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TB Drug Discovery Pipeline



Strategies in AB drug discovery



Drug to target

2) Generate spontaneous
mutants

1) Whole cell phenotypic HTS

3) Validate resistance 
phenotype

4) WGS

5) Bioinformatics and SNP identification

7) MOA studies

6) Genetic validation

Pan-assay interference compounds (PAINS)
Baell and Walters Nature 2014 (513)



Chasing your tail… or the wrong target

CHALLENGES:
• WGS has limitations
• It sometimes gives us a hint
• Its not the only strategy
• HTS only as good as the 

library



Strategies in AB drug discovery



Target to drug

Crystal structure of DHFR
(Li et al. 2000)

CHALLENGES:
• Do the drugs get in?
• Are they active?
• Do they engage target?
• You won’t discover a new drug target



In an ideal world…..



A combined approach…

• Overexpress important 
genes

• Screen against 10,000 
known TB inhibitors

• Look for IC50 shift with 
overexpressing strain

• New targets
• Good inhibitors
• Whole cell activity
• Target engagement
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