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The epigenetic down regulation of Cryptococcus neoformans major virulence phenotypes is induced by
histone deacetylases inhibitors

Marcio J Pocas-Fonseca
University of Brasilia, Brazil

he opportunistic pathogen Cryp ococc w siedforman unMergoes phenotypical changes *turing host infection in o™er to

promote persistence an survival. Stuies have™emonstrate™ that such &aptations re [yir‘e alterations in gene transcription
networks , y*listinct mechanisms. _rugs such as the histone %eacetylases inhi, itors A F) SoHium Butyrate{ aBlut) an™
Trichostatin A (TSA) can alter the dAromatin conformation ar have | een usé to m<dfate epigenetic states in the Treatment
of*iseases such as cancer. In this work, w'e have stuie™ thee ect aBlut an™ TSA on the expression of C. neoforman snajor
virulence phenotypes an on the survival rate of an animal md*el infected with *irugs-treate yeasts. Both "rugsa ectéd
fungal grow'th at 37° Pmore intensely than at 30° ¥. A ¥ also provoke™ the réduction of the fungal capsule expansion.
~ hospholipases enzyme activity*ecreasé; mating procQs an™ melanin synthesis were alsom ecteé™ NG both inhibitor* aflut
14 to an increase in the population of cells in €2/M. Treate™ yeast cells, which were washé in o*er to remoy the*rugs from
the culture meium prior to the inoculation in the Galleria mellonela infection moXel, " not cause signi/cant*i erence at
the host survival curve when comparé to non-treaté cells. veralll aBute ects on the impairment of C. neoforman sain
virulence factors were more intense an™ sta, le than the TSA#e ecth e propose the employment 0’% A Xin com,ination
to classical antifungal*drugs in experimental treatment approaches for severe cryptococcosis animal mcRls. Furthermore, the
accumulation of transcripts correspon‘*{ing to eight C. neo’orman genomic se wiences presenting homology to fungal histone
‘r‘lleacetylase genes Was analyzed vy ®T-  Ra eryeast grow'th on minimal meXium for 30, 60 an™! 180 min. Since the: 1/2
F A® 1699, 5276, 5096 ar the, 53')[" A®' 00660 genes presente the highest transcripts accumulation levels,qisruBion
Cassettes are being constructe™ in o#er to evaluate the respective mutant strains virulence phenotypes.
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