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INSTITUTO DE INVESTIGACIONES  BIOLÓGICAS Y TECNOLÓGICAS (IIBYT)

                                                          Facultad de Ciencias Exactas, Físicas y Naturales

                                                                  CONICET - UNIVERSIDAD NACIONAL DE CORDOBA

INVITACIÓN
Seminario Abierto del IIByT

Charla organizada en Marco del Proyecto “Diseño, síntesis y elucidación estructural de las bases moleculares de las propiedades antimaláricas y contra Anopheles arabiensis” presentado en el marco del Programa de Cooperación Científico-Tecnológica entre el Ministerio de Ciencia, Tecnología e Innovación Productiva de la República Argentina (MINCyT) y el Department of Science and Technology de la República de Sudáfrica (DST).

Miércoles 8 de Julio, 10 hs.

Auditorio de CONICET – Edificio de Investig. Biológicas y Tecnológicas

Título: Synthesis and characterization of depsipeptide and Dihydropyrimidine analogues as anti-TB agents
Disertante: Venugopala K.N. M.Pharm, Ph.D
Recent years have witnessed a renaissance in the field of peptides that are obtained from various natural sources such as many bacteria, fungi, plants, seaweeds, vertebrates and invertebrates and have been reported for various pharmacological properties such as anti-TB, anticancer, antimalarial, anti-inflammatory, anti-HIV, antibacterial, antifungal, and antidiabetic, activities.  In view of the pharmacological significance of natural peptides, serious research efforts of many scientific groups and pharmaceutical companies have consequently focused on them to explore the possibility of developing their potential analogues as therapeutic agents.
Solid phase and solution phase peptide synthesis are the two methodologies currently available for the synthesis of natural or synthetic linear or cyclic depsi-peptides.  From a synthetic point of view, there is no doubt that the solid-phase methodology gained added advantages over solution phase methodology in terms of simplicity, purity of the compound and the speed with which peptides can be synthesized.  
Pyrimidines have been a subject under investigation by medicinal chemists for many years due to their interesting pharmacological properties.  In previous studies, pyrimidines and their analogues have been reported to have antimicrobial, anti-inflammatory, antimalarial, analgesic, and antitumour activities amongst other pharmacological activities.
In the present investigation, total synthesis, purification and structural elucidation of analogues of natural anti-TB cyclic depsi-peptides such as depsidomycin has been attempted by solid phase method using standard Fmoc protocols and finally off resin cyclization in solution phase method.  In case of depsidomycin, synthesis of linear peptide on solid phase could not be achieved because of two turn inducing amino acids in the peptide sequence, but total synthesis was achieved by convergent solid phase peptide synthesis followed by cyclization in solution phase method.  The title compounds obtained were in good yields and characterized by NMR and HRMS. Anti-TB results revealed that the potential title compound exhibited promising activity at 4 µg/mL.
Novel dihydropyrimidine analogues have been synthesized starting from Biginelli reaction followed by chlorination and finally coupling with substituted primary amines to obtain title compounds for anti-TB properties. Structural elucidation of the title compounds are achieved by IR, NMR, HRMS and selected compounds are subjected for single crystal X-ray studies to understand intra and intermolecular interactions of the molecule.
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