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Hypofractionated radiotherapy combined with bevacizumab for patients
with glioblastoma with unmethylated MGMT promoter
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Abstract: Glioblastoma (GBM) is the most aggressive brain tumor and, especially, the outcome of GBM with
unmethylated O-6-methylguanine DNA methyltransferase (MGMT) promoter is poor. Radiotherapy is usually delivered
with a dose of 2Gy in 30 fractions as a standard treatment of GBM. This regimen is based on the general assumption
that the « /[ ratio of normal brain is 2-3 and that of malignant tumor is 7-10. However, recent clinical data obtained
from hypofractionated radiotherapy for elderly patients, intensity modulated radiation therapy, and stereotactic
radiotherapy for recurrent gliomas suggest a low « /3 ratio for GBM. When the « /3 ratio of GBM is lower than that
of normal brain, hypofractionated radiotherapy can be more effective than the standard radiotherapy. In addition,
although hypofractionated radiotherapy has a potential risk of radiation necrosis, experimental and clinical data suggest
that bevacizumab may reduce the risk of radiation necrosis. Based on these considerations, we hypothesize that
hypofractionated radiotherapy combined with bevacizumab may be a promising therapeutic approach for GBM and we
are planning clinical study to evaluate the efficacy and safety of this treatment for patients with glioblastoma with
unmethylated MGMT promoter.
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