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Fig S1. Sample quality control across 450K datasets after exclusion of low-quality samples. Under default parameters
ENmix::Qcinfo flags any sample with percent of low-quality data higher than 0.05 and average bisulfite conversion
intensity of mean - 3 x standard deviations. The correspondance between the names employed and the datasets is the
following: E-risk (dataset-A), Danish (dataset-B), population (dataset-E), TwinsUK (dataset-F), Gambia (dataset-G),
adipose longitudinal (dataset-J) and children population (dataset-D).
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Fig S2A. Sex quality control across 450K datasets after exclusion of samples with wrongly assigned sex. The

correspondance between the names employed and the datasets is the following: E-risk (dataset-A), Danish
(dataset-B), population (dataset-E), TwinsUK (dataset-F) and Gambia (dataset-G).
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Fig S15. De novo motif enrichment analysis. a. Homer’s de novo motif enrichment analysis output.
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Fig S16. [G+C] content and known motif enrichment analysis. a. Homer’s known motif enrichment analysis output. b.
[G+C] content distribution in sequences * 500 bp around evCpGs and the background CpGs.
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Fig S17. Functional and island status enrichment analysis of evCpGs a. CpG functional status and b. CpG island
status enrichment analysis, where odds ratios and significance are represented on the left while relative counts are
represented on the right (absolute counts are highlighted in red). ns: non-significant; : 0.01 < p-valgonferroni < 0.05;

0.001 < p-valgonferroni < 0.01; 2 p-valgonferroni < 0.001.
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genes with promoter and enhancer signatures; (4) Tx: actively transcribed; (5) TxWk: weakly transcribed; (6) EnhG: genic
enhancer; (7) Enh: enhancer states; (8) ZNF/Rpts: associated with zinc finger genes; (9) Het: constitutive heterochromatin; (10)
TssBiv: bivalent/poised TSS; (11) BivFink: flanking bivalent TSS/Enhancer; (12) EnhBiv: bivalent enhancer; (13) ReprPC:

repressed polycomb; (14) ReprPCWk: weak repressed Polycomb; (15) Quies: quiescent.

Fig S18. PBMC 15-state HMM status enrichment analysis of evCpGs a. Chromatin functional state enrichment analysis,
where log, transformed odds ratios and significance are represented on the left while relative counts are represented on
the right (absolute* counts are highlighted in red). ns: non-significant; : 0.01 < p-valgonferroni < 0.05;

VaIBonferroni < 0011 : p'ValBonferroni < 0.001.
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Fig S20. EWAS ftrait enrichment of evCpGs based on the EWAS atlas database and focusing on the traits that were
associated to evCpGs. a. Fisher’s exact test significance. b. Enrichment odds ratios.
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Fig S21. WGBS data visualization in a. whole blood and b. adipose tissue, in terms of number of methylation sites
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Fig S22. Enrichment analysis in whole blood WGBS data. Relative counts for methylation sites showing differences =
0.4 and < 0.4 in the cPCDH loci or outside. Absolute counts are highlighted in red.
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Fig S23. Enrichment analysis in adipose tissue WGBS data. Relative counts for methylation sites showing differences =
0.4 and < 0.4 in the cPCDH loci or outside. Absolute counts are highlighted in red.
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