Table S1. NCBI SRA accession numbers for all the data sets used in this study.

Experiments | Cells | Accession No. Annotation References
WGBS hESC SRX006789 Replicate 1, PCR 1 Lister et al., 2009
WGBS hESC SRX006782 Replicate 1, PCR 2 Lister et al., 2009
WGBS hESC SRX006239 Replicate 2, PCR 1 Lister et al., 2009
WGBS hESC SRX006240 Replicate 2, PCR 2 Lister et al., 2009
WGBS hESC SRX006241 Replicate 2, PCR 3 Lister et al., 2009
WGBS hFB SRX006783 Replicate 1, PCR 1 Lister et al., 2009
WGBS hFB SRX006784 Replicate 1, PCR 2 Lister et al., 2009
WGBS hFB SRX006785 Replicate 1, PCR 3 Lister et al., 2009
WGBS hFB SRX006786 Replicate 2, PCR 1 Lister et al., 2009
WGBS hFB SRX006787 Replicate 2, PCR 2 Lister et al., 2009
WGBS hFB SRX006788 Replicate 2, PCR 3 Lister et al., 2009
SRR202019
SRR202021
hEP SRR202022 Replicate 1
SRR202025
WGBS SRR202027 Hon et al., 2012
SRR202020
SRR202023
hEP SRR202024 Replicate 2
SRR202026
WGBS SRR202028 Hon et al., 2012
WGBS mESC SRX080191 Replicate 1 Stadler et al., 2011
WGBS mESC SRX080192 Replicate 2 Stadler et al., 2011
WGBS mFB SRX247304 Replicate 1 Mann et al., 2013
WGBS mFB SRX247305 Replicate 2 Mann et al., 2013
WGBS mFC SRX108102 Replicate 1 Xie et al., 2012
Xie et al., 2013;
ChlP-seq hESC SRX027857 H3K27me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX012368 H3K27me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX006874 H3K27me3, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027858 H3K36me3, replicate Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX012371 H3K36me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX006235 H3K36me3, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChlP-seq hESC SRX027861 H3K4me1, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChlP-seq hESC SRX012373 H3K4me1, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX006236 H3K4mef1, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027694 H3K4me?2, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027693 H3K4me?2, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027864 H3K4me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX012501 H3K4me3, replicate 2 Hawkins et al., 2010




Xie et al., 2013;

ChiIP-seq hESC SRX006237 H3K4me3, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX012366 H3K27ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChlP-seq hESC SRX056722 H3K27ac, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027874 H3K9me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027876 H3K9me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027877 H3K9me3, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX101260 H3K9me3, replicate 4 Hawkins et al., 2010
ChlP-seq hESC SRX027870 H3K79me2, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX027871 H3K79me2, replicate 2 Xie et al., 2013
Xie et al., 2013;
ChlP-seq hESC SRX027872 H3K9ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX006875 H3K9ac, replicate 2 Hawkins et al., 2010
ChlP-seq hESC SRX027878 H4K20me1, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX095612 H4K20me1, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX135209 H2A.Z, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX056726 H3K14ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX056727 H3K14ac, replicate 2 Xie et al., 2013
Xie et al., 2013;
ChiIP-seq hESC SRX027692 H3K18ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX027853 H3K18ac, replicate 2 Hawkins et al., 2010
ChiIP-seq hESC SRX056729 H3K23ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX056730 H3K23ac, replicate 2 Xie et al., 2013
ChiIP-seq hESC SRX027860 H3K4ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX027866 H3K56ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX056736 H3K56ac, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX027867 H3K79me1, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX027868 H3K79me1, replicate 2 Xie et al., 2013
ChiIP-seq hESC SRX027869 H3K79me1, replicate 3 Xie et al., 2013
Xie et al., 2013;
ChlP-seq hESC SRX027879 H4K5ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hESC SRX081232 H4Kb5ac, replicate 2 Hawkins et al., 2010
ChlP-seq hESC SRX129882 H4K8ac, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX135237 H4K8ac, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX027881 H4K91ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX081233 H4K91ac, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX027691 H2AK5ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX027889 H2AK5ac, replicate 2 Xie et al., 2013
ChiIP-seq hESC SRX095608 H2BK120ac, replicate 1 Xie et al., 2013
ChiIP-seq hESC SRX095609 H2BK120ac, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX027844 H2BK120ac, replicate 3 Xie et al., 2013
ChlP-seq hESC SRX027845 H2BK12ac, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX027846 H2BK12ac, replicate 2 Xie et al., 2013
ChlP-seq hESC SRX027847 H2BK15ac, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX027848 H2BK15ac, replicate 2 Xie et al., 2013




ChlP-seq hESC SRX027849 H2BK20ac, replicate 1 Xie et al., 2013
ChlP-seq hESC SRX027850 H2BK20ac, replicate 2 Xie et al., 2013
Xie et al., 2013;
ChlP-seq hESC SRX027851 H2BK5ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChlP-seq hESC SRX027852 H2BK5ac, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChlP-seq hFB SRX017508 H3K27me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012498 H3K27me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017511 H3K36me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017509 H3K36me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017517 H3K4me1, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017514 H3K4mef1, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017516 H3K4mef1, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017518 H3K4me?2, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017519 H3K4me?2, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012500 H3K4me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017520 H3K4me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012504 H3K9me3, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017532 H3K9me3, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017533 H3K9me3, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012496 H3K27ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012497 H3K27ac, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017506 H3K27ac, replicate 3 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX012503 H3K9ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017531 H3K9ac, replicate 2 Hawkins et al., 2010
ChiIP-seq hFB SRX017528 H3K79me2, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017530 H3K79me2, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017534 H4K20me1, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017536 H4K20me1, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX101210 H2A.Z, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX101211 H2A.Z, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017500 H3K14ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017502 H3K14ac, replicate 2 Xie et al., 2013
Xie et al., 2013;
ChiIP-seq hFB SRX012495 H3K18ac, replicate 1 Hawkins et al., 2010




Xie et al., 2013;

ChiIP-seq hFB SRX017503 H3K18ac, replicate 2 Hawkins et al., 2010
ChiIP-seq hFB SRX017504 H3K23ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017505 H3K23ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017512 H3K4ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017513 H3K4ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017521 H3K56ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017522 H3K56ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017523 H3K79me1, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017525 H3K79me1, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017526 H3K79me1, replicate 3 Xie et al., 2013
ChiIP-seq hFB SRX017527 H3K79me1, replicate 4 Xie et al., 2013
Xie et al., 2013;
ChiIP-seq hFB SRX012505 H4K5ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX017537 H4Kb5ac, replicate 2 Hawkins et al., 2010
ChiIP-seq hFB SRX017538 H4K8ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017540 H4K8ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017541 H4K8ac, replicate 3 Xie et al., 2013
ChiIP-seq hFB SRX017542 H4K8ac, replicate 4 Xie et al., 2013
ChiIP-seq hFB SRX017543 H4K91ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017544 H4K91ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017485 H2AK5ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017487 H2AK5ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017488 H2BK120ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017489 H2BK120ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017490 H2BK12ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017492 H2BK12ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017493 H2BK12ac, replicate 3 Xie et al., 2013
ChiIP-seq hFB SRX017494 H2BK15ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017496 H2BK15ac, replicate 2 Xie et al., 2013
ChiIP-seq hFB SRX017497 H2BK15ac, replicate 3 Xie et al., 2013
ChiIP-seq hFB SRX017498 H2BK20ac, replicate 1 Xie et al., 2013
ChiIP-seq hFB SRX017499 H2BK20ac, replicate 2 Xie et al., 2013
Xie et al., 2013;
ChiIP-seq hFB SRX101220 H2BK5ac, replicate 1 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX105640 H2BK5ac, replicate 2 Hawkins et al., 2010
Xie et al., 2013;
ChiIP-seq hFB SRX105641 H2BK5ac, replicate 3 Hawkins et al., 2010
ChiIP-seq hEP SRX038564 H3K27ac, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038565 H3K27ac, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038566 H3K27me3, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038567 H3K27me3, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038568 H3K36me3, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038569 H3K36me3, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038570 H3K4me1, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038571 H3K4mef1, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038572 H3K4me?2, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038573 H3K4me?2, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038574 H3K4me3, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038575 H3K4me3, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRX038576 H3K9ac, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038577 H3K9ac, replicate 2 Ernst et al., 2011




ChiIP-seq hEP SRX038578 H4K20me1, replicate 1 Ernst et al., 2011
ChiIP-seq hEP SRX038579 H4K20me1, replicate 2 Ernst et al., 2011
ChiIP-seq hEP SRR568264 H3K9me3, replicate 1 Gerstein et al., 2012
ChiIP-seq hEP SRR568265 H3K9me3, replicate 2 Gerstein et al., 2012
ChiIP-seq hEP SRR568294 H2A.Z, replicate 1 Gerstein et al., 2012
ChiIP-seq hEP SRR568295 H2A.Z, replicate 2 Gerstein et al., 2012
ChiIP-seq hEP SRR568405 H3K79me2, replicate 1 Gerstein et al., 2012
ChiIP-seq hEP SRR568406 H3K79me2, replicate 2 Gerstein et al., 2012
ChiIP-seq mESC SRX001923 H3K4me3, replicate 1 Mikkelsen et al., 2007
ChIP-seq mESC SRX027331 H3K27ac, replicate 1 Creyghton et al., 2010
ChIP-seq mESC SRX027332 H3K27ac, replicate 2 Creyghton et al., 2010
ChiIP-seq mFC SRX081810 H3K4me3, replicate 1 Xie et al., 2012
ChiIP-seq mFC SRX081811 H3K4me3, replicate 2 Xie et al., 2012
ChlP-seq mFC SRX081812 H3K27ac, replicate 1 Xie et al., 2012
ChiIP-seq mFC SRX081813 H3K27ac, replicate 2 Xie et al., 2012
mRNA-seq hESC SRX007165 Replicate 1 Lister et al., 2009
mRNA-seq hESC SRX159816 Replicate 2 Djebali et al., 2012
mRNA-seq hESC SRX026668 Replicate 3 Djebali et al., 2012
mRNA-seq hESC SRX026689 Replicate 4 Djebali et al., 2012
mRNA-seq hFB SRX007167 Replicate 1 Lister et al., 2009
mRNA-seq hEP SRR201985 Replicate 1 Hon et al., 2012
mRNA-seq hEP SRR201986 Replicate 2 Hon et al., 2012
mRNA-seq mESC SRX091801 Replicate 1 Stadler et al., 2011
mRNA-seq mESC SRX091802 Replicate 2 Stadler et al., 2011
mRNA-seq mFB SRX247299 Replicate 1 Mann et al., 2013
SRR372774
mRNA-seq mFC SRR372777 Replicate 1 Xie et al., 2012
SRR372775
mRNA-seq mFC SRR372778 Replicate 2 Xie et al., 2012
SRR372776
mRNA-seq mFC SRR372779 Replicate 3 Xie et al., 2012
SRR372780
mRNA-seq mFC SRR372783 Replicate 4 Xie et al., 2012
SRR372781
mRNA-seq mFC SRR372784 Replicate 5 Xie et al., 2012
SRR372782
mRNA-seq mFC SRR372785 Replicate 6 Xie et al., 2012




Table S2. Hypomethylated promoters during the differentiation of hESC to hFB.

Log2 scale

No. of hype-  No. of hypo- fold change FDR of Promoter Promoter

methylated methylated of gene differential has has

CpGs inthis CpGsinthis Enrichment expression gene H3K27me3 H3K9me3
Gene ID Gene Symbol promoter promoter FDR (hFB/hESC) expression peak peak
ENSG00000171408 PDE7B 0 8 8.13E-07 13.53 3.25E-44 No No
ENSG00000100739 BDKRB1 0 11 2.37E-07 11.89 2.01E-27 No Yes
ENSG00000176046  NUPR1 0 10 2.29E-05 10.19 2.42E-50 No Yes
ENSG00000132669 RIN2 0 14 2.43E-11 9.09 5.70E-31 No No
ENSG00000134531 EMP1 0 11 1.49E-09 9.04 2.38E-30 No No
ENSG00000078098  FAP 0 10 1.24E-08 9.04 1.71E-26 No No
ENSG00000163359 COLG6A3 0 13 5.18E-09 8.27 8.24E-32 No Yes
ENSG00000139278  GLIPR1 0 13 2.21E-10 8.27 4.05E-32 No No
ENSG00000168542  COL3A1 0 11 1.49E-09 8.19 3.11E-12 No No
ENSG00000105472 CLEC11A 0 11 4.43E-06 8.02 9.44E-27 No No
ENSG00000179071  CCDC89 0 15 2.41E-13 7.88 1.77E-17 No No
ENSG00000122641  INHBA 0 6 5.41E-05 7.45 4.68E-18 No No
ENSG00000138080  EMILIN1 0 19 4.94E-15 7.37 4.54E-15 No No
ENSG00000162630  B3GALT2 0 9 1.03E-07 7.13 2.74E-10 No No
ENSG00000196639 HRH1 0 23 1.77E-16 6.82 2.54E-21 No Yes
ENSG00000087589 CASS4 0 9 5.84E-05 6.69 2.85E-14 No Yes
ENSG00000152049 KCNE4 0 19 1.54E-11 6.62 2.87E-11 No Yes
ENSG00000160013  PTGIR 0 12 7.35E-07 6.45 1.71E-14 No No
ENSG00000146833  TRIM4 0 14 7.45E-10 6.22 2.28E-09 No Yes
ENSG00000117586  TNFSF4 0 12 1.92E-10 5.93 3.47E-14 No Yes
ENSG00000175899 A2M 0 8 2.08E-05 5.89 2.34E-15 No No
ENSG00000128606 LRRC17 0 10 1.24E-08 5.69 4.22E-23 No No
ENSG00000115594  IL1R1 0 10 9.99E-08 5.60 9.02E-14 No Yes
ENSG00000127863 TNFRSF19 0 9 9.39E-06 5.51 2.35E-20 Yes No
ENSG00000176771  NCKAP5 0 12 1.70E-06 5.50 2.27E-24 No No
ENSG00000126785 RHOJ 0 10 1.56E-06 5.39 3.30E-05 No No
ENSG00000163661 PTX3 0 10 2.29E-05 5.39 2.98E-23 No No
ENSG00000162733 DDR2 0 7 6.65E-06 5.23 4.87E-17 No No
ENSG00000171291  ZNF439 0 12 9.03E-09 5.13 8.05E-12 No No
ENSG00000139192  TAPBPL 0 9 9.39E-06 4.83 8.76E-12 No No
ENSG00000081853 PCDHGA2 0 18 2.81E-09 4.77 1.75E-09 Yes Yes
ENSG00000164741  DLCA1 0 15 2.41E-13 4.68 1.09E-17 No No
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Table S3. Hypomethylated promoters during the differentiation of hESC to hEP.

No. of No. of
hyper- hypo- Log2 scale
methylated methylated fold change FDR of Promoter Promoter
CpGs in CpGs in of gene differential has has
this this Enrichment expression gene H3K27me3  H3K9me3

Gene ID Gene Symbol promoter promoter FDR (hEP/hESC) expression peak peak
ENSG00000115221  ITGB6 0 10 2.47E-07 16.42 3.65E-88 No No
ENSG00000186081  KRT5 0 13 1.04E-09 15.67 1.59E-121 Yes Yes
ENSG00000206075 SERPINBS 0 16 6.17E-08 15.03 5.71E-105 Yes Yes
ENSG00000196754  S100A2 0 17 9.05E-08 14.73 2.54E-57 No No
ENSG00000149043  SYT8 0 11 4.21E-08 13.14 1.74E-51 No No
ENSG00000128422 KRT17 0 11 4.21E-08 11.65 9.89E-85 No No
ENSG00000186832 KRT16 0 7 4.86E-05 11.64 7.18E-76 No No
ENSG00000112761  WISP3 0 17 1.32E-08 11.58 5.87E-32 No No
ENSG00000148671  C100rf116 0 15 9.27E-09 11.51 1.59E-72 No No
ENSG00000134757 DSG3 0 11 3.34E-07 11.39 4.06E-79 No No
ENSG00000197641  SERPINB13 0 12 6.17E-08 11.36 1.26E-29 No No
ENSG00000167754  KLK5 0 9 9.58E-06 11.22 7.50E-87 No No
ENSG00000099260 PALMD 0 14 4.77E-08 11.18 9.34E-28 No No
ENSG00000121552  CSTA 0 8 5.11E-05 11.10 8.40E-78 No No
ENSG00000131746  TNS4 0 13 1.08E-08 11.09 1.19E-82 No Yes
ENSG00000089356  FXYD3 0 19 1.41E-14 10.92 4.37E-77 No No
ENSG00000134531 EMP1 0 11 4.21E-08 10.84 8.39E-61 No Yes
ENSG00000196878 LAMB3 0 9 1.46E-06 10.45 1.28E-86 No Yes
ENSG00000078098  FAP 0 9 9.58E-06 9.72 1.41E-46 No No
ENSG00000108244  KRT23 0 9 9.58E-06 9.42 7.51E-15 No No
ENSG00000138271  GPR87 0 8 8.42E-06 9.06 4.59E-57 No No
ENSG00000175793  SFN 0 23 4.46E-14 8.81 1.24E-69 No Yes
ENSG00000181333  HEPHLA1 0 9 1.46E-06 8.77 2.53E-57 No No
ENSG00000146006 LRRTM2 0 17 5.98E-13 8.60 1.97E-10 No No
ENSGO00000155918  RAET1L 0 33 1.62E-23 8.49 4.66E-10 No No
ENSG00000144452  ABCA12 0 7 4.86E-05 8.28 9.57E-54 No No
ENSG00000100097  LGALS1 0 9 1.46E-06 8.28 2.46E-52 No No
ENSG00000139278  GLIPR1 0 14 1.64E-10 8.14 1.95E-46 No No
ENSG00000111863  C6orf105 0 13 2.43E-07 8.12 1.11E-29 No No
ENSG00000176046  NUPR1 0 15 3.00E-10 7.84 1.31E-49 No No
ENSG00000168497  SDPR 0 12 6.97E-09 7.45 1.40E-39 No No
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Table S4. Hypomethylated promoters during the differentiation of mESC to mFB.

No. of hyper-  No. of hypo- Log2 scale fold FDR of
methylated methylated change of gene differential
CpGs in this CpGs in this Enrichment expression gene
Gene ID Gene Symbol promoter promoter FDR (mFB/mESC) expression
ENSMUSG00000048126 Col6a3 0 6 1.08E-05 17.41 2.95E-84
ENSMUSG00000039883 Lrrc17 0 17 5.81E-22 14.87 4.06E-64
ENSMUSG00000060572 Mfap2 0 6 1.80E-06 14.36 1.58E-61
ENSMUSG00000035258 Abi3bp 0 6 8.53E-08 13.73 1.09E-55
ENSMUSG00000027750 Postn 0 5 7.68E-05 13.46 3.77E-94
ENSMUSG00000047330 Kcne4 0 6 8.53E-08 13.25 3.40E-51
ENSMUSG00000074207 Adh1 0 8 1.66E-08 13.18 3.52E-51
ENSMUSG00000001506 Col1a1 0 14 8.90E-18 13.03 2.85E-97
ENSMUSG00000063727 Tnfrsf11b 0 11 1.02E-14 12.63 5.34E-44
ENSMUSG00000026043 Col3a1 0 6 8.53E-08 12.61 4.90E-98
ENSMUSG00000033544 Angptl1 0 6 1.08E-05 11.97 2.06E-36
ENSMUSG00000000392 Fap 0 16 6.65E-19 11.84 5.49E-35
ENSMUSG00000041797 Abca9 0 13 6.07E-15 11.78 2.65E-34
ENSMUSG00000022860 Chodl 0 14 4.19E-15 11.55 2.64E-60
ENSMUSG00000074971 Fibin 0 14 8.22E-14 11.55 4.97E-61
ENSMUSG00000001119 Col6a1 0 6 1.08E-05 11.52 4.35E-81
ENSMUSG00000045871 Slitrk6 0 5 1.03E-05 11.26 1.40E-28
ENSMUSG00000032271 Nnmt 0 7 2.46E-08 11.13 3.56E-27
ENSMUSG00000029919 Hpgds 0 7 8.65E-05 11.04 4.39E-26
ENSMUSG00000028036 Ptgfr 0 13 2.44E-11 10.91 1.13E-24
ENSMUSG00000027832 Ptx3 0 16 1.15E-17 10.64 5.44E-64
ENSMUSG00000021624 Cd180 0 6 4.06E-05 10.60 3.37E-22
ENSMUSG00000028864 Hgf 0 10 2.48E-13 10.44 2.00E-20
ENSMUSG00000032243 Itga11 0 8 5.99E-06 10.35 1.05E-68
ENSMUSG00000020241 Col6a2 0 18 2.02E-22 10.30 7.10E-72
ENSMUSG00000026042 Col5a2 0 13 1.73E-17 10.22 1.09E-69
ENSMUSG00000036295 Lrrn3 0 13 1.29E-15 10.16 4.06E-18
ENSMUSG00000027962 Vcam1 0 11 1.02E-14 10.09 1.66E-47
ENSMUSG00000030249 Abcc9 0 11 1.02E-14 10.04 4.03E-17
ENSMUSG00000061535 C1qtnf7 0 6 1.08E-05 9.92 3.38E-16
ENSMUSG00000039706 Ldb2 0 7 2.85E-07 9.70 1.98E-43



ENSMUSG00000036040
ENSMUSG00000046768
ENSMUSG00000050666
ENSMUSG00000029321
ENSMUSG00000028201
ENSMUSG00000063297
ENSMUSG00000027208
ENSMUSG00000032334
ENSMUSG00000051498
ENSMUSG00000003617
ENSMUSG00000028111
ENSMUSG00000019990
ENSMUSG00000034997
ENSMUSG00000054675
ENSMUSG00000026589
ENSMUSG00000020120
ENSMUSG00000026674
ENSMUSG00000028883
ENSMUSG00000070942
ENSMUSG00000024620
ENSMUSG00000030621
ENSMUSG00000027188
ENSMUSG00000039747
ENSMUSG00000032503
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Orai2
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Slc2a10
Gm9913
Ly96
E330013P04Rik
Card14
Sdpr
H2-T10
Rgs4
A430107013Rik
Tmem140

O O O O O O O O O O O O O O O o O O O o O O o o 0o o o o o o o o o o o o

11

24
12

1.19E-11
3.86E-06
2.19E-07
5.91E-11
9.23E-06
5.99E-06
3.89E-10
5.95E-14
2.93E-16
9.52E-08
2.48E-10
3.62E-19
1.98E-16
2.04E-07
1.03E-05
8.22E-14
8.87E-12
9.34E-09
4.47E-11
2.85E-07
1.23E-11
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2.46E-08
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-1.20
-1.36
-1.83
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-2.09
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-2.33
-2.64
-2.65
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-3.16
-3.19
-3.27
-3.28
-3.42
-3.90
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-4.09
-4.20
-4.31
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-7.11
-8.50
-8.84
-10.04

0.046873222
0.028615648
0.026671243
0.018243203
0.000329121
1.42E-05
0.000438778
0.02348705
1.15E-06
1.14E-05
0.004777841
3.97E-08
0.018900094
0.004462339
1.17E-07
0.015106567
0.006869801
0.002539201
1.70E-10
0.00638555
2.06E-11
1.50E-14
2.63E-06
2.55E-05
0.000131386
0.00430685
1.14E-28
1.38E-21
1.11E-07
4.97E-13




Table S5. Hypomethylated promoters during the differentiation of mESC to mFC.

No. of hyper- No. of hypo- Log2 scale fold
methylated methylated change of gene FDR of
CpGs in this CpGs in this Enrichme expression differential gene
Gene ID Gene Symbol promoter promoter nt FDR (mFC/mESC) expression
ENSMUSG00000029309 Sparcl1 0 10 1.45E-16 14.09 4.82E-178
ENSMUSG00000022311 Csmd3 0 9 1.91E-10 13.68 9.37E-93
ENSMUSG00000071862 Lrrtm2 0 19 1.08E-35 13.03 6.72E-91
ENSMUSG00000032532 Cck 0 4 7.90E-05 12.93 1.60E-82
ENSMUSG00000010803 Gabra1 0 6 3.69E-07 12.89 1.21E-133
ENSMUSG00000036295 Lrrn3 0 9 1.89E-15 12.86 5.09E-80
ENSMUSG00000033849 B3galt2 0 7 1.52E-10 12.80 3.29E-75
ENSMUSG00000070695 Cntnap5a 0 6 5.57E-07 12.69 5.61E-77
ENSMUSG00000030621 Me3 0 8 4.74E-07 12.33 2.40E-68
ENSMUSG00000025475 Gpr123 0 7 4.91E-06 12.05 2.07E-61
ENSMUSG00000034997 Htr2a 0 10 1.88E-15 12.05 1.40E-63
ENSMUSG00000019990 Pde7b 0 9 1.12E-13 11.39 6.51E-48
ENSMUSG00000038530 Rgs4 0 15 1.46E-23 11.21 4.43E-129
ENSMUSG00000024617 Camk2a 0 4 4.63E-05 11.11 9.23E-134
ENSMUSG00000026904 Slic4a10 0 9 1.89E-15 10.78 2.75E-130
ENSMUSG00000041797 Abca9 0 6 1.42E-07 10.58 3.29E-36
ENSMUSG00000061864 Galntl6 0 5 3.29E-06 10.58 3.66E-36
ENSMUSG00000045875 Adrala 0 5 6.37E-05 10.52 1.87E-34
ENSMUSG00000046793 Gpr61 0 5 1.92E-07 10.42 3.17E-34
ENSMUSG00000054459 Vsnl1 0 6 8.29E-05 10.38 1.10E-134
ENSMUSG00000031517 Gpm6a 0 8 1.69E-11 10.37 6.71E-145
ENSMUSG00000025551 Fgf14 0 7 1.52E-10 10.34 2.76E-85
ENSMUSG00000050587 Lrrcdc 0 11 8.86E-17 10.31 2.04E-80
ENSMUSG00000050875 A730017C20Rik 0 5 4.58E-07 10.14 4.05E-24
ENSMUSG00000028864 Hgf 0 9 1.89E-15 9.94 5.50E-19
ENSMUSG00000035033 Tbr1 0 5 4.58E-07 9.77 1.62E-79
ENSMUSG00000029212 Gabrb1 0 8 3.86E-11 9.64 1.14E-76
ENSMUSG00000026678 Rgs5 0 8 2.61E-12 9.02 1.30E-68
ENSMUSG00000030249 Abcc9 0 6 8.86E-09 8.91 1.62E-11
ENSMUSG00000059974 Ntm 0 6 7.93E-08 8.66 3.28E-83
ENSMUSG00000059173 Pde1a 0 11 3.02E-17 8.56 9.78E-100
ENSMUSG00000044629 Cnrip1 0 5 3.55E-05 8.40 3.57E-58
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0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
0.00
-0.51

0.010086471



ENSMUSG00000028268
ENSMUSG00000030213
ENSMUSG00000031523
ENSMUSG00000018143
ENSMUSG00000015363
ENSMUSG00000024986
ENSMUSG00000073409
ENSMUSG00000030188
ENSMUSG00000078249

Gbp3
Atf7ip
Dic1
Mafk
Trabd
Hhex
H2-Q6
Magohb

Hmga1-rs1

o O O o o o o o o

4.58E-07
3.71E-07
1.61E-18
9.86E-05
2.32E-07
8.13E-05
1.71E-37
1.10E-07
1.22E-06

-0.59
-1.11
-1.25
-1.83
-1.84
-2.88
-2.99
-2.99
-4.91

0.047499235
2.44E-06
2.15E-10
2.43E-11
9.42E-17
1.95E-05

0.002765657
1.05E-21
3.17E-58




