Boosting antituberculosis drugs to improve
treatment compliance
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FIGURE 2: COUNTEIES/SETTINGS WITH MDE PEEVALENCE HIGHEE. THAN 5.0%
AMONG NEW CASES 2002-2007
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Directly Observed Treatment - Shourt course (DOITS)

Objective: reducing treatment toxicity




Drugs versus Prodrugs against M.tuberculosis

M. tuberculosis
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pro-DRUGS

Low bio-activation
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Bio-activation

High bio-activation
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. Identification of the bioactivating enzymes

 INH: KatG
« PZA: pyrazinamidase PncA
e« ETH/TAZ/ISO: EthA

. In all cases, overproduction of the bioactivating
enzymes = increase of sensitivity to the drugs =
activation is a limiting step

. Study of the mode of production of EthA in Mtb




Production of EthA is regulated by EthR in M.tuberculosis
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Cristal Structure of EthR




Design of test compounds

A hydrophobic
tunnel

a linker between
2 hydrophobic fragments

131 compounds

Synthesized and screened

(Sensing interaction between
DNA and EthR using BlAcore)
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First hit identified

BDM14500




Effect of EthR-Inhibitors on M. tuberculosis in culture

BDM14500 ETH
(20 nmoles) (2ug)

No drug — BRI < sy N SRS
)
BDM145OO ETH

(20 nmoles)

(4ug)

BDM14500 ETH
(20 nmoles) (4uQ)

ETH activity is boosted by BDM14500
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ETH-boosting effect of EthR inhibitor BDM31343 on a TB-mouse model

IP administration
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