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ATIVIDADE ANTIMICROBIANA E SINERGISMO COM DROGAS AZOLICAS
DE INIBIDORES DE PROTEASES DE PLANTAS VISANDO O CONTROLE DE
DOENGAS FUNGICAS NA SAUDE

Como parte da resposta de defesa, as plantas produzem um elevado
numero de moléculas téxicas, dentre essas moléculas encontram-se os
inibidores de proteases (Pls). Pls sdo moléculas reguladoras
encontradas em animais, microrganismos e plantas, que reduzem e/ou
inibem a atividade das proteases-alvo nos mais diversos organismos.
Durante as Ultimas décadas, os Pls tém despertado o interesse dos
pesquisadores na tentativa de desenvolver novos agentes no controle
de doencas fungicas. Desta forma o presente trabalho visa avaliar o
mecanismo de acdo e a atividade antimicrobiana sinérgica de
inibidores de proteases isolados de sementes de Capsicum, sobre o
crescimento de leveduras do género Candida. Neste trabalho
inicialmente, os inibidores de proteases serdo extraidos a partir de
sementes de Capsicum e submetidos d cromatografia de fase reversa
em sistema HPLC utilizando uma coluna C18 acoplada a uma coluna
C8. Os inibidores de proteases isolados e em combinacdo com drogas
azdlicas serdo submetidos a ensacios para avaliar a atividade
anfimicrobiana sobre diferentes leveduras. Em seguida serdo
analisadas as possiveis alteracdes morfolégicas e estruturais causadas
por esses inibidores de proteases. Também serd avaliado o mecanismo
de acdo pelos quais os inibidores de proteases atuam na defesa
contra as leveduras atfravés de ensaios de permeabilidade de
membrana, producdo de espécies reativas de  oxigénio,
funcionalidade mitocondrial e ativacdo de caspases. E para finalizar,
serdo realizados ensaios para determinar a viabilidade das células de
leveduras na presenca dos inibidores de proteases.

ANTIMICROBIAL ACTIVITY AND SYNERGISM WITH AZOLE DRUGS OF PLANT
PROTEASE INHIBITORS AIMING FOR THE CONTROL OF FUNGAL DISEASES
IN HEALTH

As part of the defense response, plants produce a high number of toxic
molecules, among these molecules are protease inhibitors (Pls). Pls are
regulatory molecules found in animals, microorganisms and plants,
which reduce and/or inhibit the activity of target proteases in the most
diverse organisms. During the last decades, Pls have aroused the
interest of researchers in an attempt to develop new agents to conftrol
fungal diseases. Thus, the present work aims to evaluate the mechanism
of action and the synergistic antimicrobial activity of protease inhibitors
isolated from Capsicum seeds on the growth of Candida yeasts. In this
work, initially, the protease inhibitors will be extracted from Capsicum
seeds and subjected to reversed-phase chromatography in an HPLC
system using a C18 column coupled to a C8 column. Protease inhibitors
alone and in combination with azole drugs will be submitted to assays
to evaluate the antimicrobial activity against different yeasts. Then, the
possible morphological and structural changes caused by these
protease inhibitors will be analyzed. The mechanism of action by which
protease inhibitors act in the defense against yeasts will also be
evaluated through membrane permeability assays, production of
reactive oxygen species, mitochondrial functionality and caspase
activation. Finally, tests will be performed to determine the viability of
yeast cells in the presence of protease inhibitors.



