3531. Discovery of GRC 65327: A Novel, Selective and Potent CBL-B E3 Ligase Inhibitor for the Treatment of Advanced Solid Cancers
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Background Results
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mediating the ubiquitination and degradation of signaling transducers!. Cbl-b with GRC 65327
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Figure 6. Immunophenotyping in CT26 fumours of treatment groups « |IC50 for hERG = 16 uM, indicating minimal potential safety concerns.

and CRs mice re-challenged with 100 CT26 cells

« |n vifro CEREP panel safety receptor profiing revealed minimal off-target activity.
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Figure 1. Selective inhibition in a cell-free activity assay Figure 4. GRC 65327 enhanced upregulation of CD25 and IFN
gamma in stimulated human PBMC (N=2 donors)

Figure 7. GRC 65327 reverses phenotypic and functional exhaustion
INn the absence of anti-CD28 co-stimulation
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