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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
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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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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.

Alphafold model of FSP1 can be found at https://alphafold.ebi.ac.uk/entry/Q9BRQ8.

Coordinates for Ndi1 can be found at https://www.rcsb.org/structure/4G73.

Coordinates of the superposition of the substrates from coordinates 4G73 into the Alphafold model are available in the supplementary material.

Tissue specificity of FSP1 gene is available from The Human Protein Atlas Database at https://www.proteinatlas.org/ENSG00000042286-AIFM2/tissue.

The raw data and uncropped gel images are available in the Source Data file.
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For genome-wide CRISPR-Cas9 screening, sample size was determined based on the library size of sgRNAs to ensure a coverage of >500 cells
expressing each sgRNA according to reference 17. For all other experiments, no statistical estimation of sample size was performed, and the
sample sizes are chosen because they provide sufficient confidence to assess the experimental results.

No data were excluded from the analysis.

Considering the costly next generation sequencing experiment, two independent genome-wide knockout screening were performed. For all
cell-based functional studies, triplicates were performed to obtain a confident results and were presented as mean with standard derivation.
For western blot analysis, at least two replicates were performed and yielded consistent results.

No randomized experiment was performed in this study.

Blinding was not relevant for this study since no group allocation was performed




