
Supplemental Figure S1. Simulation approach showing how the observed epiallele frequency deviates from the random distribution. The results for three representative samples (whole brain at E15 developmental stage) are reported. Similar conclusions were reached also for all the other data points considered in this study (data not shown). A bootstrap/simulation approach was performed in the following way: to obtain a synthetic dataset of 10000 molecules, each containing 6 CpG sites, we first generated an array of 10000 x 6 cells filled with zeros. Then, to simulate stochastic methylation events, one cell was selected in an iterative and random manner by substituting its zero value with 1. The cycle was stopped when the global methylation probability (57% in the case of E15 whole brain) from the observed data was reached. This procedure was repeated three times in order to mirror the three mice used in  the study. Briefly, the same methylation probability was assumed for all CpG sites (1/n, where n is the number of CpG sites). The frequency of each simulated epiallele was averaged and compared it with the real observed frequency. The results are shown in the barplot. On x-axis the epialleles and on y- axis their frequencies are reported, respectively. Red bars: real epiallele frequency; green bars: simulated epiallele frequency. The error bar of each observed epiallele in no case intersects with that of the corresponding simulation, indicating that the experimentally observed epiallele distribution was not random.

Supplemental Figure S2. Epialleles frequency distribution at DDO R1 and R2 regions at P0 and P30 stages of mouse development. The pie charts represent the percentage of: unmethylated epialleles (U = white); fully methylated epialleles (F = black); and all intermediate epialleles (I = gray gradient), in each animal. The line graph shows the percentage of each one of intermediate epialleles; each color line identifies one animal. Blue = mouse 1; red = mouse 2, green = mouse 3. At the bottom of each graph, the specific methyl CpG combinations of each intermediate epialleles are reported. 
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