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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Research guidelines for submitting code & software for further information.

Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A list of figures that have associated raw data
- A description of any restrictions on data availability

Field-specific reporting
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
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.

7. Aligners tested in of target search: BLAT (version 3.5), Bowtie (version 1.3.0), Bowtie2 (version 2.4.4), BWA (version 0.7.17), STAR (version
2.7.9a)

8. Area Under the Curve (AUC) was calculated using the ‘PRROC’ R Package (version 1.3.1)

9. Copy number corrections were performed with CRISPRcleanR (version 1.0)

Data Availability:

1. The human genome sequence used to enumerate potential off-target sites was downloaded from UCSC genome database (https://genome.ucsc.edu/)

2. The DepMap data used in this study is available at the DepMap project data repository (https://figshare.com/articles/DepMap_19Q4_Public/11384241/2) for
screens performed with the Avana library, and at the Project Score page (https://score.depmap.sanger.ac.uk/downloads) for screens performed with the Sanger
library.

3. RNA-seq TPM gene expression data (log2-transformed using a pseudo-count of 1) for protein coding genes can be downloaded from the DepMap project data
repository (https://figshare.com/articles/DepMap_19Q4_Public/11384241/2).

4. Binding site predictions for miRNAs expressed by the miR-17~92 cluster can retrieved from TargetScan.

Bed files for transcription factor motif archetypes overlapping consensus DNaseI footprints can downloaded from (https://www.vierstra.org/resources/dgf).

No sample size calculation was performed. All screens in the DepMap 19Q4 and Project Score datasets were used in the analysis.

No data was excluded from the analysis

This does not apply. All analysis was based on freely available data in the above mentioned databases.

This does not apply. No samples/organisms/participants were allocated into experimental groups

This does not apply. No group allocations were done.




