Additional File 1 - Figures

Suppl.  Fig.1. Flowchart of the study. Suppl.  Fig. 2. Volcano plot showing the methylation levels of CpG sites in intervention and control groups. Suppl.  Fig. 3. Module Preservation Analysis. a) Preservation Median Rank (left) and Preservation Zsummary (right) of the modules based on the 3,090 DMPs as given by WGCNA
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Supplemental Figure 1. Flowchart of the study. Cord blood samples (n=32) were collected from the RCT First Ties (n=80). Neurodevelopmental parameters were obtained by following the Bayley III evaluation. Genome-wide methylation was evaluated in Infinium HumanMethylation 450k BeadChip arrays following quality control, normalization, and correction for batch effects steps. Downstream analysis composed by a) Differential Methylation Analysis, b) Epigenetic Clock for gestational age and c) DNAm variables (DMPs, DMRs, epigenetic clock and co-methylation network) were tested if they presented mediational effect of the relationship between the intervention and neurodevelopmental outcomes.
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Supplemental Figure 2. Volcano plot showing the methylation levels of CpG sites in intervention and control groups. The X and Y axes display, respectively, the delta-beta value (methylation differences between the groups) and the log of the adjusted p-values for each CpG location. Green (hypo) and red dots (hyper) identify CpG sites with adjP <0.05 and> 5% methylation difference between the intervention and control groups.
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Supplemental Figure 3. Module Preservation Analysis. a) Preservation Median Rank (left) and Preservation Zsummary (right) of the modules based on the 3,090 DMPs as given by WGCNA. X axis shows the size (number of CpGs) and the y axis shows respectively, the Median Rank and Zsummary scores. Modules with a Zsummary <=10 were considered being less preserved. Modules with higher Median Rank scores are the ones with low preservation according to this metric. In relation to the Median Rank, the MEbrown had the exact same score as MEyellow (3) with a very similar module size (138 CpGs and 136 CpGs) respectively. The scatterplot on b) and c) shows the Pearson correlation between each CpGs M-value with its respective module eigengene, for control and intervention groups. Samples with the red color are the ones with the largest Pearson correlation differences between the two groups.

