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Allosteric mitochondrial ClpP agonist ONC206 alters stress response, metabolic and epigenetic profiles to elicit anti-cancer efficacy in high-grade gliomas
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Figure 1. Co-crystallization with ClpP revealed distinctions in the ONC206-CIpP resolved X-ray crystal Cell viability for 5000 SF8628 or T98G cells, with or without ClpP KO, treated with dordaviprone or ONC206 at indicated concentrations. A131D
structure relative to the dordaviprone-bound or apo complex Viability was measured on Day 5 using CellTiter-Glo. CRISPR-mediated ClpP knockout was made using Edit-R All-in-one Lentiviral sgRNA vector Dordaviprone ClpP monomer interfaces 17-20%
(Dharmacon, Horizon) and confirmed using Western blot. ClpP antibody was from AbCam. Actin antibody was from Santa Cruz Biotechnology. 198G, GBM 201-R (16 uM)
KO, knock-out; NTC, non-targeted control; WB, western blot; WT, wild-type. H _
R226G ClpX interface 12-21%

Figure 5.DRD2 knockout does not impair dordaviprone and ONC206 efficacy in glioma cells in vitro T98G, GBM 206-R  ONC206 (1.6 uM) R226G ClpX interface 43-54%
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viability after treatment with 10uM dordaviprone or ONC206 for the same duration across multiple cell lines.




