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Therapeutic strategy for IDH mutant gliomas by NAD+ depletion
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We have previously developed novel therapeutic strategy for IDH1 mutant
gliomas by depleting intracellular NAD+. Unfortunately, systemic NAMPT inhibitor treatment is toxic
to humans, thus we aimed to develop therapeutic strategy to reduce toxicity. We found temozolomide,
which is used as standard therapy in gliomas, transiently induce intracellular NAD loss by base
excision repair pathway activation. Using this biological effect, we found combination with NAMPT
inhibitor with temozolomide could induce potent NAD+ depletion inducible anti-tumor effect without
critical toxicity in mice. Thus, we could establish novel therapeutic regimen for IDH1 mutant

gliomas.
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