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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
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The datasets generated during this study are available:

- Single-cell RNA-sequencing dataset: deposited in Gene Expression Omnibus (GEO) database; accession number: GSE152915.

- RNA-sequencing dataset: deposited in GEO database; accession number: GSE126360.

- Proteomics dataset: deposited in the ProteomeXchange Consortium server; accession: PXD019112.

- Metabolomics dataset: deposited in PeptideAtlas; identifier: PASS01598.

In accordance with the German privacy protection laws, we could not deposit the WGS genomic datasets on open repositories.

We chose the sample size based on previous experience and in accordance to the standards in the field. We used independent control lines
and isogenic control lines to increase the robustness of the results. We performed all in vitro experiments using at least three biological
replicates over different independent experiments.

No data was excluded from the analyses. We performed outlier test analysis to identity potentail outliers using GraphPad:

https://www.graphpad.com/quickcalcs/Grubbs1.cfm.

We repeated all experiments using at least three biological replicates over distinct independent experiments. We specified the number of
biological replicates and independent experiments in the respective figure legends.

We plated the cells in a random distribution onto cell culture and multi-well plate positions, and randomly assigned them to experimental
groups. We perfomed cell counting on random miscroscope view fields. We then grouped the samples based on their genotypes or the
specific treatments, and we compared them to the respective control groups.

The investigators who performed the RNA sequencing, proteomics, metabolomis, omics integration analysis, and COX activity staining were
blinded to the genotypes of groups and samples.




