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Proteolysis targeting chimeras (PROTAC:s) are bifunctional compounds that consist of 3 components: a ligand binding to the targeted protein, a ligand binding to E3
ubiquitin ligase, and linker between them. PROTAC:s binding lead to the proteasomal degradation of targeted protein by bringing it to the proximity of the E3 ligase [1].
Due to ability of PROTAC: to selectively decrease the level of targeted proteins, their use can be extended to the anticancer treatment. Cyclin dependent kinases 4 and
6 (CDK 4 and 6) are well-known targets in anticancer therapies. Several CDK4/6 inhibitors have been approved by US Food and Drug Administration (FDA) and are
being administrated to breast cancer patients [2]. By combining the effectiveness of anti-CDK4 and CDK6 compounds with the properties of PROTAC:, it has been
demonstrated that they can work more efficiently than FDA-approved therapies [3]. In this study, commercially available CDK4 and CDK6 PROTAC:S, are tested
thoroughly for their activity, using among all Western blot technique to assess how PROTACs affect the phosphorylation of the retinoblastoma (Rb) protein - a tumor
suppressor protein that is highly dysfunctional in many cancers, and the levels of CDK4 and CDKG6 in various human and mouse cancer cell lines. The conducted
research reveals variations in the activity of these compounds across different cell lines and dose-dependency in both the degradation of targeted CDK4/6 and the
phosphorylation levels of Rb protein.
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