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The synthesis and properties of 80 short minor groove binders related to distamycin
and the thiazotropsins are described. The design of the compounds was principally
predicated upon increased affinity arising from hydrophobic interactions between
minor groove binders and DNA. The introduction of hydrophobic aromatic head
groups, including quinolyl and benzoyl derivatives, and of alkenes as linkers led to
several strongly active antibacterial compounds with MIC for Staphylococcus
aureus, both methicillin-sensitive and -resistant strains, in the range of 0.1-5 ng
mL-1, which is comparable to many established antibacterial agents. Antifungal
activity was also found in the range of 20—50 pg mL-1 MIC against Aspergillus
niger and Candida albicans, again comparable with established antifungal drugs. A
quinoline derivative was found to protect mice against S. aureus infection for a
period of up to six days after a single intraperitoneal dose of 40 mg kg-1.
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