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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.
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system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.
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Sample sizes were determined based on prior experience and widely used sizes in similar publications.

There were no datasets excluded from analysis in this work.

All experiments were performed in triplicates or more to establish reproducibility, except for the off-target analysis of GUIDE-seq predicted
loci, for which 3 replicates were performed. Altogether, the level of reproducibility in these studies were very high.

There were no live animals or human participants in this study for randomization. For in vitro study, specific cell types were chosen to
demonstrate the applicability in these cell types, therefore the choice of cell types are not randomized.

Experiments, data collection and analysis were carried out by the same person(s), therefore no blinding was used.

The RAD51 antibodies were purchased from Novus Biologicals, Cat# NB100-148, and from Abclonal, Cat# A6268. The Cas9 antibody
was purchased from Abclonal, Cat# A14997.

According to the manufacturer Novus Biologicals, the RAD51 antibody NB100-148 was validated in human and mouse in different
applications: including ChIP, ICC/IF, IHC, IHC-P, In vitro, Western blot.

According to the manufacturer Abcolonal, the RAD51 antibody A6268 was validated in human, mouse and rat in Western blot.

According to the manufacturer Abcolonal, the Cas9 antibody was validated in human cells in 2 applications: Western blot and
Immunofluorescence.

Human fibroblast cells (Cat#CRL2522), human iPSC cells (Cat#ACS-1030), human CD34+ hematopoietic stem cells
(Cat#PCS-800-012), human airway epithelial cells (Cat#PCS-300-010), and human Jurkat cells (Cat# TIB-152, ATCC) were
acquired from American Type Culture Collection (ATCC, Manassas, VA). Human Ad293 cells (Cat#240085) was purchased
from Agilent (Santa Clara, CA).

Cells from ATCC were authenticated by the ATCC using morphology, karyotyping, and PCR based approaches to confirm the
identity and to rule out both intra- and interspecies contamination. The Ad293 cells were authenticated by the lab based on
morphology observations.

All cell lines have been tested for mycoplasma contamination and resulted negative.

None of the cells used in this study are listed in the ICLAC register.




