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Development of a novel therapeutic strategy to overcome TMZ resistance to
Mismatch repair deficient glioma cells by PARP inhibitors
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Mismatch repair (MMR) deficiency in malignant gliomas causes resistance to
temozolomide (TMZ) which is the standard chemotherapeutic agent. we found that the combination
therapy of PARP (poly ADP-ribose polymerase) inhibitors restored the TMZ sensitivity to
MMR-deficient glioma cells. To elucidate the mechanism for the combination treatment, we performed
gene expression analysis focusing on the DNA damage response and pathways but no remarkable gene
expression changes were observed. On the other hand, cellular senescence was induced in the treated
geA!gz suggesting the cellular senescence as a mechanism of the combination treatment TMZ with PARP
inhibitors.
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Rise of oligodendroglioma hypermutator phenotype from a subclone harboring TP53 mutation after 2024
TMZ treatment
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Highly infiltrating oligodendrogliomas show different morphology from typical oligodendrogliomas while maintaining good
response to chemo-radiation therapy.
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Recurrent Oligodendrogliomas after first chemo-radiation therapy responded remarkably to second-radiation
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Evaluation of Mismatch Repair Gene Expression by Immunohistochemistry May Detect Early Phase of MMR deficiency in Recurrent
Gliomas
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