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Combination of MRT-51443 and Ribociclib enhances reduction of CDK2 and pCDK2. Western blot of CDK2 and pCDK2 Tumor samples from MCF7 xenografts were collected at 8h post first dose on day 5. CDK2
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« CDK2 degradation delays resistance to CDK4/6 inhibition /n vitro and exhibits strong anti-tumor activity in combination with CDK4/6 inhibitors /n vivo

(A) Clinical-stage CDK2 inhibitors show off-target activity in biochemical kinome profiling. Inhibition was determined by Carna Biosciences’ mobility shift assay, 1 yM CDK2 inhibitor or CDK2 MGD, with 323 . : . : : : TR : : - .
human kinases assessed. (B-C) CDK2 inhibitors, but not a CDK2 MGD, display CDK2-independent activity. Assessment of growth inhibition of CDK2 MGD MRT-51443 and CDK2 inhibitors in (B) MDA-MB-157 CDK2 degradation in combination with CDK4/6 inhibition and hormone therapy achieves superior efficacy compared to standard of care anti-CDK4/6

cells with wild type or knocked out RB, and (C) MCF?7 cells with wild type or knocked out CDK2. Proliferation was assessed by 7-day CyQuant; RB and CDK2 knock-out confirmed by Western blot. and anti-estrogen
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