Supplementary Figure 1. Identification of HSA21 copy number from aligned WGBS data in DS and control patients. Only the q arm of HSA21 is shown as the chromosome is acrocentric and thus reads were not aligned to the p arm due to multi-mapping. 

Supplementary Figure 2. Principal component analysis of genome-wide DNA methylation in DS and control patients. A) 20 kb windows of average CpG methylation with CpG island sites included. B) Windows of average methylation across CpG islands. Ellipses represent 95% confidence intervals.

Supplementary Figure 3. Quality control and assessment for processed CpG count matrix data used for downstream DMR analyses. A) Empirical distribution of CpG coverage values plotted by sample. B) Empirical distribution of CpG methylation values plotted by group. 

Supplementary Figure 4. Bar plot of the distribution of DS-DMRs across the human genome.

Supplementary Figure 5. Plots of blocks of differential methylation in DS.
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Supplementary Figure 6: Heatmap visualization of enrichment analysis for Roadmap Epigenomics 127 epigenomes of 15-state ChromHMM model of chromatin states and 5 core histone modifications at the DS-DMRs. A) Chromatin states for hypermethylated DS-DMRs. B) Chromatin states for hypomethylated DS-DMRs. C) Histone modifications for hypermethylated DS-DMRs. 

