In vitro profiling of new antimycobacterial compounds
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INTRODUCTION

Tuberculosis is an infectious disease caused by the intracellular bacteria Mycobacterium tuberculosis. These pathogens live and reproduce in their host cells, mainly macrophages. Nowadays, spreading of the drug-
resistant strains of Mycobacteria is a serious health threat and there is an urgent need for development of novel compounds with no cross-resistance to current therapeutic options. Salicylanilide derivatives have great j
potential as antimycobacterial compounds!® with pronounced inhibitory effect against not only M. tuberculosis but nontuberculous (also called atypical) mycobacteria (NTM), like highly chemoresistant M. avium and M. | =
kansasii.” 1! 4

CONJUGABLE COMPOUNDS AND PEPTIDES CONJUGATION REACTIONS
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Crude products and reaction mixtures were purified using semi-preparative RT-HPLC.

CHEMICAL CHARACTERIZATION OF THE CONJUGATES
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IN VITRO ANTIMYCOBACTERIAL EFFECT IN VITRO INTRACELLULAR EFFECT
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CONCLUSION

Novel hydroxybenzoic acid derivatives have been designed and synthesized. These compounds were conjugated via oxime and amide bond to tuftsin peptide carriers. The hydroxybenzoic acid derivatives have antimycobacterial
effect and this effect remains after conjugation. However, the free compounds lack intracellular activity, conjugates inhibit intracellular bacteria in a concentration-dependent manner. The lysosomal digestion pattern of the conjugates
was determined. Smallest metabolites containing hydroxybenzoic acid derivatives are the compounds and the first amino acids. In vitro cellular uptake is concentration dependent. The Cf-labeled peptides co-localize with lysosomal
compartments. The compounds have moderate in vitro cytostatic effect on hepatocytes and monocytes.
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