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Legend to Supplementary tables and figures

Supplementary table 1: Conditional SNP-SNP interaction analysis
Conditional SNP association analyses were conducted SNPs with FDR < 0.05 using PLINK conditional on the SNP rs3219175. The genomic position within chromosome 19, allele 1 (minor allele), the number of samples (n), regression coefficient, standard error, t statistic and the nominal p values are reported in the table.

Supplementary table 2: RETN associated SNPs in monocyte eQTLs

Monocyte specific genome-wide eQTLs for Asian populations have been published by Raj.et.al (21). RETN specific eQTLs for monocytes were extracted from the data provided by the authors

Supplementary table 3: Oligonucleotides for probes used in EMSA experiments.  
The table lists the sequence of oligonucleotides used as radiolabelled probes or as cold competitors in EMSA. RETN promoter specific probe sequences represent the two allelic variants of a 25 bp region containing the rs3219175G/A, rs34861192G/A SNP. Consensus and mutant oligonucleotides are based on consensus binding sites of the respective transcription factor. They were purchased either as predesigned versions directly from the manufacturer or were custom made based on a previous publication

Supplementary table 4: TRANSFACT analysis of rs3219175G/A
In silico prediction of transcription factors with allele-specific binding to rs3219175G/A. The web based prediction tool TRANSFAC was used to identify potential transcription factor binding sites in RETN promoter affected by the allelic variations of rs3219175G/A. Only sites predicted with a binding score greater than core score >0.9 and full score >0.8 were selected for further analysis. Yellow shaded rows indicate transcription factors highly specific for G allele.

Supplementary table 5: Summary of the methylation status at CpG sites within RETN promoter
Multiple clones (total 93) were sequenced for 22 donors (12 Donors: G-C-G, 5 Donors: G-G-G and 5 Donors: A-G-A) covering all three major haplotypes G-C-G, G-G-G and A-G-A, sequencing data was used to compute percentage of methylation at each available CpG site for each donor as the fraction of the clones which were methylation positive over all the clones. Average of RETN promoter methylation was computed using average methylation at each available CpG site within the analysed promoter region in all three haplotypes. Haplotypea represents the status of the allelic states at rs34861192-rs1862513-rs3219175; the “0b” in the columns indicates that the CpG methylation site is lost due to the change in the allelic state of the SNP. Two of the CpG sites, rs34861192 and rs1862513 were thus affected and therefore excluded from the averaged promoter methylation values. 

Supplementary table 6: Allelic distribution of RETN associated SNPs 
Allele frequencies of rs34861192 in three major ethnical groups.  The table displays the frequencies of the G-allele and the T-allele for Caucasian, Han Chinese and Japanese based on 1000 Genome project and Hap Map.

Supplementary fig 1: RETN promoter sequence used for reporter assays

The regions 1kB bases upstream of the transcription start site (TSS) (https://genome.ucsc.edu/) of two donors were cloned into the PGL-basic reporter vector. The donors differed in the allelic states of three SNPs rs3219175G/A, rs34861192G/A and rs1862513C/G. The location of is indicated (italic, small, red and underlined). The transcription start site is indicated by ‘TSS’ followed by luciferase gene. The primer sets for genotyping are indicated by blue arrows and primers for bisulphite assisted sequencing red arrows. 

Supplementary fig. 2: Reporter assay of modified RETN promoter

In order to determine the influence of rs1862513 on the RETN expression its allelic state in the two RETN promoter fragments was swapped by CRISPR. Four luciferase reporter vectors containing the G-C-G, G-G-G, A-G-A and A-C-A haplotype (rs34861192-rs1862513-rs3219175) and the pGL3-basic vector were co-transfected with pTK-RL (internal control vector harbouring renilla luciferase gene) into U937 cells. The bar chart indicates the firefly luminescence normalized by renilla luminescence. 

Supplementary fig. 3: Original EMSA competition and Super-shift data
Section a, b and c of figure 2 was generated based on the EMSA competition and super-shift experimental data shown here. Super-shift assays were carried out with the radiolabelled NFkB consensus probe. Specificity and source of the antibodies against members of the NFkB family are given in table below. Super-shifted bands and bands lost by the antibody treatment are indicated by red and blue arrows, respectively. Validated antibodies used for the super-shift experiments (Fig 2c) are p50 (sc-114), p52 (sc-7386), p65 (sc-8008), c-REL (cs-4727), and RELB (cs-4954). 

Supplementary fig. 4: EMSA competition of NFkB family-consensus probes

EMSA competition of radiolabelled NFkB consensus probes with unlabelled G and A probes of rs34861192 are shown. Nuclear extracts from primary monocytes were exposed to radio-labelled NFkB consensus alone (lane 1) or together with increasing amounts of unlabelled A probe (lane 4 – 7) or G probe of rs34861192G (lane 8 – 11). Competition with an excess of unlabeled NFkB consensus (lane 2), or a mutated version (lane 3) was carried out as control.

Supplementary fig. 5: Validation of NFkB antibodies for super-shift assays

Super-shift assays were carried out with the radiolabelled NFkB consensus probe. Specificity and source of the antibodies against members of the NFkB family are given in table below. Super-shifted bands and bands lost by the antibody treatment are indicated by red and blue arrows, respectively. Validated antibodies used for the super-shift experiments (Fig 2c) are p50 (sc-114), p52 (sc-7386), p65 (sc-8008), c-REL (cs-4727), and RELB (cs-4954). 

Supplementary fig. 6: Generation of NFKB1 knock out cell lines

(a) Paired guide RNAs (PAM sequences in red) were cloned in a lentiviral vector containing CAS9-GFP, targeting the first exon of NFKB1 gene (b) The virus was produced by co-transfection of packaging and paired gRNAs-CAS9-GFP in HEK293 cells, followed by U937 cell transduction and single cell sorting (c). Expanded single cells clones were for further for the editing at genomic level (Exon 4) by PCR amplification of targeted regions and Sanger sequencing.  Loss of protein level in all four selected clones were verified by western blot, clone 2 and 4 showed the loss of protein level due the editing within exon 1 of NFKB1 gene and were used for experiments described in fig. 2g

Supplementary fig. 7: RETN promoter and 3’-UTR regions for methylation studies

(a) The figure shows a representative example of a bisulfite conversion of the promoter region. The unconverted (upper sequence) and bis-converted (lower sequence) RETN promoter fragment was aligned for the detection of C-methylation. All CpG-SNPs are indicated by arrows, PCR amplification primers and CpG are highlighted in light blue and red, respectively. (b) Alignment of unconverted (upper sequence) and bis-converted (lower sequence) RETN 3’-UTR fragments.

Supplementary fig. 8: CpG SNP rs1862513 has no significant impact at RETN promoter methylation

[bookmark: OLE_LINK1]The figure is based on the data presented in supplementary table 5. It was generated using 93 T-A clones from 22 donors and displays the average percentage of methylation on all available CpG sites of the RETN promotor for the three haplotypes G-C-G, G-G-G and A-G-A (rs34861192-rs1862513-rs3219175). No significant difference in average promoter methylation was observed between G-C-G and G-G-G, while significant differences exist between G-C-G vs A-G-A and G-G-G vs A-G-A. Kruskal-Wallis test was performed for statistical analysis

Supplementary fig. 9: Gating strategy for the FACS-analysis for various immune cells

RBC-lysed whole blood samples were stained with LIVE/DEAD Fixable Aqua Viability Dye followed by a cocktail of 7 antibodies including anti-FCERI (AER-37), anti-CD123 (6H6) anti-CD14 (61D3), anti-CD16 (3G8), anti-HLA-DR (L243), anti-CD1c (L161), and anti-IgE (MB10-5C4) mAb. Typically, a total of 300,000 - 400,000 events were acquired for each sample. Gating shows the stepwise separation of PBMC, mDC and monocytes respectively. To analyze the percentage of mDC and monocytes to PBMC, first lymphocyte cellular fractions from whole were gated out followed by mDC and monocytes using their respective cell surface markers. mDC and monocytes shown here are positive for FCERI, CD1c, CD123, HLA-DR and CD14 respectively.
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Supplementary table 2: Resistin eQTLs in monocytes

SNP ID p value datasets Cell type

rs348611921.8E-14 Raj et al 2014 eQTLs in East Asian Monocytes cis-eQTL

rs3219175 0.0E+00 Raj et al 2014 eQTLs in East Asian Monocytes cis-eQTL

rs348611922.2E-14 Raj et al 2014 eQTLs in African American Monocytes cis-eQTL

rs3219175 0.0E+00Raj et al 2014 eQTLs in African American Monocytes cis-eQTL
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								Supplementary table 1: Conditional SNP-SNP interaction analysis

								CHR		BP		Allele 1		TEST		n		Regression coefficient		Standard error		T statistic		p

								19		7734511		A		ADD		206		-0.001297		0.05975		-0.0217		0.9827

								19		7734511		A		chr19:7733855:G:A		206		1.224		0.07394		16.56		1.57E-39

								19		7742802		T		ADD		206		0.05011		0.05814		0.8619		0.3898

								19		7742802		T		chr19:7733855:G:A		206		1.197		0.07276		16.45		3.42E-39
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								Supplementary table 2: Resistin eQTLs in monocytes

								SNP ID		p value		datasets		Cell type

								rs34861192		1.8E-14		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs34861192		2.2E-14		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL
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				Supplementary Table 3: EMSA Oligonucleotides

				SNP ID		Allelic state		Forward primer		Reverse primer		Souce 		Catalog Number

				rs3219175G/A		G allele		TGTCTGCTCAGGgGCTTCCTCTTGG		CCAAGAGGAAGCCCCTGAGCAGACA		IDT		NA

						A allele		TGTCTGCTCAGGAGCTTCCTCTTGG		CCAAGAGGAAGCTCCTGAGCAGACA		IDT		NA

				  rs34861192G/A		G allele		CACTGTAGCTTCgAACTCCCGGGCT		AGCCCGGGAGTTCGAAGCTACAGTG		IDT		NA

						A allele		CACTGTAGCTTCAAACTCCCGGGCT		AGCCCGGGAGTTTGAAGCTACAGTG		IDT		NA

				Transcription factor

				Ets family Consensus		N.A		GGGCTGCTTGAGGAAGTATAAGAAT		ATTCTTATACTTCCTCAAGCAGCCC		Santacruze biotechnology		SC-2555

				Ets family mutant		N.A		GGGCTGCTTGAGAGAGTATAAGAAT		ATTCTTATACTCTCTCAAGCAGCCC		Santacruze biotechnology		SC-2556

				NFkB family Consensus		N.A		AGTTGAGGGGACTTTCCCAGGC		GCCTGGGAAAGTCCCCTCAACT		Santacruze biotechnology		SC-2505

				NFkB family mutant		N.A		AGTTGAGGCGACTTTCCCAGGC		GCCTGGGAAAGTCGCCTCAACT		Santacruze biotechnology		SC-2511

				EBF1 Consensus		N.A		CGAGAGATTCCCAAGGGAATTGTGGCCAGCG		CGCTGGCCACAATTCCCTTGGGAATCTCTCG		IDT		Hagman et al EMBO J.1991

				EBF1 mutant		N.A		CGAGAGATTGTAAACGAAATTGTGGCCAGCG		CGCTGGCCACAATTTCGTTTACAATCTCTCG		IDT		Hagman et al EMBO J.1991
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						Supplementary Table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites



						Predicted TF 		G probe		Core score >0.9		full score>0.8		Site		A probe		Core score >0.9		full score>0.8		Site 

						V$CETS1P54_01										A		0.974		0.883		tCAGGAgctt

						V$NFKAPPAB50_01		G		0.865		0.817		GGGGCttcct		A						X

						V$NFKAPPAB_01		G		0.929		0.824		GGGGCttcct		A						X

						V$CETS1P54_02		G		0.993		0.956		gggcTTCCTcttg		A		0.993		0.960		gagcTTCCTcttg

						V$ETS1_B		G						X		A		0.907		0.835		tcAGGAGcttcctct

						V$ETS1_B		G						X		A		1.000		0.916		tcaggagcTTCCTct

						V$ETS_B		G		1.000		0.897		aggggcTTCCTctt		A		1.000		0.889		aggagcTTCCTctt

						V$PU1_Q6		G		1.000		1.000		CTTCCtct		A		1.000		1.000		CTTCCtct

						V$ELF1_Q6		G		1.000		0.927		gcTTCCTcttgg		A		1.000		0.927		gcTTCCTcttgg

						V$ETS_Q4		G		1.000		0.953		aggggcTTCCTc		A		1.000		0.952		aggagcTTCCTc

						V$ETS_Q6		G		1.000		0.991		gCTTCCtc		A		1.000		0.991		gCTTCCtc

						V$CETS1P54_03		G		0.929		0.893		aggggcTTCCTcttgg		A		0.929		0.893		aggagcTTCCTcttgg

						V$PU1_Q4		G		1.000		0.919		ctcaggggcTTCCTcttgg		A		1.000		0.918		ctcaggagcTTCCTcttgg

						V$ETS2_Q6		G		1.000		0.962		CTTCCtc		A		1.000		0.962		CTTCCtc

						V$CMAF_02		G		0.906		0.906		GCTCA		A		0.906		0.906		GCTCA

						V$ELF1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$CETS1_Q6		G		1.000		0.992		gCTTCCt		A		1.000		0.992		gCTTCCt

						V$COE1_Q6		G		1.000		0.964		gctCAGGGgcttcc		A						X

						V$HMGIY_Q4		G		0.917		0.916		TTCCTc		A		0.917		0.916		TTCCTc

						V$CETS2_01		G		0.905		0.876		ggcTTCCTct		A		0.905		0.876		agcTTCCTct

						V$SPI1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$SPI1_02		G		1.000		0.963		ggcTTCCTct		A		1.000		0.964		agcTTCCTct

						V$CETS1_02		G		0.926		0.873		ggcTTCCTct		A		0.926		0.873		agcTTCCTct

						V$SPI1_03		G		1.000		0.977		ggCTTCCtct		A		1.000		0.977		agCTTCCtct

						V$NR1B2_Q6		G		0.921		0.881		tGCTCAg		A		0.921		0.881		tGCTCAg

						V$SPI1_04		G		1.000		0.936		gcTTCCT		A		1.000		0.936		gcTTCCT

						V$CMAF_Q5		G		0.901		0.845		tGCTCAggggc		A		0.901		0.847		tGCTCAggagc
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				Supplementary Table 5: Summary of the methylation status at CpG sites within RETN promoter

								CpG SNP (rs34861192)		CpG_1		CpG_2		CpG_3		cg21777015(rs1862513)		CpG_4		cg02346997

				Donors		Haplotype		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

				Donor-1		G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

				Donor-2		G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

				Donor-3		G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

				Donor-4		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-5		G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

				Donor-6		G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

				Donor-7		G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

				Donor-8		G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

				Donor-9		G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

				Donor-10		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-11		G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

				Donor-12		G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

				Donor-13		G-G-G		1		0.8		0.8		0.8		x		0.4		0.4		0.70		70.00

				Donor-14		G-G-G		0.8		0.8		0.6		1		x		0.2		0.2		0.60		60.00

				Donor-15		G-G-G		0.8		1		0.8		1		x		0.6		0.4		0.77		76.67

				Donor-16		G-G-G		1		0.6		0.8		0.6		x		0		0		0.50		50.00

				Donor-17		G-G-G		0.80		0.80		1		0.8		x		0.20		0.20		0.63		63.33

						AVG		0.880		0.800		0.800		0.840		x		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		x		28.00		24.00

				Donor-18		A-G-A		x		0.25		0		0.5		x		0		0		0.15		15.00

				Donor-19		A-G-A		x		0.25		0		0		x		0		0		0.05		5.00

				Donor-20		A-G-A		x		0		0		0.25		x		0		0		0.05		5.00

				Donor-21		A-G-A		x		0		0		0.5		x		0		0		0.10		10.00

				Donor-22		A-G-A		x		0.25		0		0.25		x		0		0		0.10		10.00

						AVG		x		0.15		0		0.3		x		0		0

						% CpG methylation		x		15		0		30		x		0		0
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								Supplementary Table 6: allelic distribution of RETN associated SNPs

								rs3219175 		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374

								HapMap-YRI		Sub-Saharan African		226		IG		0.01769911		0.32743362		0.65486723		0.18141593		0.81858408



								rs34861192		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374
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Supplementary table 3: EMSA Oligonucleotides

SNP ID Allelic state Forward primer Reverse primer Souce  Catalog Number

rs3219175G/A G allele TGTCTGCTCAGGgGCTTCCTCTTGG CCAAGAGGAAGCCCCTGAGCAGACA IDT NA

A allele TGTCTGCTCAGGAGCTTCCTCTTGG CCAAGAGGAAGCTCCTGAGCAGACA IDT NA

  rs34861192G/A G allele CACTGTAGCTTCgAACTCCCGGGCT AGCCCGGGAGTTCGAAGCTACAGTG IDT NA

A allele CACTGTAGCTTCAAACTCCCGGGCT AGCCCGGGAGTTTGAAGCTACAGTG IDT NA

Transcription factor

Ets family Consensus N.A GGGCTGCTTGAGGAAGTATAAGAAT ATTCTTATACTTCCTCAAGCAGCCC Santacruze biotechnology SC-2555

Ets family mutant N.A GGGCTGCTTGAGAGAGTATAAGAAT ATTCTTATACTCTCTCAAGCAGCCC Santacruze biotechnology SC-2556

NFkB family Consensus N.A AGTTGAGGGGACTTTCCCAGGC GCCTGGGAAAGTCCCCTCAACT Santacruze biotechnology SC-2505

NFkB family mutant N.A AGTTGAGGCGACTTTCCCAGGC GCCTGGGAAAGTCGCCTCAACT Santacruze biotechnology SC-2511

EBF1 Consensus N.A CGAGAGATTCCCAAGGGAATTGTGGCCAGCG CGCTGGCCACAATTCCCTTGGGAATCTCTCG IDT Hagman et al EMBO J.1991

EBF1 mutant N.A CGAGAGATTGTAAACGAAATTGTGGCCAGCG CGCTGGCCACAATTTCGTTTACAATCTCTCG IDT Hagman et al EMBO J.1991
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								Supplementary table 1: Conditional SNP-SNP interaction analysis

								CHR		BP		Allele 1		TEST		n		Regression coefficient		Standard error		T statistic		p

								19		7734511		A		ADD		206		-0.001297		0.05975		-0.0217		0.9827

								19		7734511		A		chr19:7733855:G:A		206		1.224		0.07394		16.56		1.57E-39

								19		7742802		T		ADD		206		0.05011		0.05814		0.8619		0.3898

								19		7742802		T		chr19:7733855:G:A		206		1.197		0.07276		16.45		3.42E-39
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								Supplementary table 2: Resistin eQTLs in monocytes

								SNP ID		p value		datasets		Cell type

								rs34861192		1.8E-14		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs34861192		2.2E-14		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL





Supplementary-3

				Supplementary table 3: EMSA Oligonucleotides

				SNP ID		Allelic state		Forward primer		Reverse primer		Souce 		Catalog Number

				rs3219175G/A		G allele		TGTCTGCTCAGGgGCTTCCTCTTGG		CCAAGAGGAAGCCCCTGAGCAGACA		IDT		NA

						A allele		TGTCTGCTCAGGAGCTTCCTCTTGG		CCAAGAGGAAGCTCCTGAGCAGACA		IDT		NA

				  rs34861192G/A		G allele		CACTGTAGCTTCgAACTCCCGGGCT		AGCCCGGGAGTTCGAAGCTACAGTG		IDT		NA

						A allele		CACTGTAGCTTCAAACTCCCGGGCT		AGCCCGGGAGTTTGAAGCTACAGTG		IDT		NA

				Transcription factor

				Ets family Consensus		N.A		GGGCTGCTTGAGGAAGTATAAGAAT		ATTCTTATACTTCCTCAAGCAGCCC		Santacruze biotechnology		SC-2555

				Ets family mutant		N.A		GGGCTGCTTGAGAGAGTATAAGAAT		ATTCTTATACTCTCTCAAGCAGCCC		Santacruze biotechnology		SC-2556

				NFkB family Consensus		N.A		AGTTGAGGGGACTTTCCCAGGC		GCCTGGGAAAGTCCCCTCAACT		Santacruze biotechnology		SC-2505

				NFkB family mutant		N.A		AGTTGAGGCGACTTTCCCAGGC		GCCTGGGAAAGTCGCCTCAACT		Santacruze biotechnology		SC-2511

				EBF1 Consensus		N.A		CGAGAGATTCCCAAGGGAATTGTGGCCAGCG		CGCTGGCCACAATTCCCTTGGGAATCTCTCG		IDT		Hagman et al EMBO J.1991

				EBF1 mutant		N.A		CGAGAGATTGTAAACGAAATTGTGGCCAGCG		CGCTGGCCACAATTTCGTTTACAATCTCTCG		IDT		Hagman et al EMBO J.1991





Supplementary-4

						Supplementary Table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites



						Predicted TF 		G probe		Core score >0.9		full score>0.8		Site		A probe		Core score >0.9		full score>0.8		Site 

						V$CETS1P54_01										A		0.974		0.883		tCAGGAgctt

						V$NFKAPPAB50_01		G		0.865		0.817		GGGGCttcct		A						X

						V$NFKAPPAB_01		G		0.929		0.824		GGGGCttcct		A						X

						V$CETS1P54_02		G		0.993		0.956		gggcTTCCTcttg		A		0.993		0.960		gagcTTCCTcttg

						V$ETS1_B		G						X		A		0.907		0.835		tcAGGAGcttcctct

						V$ETS1_B		G						X		A		1.000		0.916		tcaggagcTTCCTct

						V$ETS_B		G		1.000		0.897		aggggcTTCCTctt		A		1.000		0.889		aggagcTTCCTctt

						V$PU1_Q6		G		1.000		1.000		CTTCCtct		A		1.000		1.000		CTTCCtct

						V$ELF1_Q6		G		1.000		0.927		gcTTCCTcttgg		A		1.000		0.927		gcTTCCTcttgg

						V$ETS_Q4		G		1.000		0.953		aggggcTTCCTc		A		1.000		0.952		aggagcTTCCTc

						V$ETS_Q6		G		1.000		0.991		gCTTCCtc		A		1.000		0.991		gCTTCCtc

						V$CETS1P54_03		G		0.929		0.893		aggggcTTCCTcttgg		A		0.929		0.893		aggagcTTCCTcttgg

						V$PU1_Q4		G		1.000		0.919		ctcaggggcTTCCTcttgg		A		1.000		0.918		ctcaggagcTTCCTcttgg

						V$ETS2_Q6		G		1.000		0.962		CTTCCtc		A		1.000		0.962		CTTCCtc

						V$CMAF_02		G		0.906		0.906		GCTCA		A		0.906		0.906		GCTCA

						V$ELF1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$CETS1_Q6		G		1.000		0.992		gCTTCCt		A		1.000		0.992		gCTTCCt

						V$COE1_Q6		G		1.000		0.964		gctCAGGGgcttcc		A						X

						V$HMGIY_Q4		G		0.917		0.916		TTCCTc		A		0.917		0.916		TTCCTc

						V$CETS2_01		G		0.905		0.876		ggcTTCCTct		A		0.905		0.876		agcTTCCTct

						V$SPI1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$SPI1_02		G		1.000		0.963		ggcTTCCTct		A		1.000		0.964		agcTTCCTct

						V$CETS1_02		G		0.926		0.873		ggcTTCCTct		A		0.926		0.873		agcTTCCTct

						V$SPI1_03		G		1.000		0.977		ggCTTCCtct		A		1.000		0.977		agCTTCCtct

						V$NR1B2_Q6		G		0.921		0.881		tGCTCAg		A		0.921		0.881		tGCTCAg

						V$SPI1_04		G		1.000		0.936		gcTTCCT		A		1.000		0.936		gcTTCCT

						V$CMAF_Q5		G		0.901		0.845		tGCTCAggggc		A		0.901		0.847		tGCTCAggagc
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				Supplementary Table 5: Summary of the methylation status at CpG sites within RETN promoter

								CpG SNP (rs34861192)		CpG_1		CpG_2		CpG_3		cg21777015(rs1862513)		CpG_4		cg02346997

				Donors		Haplotype		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

				Donor-1		G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

				Donor-2		G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

				Donor-3		G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

				Donor-4		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-5		G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

				Donor-6		G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

				Donor-7		G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

				Donor-8		G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

				Donor-9		G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

				Donor-10		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-11		G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

				Donor-12		G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

				Donor-13		G-G-G		1		0.8		0.8		0.8		x		0.4		0.4		0.70		70.00

				Donor-14		G-G-G		0.8		0.8		0.6		1		x		0.2		0.2		0.60		60.00

				Donor-15		G-G-G		0.8		1		0.8		1		x		0.6		0.4		0.77		76.67

				Donor-16		G-G-G		1		0.6		0.8		0.6		x		0		0		0.50		50.00

				Donor-17		G-G-G		0.80		0.80		1		0.8		x		0.20		0.20		0.63		63.33

						AVG		0.880		0.800		0.800		0.840		x		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		x		28.00		24.00

				Donor-18		A-G-A		x		0.25		0		0.5		x		0		0		0.15		15.00

				Donor-19		A-G-A		x		0.25		0		0		x		0		0		0.05		5.00

				Donor-20		A-G-A		x		0		0		0.25		x		0		0		0.05		5.00

				Donor-21		A-G-A		x		0		0		0.5		x		0		0		0.10		10.00

				Donor-22		A-G-A		x		0.25		0		0.25		x		0		0		0.10		10.00

						AVG		x		0.15		0		0.3		x		0		0

						% CpG methylation		x		15		0		30		x		0		0
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								Supplementary Table 6: allelic distribution of RETN associated SNPs

								rs3219175 		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374

								HapMap-YRI		Sub-Saharan African		226		IG		0.01769911		0.32743362		0.65486723		0.18141593		0.81858408



								rs34861192		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374
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Supplementary table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites

Predicted TF  G probeCore score >0.9full score>0.8 Site A probeCore score >0.9

V$CETS1P54_01 A 0.974

V$NFKAPPAB50_01 G 0.865 0.817 GGGGCttcct A

V$NFKAPPAB_01 G 0.929 0.824 GGGGCttcct A

V$CETS1P54_02 G 0.993 0.956 gggcTTCCTcttg A 0.993

V$ETS1_B G X A 0.907

V$ETS1_B G X A 1.000

V$ETS_B G 1.000 0.897 aggggcTTCCTctt A 1.000

V$PU1_Q6 G 1.000 1.000 CTTCCtct A 1.000

V$ELF1_Q6 G 1.000 0.927 gcTTCCTcttgg A 1.000

V$ETS_Q4 G 1.000 0.953 aggggcTTCCTc A 1.000

V$ETS_Q6 G 1.000 0.991 gCTTCCtc A 1.000

V$CETS1P54_03 G 0.929 0.893 aggggcTTCCTcttgg A 0.929

V$PU1_Q4 G 1.000 0.919 ctcaggggcTTCCTcttgg A 1.000

V$ETS2_Q6 G 1.000 0.962 CTTCCtc A 1.000

V$CMAF_02 G 0.906 0.906 GCTCA A 0.906

V$ELF1_Q5 G 1.000 1.000 cTTCCT A 1.000

V$CETS1_Q6 G 1.000 0.992 gCTTCCt A 1.000

V$COE1_Q6 G 1.000 0.964 gctCAGGGgcttcc A

V$HMGIY_Q4 G 0.917 0.916 TTCCTc A 0.917

V$CETS2_01 G 0.905 0.876 ggcTTCCTct A 0.905

V$SPI1_Q5 G 1.000 1.000 cTTCCT A 1.000

V$SPI1_02 G 1.000 0.963 ggcTTCCTct A 1.000

V$CETS1_02 G 0.926 0.873 ggcTTCCTct A 0.926

V$SPI1_03 G 1.000 0.977 ggCTTCCtct A 1.000

V$NR1B2_Q6 G 0.921 0.881 tGCTCAg A 0.921
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						Supplementary table 1: Conditional SNP-SNP interaction analysis



								CHR		BP		A1		TEST		NMISS		BETA		SE		STAT		P

								19		7734511		A		ADD		206		-0.001297		0.05975		-0.0217		0.9827

								19		7734511		A		chr19:7733855:G:A		206		1.224		0.07394		16.56		1.57E-39

								19		7742802		T		ADD		206		0.05011		0.05814		0.8619		0.3898

								19		7742802		T		chr19:7733855:G:A		206		1.197		0.07276		16.45		3.42E-39

								19		8304278		T		ADD		183		0.2174		0.06042		3.598		0.0004144

								19		8304278		T		chr19:7733855:G:A		183		1.215		0.06891		17.63		4.53E-41

								19		8312012		T		ADD		200		0.2281		0.05759		3.96		0.0001045

								19		8312012		T		chr19:7733855:G:A		200		1.173		0.06455		18.17		5.46E-44
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						Supplementary table 2: Resistin eQTLs in monocytes

								SNP ID		p value		datasets		Cell type

								rs34861192		1.8E-14		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs34861192		2.2E-14		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL
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				Supplementary Table 3: EMSA Oligonucleotides

				SNP ID		Allelic state		Forward primer		Reverse primer		Souce 		Catalog Number

				rs3219175G/A		G allele		TGTCTGCTCAGGgGCTTCCTCTTGG		CCAAGAGGAAGCCCCTGAGCAGACA		IDT		NA

						A allele		TGTCTGCTCAGGAGCTTCCTCTTGG		CCAAGAGGAAGCTCCTGAGCAGACA		IDT		NA

				  rs34861192G/A		G allele		CACTGTAGCTTCgAACTCCCGGGCT		AGCCCGGGAGTTCGAAGCTACAGTG		IDT		NA

						A allele		CACTGTAGCTTCAAACTCCCGGGCT		AGCCCGGGAGTTTGAAGCTACAGTG		IDT		NA

				Transcription factor

				Ets family Consensus		N.A		GGGCTGCTTGAGGAAGTATAAGAAT		ATTCTTATACTTCCTCAAGCAGCCC		Santacruze biotechnology		SC-2555

				Ets family mutant		N.A		GGGCTGCTTGAGAGAGTATAAGAAT		ATTCTTATACTCTCTCAAGCAGCCC		Santacruze biotechnology		SC-2556

				NFkB family Consensus		N.A		AGTTGAGGGGACTTTCCCAGGC		GCCTGGGAAAGTCCCCTCAACT		Santacruze biotechnology		SC-2505

				NFkB family mutant		N.A		AGTTGAGGCGACTTTCCCAGGC		GCCTGGGAAAGTCGCCTCAACT		Santacruze biotechnology		SC-2511

				EBF1 Consensus		N.A		CGAGAGATTCCCAAGGGAATTGTGGCCAGCG		CGCTGGCCACAATTCCCTTGGGAATCTCTCG		IDT		Hagman et al EMBO J.1991

				EBF1 mutant		N.A		CGAGAGATTGTAAACGAAATTGTGGCCAGCG		CGCTGGCCACAATTTCGTTTACAATCTCTCG		IDT		Hagman et al EMBO J.1991
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						Supplementary table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites



						Predicted TF 		G probe		Core score >0.9		full score>0.8		Site		A probe		Core score >0.9		full score>0.8		Site 

						V$CETS1P54_01										A		0.974		0.883		tCAGGAgctt

						V$NFKAPPAB50_01		G		0.865		0.817		GGGGCttcct		A						X

						V$NFKAPPAB_01		G		0.929		0.824		GGGGCttcct		A						X

						V$CETS1P54_02		G		0.993		0.956		gggcTTCCTcttg		A		0.993		0.960		gagcTTCCTcttg

						V$ETS1_B		G						X		A		0.907		0.835		tcAGGAGcttcctct

						V$ETS1_B		G						X		A		1.000		0.916		tcaggagcTTCCTct

						V$ETS_B		G		1.000		0.897		aggggcTTCCTctt		A		1.000		0.889		aggagcTTCCTctt

						V$PU1_Q6		G		1.000		1.000		CTTCCtct		A		1.000		1.000		CTTCCtct

						V$ELF1_Q6		G		1.000		0.927		gcTTCCTcttgg		A		1.000		0.927		gcTTCCTcttgg

						V$ETS_Q4		G		1.000		0.953		aggggcTTCCTc		A		1.000		0.952		aggagcTTCCTc

						V$ETS_Q6		G		1.000		0.991		gCTTCCtc		A		1.000		0.991		gCTTCCtc

						V$CETS1P54_03		G		0.929		0.893		aggggcTTCCTcttgg		A		0.929		0.893		aggagcTTCCTcttgg

						V$PU1_Q4		G		1.000		0.919		ctcaggggcTTCCTcttgg		A		1.000		0.918		ctcaggagcTTCCTcttgg

						V$ETS2_Q6		G		1.000		0.962		CTTCCtc		A		1.000		0.962		CTTCCtc

						V$CMAF_02		G		0.906		0.906		GCTCA		A		0.906		0.906		GCTCA

						V$ELF1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$CETS1_Q6		G		1.000		0.992		gCTTCCt		A		1.000		0.992		gCTTCCt

						V$COE1_Q6		G		1.000		0.964		gctCAGGGgcttcc		A						X

						V$HMGIY_Q4		G		0.917		0.916		TTCCTc		A		0.917		0.916		TTCCTc

						V$CETS2_01		G		0.905		0.876		ggcTTCCTct		A		0.905		0.876		agcTTCCTct

						V$SPI1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$SPI1_02		G		1.000		0.963		ggcTTCCTct		A		1.000		0.964		agcTTCCTct

						V$CETS1_02		G		0.926		0.873		ggcTTCCTct		A		0.926		0.873		agcTTCCTct

						V$SPI1_03		G		1.000		0.977		ggCTTCCtct		A		1.000		0.977		agCTTCCtct

						V$NR1B2_Q6		G		0.921		0.881		tGCTCAg		A		0.921		0.881		tGCTCAg

						V$SPI1_04		G		1.000		0.936		gcTTCCT		A		1.000		0.936		gcTTCCT

						V$CMAF_Q5		G		0.901		0.845		tGCTCAggggc		A		0.901		0.847		tGCTCAggagc
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				Supplementary Table 5: Summary of the methylation status at CpG sites within RETN promoter



				Donors		Haplotype		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

				Donor-1		G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

				Donor-2		G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

				Donor-3		G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

				Donor-4		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-5		G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

				Donor-6		G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

				Donor-7		G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

				Donor-8		G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

				Donor-9		G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

				Donor-10		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-11		G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

				Donor-12		G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

				Donor-13		G-G-G		1		0.8		0.8		0.8		x		0.4		0.4		0.70		70.00

				Donor-14		G-G-G		0.8		0.8		0.6		1		x		0.2		0.2		0.60		60.00

				Donor-15		G-G-G		0.8		1		0.8		1		x		0.6		0.4		0.77		76.67

				Donor-16		G-G-G		1		0.6		0.8		0.6		x		0		0		0.50		50.00

				Donor-17		G-G-G		0.80		0.80		1		0.8		x		0.20		0.20		0.63		63.33

						AVG		0.880		0.800		0.800		0.840		x		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		x		28.00		24.00

				Donor-18		A-G-A		x		0.25		0		0.5		x		0		0		0.15		15.00

				Donor-19		A-G-A		x		0.25		0		0		x		0		0		0.05		5.00

				Donor-20		A-G-A		x		0		0		0.25		x		0		0		0.05		5.00

				Donor-21		A-G-A		x		0		0		0.5		x		0		0		0.10		10.00

				Donor-22		A-G-A		x		0.25		0		0.25		x		0		0		0.10		10.00

						AVG		x		0.15		0		0.3		x		0		0

						% CpG methylation		x		15		0		30		x		0		0
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						Supplementary Table 6: allelic distribution of RETN associated SNPs

								rs3219175 		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374

								HapMap-YRI		Sub-Saharan African		226		IG		0.01769911		0.32743362		0.65486723		0.18141593		0.81858408



								rs34861192		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374
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Supplementary table 5: Summary of the methylation status at CpG sites within RETN promoter

7,733,575 7,733,583 7,733,603 7,733,642 7,733,793 7,733,872 7,733,883

rs34861192 CpG_1 CpG_2 CpG_3 rs1862513 CpG_4 CpG_5 (cg02346997)

G-C-G 0.75 0.5 0.5 0.75 0 0 0.25 0.39 39.29

G-C-G 0.75 0.75 1 0.75 0 0 0 0.46 46.43

G-C-G 1 1 1 1 0.25 0.25 0.25 0.68 67.86

G-C-G 1 1 1 1 0 0 0 0.57 57.14

G-C-G 1 1 0.75 1 0 0 0.25 0.57 57.14

G-C-G 1 0.75 0.75 1 0.5 0.25 0.5 0.68 67.86

G-C-G 0.75 1 1 1 0.5 0.5 0 0.68 67.86

G-C-G 1 1 1 0.5 0.5 0.5 0.5 0.71 71.43

G-C-G 1 0.75 1 1 0.25 0.25 0.25 0.64 64.29

G-C-G 1 1 1 1 0 0 0 0.57 57.14

G-C-G 1 1 1 1 0 0.25 0.25 0.64 64.29

G-C-G 1 1 1 1 0.25 0 0.25 0.64 64.29

AVG 0.938 0.896 0.917 0.917 0.188 0.167 0.208

% CpG 

methylation

93.8 89.6 91.7 91.7 18.8 16.7 20.8

G-G-G 1 0.8 0.8 0.8 0

b

0.4 0.4 0.60 60.00

G-G-G 0.8 0.8 0.6 1 0

b

0.2 0.2 0.51 51.43

G-G-G 0.8 1 0.8 1 0

b

0.6 0.4 0.66 65.71

G-G-G 1 0.6 0.8 0.6 0

b

0 0 0.43 42.86

G-G-G 0.80 0.80 1 0.8 0

b

0.20 0.20 0.54 54.29

AVG 0.880 0.800 0.800 0.840 0

b

0.280 0.240

% CpG 

methylation

88.00 80.00 80 84

0

b

28.00 24.00

A-G-A 0

b
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b

0 0 0.11 10.71
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b
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b

0 0 0.04 3.57
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b
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b

0 0 0.04 3.57

A-G-A 0

b

0 0 0.5 0

b

0 0 0.07 7.14

A-G-A 0

b

0.25 0 0.25 0

b

0 0 0.07 7.14

AVG 0

b

0.15 0 0.3 0

b

0 0
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methylation

0

b

15 0 30

0

b

0 0
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rs34861192-rs1862513-rs3219175

b 

loss of CpG due to the allelic state of the SNP
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												Supplementary table 5: Summary of the methylation status at CpG sites within RETN promoter

								Position (Chr19)



						Haplotypea		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

								rs34861192		CpG_1		CpG_2		CpG_3		rs1862513		CpG_4		CpG_5 (cg02346997)

						G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

						G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

						G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

						G-C-G		1		1		1		1		0		0		0		0.57		57.14

						G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

						G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

						G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

						G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

						G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

						G-C-G		1		1		1		1		0		0		0		0.57		57.14

						G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

						G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

						G-G-G		1		0.8		0.8		0.8		0b		0.4		0.4		0.60		60.00

						G-G-G		0.8		0.8		0.6		1		0b		0.2		0.2		0.51		51.43

						G-G-G		0.8		1		0.8		1		0b		0.6		0.4		0.66		65.71

						G-G-G		1		0.6		0.8		0.6		0b		0		0		0.43		42.86

						G-G-G		0.80		0.80		1		0.8		0b		0.20		0.20		0.54		54.29

						AVG		0.880		0.800		0.800		0.840		0b		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		0b		28.00		24.00

						A-G-A		0b		0.25		0		0.5		0b		0		0		0.11		10.71

						A-G-A		0b		0.25		0		0		0b		0		0		0.04		3.57

						A-G-A		0b		0		0		0.25		0b		0		0		0.04		3.57

						A-G-A		0b		0		0		0.5		0b		0		0		0.07		7.14

						A-G-A		0b		0.25		0		0.25		0b		0		0		0.07		7.14

						AVG		0b		0.15		0		0.3		0b		0		0

						% CpG methylation		0b		15		0		30		0b		0		0

						a rs34861192-rs1862513-rs3219175

						b loss of CpG due to the allelic state of the SNP
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Supplementary table 6: allelic distribution of RETN associated SNPs

rs3219175  Ethnicity  AA AG GG AA GG

HapMap-CEU European 226 IG 0.02654867 0.97345132 0.01327434 0.98672569

HapMap-HCB Asian 86 IG 0.02325581 0.3488372 0.62790698 0.19767442 0.80232561

HapMap-JPT Asian 172 IG 0.04651163 0.33720931 0.61627907 0.21511628 0.78488374

HapMap-YRI Sub-Saharan African226 IG 0.01769911 0.32743362 0.65486723 0.18141593 0.81858408

rs34861192 Ethnicity  AA AG GG AA GG

HapMap-CEU European 226 IG 0.02654867 0.97345132 0.01327434 0.98672569

HapMap-HCB Asian 86 IG 0.02325581 0.3488372 0.62790698 0.19767442 0.80232561

HapMap-JPT Asian 172 IG 0.04651163 0.33720931 0.61627907 0.21511628 0.78488374
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						Supplementary table 1: Conditional SNP-SNP interaction analysis



								CHR		BP		A1		TEST		NMISS		BETA		SE		STAT		P

								19		7734511		A		ADD		206		-0.001297		0.05975		-0.0217		0.9827

								19		7734511		A		chr19:7733855:G:A		206		1.224		0.07394		16.56		1.57E-39

								19		7742802		T		ADD		206		0.05011		0.05814		0.8619		0.3898

								19		7742802		T		chr19:7733855:G:A		206		1.197		0.07276		16.45		3.42E-39

								19		8304278		T		ADD		183		0.2174		0.06042		3.598		0.0004144

								19		8304278		T		chr19:7733855:G:A		183		1.215		0.06891		17.63		4.53E-41

								19		8312012		T		ADD		200		0.2281		0.05759		3.96		0.0001045

								19		8312012		T		chr19:7733855:G:A		200		1.173		0.06455		18.17		5.46E-44
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						Supplementary table 2: Resistin eQTLs in monocytes

								SNP ID		p value		datasets		Cell type

								rs34861192		1.8E-14		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs34861192		2.2E-14		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL
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				Supplementary Table 3: EMSA Oligonucleotides

				SNP ID		Allelic state		Forward primer		Reverse primer		Souce 		Catalog Number

				rs3219175G/A		G allele		TGTCTGCTCAGGgGCTTCCTCTTGG		CCAAGAGGAAGCCCCTGAGCAGACA		IDT		NA

						A allele		TGTCTGCTCAGGAGCTTCCTCTTGG		CCAAGAGGAAGCTCCTGAGCAGACA		IDT		NA

				  rs34861192G/A		G allele		CACTGTAGCTTCgAACTCCCGGGCT		AGCCCGGGAGTTCGAAGCTACAGTG		IDT		NA

						A allele		CACTGTAGCTTCAAACTCCCGGGCT		AGCCCGGGAGTTTGAAGCTACAGTG		IDT		NA

				Transcription factor

				Ets family Consensus		N.A		GGGCTGCTTGAGGAAGTATAAGAAT		ATTCTTATACTTCCTCAAGCAGCCC		Santacruze biotechnology		SC-2555

				Ets family mutant		N.A		GGGCTGCTTGAGAGAGTATAAGAAT		ATTCTTATACTCTCTCAAGCAGCCC		Santacruze biotechnology		SC-2556

				NFkB family Consensus		N.A		AGTTGAGGGGACTTTCCCAGGC		GCCTGGGAAAGTCCCCTCAACT		Santacruze biotechnology		SC-2505

				NFkB family mutant		N.A		AGTTGAGGCGACTTTCCCAGGC		GCCTGGGAAAGTCGCCTCAACT		Santacruze biotechnology		SC-2511

				EBF1 Consensus		N.A		CGAGAGATTCCCAAGGGAATTGTGGCCAGCG		CGCTGGCCACAATTCCCTTGGGAATCTCTCG		IDT		Hagman et al EMBO J.1991

				EBF1 mutant		N.A		CGAGAGATTGTAAACGAAATTGTGGCCAGCG		CGCTGGCCACAATTTCGTTTACAATCTCTCG		IDT		Hagman et al EMBO J.1991
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						Supplementary Table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites



						Predicted TF 		G probe		Core score >0.9		full score>0.8		Site		A probe		Core score >0.9		full score>0.8		Site 

						V$CETS1P54_01										A		0.974		0.883		tCAGGAgctt

						V$NFKAPPAB50_01		G		0.865		0.817		GGGGCttcct		A						X

						V$NFKAPPAB_01		G		0.929		0.824		GGGGCttcct		A						X

						V$CETS1P54_02		G		0.993		0.956		gggcTTCCTcttg		A		0.993		0.960		gagcTTCCTcttg

						V$ETS1_B		G						X		A		0.907		0.835		tcAGGAGcttcctct

						V$ETS1_B		G						X		A		1.000		0.916		tcaggagcTTCCTct

						V$ETS_B		G		1.000		0.897		aggggcTTCCTctt		A		1.000		0.889		aggagcTTCCTctt

						V$PU1_Q6		G		1.000		1.000		CTTCCtct		A		1.000		1.000		CTTCCtct

						V$ELF1_Q6		G		1.000		0.927		gcTTCCTcttgg		A		1.000		0.927		gcTTCCTcttgg

						V$ETS_Q4		G		1.000		0.953		aggggcTTCCTc		A		1.000		0.952		aggagcTTCCTc

						V$ETS_Q6		G		1.000		0.991		gCTTCCtc		A		1.000		0.991		gCTTCCtc

						V$CETS1P54_03		G		0.929		0.893		aggggcTTCCTcttgg		A		0.929		0.893		aggagcTTCCTcttgg

						V$PU1_Q4		G		1.000		0.919		ctcaggggcTTCCTcttgg		A		1.000		0.918		ctcaggagcTTCCTcttgg

						V$ETS2_Q6		G		1.000		0.962		CTTCCtc		A		1.000		0.962		CTTCCtc

						V$CMAF_02		G		0.906		0.906		GCTCA		A		0.906		0.906		GCTCA

						V$ELF1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$CETS1_Q6		G		1.000		0.992		gCTTCCt		A		1.000		0.992		gCTTCCt

						V$COE1_Q6		G		1.000		0.964		gctCAGGGgcttcc		A						X

						V$HMGIY_Q4		G		0.917		0.916		TTCCTc		A		0.917		0.916		TTCCTc

						V$CETS2_01		G		0.905		0.876		ggcTTCCTct		A		0.905		0.876		agcTTCCTct

						V$SPI1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$SPI1_02		G		1.000		0.963		ggcTTCCTct		A		1.000		0.964		agcTTCCTct

						V$CETS1_02		G		0.926		0.873		ggcTTCCTct		A		0.926		0.873		agcTTCCTct

						V$SPI1_03		G		1.000		0.977		ggCTTCCtct		A		1.000		0.977		agCTTCCtct

						V$NR1B2_Q6		G		0.921		0.881		tGCTCAg		A		0.921		0.881		tGCTCAg

						V$SPI1_04		G		1.000		0.936		gcTTCCT		A		1.000		0.936		gcTTCCT

						V$CMAF_Q5		G		0.901		0.845		tGCTCAggggc		A		0.901		0.847		tGCTCAggagc
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				Supplementary Table 5: Summary of the methylation status at CpG sites within RETN promoter

				Donors		Haplotype		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

				Donor-1		G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

				Donor-2		G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

				Donor-3		G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

				Donor-4		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-5		G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

				Donor-6		G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

				Donor-7		G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

				Donor-8		G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

				Donor-9		G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

				Donor-10		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-11		G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

				Donor-12		G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

				Donor-13		G-G-G		1		0.8		0.8		0.8		x		0.4		0.4		0.70		70.00

				Donor-14		G-G-G		0.8		0.8		0.6		1		x		0.2		0.2		0.60		60.00

				Donor-15		G-G-G		0.8		1		0.8		1		x		0.6		0.4		0.77		76.67

				Donor-16		G-G-G		1		0.6		0.8		0.6		x		0		0		0.50		50.00

				Donor-17		G-G-G		0.80		0.80		1		0.8		x		0.20		0.20		0.63		63.33

						AVG		0.880		0.800		0.800		0.840		x		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		x		28.00		24.00

				Donor-18		A-G-A		x		0.25		0		0.5		x		0		0		0.15		15.00

				Donor-19		A-G-A		x		0.25		0		0		x		0		0		0.05		5.00

				Donor-20		A-G-A		x		0		0		0.25		x		0		0		0.05		5.00

				Donor-21		A-G-A		x		0		0		0.5		x		0		0		0.10		10.00

				Donor-22		A-G-A		x		0.25		0		0.25		x		0		0		0.10		10.00

						AVG		x		0.15		0		0.3		x		0		0

						% CpG methylation		x		15		0		30		x		0		0
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								Supplementary table 6: allelic distribution of RETN associated SNPs

								rs3219175 		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374

								HapMap-YRI		Sub-Saharan African		226		IG		0.01769911		0.32743362		0.65486723		0.18141593		0.81858408



								rs34861192		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374
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Supplementary table 1: Conditional SNP-SNP interaction analysis

CHR BP Allele 1 TEST n

Regression 

coefficient

Standard error t statistic p

19 7734511 A ADD 206 -0.001297 0.05975 -0.0217 0.9827

19 7734511 A chr19:7733855:G:A 206 1.224 0.07394 16.56 1.57E-39

19 7742802 T ADD 206 0.05011 0.05814 0.8619 0.3898

19 7742802 T chr19:7733855:G:A 206 1.197 0.07276 16.45 3.42E-39
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								Supplementary table 1: Conditional SNP-SNP interaction analysis

								CHR		BP		Allele 1		TEST		n		Regression coefficient		Standard error		t statistic		p

								19		7734511		A		ADD		206		-0.001297		0.05975		-0.0217		0.9827

								19		7734511		A		chr19:7733855:G:A		206		1.224		0.07394		16.56		1.57E-39

								19		7742802		T		ADD		206		0.05011		0.05814		0.8619		0.3898

								19		7742802		T		chr19:7733855:G:A		206		1.197		0.07276		16.45		3.42E-39
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								Supplementary table 2: Resistin eQTLs in monocytes

								SNP ID		p value		datasets		Cell type

								rs34861192		1.8E-14		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in East Asian		Monocytes cis-eQTL

								rs34861192		2.2E-14		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL

								rs3219175		0.0E+00		Raj et al 2014 eQTLs in African American		Monocytes cis-eQTL
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				Supplementary Table 3: EMSA Oligonucleotides

				SNP ID		Allelic state		Forward primer		Reverse primer		Souce 		Catalog Number

				rs3219175G/A		G allele		TGTCTGCTCAGGgGCTTCCTCTTGG		CCAAGAGGAAGCCCCTGAGCAGACA		IDT		NA

						A allele		TGTCTGCTCAGGAGCTTCCTCTTGG		CCAAGAGGAAGCTCCTGAGCAGACA		IDT		NA

				  rs34861192G/A		G allele		CACTGTAGCTTCgAACTCCCGGGCT		AGCCCGGGAGTTCGAAGCTACAGTG		IDT		NA

						A allele		CACTGTAGCTTCAAACTCCCGGGCT		AGCCCGGGAGTTTGAAGCTACAGTG		IDT		NA

				Transcription factor

				Ets family Consensus		N.A		GGGCTGCTTGAGGAAGTATAAGAAT		ATTCTTATACTTCCTCAAGCAGCCC		Santacruze biotechnology		SC-2555

				Ets family mutant		N.A		GGGCTGCTTGAGAGAGTATAAGAAT		ATTCTTATACTCTCTCAAGCAGCCC		Santacruze biotechnology		SC-2556

				NFkB family Consensus		N.A		AGTTGAGGGGACTTTCCCAGGC		GCCTGGGAAAGTCCCCTCAACT		Santacruze biotechnology		SC-2505

				NFkB family mutant		N.A		AGTTGAGGCGACTTTCCCAGGC		GCCTGGGAAAGTCGCCTCAACT		Santacruze biotechnology		SC-2511

				EBF1 Consensus		N.A		CGAGAGATTCCCAAGGGAATTGTGGCCAGCG		CGCTGGCCACAATTCCCTTGGGAATCTCTCG		IDT		Hagman et al EMBO J.1991

				EBF1 mutant		N.A		CGAGAGATTGTAAACGAAATTGTGGCCAGCG		CGCTGGCCACAATTTCGTTTACAATCTCTCG		IDT		Hagman et al EMBO J.1991
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						Supplementary Table 4: JASPAR based analysis of rs3219175G/A for allele specific transcription factor binding sites



						Predicted TF 		G probe		Core score >0.9		full score>0.8		Site		A probe		Core score >0.9		full score>0.8		Site 

						V$CETS1P54_01										A		0.974		0.883		tCAGGAgctt

						V$NFKAPPAB50_01		G		0.865		0.817		GGGGCttcct		A						X

						V$NFKAPPAB_01		G		0.929		0.824		GGGGCttcct		A						X

						V$CETS1P54_02		G		0.993		0.956		gggcTTCCTcttg		A		0.993		0.960		gagcTTCCTcttg

						V$ETS1_B		G						X		A		0.907		0.835		tcAGGAGcttcctct

						V$ETS1_B		G						X		A		1.000		0.916		tcaggagcTTCCTct

						V$ETS_B		G		1.000		0.897		aggggcTTCCTctt		A		1.000		0.889		aggagcTTCCTctt

						V$PU1_Q6		G		1.000		1.000		CTTCCtct		A		1.000		1.000		CTTCCtct

						V$ELF1_Q6		G		1.000		0.927		gcTTCCTcttgg		A		1.000		0.927		gcTTCCTcttgg

						V$ETS_Q4		G		1.000		0.953		aggggcTTCCTc		A		1.000		0.952		aggagcTTCCTc

						V$ETS_Q6		G		1.000		0.991		gCTTCCtc		A		1.000		0.991		gCTTCCtc

						V$CETS1P54_03		G		0.929		0.893		aggggcTTCCTcttgg		A		0.929		0.893		aggagcTTCCTcttgg

						V$PU1_Q4		G		1.000		0.919		ctcaggggcTTCCTcttgg		A		1.000		0.918		ctcaggagcTTCCTcttgg

						V$ETS2_Q6		G		1.000		0.962		CTTCCtc		A		1.000		0.962		CTTCCtc

						V$CMAF_02		G		0.906		0.906		GCTCA		A		0.906		0.906		GCTCA

						V$ELF1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$CETS1_Q6		G		1.000		0.992		gCTTCCt		A		1.000		0.992		gCTTCCt

						V$COE1_Q6		G		1.000		0.964		gctCAGGGgcttcc		A						X

						V$HMGIY_Q4		G		0.917		0.916		TTCCTc		A		0.917		0.916		TTCCTc

						V$CETS2_01		G		0.905		0.876		ggcTTCCTct		A		0.905		0.876		agcTTCCTct

						V$SPI1_Q5		G		1.000		1.000		cTTCCT		A		1.000		1.000		cTTCCT

						V$SPI1_02		G		1.000		0.963		ggcTTCCTct		A		1.000		0.964		agcTTCCTct

						V$CETS1_02		G		0.926		0.873		ggcTTCCTct		A		0.926		0.873		agcTTCCTct

						V$SPI1_03		G		1.000		0.977		ggCTTCCtct		A		1.000		0.977		agCTTCCtct

						V$NR1B2_Q6		G		0.921		0.881		tGCTCAg		A		0.921		0.881		tGCTCAg

						V$SPI1_04		G		1.000		0.936		gcTTCCT		A		1.000		0.936		gcTTCCT

						V$CMAF_Q5		G		0.901		0.845		tGCTCAggggc		A		0.901		0.847		tGCTCAggagc
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				Supplementary Table 5: Summary of the methylation status at CpG sites within RETN promoter

								CpG SNP (rs34861192)		CpG_1		CpG_2		CpG_3		cg21777015(rs1862513)		CpG_4		cg02346997

				Donors		Haplotype		7,733,575		7,733,583		7,733,603		7,733,642		7,733,793		7,733,872		7,733,883		AVG  		% Promoter methylation

				Donor-1		G-C-G		0.75		0.5		0.5		0.75		0		0		0.25		0.39		39.29

				Donor-2		G-C-G		0.75		0.75		1		0.75		0		0		0		0.46		46.43

				Donor-3		G-C-G		1		1		1		1		0.25		0.25		0.25		0.68		67.86

				Donor-4		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-5		G-C-G		1		1		0.75		1		0		0		0.25		0.57		57.14

				Donor-6		G-C-G		1		0.75		0.75		1		0.5		0.25		0.5		0.68		67.86

				Donor-7		G-C-G		0.75		1		1		1		0.5		0.5		0		0.68		67.86

				Donor-8		G-C-G		1		1		1		0.5		0.5		0.5		0.5		0.71		71.43

				Donor-9		G-C-G		1		0.75		1		1		0.25		0.25		0.25		0.64		64.29

				Donor-10		G-C-G		1		1		1		1		0		0		0		0.57		57.14

				Donor-11		G-C-G		1		1		1		1		0		0.25		0.25		0.64		64.29

				Donor-12		G-C-G		1		1		1		1		0.25		0		0.25		0.64		64.29

						AVG		0.938		0.896		0.917		0.917		0.188		0.167		0.208

						% CpG methylation		93.8		89.6		91.7		91.7		18.8		16.7		20.8

				Donor-13		G-G-G		1		0.8		0.8		0.8		x		0.4		0.4		0.70		70.00

				Donor-14		G-G-G		0.8		0.8		0.6		1		x		0.2		0.2		0.60		60.00

				Donor-15		G-G-G		0.8		1		0.8		1		x		0.6		0.4		0.77		76.67

				Donor-16		G-G-G		1		0.6		0.8		0.6		x		0		0		0.50		50.00

				Donor-17		G-G-G		0.80		0.80		1		0.8		x		0.20		0.20		0.63		63.33

						AVG		0.880		0.800		0.800		0.840		x		0.280		0.240

						% CpG methylation		88.00		80.00		80		84		x		28.00		24.00

				Donor-18		A-G-A		x		0.25		0		0.5		x		0		0		0.15		15.00

				Donor-19		A-G-A		x		0.25		0		0		x		0		0		0.05		5.00

				Donor-20		A-G-A		x		0		0		0.25		x		0		0		0.05		5.00

				Donor-21		A-G-A		x		0		0		0.5		x		0		0		0.10		10.00

				Donor-22		A-G-A		x		0.25		0		0.25		x		0		0		0.10		10.00

						AVG		x		0.15		0		0.3		x		0		0

						% CpG methylation		x		15		0		30		x		0		0
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								Supplementary Table 6: allelic distribution of RETN associated SNPs

								rs3219175 		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374

								HapMap-YRI		Sub-Saharan African		226		IG		0.01769911		0.32743362		0.65486723		0.18141593		0.81858408



								rs34861192		Ethnicity 						AA		AG		GG		AA		GG

								HapMap-CEU		European		226		IG				0.02654867		0.97345132		0.01327434		0.98672569

								HapMap-HCB		Asian		86		IG		0.02325581		0.3488372		0.62790698		0.19767442		0.80232561

								HapMap-JPT		Asian		172		IG		0.04651163		0.33720931		0.61627907		0.21511628		0.78488374






