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Omnibus database under accession code GSE204740 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE204740]. Sequencing reads were mapped to the
Drosophila Melanogaster reference genome dm6 [https://www.genome.ucsc.edu/cgi-bin/hgGateway?db=dm6]. The annotation results for all metabolomics
datasets are provided in the Supplementary Data 1-3. Source data are provided with this paper.

The experiment of 293T cell in Figure 1 was performed with three biological independent samples. The experiment in Figure 1 for
reproducibility evaluation was performed with 6 technical replicates. The experiments of aging Drosophila were performed with ten
biologically independent samples for each group. The experiments of PRC2 mutant Drosophila were performed with eight biologically
independent samples for each group. No sample-size calculation was performed here. The sample sizes were chosen because they are the
commonly used number for most biological studies in metabolomics society.

No samples were excluded from analysis in this study.

The 293T cell samples (n=3 biologically independent samples) were used for data analysis in Figure 1. The pooled 293T cell samples (n=6
replicated samples) were used for reproducibility evaluation in Figure 1. The Drosophila head tissue (n=10 biologically independent samples)
and Drosophila muscle tissue (n=10 biologically independent samples) were used for data analysis in Figure 2-5.The PRC2 mutant Drosophila
head tissue (n=8 biologically independent samples) were used for data analysis in Figure 5.Each sample was analyzed once by LC-MS.

For all datasets, samples were assigned randomly to acquire LC-MS data.

The investigators were blinded to group allocation during data collection. At the time of sample acquisition and processing, scientists were
completely unaware of the sample group. The data analyses were blinded.

HEK293T (CRL-2925, ATCC)

None of the cell lines used were authenticated.

The cell lines were routinely tested for mycoplasma contamination. The cell lines used are free of mycoplasma but not
described in text.

No Commonly misidentified lines were used.




