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Analysis of DNA-damage-tolerance mechanisms that facilitate restart of stalled
DNA replication
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In this study, we showed that simultaneous genetic disruption of the
ubiquitin ligase SHPRH and FANC, one of core factors in the Fanconi Anemia (FA) pathway,
substantially rescued hypersensitivity towards cisplatin, an inter-strand cross-linking (ICL) agent.

This observation suggests that SHPRH-dependent pathway antagonizes to the FA pathway. We also
showed that PARP-1 prohibits resection in in vitro extract assay and that low expression of CtIP
nuclease in breast cancer correlates with poor prognosis and hypersensitivity towards PARP
inhibitors.
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42 1. Targeted integration frequencies in wild-type and mutant cells.

Primary e locus  SHPRH+/+ SHPRH-/- References

Wild type OVA 92.3% (24/26) 90.6% (29/32) | 2010 PLoS Genet. Nakamura ef al.
RADI8-/- OVA 35.1% (39/111)  83.3% (30/36) | 2002 EMBO J.

FANCC— OVA 0% (0/35) 30.8% (4/13) 2005 EMBO J. Hirano et al.

Gene-targeting frequencies were measured by Southern blot analysis of Ovalbumin (OVA) locus
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