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Figure S1. CpG Mapping Coverage and HMR Characteristics, Related to Figure 1 
(A) Distribution of read coverage for all CpG sites in the genome. Data is shown for human 
sperm, ESCs, CD133+ cord blood (stem cells), HSCs from peripheral blood, B cells and 
neutrophils. (B) G/C content and observed/expected CpG content for HMRs for each of the 6 
cell types studied. Each HMR is a point, and colors indicate whether the HMR satisfies one or 
both of the sequence-based criteria described by Gardiner-Garden and Frommer and 
employed by UCSC to annotate CGIs genome-wide. 
 



     

Figure S2. HMR Profiles Are Conserved between Chimp and Human, Related to Figure 1 
Genome browser tracks depict methylation profiles across a lymphoid (A) and myeloid (B) 
specific locus in chimp and human blood cells. Methylation frequencies, ranging between 0 
and 1, of unique reads covering individual CpG sites are shown in gray with identified 
hypomethylated regions (HMRs) indicated by orange bars. UCSC predicted/annotated CpG 
islands (green bars) as well as HMM-based CpG islands (blue bars) are also displayed. 
Numbers (top) indicate base position along the chromosome. 



 
Figure S3. Distribution of HMRs and DMRs According to Genomic Annotations, Related 
to Figures 2, 4, and 5 
The categories “promoter,” “genic,” “repeat” and “other” are exclusive, so first an HMR (A) or 
DMR (B) is checked for overlap with a promoter, the remainder are checked for overlap with a 
genic region, then the remainder are checked for overlap with annotated repeats (any class), 
and the “other” category is all those that remain. 



 
 
 



Figure S4. PU.1 and RNA Polymerase II Enrichment in Intergenic HMRs, Related to 
Figure 4 
Sequencing tracks of two loci (A, B) with ChIP-seq peaks derived from HSPCs enriched for 
PU.1 transcription factor (Novershtern et al., Cell. 2011 Jan 21;144(2):296-309) or RNA pol II 
overlapping intergenic HMRs. Peaks are displayed as read counts per million. 



 
 
Figure S5. Bisulfite Sequencing of Clones Using Sanger Sequencing, Related to Figure 
5 
Lollipop diagrams show individual clones derived from HSCs across three myeloid specific 
genes and an allelicly methylated gene (see also Fig. 5).  



 
 
Figure S6.  FACS profiles of purified blood cells, related to Figure 5. Peripheral blood 
mononuclear cells were purified according to the cell surface markers conjugated to the 
specified fluorophores. Displayed here are Neutrophils before (A) and after (B) sorting, B cells 
before (C) and (D) after sorting. Lineage depleted HSPCs (E) underwent two rounds of post-
sorting to improve purity levels (F, G). 

  



 

 

 

 

 

 

 

 

 

 

 

Table S3. Primers Uses for Bisulfite PCR Cloning, Related to Figure 5   

Chr19_CEBP Alpha    

            Forward – GGA AAG GGA GTT TTA GAT TTT TTT T  

            Reverse – CTA ACC TCT ATA CCC CAA CAA TAC CT  

ChrX_XIST2     

            Forward – AAA AAG TGT AGA TAT TTT AGA GAG TGT AAT 

            Reverse – ACT TTA ATT TTT ATT TTT CTA ACC CAT C 

Chr19_AZUI     

            Forward – GGG TTT GTG ATT TTT TAT GGA GTT  

            Reverse – CTT TAT TAC AAC CAA AAC CCC TCT A  

 Chr11_FUT4     

           Forward – GTG GTA TGG GTG GTG AGT TAT T  

           Reverse – CCA CTA TAT ACA AAA ACC CAA TTT C  


