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LIG1 inactivation is lethal in BRCA mutant cells
across multiple perturbation platforms

LIG1 inactivation represses colony formation of BRCA mutant, but not Inactivation of LIG1 causes accumulation of PAR chains at
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We performed CRISPR screens in 11 BRCA1/2 wild-type and 2 BRCA1 mutant cancer _
cell lines to identify targets that are synthetic lethal with BRCA1 mutations. In addition to ' B-actin
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molecule inhibitor perspective. These data were reproduced in vivo using BRCA1
mutant MDA-MB-436 derived tumors, in which tumor growth was inhibited >80% upon HAtag e -
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Mechanistically, DNA ligase | plays a critical role in DNA replication and damage repair
by sealing nicks in the phosphodiester backbone of DNA. When these nicks are not
repaired, they are marked by the addition of PAR chains. Consistent with this
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