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V ¢om vidite uplatnenie
vysledkov projektu:

V kvalithom tréningu postdoktorandov, skvalithovani pedagogického procesu
magisterského a doktorandského studia a vo vyvoji novych lieGebnych postupov
znizujucich virulenciu a prekonavajucich rezistenciu oportinnych patogénnych
kvasiniek Candida glabrata.
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Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - slovensky:

RieSeny projekt, na modeli kvasiniek Saccharomyces cerevisiae a oportunne patogénnych
klinickych izolatoch Candida glabrata, bol zamerany na Studium molekularnych mechanizmov
rezistencie vocCi Strukturne a funkCne odliSnym antifungalnym latkam. Funkéna charakterizacia
génu PGS1 v C. glabrata pomohla odhalit prepojenie medzi homeostazou mitochondrialnych
fosfolipidov a rezistenciou voc&i antimykotikam. Komparativha fenotypova a molekularne analyza
azol-rezistentnych a azol-citlivych klinickych izolatov C. glabrata viedla k identifikacii dvoch novych
mutacii v géne PDR1 kodujucom transkripény aktivator, ktoré boli zodpovedné za hyperexpresiu
efluxnych pump pre antimykotika a rezistenciu buniek voc€i nim. Vysledky genotypizacie tychto
izolatov poukazali na klonalny pévod viacerych z nich v tej istej nemocnici. Uskuto€nila sa miestne
Specificka mutagenéza Asp853 v transkriptnom faktore ScPdr3p. Chemogenomicka
a trankriptdbmova analyza pomohla odhalit spdsob ucinku chemoscitlivujucej zlu€eniny CTBT, ktory
je zalozeny na indukovanej tvorbe superoxidu a inych reaktivnych druhoch kyslika. V ramci
projektu bola vypracovana a uspeSne obhajena dizertaCna praca RNDr. M. Batovej. Planované
ciele projektu boli v plnom rozsahu splnené.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - anglicky:

This project was aimed at the study of the molecular mechanisms of drug resistance using model
yeast Saccharomyces cerevisiae and opportunistic pathogenic C. glabrata clinical isolates.
Functional characterization of the PGS1 gene revealed a link between mitochondrial phospholipid
homeostasis and drug resistance in C. glabrata. Comparative and molecular analyses of azole
resistant and azole sensitive C. glabrata clinical isolates led to identification of two novel mutations
in the PDR1 gene encoding transcription factor that were responsible for overexpression of genes
coding for drug efflux pumps and multidrug resistance. The results of C. glabrata clinical isolate
genotyping pointed to a clonal origin of several azole resistant isolates originating from the same
teaching hospital. A site-directed mutagenesis of Asp853 in Pdr3p transcription factor has been
carried out. Chemogenomic and transcriptome analyses revealed the mode of action of the
chemosensitising agent CTBT based on the induced production of superoxide and other reactive
oxygen species. Monika Batova successfully defended her PhD thesis elaborated in the frame of
this project. The objectives of the project as planned were completely fulfilled.
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