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Preclinical models of IDH-mutant gliomas are sensitive
to replication stress caused by DHODH inhibitors
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The DHODH inhibitor GLIO-1 preferentially kills IDH-
mutant cells in preclinical models and is on-target
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GLIO-1 displays improved monotherapy efficacy and no weight loss in
preclinical studies compared to BAY 2402234 (Orludodstat), a leading
clinical-stage DHODHi & smercen pssocaon
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Sensitivity of IDH-mutant gliomas to replication
stress is due to inhibition of KDM6 enzymes
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KDM6-mutant bladder cancer models recapitulate
sensitivity of IDH-mutant glioma models to DHODHi
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Conclusions

= GLIO-1 is an on-target DHODHi that displays preclinical
activity in IDH-mutant gliomas and KDM6-mutant bladder

cancers, supporting further evaluation for translation to clinical
testing.

= KDM®6 activity is a determinant of replication stress sensitivity

and a potential pan-cancer, mechanism-based biomarker of
DHODHi efficacy.
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