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 sYNTHESIS AND BIOACTIVITY OF NEW HETEROCYCLIC COMPOUNDS FROM HYDRAZIDES OF AMINOBENZOIC ACIDS
The goal of the 18-month research project entitled "Synthesis and bioactivity of new heterocyclic compounds from hydrazides of aminobenzoic acids" was to reveal new compounds with antimycobacterial and antifungal properties. The concept of the proposed research work was to make libraries of similar compounds and conduct their testing in order to establish Structure-Activity Relationship (SAR). For this purpose hydrazides of meta- and para-aminobenzoic acids were transformed into 5-isothiocyanatophenyl-2-thio-1,3,4-oxadiazoles via previously developed original and efficient two-step synthetic route. These, bearing two reactive functional groups, building blocks generated new compounds as a result of selective alkylation of -SH group and addition of different amines to the -NCS. A series of in vitro tests conducted at the Southern Research, AL allowed us to determine SAR principles for these compounds as tuberculosis inhibitors:

Para- isomers are generally more active than corresponding meta- ones.

S-alkylated compounds are more potent than the ones with -SH group.

Addition of ammonia to the isothiocyanate group provided the most active compounds.

Using the SAR principles established for the derivatives of meta- and para-aminobenzoic acid hydrazides we obtained nine compounds with over 90% inhibition of bacterial growth at the initial screening concentration. Exact MIC (Minimum Inhibitory Concentration) values have been obtained for seven of the nine samples and they ranged in activity from 1.56 - 6.25 ug/mL.

Six of the sulfur containing heterocycles synthesized from anthranilic acid hydrazide was proved to have extremely high antifungal potency against Ascosphaera apis (tests were conducted at the Institute of Microbiology, Moldova).

