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Vas pozyvaju na 113. prednasku v rdmci Kuzelovych seminarov:

Scott Moye-Rowley

Professor of Molecular Physiology and Biophysics
University of lowa, lowa City, USA

A NEW LINK BETWEEN AZOLE RESISTANCE
PATHWAYS IN CANDIDA GLABRATA

ktora sa uskutocCni 17. septembra 2019 (utorok) o 11:00

v miestnosti CH1-222 Prirodovedeckej fakulty UK

http://www.naturaoz.org/seminare.html
http://www.naturaoz.org/KuzeloveSeminare.html



W. Scott Moye-Rowley is a Professor of Molecular
Physiology and Biophysics at the University of lowa Carver
College of Medicine.

For nearly 30 years, my laboratory has been studying the
molecular circuitry underlying drug resistance in eukaryotic
microbes. This application focuses on the molecular basis of
azole drug resistance by Candida glabrata. My group has carried
out detailed structure and function mapping of the key drug
resistance determinant Pdr1 which is responsible for
transcriptional activation of most of the genes involved in azole
resistance, including the ABC transporter-encoding CDR1 gene.
We have also examined the roles of a second type of membrane
transporter protein called the major facilitator superfamily for their
roles in drug resistance. More recently, we have used
biochemical approaches to identify a novel regulator of Pdr1
function called Bre5 and determined this is a negative regulatory
input for drug resistance. We also made the surprising discovery
that genetically depleting Erg11 (encodes target enzyme of azole
drugs) was sufficient to activate Pdr1 even in the absence of azole drugs. This argues that, while
azole drugs can induce Pdr1, this actual inducer may be the lowered flux through the ergosterol
pathway. Induction of Pdr1 occurs in large part via elevation of transcription of the PDR1 gene by the
ergosterol-repressible transcription factor Upc2A. Upc2A has been shown to be involved in
expression of genes like ERG11 that encode steps in the ergosterol biosynthetic pathway. In
preliminary ChiP-seq data, we have found that a large number of Pdr1-regulated genes are also
targets of Upc2A, consistent with the notion that these pathways are physiologically linked.
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