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acc=GSE142371. The Gene ontology database is available via: http://geneontology.org/, the Reactome database is available via: https://bioconductor.org/packages/
release/bioc/html/ReactomePA.html. The Uniprot reference C. elegans proteome database is available at: https://www.uniprot.org/proteomes/UP000001940. The
proteomics data have been deposited with the identifier PXD016676 via the ProteomeXchange database and are publicly available: https://www.ebi.ac.uk/pride/
archive/projects/PXD016676.

No statistical methods were used to predetermine sample size. Exact sample sizes are stated in the Figure legends, Materials and Methods,
and Supplementary Information. For Western blot analysis 100 individuals per condition were used as established previously (Segref et al.
Genetics 187, 1235-1240, 2011, Methods Mol Biol 832, 531-544, 2012 and Cell Metab. Apr 1;19(4):642-52, 2014, Finger et al Nat Metab 1,
350-359. 2019). For thermotaxis, 300 worms were used similar to Goodman et al. Wormbook. 2014doi/10.1895/wormbook.1.168.1. For
microarrya data 200 - 300 worms were collected as published previously (Finger et al Nat Metab 1, 350-359. 2019)), for Lifespan 50 worms
were evaluated per experiment as commonly described in the C elegans field and published previously(Cornwell, A.B., Samuelson, A.V.
(2020), Methods in Molecular Biology, vol 2144. https://doi.org/10.1007/978-1-0716-0592-9_2, Kuhlbrodt et al. Nat. Cell Biol. 13,
273-81.2011, Tawo et al.Cell 169, 470-82.2017). For proteomic analysis sample size was determined reducing biological variability while
ensuring similar protein lysate amounts and to ensure maximal loading of the stage tips for peptide separation according to previous C.
elegans proteomics work (Lee H.J. et al, Nature Metabolism 1, 790-810 (2019). For microscopy sample size was used similar the previous
publication Prahlad, V. & Morimoto, R. I. Proc Natl Acad Sci U S A 108, 14204-14209.2011, Maurya, A.K. Current Biology, Volume 29, Issue 8,
22 April 2019, Pages 1286-1300.e4).

For lifespan analysis worms that crawled up the plate walls and desiccated or exhibited a ‘protruding vulva’ or showed ‘bagging’ were
excluded from the study. For thermotaxis experiment worms which crawled up the plate walls and dried up during the 60 minutes of the
assay were censored from the study.

Multiple biological replicates of each experiment were conducted as indicated in the figure legends.

Worms grouped per genotype were bleached by the standard method and placed randomly on growth plates. To synchronise worms, L3
worms were randomly picked under the stereomicroscope onto new plates. Day 1 adult worms were then randomly collected and analysed
either by Westernblotting, collection of RNA, by fluorescence microscopy, thermotaxis assay or lifespan.

For Western blotting, qPCR no blinding was performed since the analysis of the results are obtained by objective measurements. Microscopy
experiments were not blinded, but measurements and phenotypes examined by multiple investigators to confirm the observed phenotypes.

The lifespan experiment was blinded during data collection. The thermotaxis experiment was performed blinded during data collection at 22 °
C to set up the assay. During later experiments the ttx-3 mutant served as control to ensure that the gradient machine setup worked,
therefore the experiments were not blinded.

For proteomics and microarray analysis the experiments were not blinded since the mutant phenotype (UFD stabilisation) was observed
under a microscope to ensure the correct experimental setup. Further processing of the samples was performed by independent researchers
in the proteomics and genomics core facilities in a blinded manner. Blinded analysis was not sensible as it required an integrative evaluation
of the obtained data.




