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responsive to alkylating chemotherapeutic-containing regimens, but TMZ-resistant lines in an MSH6-specific manner (termed “synthetic
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invariably these tumors return with few effective therapeutic options. enhancement”). We further show that combination therapy can prevent
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inactivation in post-alkylator glioblastomas has been established as a this treatment escape pathway at its potential source. Recovery of tumor . --- ---
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Here, we examine the susceptibility of MSH6-mutated glioblastoma lines .
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poly (ADP-ribose) polymerase 1 (PARP) inhibitor veliparib (VPB, also
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Bl cam [ s-phase [ G1 therapy with TMZ and VPB. TMZ and VPB therapy can be effective for both

differentiated glioblastoma and GSCs. The efficacy of therapy in both
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therapy restores synthesis arrest, G2/M checkpoint
activation, and DNA breaks in MSH6 mutant lines. Combination TMZ and VPB therapy prevents emergence

Development of GSC20shMSHS stem cell line shows TMZ of TMZ resistant MSH6 mutant subpopulation

resistance and sensitivity restoration with addition of
Veliparib.




