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Development of novel drug therapy for glioblastoma using memantine.
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Many reports have shown that the ?Iutamate signaling pathway plays a major
role in the growth and progression of GBM. However, the role of NMDA-type glutamate receptors in GBM
TMZ resistance remains unclear. In this study, we evaluated the relationship between glutamate
signaling pathways via NMDA-type glutamate receptors and TMZ resistance.Using T98G cells, an
MGMT-positive human GBM cell line, we examined the effect of the NMDA-type glutamate signaling
pathway on MGMT transcription. The results showed that activation of NMDA-type glutamate receptors
by N-methyl-D-aspartate increased MGMT protein expression in T98G cells, and this expression was
suppressed by MGMT knockdown by shRNA. and enhanced the cytotoxic effect of TMZ.

We are currently investigating the combined effects of TMZ and MEM in an allogeneic mouse GBM model
using the mouse GBM cell line GL261 (MGMT positive) and C57BL/6 mice.
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