent inhibitors of 
RNAP that could help treat bacterial infections. 
Biochemical and crystallography studies showed 
that the cyclic-peptide antibiotic GE23077 inhibits 
bacterial growth by binding the active site of 
RNAP, a previously unknown site for antibacterial 
action. A new antibiotic was synthesized by 
linking GE23077 to rifamycin—which inhibits 
RNAP activity by binding a distinct site on 
the protein—and this dual-acting compound 
inhibited the growth of bacteria resistant to either 
parent compound. Next steps include optimizing 
derivatives.
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