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Defects in DNA repair pathways play a pivotal role in tumor development and response to
therapy. USP1 is a critical dependency in tumors with homologous recombination (HR) repair
deficiency. The cover image illustrates a CryoEM structure of the newly developed USP1
inhibitor, KSQ-4279, binding to the USP1/UAF1 deubiquitinase complex. Treatment with
KSQ-4279 is an effective strategy for inducing regression of HR-deficient tumors and over-
coming PARP inhibitor resistance. For details, see article by Cadzow and colleagues on page
3419.
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