Supplementary figures legends

Supplementary Fig 1. Paired analysis for DMS (a) or DMR (c), comparing i) males to females (M Vs. F, regardless of pathology), ii) younger Vs. older individuals (above and below the age median) and iii) WS Vs. TD. Overlap analysis (by location) between identified DMS (b) or DMR (d) from the WS Vs. TD comaprison and M Vs. F comaprison.

[bookmark: _GoBack]Supplementary Fig 2. Association network analysis of identified TF motifs (marked by blue circles) in DMSs/DMRs, commonly deleted genes in WS, and common epigenetic modifiers that alter methylation (half of the circle area in red). The analysis was preformed using GeneMANIA. 

Supplementary Fig 3. Overlap analysis of DMS/DMRs with two specific markers of enhancers, namely, acetylation of histone H3 Lys27 (H3K27ac) and mono-methylation of histone H3 Lys4 (H3K4me1). 

Supplementary Fig 4. Representative plots of altered methylation. Hyper-DMR in the exon of the (a) PLAGL1 and (b)  SOX11 genes. (c)  Representative plots in which both hyper- (on the promoter) and hypo-methylation (1,282kb from the TSS) were identified in their vicinity of the LINGO1 gene. IGV genome browser plots presenting average precentages of methylation levels in TD individuals (n =5, upper tracks) and those with WS (n =3, lower tracks). DMRs are highlighted by purple rectangles.

Supplementary Fig 5. Representative plots of altered methylation. Hypomethylation in the promoter site of the (a) ID4 and (b) the intronic part of GPR17 and (c)  GAD1 genes. IGV genome browser plots presenting average precentages of methylation levels in TD individuals (n = 5, upper tracks) and those with WS (n =3, lower tracks). DMRs are highlighted by purple rectangles.



Supplementary tables legends

Supplementary Table 1. Human subjects information.

Supplementary Table 2. Hyper and Hypo differentially-methylated sites (DMS) in WS compared to TD. 

Supplementary Table 3. Hyper and Hypo differentially-methylated regions (DMR) in WS compared to TD.

Supplementary Table 4. Gene annotation of DMS/DMRs via HOMER  tools and  interactome data from Nott et al.

Supplementary Table 5. GO analysis of genes displaying abberant methylation on hyper and hypo-DMS/DMRs.

Supplementary Table 6. Gene names from correlation analysis between differential DNA methylation and differentially expressed genes (DEG)s.

Supplementary Table 7. GO analysis of genes displaying abberant methylation enrichment on promoters, enhancers (E) and super-enhancers (SuperE) enriched in astrocytes, microglia, neurons and oligodendrocytes.
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