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Supplementary Figure 1. CpG-density plot, according to chromosome, represents the number of DMCs and CpGs within DMRs in a 1-Mb window size. The horizontal axis shows the chromosome length (Mb); the different colors depict different CpG densities in a 1-Mb window size.
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Supplementary Figure 2. Clustering and multi-dimensional scaling (MDS) of samples, based on differentially methylated CpGs. MDS of samples, based on methylation at 11 120 differentially methylated CpGs (DMCs). OND, patients with obesity, but without diabetes; OD, patients with obesity and diabetes.
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Supplementary Figure 3. Comparison of visceral adipose tissue gene expression profiles between patients with obesity, but without diabetes (OND) and patients with obesity and diabetes (OD). (a) Volcano plot shows differences in expression. Points represent all analyzed transcripts, green points indicate DEG (logFC >0.5 and p-value <0.05), dark green overexpressed and light green underexpressed in OD, and gray non-significant. (b) Heat map of DEGs shows expression levels for each gene (row) by patient (columns), after applying an unsupervised hierarchical clustering analysis. 
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Supplementary Figure 4.  Extended comparison analysis of visceral adipose tissue DNA methylation profiles between patients with obesity, but without diabetes (OND) and patients with obesity and diabetes (OD). (a) Volcano plot shows differences in methylation. Points represent all analyzed CpGs, orange points indicate DMCs (FDR < 0.05) and black non-significant (b) Heat map of DMCs shows methylation levels for each CpG (row) by patients (columns), after applying an unsupervised hierarchical clustering analysis. (c) CpG-density plot, according to chromosome, represents the number of DMCs and CpGs within DMRs in a 1-Mb window size. The horizontal axis shows the chromosome length (Mb); the different colors depict different CpG densities in a 1-Mb window size.
Supplementary Table S13. Function of genes with top hits and its relation to T2D 
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ATM Ataxia Telangiectasia Mutated (1)
Insulin resistance NSF N-Ethylmaleimide Sensitive Factor, Vesicle Fusing ATPase (2)
PSMD10 Proteasome 26S Subunit, Non-ATPase 10 (3)
Insulin secretion PTPRN2 Protein Tyrosine Phosphatase Receptor Type N2 (4)
Adipogenesis PAX8 Paired Box 8 (5)
. TNFRSF8 TNF Receptor Superfamily Member 8 (6)
Inflammation
SLIT3 Slit Guidance Ligand 3 (7)
Mitochondrial processes LCLATI1 Lysocard'iolipin Acyltra.nsferam? 1 (8)
ATAD1 ATPase Family AAA Domain Containing 1 (9)
FSD1L Fibronectin Type Ill And SPRY Domain Containing 1 Like (10)
Unknown mechanism MADI1L Mitotic arrest deficient 1 like 1 (11)
MIR572 MicroRNA 572 (12)
es he D-relatec
Related function Gene Gene name Supplementary
reference
Lipid metabolism TEX2 Testis Expressed 2 . (13)
TECRL Trans-2,3-Enoyl-CoA Reductase Like (14)
Inflammation TRANK1 Tetratricopeptide Repeat And Ankyrin Repeat Containing 1 (15)
Stress granule assembly PRRC2C Proline Rich Coiled-Coil 2C (16)
Neuronal cells development SIM1 Single-minded 1 (17)
Innate immune system SH2D3C SH2 Domain Containing 3C (18)
Crossing-over regulation during meiosis RNF212 Ring Finger Protein 212 (19)
ZDHHC14 Zinc Finger DHHC-Type Palmitoyltransferase 14 (20)
Cancer/tumor suppression MIR138-2 MicroRNA 138-2 (21)
PHTF1 Putative Homeodomain Transcription Factor 1 (22)
U pe Pe D and D
Cancer/apoptosis BLCAP Bladder Cancer Associated Protein (23)
Adipogenesis SLC25A24 Solute Carrier Family 25 Member 24 (24)
Thermogenesis PM20D1 Peptidase M20 Domain Containing 1 (25)
cell proliferation PAX8 Paired Box 8 (26)
D D a/or D D related a orrelatio
Translocation of lipids across membranes ATP11A ATPase Phospholipid Transporting 11A (27)
Lipid metabolism LPL Lipoprotein Lipase (28)
Fibrosis PRRX1 Paired Related Homeobox 1 (29)
GLUT4 endocytosis/ lipid metabolism EHD2 EH Domain Containing 2 (30,31)
Fat accumulation and lipolysis ACVRIC Activin A Receptor Type 1C (32)
Mitochondrial homeostasis MAP4 Microtubule Associated Protein 4 (33)
Accumulation of lipid droplets TFAP2A Transcription Factor AP-2 Alpha (34)
Unknown mechanism GSTTP2 Glutathione S-transferase Theta Pseudogene 2
Oxidative stress GSTT1 Glutathione S-Transferase Theta 1 (35)
Adipogenesis GALR1 Galanin Receptor 1 (36)
Glutamate transporters in astrocytes SLC1A2 Solute Carrier Family 1 Member 2 (37)
Thermogenesis GRIK2 Glutamate lonotropic Receptor Kainate Type Subunit 2 (38)
Spermatogenesis TDRD12 Tudor Domain Containing 12 (39)
Tumor suppression MIR886 MicroRNA 886 (40)
Inflammation GSTO2 Glutathione S-Transferase Omega 2 (41)
Unknown mechanism LRCOL1 Leucine Rich Colipase Like 1
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