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How do we select  

targets for intervention? 

 Proliferation? Migration? Invasion?  

 

 Understand tumor biology and interfere with 

tumor-related processes?    

     

 Understand glioma biology and interfere with 

glioma-related processes? 

 

 Consider genetic or expression signatures? 

 

 Glioma targets or host targets?    

   





Molecular targets of antiangiogenic  

therapies investigated in glioblastoma 

Wick et al. Neuro-Oncology 2011;13:566-79              



Antiangiogenic therapies for glioblastoma 

may not have to target proper endothelial cells             
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Are the genetic changes that are associated 
with the development of gliomas relevant 

for the clinial course and response to 
current standards of care? 
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Are the genetic changes that are associated 
with the development of gliomas relevant 

for the clinial course and response to 
current standards of care? 

 

No, but we could still target 
them specifically … 
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MGMT       

+CH3 

Cell death 

 O6-Methylguanin-methyltransferase (MGMT, AGAT), 

a DNA repair enzyme, counteracts the effect of 

alkylating agents: 
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 Temozolomide (one week on/one week off) vs radiotherapy 

in the primary treatment of anaplastic astrocytoma and 

glioblastoma in older patients: a randomized phase III study 

 

TMZ 100 mg/m2 po/day for 7 days every 14 days  

until failure of therapy, to be adjusted in 25-mg steps 

Focal radiotherapy daily — 30 x 1.8-2 Gy to a 

total 54–60 Gy 

Temozolomide 

weeks 9 12 27 30 33 

Radiotherapy 
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PD Radiotherapy 

PD Temozolomide 

 

Gütesiegel A 

NOA-08/Methvsalem: Design 



TMZ is not inferior to RT 



MGMT  is a prognostic biomarker 



MGMT  is a predictive biomarker 
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EORTC 26112-22115 
Trial Design 

• RT/TMZ completed 

• EGFRvIII mutation 

• Tumor < 2 cm 

Adjuvant TMZ/Placebo ►P Maintenance 

Adjuvant TMZ/Rindopepimut ► R Maintenance 

• Double-blind vaccination 

• Priming: 2 injections, 2 weeks post RT/TMZ 

• During adjuvant TMZ: 1 injection day 22 each cycle 

• Maintenance: 1 weekly injection 




