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In all in vivo studies, sample sizes were determined using power calculations based on the variability of results from previous in-house in vivo
studies. For long-term mouse dietary challenges, 2-3 additional mice were included in each group, to account for potential animal loss due to
illness.

In the in vitro studies, n number was determined using power calculations based on our previous results and on published literature using the
same cell models.

In the NASH study, one Tlcd1/2 DKO mouse was removed from the male group (starting n=15, post exclusion n=14 that was presented in the
figures) and two Tlcd1/2 DKO mice were removed from the female group (starting n=11, post exclusion n=9 that was presented in the figures).
All exclusions were due to excessive scratch wounds in the neck area that could not be successfully treated.

Changes in hepatic PE composition were reproducibly measured by lipidomics in numerous Tlcd1/2 DKO mouse cohorts over a few
generations - this is also evident in the data provided in the manuscript. Due to the complexity, time and cost of the experiments, high-fat diet
and Western diet experiments were only performed once.

All cell culture and in vitro experiments were independently replicated at least twice, with all replication attempts showing similar results to
what is presented in the paper.

Stable isotope fatty acid labeling primary hepatocyte experiment, and HepG2 immunoprecipitation-mass spectrometry experiments were
performed once.

For animal experiments, animal groups were determined based on the genotypes.

For cell experiments, groups were also determined by cell genotypes. In cell treatments, equal number of replicates from each genotype
group were treated. Cells of different genotypes were seeded and treated in a way to evenly distribute different conditions across the edges
and center of the plates.

In all sample analysis, all samples were randomized in the order they were analyzed. All lipidomics samples were processed using an
automated robotic platform, thus ensuring same processing for all groups of samples.

In all in vivo and mouse primary hepatocyte studies, investigators were blinded to the genotype of the animals, and could only access mouse
IDs. Mouse IDs were matched to genotypes during data analysis step.

For all primary hepatocyte cell experiments, investigators were blinded to the genotype of each cell group and only marked each cell group
with the donor mouse ID. The genotypes were revealed at the analysis step.

For cell line experiments, investigators were not blinded to group allocation, because the same investigator was involved in seeding the cells
and treating them. As such, cell plates were labeled with the genotypes and the treatments.
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