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Validation

No statistical method was used to predetermine the sample size. Sample size was determined according to previously published paper in
relevant field and prior experience in our laboratory(Weiqing Liu et al,Nature Communications, 2016; Yunshu Wu et al, Nature
Communications, 2018).

All inclusion/ exclusion criteria were pre-established and no samples or animals were excluded from the analysis.

All experiments were performed as technical or biological replicates as appropriate for the experimental design.

Animals were randomly allocated into either control or experimental group.

As treatment was administered in the drinking water, investigators were not able to carry out experiment with blinding during the
administration period. Blinding was performed later in the outcome assessment by other investigators.

anti-! H.AX (#9718S, CST, 1:200); anti-Lamin A/C (#4777S, CST, 1:200); anti-H3K9me3 (#ab8898, Abcam, 1:500); anti-H3K27me3
(#9733S, CST, 1:1000); H3K4me3 (#9751, CST, 1:1000); H3K9ac (#9649, CST, 1:1000); H3K27ac (#8173, CST, 1:1000);goat anti-LepR-
biotin (#AF497, R&D, 1:200); anti-H3 (#4499, CST, 1:2000); donkey anti-goat FITC (#bs-0294D-FITC, Bioss, 1:500) and donkey anti-
rabbit Alexa Fluor 555 (#A0453, Beyotime, 1:500) .

anti-! H.AX (#9718S, CST): Application:WB,IHC,IF,F; Species Reactivity: Human, Mouse, Rat, Monkey

anti-Lamin A/C (#4777S, CST): Application:WB,IP,IHC,IF,F; Species Reactivity: Human, Mouse, Rat, Monkey

anti-H3K9me3 (#ab8898, Abcam): Application:WB, IHC-P, ICC/IF, ChIP; Species Reactivity: Mouse, Rat, Human, Saccharomyces
cerevisiae, Indian muntjac

anti-H3K27me3 (#9733S, CST): Application:WB,IHC,IF,F,ChIP; Species Reactivity: Human, Mouse, Rat, Monkey

H3K4me3 (#9751, CST): Application:WB,IHC,IF,F,ChIP; Species Reactivity: Human, Mouse, Rat, Monkey, D. melanogaster, S.
cerevisiae

H3K9ac (#9649, CST): Application:WB,IP,IHC,IF,F,ChIP; Species Reactivity: Human, Mouse, Rat, Monkey, Zebrafish

H3K27ac (#8173, CST): Application:WB,IF,F,ChIP; Species Reactivity: Human, Mouse, Rat, Monkey

goat anti-LepR-biotin (#AF497, R&D): Application:WB,IF,IHC,F; Species Reactivity: Mouse

anti-H3 (#4499, CST): Application:WB,IHC,IF,F; Species Reactivity: Human, Mouse, Rat, Monkey




