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- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy

Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics
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Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.
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For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

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.

The authors declare that all data supporting the finding of this study are included in this published article, supplemental materials, the Source Data file. Source data
are provided with this paper. The reference mouse genome assembly used is GRCm38 and annotation was made by using gencode version 24. The RNA sequencing
data generated in this study have been deposited in the Gene Expression Omnibus database under the accession code GSE216550 [https://www.ncbi.nlm.nih.gov/
geo/query/acc.cgi?acc=GSE216550].

not applicable.

not applicable.

not applicable.

not applicable.

No statistical test were used to determine sample size ahead of time. The required sample size was estimated based on preliminary data
taking into consideration experimental approach, feasibility and availability.

6 of 76 mice where facial vein injection did not go into the vein and resulted in a visible subcutaneous bleb on the mouse face were excluded.
4 of 87 mice that had failed liver perfusion due to human technical error were also excluded as single hepatocytes could not be isolated from
these livers and as a result analytical flow cytometry could not be run on the samples.

All experiments were repeated a minimum of 2 times with at least a group of 4 mice each with mice born from different breeding pairs. All
experiments were successfully reproduced.

Mice were randomly designated to control and experimental groups.

The researcher was blinded as to whether the mice received either saline, GR-Cypor scgRNA, or GR-Cypor scgRNA during APAP injection for
selection. The investigator was not blinded in other experiments as the majority of experiments were performed by a single investigator. The
collected data were not observational, but quantitative and so would not be influenced by subjective researcher bias.
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

Reporting on sex

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Flow Cytometry

Plots

Confirm that:

The axis labels state the marker and fluorochrome used (e.g. CD4-FITC).

The axis scales are clearly visible. Include numbers along axes only for bottom left plot of group (a 'group' is an analysis of identical markers).

All plots are contour plots with outliers or pseudocolor plots.

A numerical value for number of cells or percentage (with statistics) is provided.

rabbit anti-Cypor (Abcam, catalog #180597, dilution 1:200); goat-anti-human F9 (Affinity Biologicals, catalog # GAFIX-AP, dilution
1:100); Alexa-Fluor 647 donkey-anti-rabbit IgG (Jackson ImmunoResearch catalog #711-606-152, dilution 1:400); Cy3 donkey-anti-
goat IgG (Jackson ImmunoResearch, catalog #705-165-147, dilution 1:400); rabbit-anti-mouse Albumin (Cell Signaling, catalog#4929,
diluted 1:1000); rabbit-anti-Gapdh 14C10 (Cell Signaling, catalog#2118, diluted 1:1000); Donkey-anti-mouse IgG-HRP(Prometheus
protein biology products, catalog# 20-304D, diuted 1:10,000).

Commercially available antibodies were validated by their respective vendors as follows:

https://www.abcam.com/cytochrome-p450-reductase-antibody-epr14479b-ab180597.html

https://affinitybiologicals.com/product/factor-ix-polyclonal-antibody-affinity-purified-goat/

https://www.jacksonimmuno.com/catalog/products/711-606-152

https://www.jacksonimmuno.com/catalog/products/705-165-147

https://www.cellsignal.com/products/primary-antibodies/albumin-antibody/4929

https://www.cellsignal.com/products/primary-antibodies/gapdh-14c10-rabbit-mab/2118

https://geneseesci.com/shop-online/product-details/20-304D/prometheus-protein-biology-products-20-304d-donkey-anti-mouse-
igg-h-l-hrp-linked-whole-ab-secondary-antibody-1mg-ml-500ul-unit?search=Donkey%20anti%20mouse

All animals were fed tap water and standard mouse chow (LabDiet Picolab Rodent Diet 5LOD). Animals were housed under a
standard 12-hour on and off light cycle in groups of 2 to 5 animals in the Department of Comparitive Medicine at the Oregon Health
and Science University. The animal room was maintained at an ambient temperature of 70 degrees Farenheit and 30 %-70%
humidity.

Wild type C57BL/6 , B6J-Rosa-Cag-spCas9 (Stock #026179) and B6-Rosa-Cas9-Ai9tdTomato (Stock#007909) mice were obtained from
Jackson Laboratories. Experimental mice ranged in age between neonates up to 12 weeks old dependent on the experiments.

Fah-/- mice were of the Fah with deletion of exon5 strain on the 129s4 background and were maintained on drinking water
containing 8mg/L NTBC. In the experiments, mice received the rAAV as neonates.

The study did not involve wild animals

Mice of both sex were randomly assigned to control and experimental groups.

The study did not involve samples collected from the field.

All animal experiments were approved by the Institutional Animal Care and Use Committee (IACUC) at Oregon Health & Science
University.




