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Source data for the figures have been provided as Supplementary Table 5. The WGS samples of Fig. 3 and Supplementary Fig. 10 have been submitted to the
European Genome-phenome Archive under study number EGAS00001004611.

No statistical methods were used to calculate sample size prior to experiments. In experiments designed to show the ability of prime editors
or base editors to alter the genome of primary cells in organoid cultures, sample sizes were chosen to provide a prove of principle in 1-2
experiments with a total of 10-20 clonal organoids. In experiments designed to compare the efficiency of specific prime editing designs or to
compare the efficiency of prime editing across different culture types (2D and 3D), sample sizes were chosen to reflect statistical differences
in efficiency across 3 repeated experiments or 3 biologically indepedent samples. For genomic and functional repair of DGAT1 organoid lines
from two donors with the same mutations were used. For genomic and functional repair of ATP7B, one organoid line from one donor was
used for repeated experiments.

No data was excluded from analysis.

No attempts at replication of experiments in the paper failed. Data in this paper was reproducible: numbers of experiments (see 'Statistics and
reproducibility' section) and source data (see Supplementary Table 5) have been provided.

In vitro cultures were paired and distributed into control and experimental prime editing, HDR, or base editing groups for comparison.
Specifically, cells from each donor were harvested and pooled into one large pool before each transfection experiment. The different
transfection conditions were applied to sub-pools of equal size, taken from this larger pool. Therefore, no bias existed in the allocation of
experimental conditions. Unless stated otherwise, clonal organoids grown from GFP+, transfected cells were picked at random before
sequencing.

For functional assay analyses scored by investigators (counting of growout of organoids in -Rpso1 conditions after CTNNB1 editing and survival
of organoids after oleic acid expsore after DGAT1 editing) treatments of organoids were blinded and only unblinded after results had been
tabulated. The analysis and quantification of organoids reconstitution and organoid size after transfection with prime-editing plasmids, as well
as the quantificaiton of propidium iodide signal after copper exposure, were performed by an automated algortihm written in ImageJ.
Therefore, blinding was not relevant for these analyses.




