
Hypermethylated 

Illumina ID Position Gene name Function FDR 

cg14466287 chr1:150785684 ARNT This protein heterodimerizes with HIF1g or HIF2g and functions as a transcriptional 

regulator of the adaptive response to hypoxia. Synovial hypoxia (low O2 partial pressure) 

is a constant feature of RA. 

0.04 

cg22493759 chr16:3839567 CREBBP Transcriptional coactivator known to play critical roles in embryonic development, 

growth control, and homeostasis by coupling chromatin remodeling to transcription 

factor recognition. 

0.05 

cg26165815 chr20:32269577 E2F1 Transcriptional factor that plays a crucial role in the control of cell cycle and action of 

tumor suppressor proteins. 

0.04 

cg01818460 chr22:43979264 EFCAB6 Androgen receptor with unknown function. GWAS studies have revealed association of 

variants of this gene with some RA clinical subtypes. 

0.05 

cg16639691 chr13:28597227 FLT3 Cell-surface receptor for the cytokine FLT3L. It regulates differentiation, proliferation 

and survival of hematopoietic progenitor cells and of dendritic cells. Its expression is 

upregulated in RA synovial monocytes. 

0.02 

cg02836487 chr3:128206457 GATA2 Transcription factor involved in hematopietic development. Mutations in this gene are 

associated with a variety of immune disorders such as myeloid leukemia, 

myelodysplastic syndrome or monocytosis. 

0.04 

cg05556477 chr5:131705319 SLC22A5 High affinity carnitine transporter. Involved in the active cellular uptake of carnitine. Its 

expression increases in monocyte-to-macrophage differentiation in vitro through GM-

CSF signaling. 

0.05 

cg03984827 chr17:36557249 SOCS7 Intracellular protein induced by several stimuli, including cytokines, TLR ligands or 

hormones. It inhibits prolactin, growth hormone and leptin signaling by preventing 

STAT3 and STAT5 activation. 

0.05 

cg24952959 chr3:30647988 TGFBR2 TGFく receptor. It transduces the TGFく1-3 signal from cell surface to cytoplasm and 

regulates cell cycle, proliferation, differentiation, wound healing, immunosuppression 

and carcinogenesis. 

0.05 

cg15551881 chr9:123688715 TRAF1 Adapter molecule that regulates the activation of NF-kB and JNK through TNFg 

receptor signaling. It plays a role in the regulation of cell survival and apoptosis. 

0.05 

Supplementary material Ann Rheum Dis

 doi: 10.1136/annrheumdis-2019-215355–12.:1 0 2019;Ann Rheum Dis, et al. Rodríguez-Ubreva J



Hypomethylated 

Illumina ID Position Gene name Function FDR 

cg11155434 chr11:128358527 ETS1 Transcription factor. It directly controls the expression of cytokine and chemokine genes 

in a wide variety of different cellular contexts. 

0.05 

cg04127075 chr6:108909893 FOXO3 Cell survival transcription factor implicated in modulating pro-inflammatory CKs 

production. It antagonizes signaling intermediates down the TLR4, such as NF-kB and 

IRFs. 

0.05 

cg15635302 chr2:240043224 HDAC4 Histone deacetylase that plays an important role in transcriptional regulation, cell cycle 

and development. Its activity has been linked to macrophage development and 

activation. 

0.05 

cg13705753 chr6:33091912 HLA-DPB2 HLA-DPB2 (Major Histocompatibility Complex, Class II, DP Beta 2 (Pseudogene)) is 

an HLA-DP pseudogene. 

0.04 

cg24499524 chr17:56356470 MPO Heme protein synthesized during myeloid differentiation that constitutes the major 

component of neutrophil azurophilic granules and monocyte lysosomes. 

0.04 

cg04099543 chr11:72983405 P2RY6 G-protein coupled receptor, is responsive to UDP, partially responsive to UTP and ADP, 

and not responsive to ATP. It is proposed that this receptor mediates 

inflammatory responses. 

0.05 

cg22824497 chr11:36448722 PRR5L It associates with the mTORC2 complex that regulates survival and cytoskeleton 

organization. It promotes ZFP36-mediated decay of TNFg and GM-CSF mRNAs, in 

response to stress. 

0.03 

cg15122788 chr16:24857545 SLC5A11 Membrane transporter involved in the sodium-dependent cotransport of myo-inositol 

(MI). It may induce apoptosis through the TNFg, PDCD1 pathway. 
0.05 

cg12866769 chr15:67041828 SMAD6 Mediator of TGFく and BMP antiflammatory activity. It suppresses IL1R-TLR signaling 

through its interaction with PEL1, preventing NF-kB activation, nuclear transport and 

expression of proinflammatory genes. 

0.05 

cg20729889 chr4:48265144 TEC Non-receptor tyrosine kinase that contributes to signaling from many receptors and 

participates as a signal transducer in multiple pathways, including the LPS pathway 

leading to TNFg production. 

0.04 

 

Supplementary Table 4. Selected differentially methylated CpG sites from HD vs RA comparison (FDR < 0.05). 
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