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            Abstract
Proteolysis-targeting chimeras (PROTACs) are an emerging drug modality that may offer new opportunities to circumvent some of the limitations associated with traditional small-molecule therapeutics. By analogy with the concept of the â€˜druggable genomeâ€™, the question arises as to which potential drug targets might PROTAC-mediated protein degradation be most applicable. Here, we present a systematic approach to the assessment of the PROTAC tractability (PROTACtability) of protein targets using a series of criteria based on data and information from a diverse range of relevant publicly available resources. Our approach could support decision-making on whether or not a particular target may be amenable to modulation using a PROTAC. Using our approach, we identified 1,067 proteins of the human proteome that have not yet been described in the literature as PROTAC targets that offer potential opportunities for future PROTAC-based efforts.
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                    Fig. 1: Targeted protein degradation by PROTACs.[image: ]


Fig. 2: Overview of the data sources and assignment rules for the workflow to assess target PROTACtability.[image: ]


Fig. 3: Exploring the PROTACtable genome.[image: ]


Fig. 4: Comparison of the PROTACtable genome with the druggable genome.[image: ]
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                Data availability

              
              The full output of the PROTACtability assessment pipeline is provided as an Excel spreadsheet (Supplementary Table 1); each row corresponds to a protein-coding gene and the columns represent the various bucket assessment results or data types. AÂ more detailed description of the column headings can be found in Supplementary Box 1 and in the main text.
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