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S. Figure 1

Supplementary Figure 1. Linkage disequilibrium of rs7039505 with previously identified
arthritis risk variants, related to Figure 1. (A) Rheumatoid arthritis, rs3761847. (B) Juvenile
idiopathic arthritis, rs10818488.
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Supplementary Figure 2. Selection of SNPs for experimental investigation from SNP-seq,
related to Figure 3. (A) Schematic for analysis of SNP-seq NGS data. QC6 and QC12 matching refer
to agreement of 6 or 12 nucleotides on each side of SNP from the NGS sequencing data with the
original sequence. (B) Summary table of all the SNPs selected from SNP-seq based on one of the
analysis approaches. The 11 SNPs highlighted in yellow were chosen for downstream validation. SNP,
single nucleotide polymorphism; QC, quality control.
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S. Figure 3

SNPs in cis-mQTLs with TRAF1 from BIOS QTL browser

rs7034653 cis-eQTLs with TRAF1 in monocyte

P-value SNP SNP Chr. SNP Chr. Position CpG CpG Chr. CpG Chr. position SNP Alleles Assesed Allele Z-score Gene name FDR
6.15E-229 rs7034653 9 123687372 cg21152671 9 123690610 A/G G 32.3 TRAF1 0

5.55E-76 rs1014530 9 123685092 cg14064762 9 123688769 C/T T 18.45 TRAF1 0
6.03E-56 rs1014530 9 123685092 cg15551881 9 123688691 C/T T 15.76 TRAF1 0
1.66E-13 rs77617771 9 123729896 cg15551881 9 123688691 G/A A 7.37 TRAF1 0
2.49E-06 rs10985143 9 123829010 cg15551881 9 123688691 C/G G 4.71 TRAF1 0
3.14E-05 rs10739574 9 123594836 cg14064762 9 123688769 G/A A 4.16 TRAF1 0.02

Monocyte

Raw P value:0.0098 Adj. P value: 0.9 Effect size: 0.4

rs1609810 cis-eQTLs with TRAF1 in monocyte

Monocyte

Raw P value:0.008 Adj. P value: 0.86 Effect size: 0.41

Supplementary Figure 3. Quantitative trait loci data, related to Figure 4. (A) Expression
quantitative trait loci data for rs7034653 and rs1609810 in human monocytes. (B) SNPs in cis-
methylation quantitative trait loci with TRAF1 from BIOS QTL browser. QTL, quantitative trait loci.
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Supplementary Figure 4. Cytokine production in human monocytes as a function of genotype at
rs7034653, related to Figure 4. (A) Gating strategy for human monocytes. (B) Purified monocytes from healthy
human PBMCs were treated with LPS (100 ng/ml for 2, 4 or 6 hrs), and percentage of cytokine producing cells as
well as MFI was assessed by intracellular staining for IL-1, IL-6, and TNF. (C) IL-6 secreted by LPS-treated human
monocytes measured by ELISA. Each symbol represents one donor; n = 13, 13, 12 human donors of genotypes
AA, AG, GG, respectively. Statistical analysis was performed using one-way ANOVA multiple comparisons.
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S. Figure 5
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Supplementary Figure 5. Cytokine production by THP-1 cells deficient in FRA2, related
to Figure 5. FRA2 knockout THP-1 clones show decreased TNF secretion (A) and
intracellular production (B) compared with negative sgRNA-treated THP-1 control after 4
hours of LPS (100ng/ml) treatment (mean ± SEM, n = 4 (A), and n=5 (B)). Statistical analysis
methods used were one-way ANOVA with multiple comparisons.


