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The last novel antibacterial class to win approval was discovered over 25 years ago.  During 
the next decade, genomics, high-throughput screening and combinatorial chemistry 

dominated antibacterial drug discovery with little success.  Th is, coupled with the intrinsic low 
return on investment of antibacterials, led most pharmaceutical companies to abandon the fi eld 
out-licensing the few compounds still in development to small biotechnology companies.  At the 
same time, the ready availability of antibacterials for human and animal health worldwide led to 
alarming levels of resistance in both gram-positive and gram-negative bacteria.  Th e situation is 
certain to deteriorate in the coming years and has brought a sense of urgency to the discovery 
of new/improved antibacterials.  Th e success of daptomycin, tigecycline and linezolid – and 
the resurgence of polymyxin – despite toxicity liabilities underscore the commercial viability 
of antibacterials.  One approach likely to succeed is targeting bacterial enzymes using insights 
and compounds acquired from other therapeutic areas.  Another approach is using PK/PD (or 
manipulating them via formulations) to reduce the toxicity of eff ective but toxic antibacterials 
to acceptable levels for their re-introduction in the clinic.
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