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• Conditional
– PncA
– acid pH

• Synergistic
• Multiple reported biochemical targets
• AUC/MIC driven

In vitro pharmacologic properties…



• One drug, one target?
• One drug, many targets?
• Many drugs, many targets?
• Moving targets?

PK/PD ambiguities…
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Metabolomic pharmacology



Compound profiles: Discriminatory and diagnostic



PK profiling of PZA

• Enzyme-catalyzed conversion of PZA into 
POA (pyrazinamidase - pncA) is a 
mediator of both sensitivity and resistance 
to PZA (classic activation mechanism)



Baughn et al. 2010. AAC. 54: 5323
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Goals

• Near term
– Drug inventory

• Long term
– Activity inventory
– Target inventory

• Wishful thinking
– Tissue/lesion inventory
– New strategies and combinations
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