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Sample size estimation was done by using G power 3.1.9.7.

No data were excluded for statistical analysis

All data in the manuscript were independently and succesfully repeated at least once.

For all in vivo experiments, mice were allocated randomly (within genotypical groups if applicable) to the different treatment groups. The
clinical data required no allocation since there was no division in treatment groups.

There was no group allocation of the patients, as this was a prospective cohort study without intervention of differing treatments.
Investigators could thus not be blinded, as they provided the same standard of care to all patients. No bias could be introduced as all results
were obtained by quantitative, objective measurements.

anti-GPX4 (1:5000 Abcam; #ab125066), anti- ß-Tubulin coupled to HRP (1:10000, Abcam; #ab21058) and secondary anti-rabbit
antibody (1:5000; VWR International, NA934)

Validation of these commercial antibodies can be found at the manufacturer's website. More specifically, Abcam provides an
Abpromise guarantee for the use of ab125066 and ab21058 covering western blotting as application. For antibody VWR NA934 high
sensitivity, precision and stability are demonstrated for western blotting on the antibody-specific data file availabe on the website.

Experiments were performed with C57BL/6N mice ordered from Janvier Labs, Ripk1ki mice, Ripk3-/-;Ppif-/-;Parp1-/-;Gpx4Tg/+ mice,
Gpx4Tg/+ mice, Gpx4fl/cys R26CreERT2Tg/+ mice, Gpx4fl/fl AlbCreERT2Tg/+ mice and Gpx4fl/fl CDH16CreERT2Tg/+ mice. All mice
used were between the age of 8 and 13 weeks, both males and females were used.

The study did not involve wild animals.

No field-collected samples were used.

All experiments were approved by the animal ethics committee of Ghent University, Antwerp University, or by ethic committees and
local authorities in Dresden and conducted according to institutional, national and European animal regulations.




