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A structural model for TadA-RNA complex was generated using coordinates from PDB ID 2B3J (weblink: http://www.rcsb.org/structure/2b3j) by PyMol (The PyMOL
Molecular Graphics System, Version 1.9 Schrödinger, LLC.).

All sequencing data was provided in SRA (accession number: PRJNA660634 [https://www.ncbi.nlm.nih.gov/bioproject/?term=prjna660634]). All other results in the
present study are available upon request.

No statistical method was used to predetermine sample size. Sample sizes were determined according to requirements for each comparisons
in order to unravel meaningful conclusions and according to the throughput and dimensionality of experimental measurements across
different group of experiment with multiple plasmids. Especially, it included positive and negative controls regarding RNA off-targeting
analysis for each experiment.

Low transfection efficiency for individual groups (much lower than other comparing groups) were excluded in RNA-seq experiments.

All data were replicated using two or three biologically independent experiments. To assure the reproducibility of our findings regarding the

DNA editing efficiency, all PCR fragments were subjected to Sanger sequencing or targeted deep sequencing, or both. All results were
confirmed in replications with consistent conclusions in the present study.

Plasmids and comparisons were not randomized in multi-groups, and the assigned groups were sure for each experiment. For each group of
experiments, a same batch of cells were plated into different wells or dishes, and were transfected with different plasmids as required for
comparisons.

Blinding was not performed for this study, because the investigators had no prior assumption/bias regarding the expected outcomes, and

the findings were summarized from an unbiased results.




