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Sample size is indicated on the Figure Legends. No statistical method was used to predetermine sample size. Sample size was chosen based on
our previous works.(Zuo et al., Nature Methods, 2020; Zuo et al., Science, 2019)

no data has been excluded.

All statistic data are presented as mean ± standard error of the mean. All samples represent a minimum of two replicates. The variation
between different replicates is small, indicate all attempts at replication were successful.

The samples were not randomized. Different cell passages were used for different biological replicates. Most of the target sites we choose to
detect are pathogenic sites or reported in previous work (Wang et al., Nature Biotechnology, 2018).

Blinding was not used. FACS and mouse embryo transplantation were used in the experiment. In order to ensure the rationality of public
resources and the number of mice used, we did not use blinding.

HEK293T (ATCC CRL-3216) and Neuro-2a (N2a) (ATCC HTB-96)

Cell lines were authenticated by the supplier. 9 STR primer PCR the cell line then perform STR matching analysis.

All cell lines tested negative for mycoplasma contamination.

None of the cell lines used was listed in the database of ICLAC.

house mouse, C57BL/6J, female mice are 5weeks old, male mice are 8 weeks old. Mice were maintained in an Assessment and
Accreditation of Laboratory Animal Care credited specific pathogen free facility under a 12 h dark-light cycle. Ambient temperature is
20 centigrade, relative humidity is 50%.

This study did not involve wild animals




