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Ligand-dependent protein degradation has emerged as a compelling strategy to
pharmacologically control the protein content of cells. So far, however, only a limited number of
E3 ligases have been found to support this process. Here, we use a chemical proteomic strategy that
leverages broadly reactive, cysteine-directed electrophilic fragments coupled to selective ligands
for intracellular proteins (for example, SLF for FKBP12, JQ1 for BRD4) to screen for
heterobifunctional degrader compounds (or proteolysis targeting chimeras, PROTACs) that operate
by covalent adduction of E3 ligases. This approach identified DCAF16—a poorly characterized
substrate recognition component of CUL4-DDB1 E3 ubiquitin ligases—as a target of electrophilic
PROTACS that promote the nuclear-restricted degradation of proteins. We find that only a modest
fraction (~10—40%) of DCAF16 needs to be modified to support protein degradation, pointing to
the potential for electrophilic PROTACs to induce neosubstrate degradation without substantially
perturbing the function of the participating E3 ligase.
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