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No sample size calculation was performed.

To exclusion reads with low synthetic quality during the oligonucleotide synthesis and sites which might affect cell growth, this study used the
following filtering steps to exclude low quality sites. (1) Total clean reads less than 32 for both MOCK and SpCas9. (2) percentage indel
frequency in MOCK cells above 4%. (3) Fold change of enrichment or depletion between SpCas9 edited and MOCK cells larger than 2 folds.

The SURRO-seq method has been validated with three libraries.
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SpCas9-expressing HEK293T cells were generated by the Luo lab previously. The wild type HEK293T, U2OS, and SKOV-3 were
from ATCC. The PC9 cells were purchased from Merck. Human primary fibroblasts were established by the Luo lab.

None of the cell lines used were authentificated

All cells were tested negative for mycoplasma contamination.
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