


Supplementary Table 1. Characteristics of the genetic instrument variables for the systemic inflammatory regulators in the MR analysis at P < 5 × 10–8 level.



	Systematic inflammatory regulators
	SNP
	Effect allele
	Other allele
	Beta of exposure
	SE of exposure
	Pval of exposure
	Beta of outcome
	SE of outcome
	Pval of outcome
	F

	CTACK
	rs2070074
	G
	A
	-0.4467 
	0.0374 
	6.99E-33
	-0.1098 
	0.0781 
	0.1598 
	142.66 

	
	rs55764737
	C
	T
	-0.5313 
	0.0972 
	4.60E-08
	-0.0763 
	0.1266 
	0.5466 
	29.88 

	bNGF
	rs28637706
	G
	T
	0.1589 
	0.0263 
	1.52E-09
	-0.0079 
	0.0477 
	0.8678 
	36.50 

	VEGF
	rs13209117
	G
	A
	-0.1302 
	0.0201 
	9.32E-11
	0.0084 
	0.0526 
	0.8736 
	41.96 

	
	rs7767396
	G
	A
	-0.4818 
	0.0172 
	1.17E-172
	0.0449 
	0.0461 
	0.3297 
	784.65 

	TRAIL
	rs138987090
	G
	A
	0.7497 
	0.0752 
	2.07E-23
	-0.0202 
	0.2994 
	0.9463 
	99.39 

	
	rs193112415
	C
	T
	1.0421 
	0.0623 
	8.32E-63
	0.1039 
	0.1719 
	0.5453 
	279.80 

	
	rs57396456
	C
	T
	0.5626 
	0.0518 
	1.77E-27
	0.0026 
	0.1337 
	0.9846 
	117.96 

	
	rs62093514
	C
	T
	-1.0618 
	0.0552 
	1.87E-82
	0.0882 
	0.1479 
	0.5510 
	370.00 

	
	rs74778900
	C
	T
	-0.5906 
	0.0532 
	1.23E-28
	0.3242 
	0.1911 
	0.0897 
	123.24 

	
	rs79287178
	G
	A
	0.4317 
	0.0421 
	1.13E-24
	-0.2192 
	0.1480 
	0.1386 
	105.15 

	TNFb
	rs78296352
	G
	T
	-1.2215 
	0.1366 
	3.82E-19
	0.1956 
	0.1196 
	0.1020 
	79.96 

	SCGFb
	rs116924815
	C
	T
	-0.6079 
	0.0738 
	1.76E-16
	0.0172 
	0.1384 
	0.9010 
	67.85 

	
	rs117716477
	C
	A
	-0.8384 
	0.0841 
	2.08E-23
	-0.3155 
	0.2006 
	0.1157 
	99.38 

	
	rs17876031
	G
	A
	0.1514 
	0.0255 
	2.90E-09
	0.0197 
	0.0504 
	0.6966 
	35.25 

	
	rs9332665
	G
	T
	0.2047 
	0.0255 
	9.95E-16
	-0.0666 
	0.0490 
	0.1742 
	64.44 

	SCF
	rs4841899
	C
	T
	0.1004 
	0.0178 
	1.70E-08
	-0.0132 
	0.0495 
	0.7897 
	31.81 

	
	rs6030
	C
	T
	0.1189 
	0.0170 
	2.67E-12
	-0.0704 
	0.0490 
	0.1508 
	48.92 

	IL16
	rs1801020
	G
	A
	-0.1733 
	0.0272 
	1.87E-10
	0.0291 
	0.0533 
	0.5847 
	40.59 

	
	rs4253283
	C
	T
	-0.1460 
	0.0262 
	2.51E-08
	0.0039 
	0.0494 
	0.9377 
	31.05 

	
	rs4778636
	G
	A
	0.7272 
	0.0633 
	1.51E-30
	-0.0658 
	0.0793 
	0.4072 
	131.98 

	RANTES
	rs74472919
	C
	T
	-0.3313 
	0.0605 
	4.35E-08
	0.1150 
	0.1446 
	0.4265 
	29.99 

	PDGFbb
	rs13412535
	G
	A
	-0.3352 
	0.0214 
	2.68E-55
	-0.0702 
	0.0546 
	0.1989 
	245.35 

	
	rs2324229
	C
	T
	-0.0894 
	0.0161 
	2.81E-08
	-0.0150 
	0.0477 
	0.7531 
	30.83 

	
	rs4965869
	C
	T
	-0.1840 
	0.0181 
	2.82E-24
	0.0560 
	0.0521 
	0.2818 
	103.34 

	
	rs55680718
	C
	T
	0.1383 
	0.0246 
	1.89E-08
	-0.0613 
	0.0693 
	0.3765 
	31.61 

	MIP1b
	rs113010081
	C
	T
	0.5954 
	0.0236 
	1.93E-140
	0.1649 
	0.0737 
	0.0253 
	636.49 

	
	rs113877493
	C
	T
	0.6124 
	0.0218 
	1.24E-173
	-0.1325 
	0.0851 
	0.1193 
	789.15 

	
	rs117453826
	G
	A
	0.5774 
	0.0593 
	2.10E-22
	-0.0639 
	0.1847 
	0.7294 
	94.81 

	
	rs141102180
	G
	T
	-0.3225 
	0.0393 
	2.28E-16
	-0.1639 
	0.1833 
	0.3714 
	67.34 

	
	rs3760440
	G
	A
	-0.1236 
	0.0162 
	2.35E-14
	-0.0153 
	0.0487 
	0.7536 
	58.21 

	MIG
	rs55876513
	G
	T
	-0.1660 
	0.0255 
	7.52E-11
	0.0317 
	0.0536 
	0.5549 
	42.38 

	MCSF
	rs56367447
	C
	T
	0.4967 
	0.0883 
	1.85E-08
	0.0056 
	0.1238 
	0.9638 
	31.64 

	MCP1
	rs12075
	G
	A
	-0.2185 
	0.0155 
	3.98E-45
	-0.0149 
	0.0465 
	0.7480 
	198.72 

	
	rs2036297
	G
	A
	-0.1190 
	0.0160 
	1.03E-13
	0.0345 
	0.0486 
	0.4776 
	55.32 

	
	rs2288370
	C
	T
	0.1031 
	0.0163 
	2.53E-10
	0.1067 
	0.0478 
	0.0256 
	40.01 

	
	rs7632755
	G
	A
	-0.2938 
	0.0316 
	1.44E-20
	0.0877 
	0.0910 
	0.3355 
	86.44 

	IL-12p70
	rs4349809
	G
	T
	-0.3777 
	0.0159 
	9.82E-125
	0.0438 
	0.0462 
	0.3439 
	564.29 

	
	rs7088799
	G
	T
	0.0998 
	0.0161 
	5.69E-10
	0.0175 
	0.0467 
	0.7084 
	38.42 

	IP10
	rs113831257
	G
	A
	-0.3592 
	0.0644 
	2.44E-08
	0.1405 
	0.1228 
	0.2527 
	31.11 

	
	rs9450351
	C
	T
	0.2768 
	0.0489 
	1.51E-08
	0.0724 
	0.0957 
	0.4490 
	32.04 

	IL18
	rs115267715
	C
	T
	-0.4508 
	0.0800 
	1.75E-08
	-0.1431 
	0.2467 
	0.5620 
	31.75 

	
	rs17229943
	C
	A
	0.3120 
	0.0463 
	1.60E-11
	0.0688 
	0.1052 
	0.5130 
	45.41 

	
	rs385076
	C
	T
	0.2432 
	0.0248 
	1.06E-22
	-0.0733 
	0.0483 
	0.1293 
	96.17 

	
	rs5744292
	C
	T
	-0.2668 
	0.0275 
	2.96E-22
	-0.0434 
	0.0526 
	0.4091 
	94.13 

	IL17
	rs1530455
	C
	T
	-0.1080 
	0.0173 
	4.30E-10
	0.0032 
	0.0478 
	0.9473 
	38.97 

	IL13
	rs9472168
	G
	A
	-0.4244 
	0.0248 
	1.19E-65
	0.0339 
	0.0475 
	0.4756 
	292.85 

	IL10
	rs282258
	C
	T
	-0.0992 
	0.0162 
	9.16E-10
	0.0095 
	0.0467 
	0.8390 
	37.50 

	
	rs6921438
	G
	A
	0.2878 
	0.0166 
	2.46E-67
	-0.0607 
	0.0463 
	0.1902 
	300.58 

	HGF
	rs3748034
	G
	T
	-0.1495 
	0.0234 
	1.67E-10
	-0.1065 
	0.0660 
	0.1062 
	40.82 

	
	rs5745687
	C
	T
	0.3072 
	0.0406 
	3.83E-14
	0.0263 
	0.0927 
	0.7769 
	57.25 

	IL7
	rs4320361
	G
	T
	0.3245 
	0.0249 
	8.03E-39
	-0.0289 
	0.0470 
	0.5395 
	169.84 

	IL5
	rs7767396
	G
	A
	-0.1515 
	0.0246 
	7.34E-10
	0.0449 
	0.0461 
	0.3297 
	37.93 

	IL2ra
	rs12722497
	C
	A
	-0.6279 
	0.0485 
	2.46E-38
	-0.0408 
	0.0834 
	0.6242 
	167.61 

	GROa
	rs12075
	G
	A
	-0.3751 
	0.0237 
	2.03E-56
	-0.0149 
	0.0465 
	0.7480 
	250.49 

	
	rs508977
	G
	T
	0.3802 
	0.0280 
	5.37E-42
	-0.0465 
	0.0541 
	0.3900 
	184.38 

	Eotaxin
	rs112347425
	C
	T
	-0.1580 
	0.0277 
	1.17E-08
	-0.1081 
	0.0794 
	0.1731 
	32.54 

	
	rs12075
	G
	A
	-0.1671 
	0.0156 
	8.99E-27
	-0.0149 
	0.0465 
	0.7480 
	114.74 

	
	rs2228467
	C
	T
	0.4163 
	0.0292 
	4.06E-46
	-0.0338 
	0.0955 
	0.7231 
	203.26 

	
	rs4388383
	G
	A
	-0.1723 
	0.0302 
	1.16E-08
	-0.0790 
	0.0753 
	0.2944 
	32.55 


SNP, single nucleotide polymorphism; OR, odds ratio; CI, confidence interval; CTACK, cutaneous T-cell attracting chemokine; bNGF, beta-nerve growth factor; VEGF, vascular endothelial growth factor; TRAIL, TNF-related apoptosis-inducing ligand; TNFb, tumor necrosis factor beta; SCGFb, stem cell growth factor beta; SCF, stem cell factor; IL-16, interleukin-16; RANTES, regulated on activation, normal T cell expressed and secreted; PDGFbb, platelet-derived growth factor BB; MIP1b, macrophage inflammatory protein 1b; MIG, monokine induced by gamma interferon; MCSF, macrophage colony stimulating factor; MCP1, monocyte chemoattractant protein-1; IL-12p70, interleukin-12p70; IP10, interferon gamma-induced protein 10; IL-18, interleukin-18; IL-17, interleukin-17; IL-13, interleukin-13; IL-10, interleukin-10; HGF, hepatocyte growth factor; IL-7, interleukin-7; IL-5, interleukin-5; IL2ra, interleukin-2 receptor antagonist; GROa, growth-regulated protein alpha.




