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Deciphering the mechanism of synthetic lethality in glioma
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Currently, the only treatment for gliomas, which are malignant brain tumors,
is the alkylating agent temozolomide (TMZ), and since resistance to TMZ will eventually emerge, the
development of new treatments is an urgent issue. In this study, we focused on ATRX mutations,

which are most frequently observed in gliomas, and analyzed the mechanism of synthetic lethality to
TMZ by genome-wide CRISPR loss-of-function screening. We found that ATRX wild-type and mutant glioma
cells are differentially vulnerable to TMZ. Detailed analysis of the molecular mechanism will

promote the development of combination therapies and patient stratification markers to enhance TMZ
sensitivity.
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