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Thesis outline 

GBM is a devastating disease, with poor prognosis and better understanding of the main factors 

enabling this malignancy is critical to combat this disease. GBM CSCs have been proposed to play 

the key role in growth, invasiveness and therapy resistance of GBM. Thus, we focused on this 

fraction of cells with the aim to learn more about the biology of CSCs and the factors critical for 

their maintenance. In Chapter 2 we review the literature on the CSC niche. In Chapter 3 we show 

that, opposite to what is commonly believed in the field, the CSC fraction is a complex, 

heterogeneous population of different clones, rather then a uniform one. Furthermore, the 

invasive morphology of tumors is driven by the CSCs and there is a direct correlation between the 

level of hierarchy and the degree of invasiveness of tumors (Chapter 4). Moreover, we discuss the 

critical role of tumor microvasculature in CSC maintenance, but also in extensive therapy 

resistance of GBM and plasticity of tumor cells (Chapters 2, 5, 6, 7).  Notably, there is still limited 

knowledge on fundamental changes of chromatin following anti-cancer treatments, important for 

GBM but also the entire field of cancer. Thus, last but not least, we investigate the DNA damage 

response of the cells following treatments with DSB-inducing agents (Chapter 8).  

 

 

 

 

 

 

 

 

 

 

 

 

 

 




