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Abstract:

Tuberculosis (TB) is the major public health worldwide caused by infection
mycobacterial namely M. tuberculosis. The fluoroquinolone drug resistant has been
reported as causing of extensively drug resistant tuberculosis. Therefore, the aim of this
project is rational design and discovery new antituberculosis agents to overcome
fluoroquinolone drug resistant. Rational design of novel and highly effective thiazole urea
derivatives against DNA Gyrase and mycobacterial cell were investigated by the
combinations of QSAR, MD simulations, binding free energy calculations and ADMET
prediction approaches. The obtained results suggested that 200 novels and effective
thiazole urea derivatives were proposed. These ADMET property of novel compounds
were higher than the parent thiazole urea derivative. The combination of virtual screening
and the evaluation of DNA Gyrase ATPase inhibition using ATPase assay demonstrated
that the effective of 6 fragments and 10 drug likeness compounds were obtained. These
compounds can be used as lead for developing of highly potent DNA Gyrase inhibitors

and antituberculosis agents.
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