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Med Chem
•macrolides
•aminoquinolines
•fatty acids 

Anti-TB Activity
•nitroaromatics
•oxazolidinones
•mycobactins
•carbazoles
•diamidines
•manzamines

Mode of Action
•Mutation mapping
•Spectrum of activity

ADMET
* Medicinal chemistry is performed with collaborators outside of UIC.

HTS Cell-based
• diversity libraries
• focused libraries

• In silico, In vitro
Target-based

shikimate kinase*
dxs*
malate synthase*
panC*

Natural 
Products

• plants
• marine invertebrates
• microbes

Assay 
Development
• Activity against non-

replicating M. tuberculosis
Low Oxygen Recovery 
Assay (LORA)
In vitro Regimen 
Assessment (IRA)

Persistence
Drug Target ID
• Metabolome
• Function of CHPs

SGF1



Slide 2

SGF1 Variety of activities related to TB drug discovery
Not unique to our lab - several academic and government labs conduct a variety of TB drug discovery actitivies. Also, like ours, these 
labs often collaborate with academic medicinal chemists either within their own institutes or outside. We do both. 
Scott Franzblau, 1/10/2007



Med chem bottleneck in 
compound advancement

screening

HitProfile

Commercial or synthesized analogs



4DiterpenesR. triflora03 
Woldenmichel 4Lecherenol AS.hematospermum

1.5micromolideMicromelium05 Ma
0.57-methyl jugloneE. natalensis05 Lall
1.0SterolsT. multiflora05 Gutierrez-Lugo

4triterpenesMelia volkensii99 Cantrell
1-2Ergosterol ndoperoxideAjuga remota99 Cantrell
3Agelasine FAgelas sp.00 Mangalindan

2(ax)isonitrilessponges00 Konig
0.25SaringosterolLessonia nigrescens01 Wachter

MIC (ug/ml)Cmpd / classSourceYear/Author
Anti-TB natural products without follow up chemistry
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N N N Me

10-fold less cytotoxic vs. mefloquine
5-fold less toxic in mice, 
10-100 fold less binding to adenosine A1 and A2A receptors



MIC uM
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Diversity Library 
Screening in ITR

• NovaCore
– 50,000 compounds
– 47 templates
– 100% Lipinski-

compliant
• TB screening

– 18 days
– @ 30 uM, ~4.5%
– @ 10 uM ~ 0.4%
– Most non-cytotoxic
– 4 series prioritized 

for hit-to-lead studies


