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Management of patients suffering from 

glioma remains a challenge. Over the last 

decade, the treatments have not 

changed, and consist of maximal save 

resection, followed by various schemes 

of chemo-radiotherapy. Therefore, new 

avenues have to be explored. The important 

role of epigenetic alterations in the 

development and treatment response of 

glioma has been recognized. Systematic 

analyses of the DNA methylome of glio-

mas has contributed to improved tumor 

classification, but has also identified 

vulnerabilities that can be exploited for 

therapy. Epigenetic silencing of the 

direct DNA repair gene MGMT predicts 

good response to alkylating agent therapy 

in glioblastoma, the most malignant 

form of glioma, and also in a subset of 

low-grade glioma. This can be used for 

stratified therapy and selection of 

patients into clinical trials. Additional, 

epigenetically altered pathways may be 

amenable to therapeutic targeting. In a 

second approach, the epigenetic land-

scape may be disturbed by interfering 

with the chromatin structure using 

epigenetic drugs, such as inhibitors of 

bromodomain and extra-terminal tail 

(BET) proteins. The BET proteins are chro-

matin readers that link the chromatin 

code to gene expression. Inhibition leads 

to changes in gene expression revealing 

potential pathway vulnerabilities that 

maybe actionable with a second drug.
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