



Supplementary Table 4. MR analysis of systemic inflammatory regulators and periodontitis at P < 5 × 10–6 level.
	Outcomes
	Method
	OR(95%CI)
	P
	nSNP
	P for heterogeneity test based on MR Egger
	P for heterogeneity test based on Inverse variance weighted
	P for MR-Egger intercept

	CTACK
	Inverse variance weighted
	1.17(0.95-1.43)
	0.1443 
	9 
	0.6012 
	0.6836 
	0.6753 

	
	MR Egger
	1.26(0.85-1.86)
	0.2937 
	9 
	
	
	

	
	Weighted median
	1.21(0.94-1.57)
	0.1430 
	9 
	
	
	

	bNGF
	Inverse variance weighted
	1.03(0.76-1.38)
	0.8676 
	7 
	0.4371 
	0.3828 
	0.2692 

	
	MR Egger
	2.54(0.59-10.91)
	0.2661 
	7 
	
	
	

	
	Weighted median
	0.94(0.64-1.49)
	0.7763 
	7 
	
	
	

	VEGF
	Inverse variance weighted
	1.22(0.79-1.87)
	0.3663 
	8 
	0.1045 
	0.1284 
	0.5441 

	
	MR Egger
	0.81(0.21-3.07)
	0.7616 
	8 
	
	
	

	
	Weighted median
	1.10(0.70-1.71)
	0.6887 
	8 
	
	
	

	MIF
	Inverse variance weighted
	1.00(0.79-1.27)
	0.9992 
	13 
	0.5005 
	0.5709 
	0.6797 

	
	MR Egger
	1.12(0.63-2.00)
	0.7076 
	13 
	
	
	

	
	Weighted median
	0.98(0.70-1.38)
	0.9217 
	13 
	
	
	

	TRAIL
	Inverse variance weighted
	0.89(0.77-1.03)
	0.1251 
	16 
	0.5620 
	0.3763 
	0.0811 

	
	MR Egger
	0.99(0.83-1.18)
	0.9030 
	16 
	
	
	

	
	Weighted median
	0.94(0.77-1.15)
	0.5516 
	16 
	
	
	

	TNFb
	Inverse variance weighted
	0.93(0.66-1.31)
	0.6811 
	3 
	0.0080 
	0.0193 
	0.7858 

	
	MR Egger
	0.86(0.45-1.63)
	0.7230 
	3 
	
	
	

	
	Weighted median
	0.86(0.71-1.05)
	0.1369 
	3 
	
	
	

	TNFa
	Inverse variance weighted
	1.20(0.85-1.69)
	0.3061 
	5 
	0.1182 
	0.1687 
	0.6269 

	
	MR Egger
	1.36(0.75-2.47)
	0.3876 
	5 
	
	
	

	
	Weighted median
	1.24(0.83-1.86)
	0.2963 
	5 
	
	
	

	SDF1a
	Inverse variance weighted
	1.55(0.99-2.41)
	0.0528 
	7 
	0.6776 
	0.7746 
	0.7410 

	
	MR Egger
	1.37(0.61-3.08)
	0.4786 
	7 
	
	
	

	
	Weighted median
	1.30(0.71-2.37)
	0.3933 
	7 
	
	
	

	SCGFb
	Inverse variance weighted
	1.10(0.92-1.33)
	0.2949 
	13 
	0.8795 
	0.9162 
	0.7697 

	
	MR Egger
	1.15(0.84-1.57)
	0.4060 
	13 
	
	
	

	
	Weighted median
	1.11(0.86-1.43)
	0.4396 
	13 
	
	
	

	SCF
	Inverse variance weighted
	0.95(0.64-1.42)
	0.8150 
	6 
	0.8977 
	0.6052 
	0.1861 

	
	MR Egger
	1.86(0.75-4.63)
	0.2533 
	6 
	
	
	

	
	Weighted median
	1.06(0.65-1.75)
	0.8049 
	6 
	
	
	

	RANTES
	Inverse variance weighted
	0.83(0.64-1.08)
	0.1664 
	10 
	0.5078 
	0.2514 
	0.0776 

	
	MR Egger
	1.56(0.81-3.02)
	0.2194 
	10 
	
	
	

	
	Weighted median
	0.90(0.64-1.27)
	0.5440 
	10 
	
	
	

	PDGFbb
	Inverse variance weighted
	1.04(0.79-1.37)
	0.7771 
	12 
	0.0751 
	0.0751 
	0.3981 

	
	MR Egger
	1.28(0.74-2.22)
	0.3888 
	12 
	
	
	

	
	Weighted median
	1.21(0.91-1.61)
	0.1997 
	12 
	
	
	

	MIP1b
	Inverse variance weighted
	1.05(0.91-1.22)
	0.5009 
	17 
	0.3880 
	0.4121 
	0.4341 

	
	MR Egger
	0.98(0.78-1.23)
	0.8828 
	17 
	
	
	

	
	Weighted median
	1.13(0.90-1.43)
	0.2938 
	17 
	
	
	

	MIP1a
	Inverse variance weighted
	1.19(0.77-1.84)
	0.4323 
	7 
	0.0295 
	0.0495 
	0.7872 

	
	MR Egger
	1.00(0.28-3.60)
	0.9990 
	7 
	
	
	

	
	Weighted median
	1.08(0.72-1.63)
	0.7123 
	7 
	
	
	

	MIG
	Inverse variance weighted
	1.00(0.83-1.21)
	0.9969 
	13 
	0.7497 
	0.7778 
	0.4918 

	
	MR Egger
	1.13(0.77-1.64)
	0.5531 
	13 
	
	
	

	
	Weighted median
	1.00(0.77-1.29)
	0.9954 
	13 
	
	
	

	MCSF
	Inverse variance weighted
	0.97(0.78-1.22)
	0.8073 
	8 
	0.4372 
	0.1471 
	0.0681 

	
	MR Egger
	0.71(0.51-0.99)
	0.0897 
	8 
	
	
	

	
	Weighted median
	1.01(0.78-1.31)
	0.9291 
	8 
	
	
	

	MCP3
	Inverse variance weighted
	1.00(0.71-1.40)
	0.9999 
	3 
	0.7957 
	0.2544 
	0.3496 

	
	MR Egger
	0.43(0.15-1.23)
	0.3609 
	3 
	
	
	

	
	Weighted median
	1.06(0.75-1.49)
	0.7400 
	3 
	
	
	

	MCP1
	Inverse variance weighted
	1.00(0.75-1.32)
	0.9889 
	13 
	0.1036 
	0.1439 
	0.9481 

	
	MR Egger
	0.98(0.52-1.84)
	0.9492 
	13 
	
	
	

	
	Weighted median
	0.99(0.72-1.37)
	0.9725 
	13 
	
	
	

	IL-12p70
	Inverse variance weighted
	0.92(0.74-1.13)
	0.4095 
	7 
	0.8654 
	0.9018 
	0.6042 

	
	MR Egger
	0.99(0.70-1.41)
	0.9608 
	7 
	
	
	

	
	Weighted median
	0.89(0.71-1.12)
	0.3154 
	7 
	
	
	

	IP10
	Inverse variance weighted
	0.95(0.75-1.20)
	0.6765 
	11 
	0.3470 
	0.3643 
	0.4001 

	
	MR Egger
	1.14(0.72-1.80)
	0.5966 
	11 
	
	
	

	
	Weighted median
	1.08(0.79-1.47)
	0.6299 
	11 
	
	
	

	IL18
	Inverse variance weighted
	1.08(0.90-1.29)
	0.4022 
	13 
	0.3761 
	0.3529 
	0.2798 

	
	MR Egger
	1.25(0.92-1.71)
	0.1840 
	13 
	
	
	

	
	Weighted median
	1.04(0.81-1.34)
	0.7636 
	13 
	
	
	

	IL17
	Inverse variance weighted
	0.79(0.59-1.07)
	0.1297 
	10 
	0.9293 
	0.9350 
	0.4859 

	
	MR Egger
	0.65(0.36-1.19)
	0.2016 
	10 
	
	
	

	
	Weighted median
	0.75(0.50-1.12)
	0.1551 
	10 
	
	
	

	IL13
	Inverse variance weighted
	0.92(0.78-1.08)
	0.3150 
	8 
	0.9607 
	0.9710 
	0.6040 

	
	MR Egger
	0.98(0.74-1.30)
	0.8858 
	8 
	
	
	

	
	Weighted median
	0.93(0.77-1.12)
	0.4263 
	8 
	
	
	

	IL10
	Inverse variance weighted
	1.04(0.70-1.53)
	0.8577 
	8 
	0.6407 
	0.7429 
	0.8330 

	
	MR Egger
	1.43(0.08-26.39)
	0.8167 
	8 
	
	
	

	
	Weighted median
	1.06(0.63-1.75)
	0.8353 
	8 
	
	
	

	IL8
	Inverse variance weighted
	1.10(0.83-1.47)
	0.5102 
	4 
	0.9611 
	0.9595 
	0.6831 

	
	MR Egger
	1.00(0.62-1.63)
	0.9905 
	4 
	
	
	

	
	Weighted median
	1.09(0.78-1.53)
	0.6174 
	4 
	
	
	

	IL6
	Inverse variance weighted
	0.97(0.61-1.53)
	0.8853 
	4 
	0.3990 
	0.5730 
	0.7284 

	
	MR Egger
	1.12(0.47-2.67)
	0.8173 
	4 
	
	
	

	
	Weighted median
	1.13(0.64-2.00)
	0.6810 
	4 
	
	
	

	IL1ra
	Inverse variance weighted
	1.14(0.84-1.55)
	0.4003 
	6 
	0.8769 
	0.8987 
	0.5551 

	
	MR Egger
	1.48(0.63-3.43)
	0.4173 
	6 
	
	
	

	
	Weighted median
	1.18(0.81-1.71)
	0.3941 
	6 
	
	
	

	IL-1b
	Inverse variance weighted
	1.42(0.96-2.09)
	0.0772 
	4 
	0.7930 
	0.8556 
	0.6335 

	
	MR Egger
	1.75(0.76-4.05)
	0.3203 
	4 
	
	
	

	
	Weighted median
	1.49(0.90-2.46)
	0.1190 
	4 
	
	
	

	HGF
	Inverse variance weighted
	1.27(0.91-1.78)
	0.1646 
	7 
	0.8118 
	0.8935 
	0.9451 

	
	MR Egger
	1.30(0.59-2.86)
	0.5384 
	7 
	
	
	

	
	Weighted median
	1.16(0.76-1.77)
	0.4906 
	7 
	
	
	

	IL9
	Inverse variance weighted
	1.38(0.80-2.39)
	0.2449 
	6 
	0.0470 
	0.0049 
	0.1602 

	
	MR Egger
	0.55(0.18-1.73)
	0.3661 
	6 
	
	
	

	
	Weighted median
	1.38(0.87-2.19)
	0.1681 
	6 
	
	
	

	IL7
	Inverse variance weighted
	1.07(0.86-1.32)
	0.5486 
	8 
	0.2056 
	0.2425 
	0.5157 

	
	MR Egger
	0.85(0.42-1.70)
	0.6546 
	8 
	
	
	

	
	Weighted median
	0.93(0.73-1.18)
	0.5366 
	8 
	
	
	

	IL5
	Inverse variance weighted
	0.91(0.66-1.26)
	0.5781 
	5 
	0.8145 
	0.9175 
	0.9568 

	
	MR Egger
	0.93(0.39-2.24)
	0.8876 
	5 
	
	
	

	
	Weighted median
	0.95(0.64-1.41)
	0.7909 
	5 
	
	
	

	IL4
	Inverse variance weighted
	0.92(0.67-1.26)
	0.5967 
	9 
	0.6840 
	0.6487 
	0.3126 

	
	MR Egger
	0.72(0.42-1.23)
	0.2720 
	9 
	
	
	

	
	Weighted median
	0.90(0.59-1.36)
	0.6135 
	9 
	
	
	

	IL2ra
	Inverse variance weighted
	1.04(0.85-1.26)
	0.7218 
	6 
	0.3187 
	0.4497 
	0.8955 

	
	MR Egger
	1.06(0.76-1.47)
	0.7651 
	6 
	
	
	

	
	Weighted median
	1.07(0.86-1.34)
	0.5585 
	6 
	
	
	

	IL2
	Inverse variance weighted
	1.22(0.97-1.53)
	0.0971 
	9 
	0.8885 
	0.5675 
	0.0939 

	
	MR Egger
	1.76(1.13-2.74)
	0.0398 
	9 
	
	
	

	
	Weighted median
	1.04(0.76-1.44)
	0.8016 
	9 
	
	
	

	IFNg
	Inverse variance weighted
	0.86(0.61-1.20)
	0.3645 
	9 
	0.4763 
	0.5238 
	0.4781 

	
	MR Egger
	0.71(0.39-1.29)
	0.2965 
	9 
	
	
	

	
	Weighted median
	0.82(0.51-1.31)
	0.3953 
	9 
	
	
	

	GROa
	Inverse variance weighted
	0.96(0.83-1.11)
	0.5653 
	10 
	0.6474 
	0.7110 
	0.6067 

	
	MR Egger
	1.04(0.75-1.44)
	0.8274 
	10 
	
	
	

	
	Weighted median
	1.02(0.85-1.23)
	0.8416 
	10 
	
	
	

	GCSF
	Inverse variance weighted
	1.56(1.14-2.15)
	0.0059 
	8 
	0.4741 
	0.5604 
	0.6260 

	
	MR Egger
	1.73(1.05-2.83)
	0.0736 
	8 
	
	
	

	
	Weighted median
	1.63(1.07-2.49)
	0.0219 
	8 
	
	
	

	FGFBasic
	Inverse variance weighted
	0.75(0.39-1.43)
	0.3799 
	4 
	0.3467 
	0.4332 
	0.5233 

	
	MR Egger
	0.12(0.00-13.23)
	0.4719 
	4 
	
	
	

	
	Weighted median
	0.59(0.26-1.36)
	0.2137 
	4 
	
	
	

	Eotaxin
	Inverse variance weighted
	1.00(0.79-1.27)
	0.9992 
	13 
	0.5005 
	0.5709 
	0.6797 

	
	MR Egger
	1.12(0.63-2.00)
	0.7076 
	13 
	
	
	

	
	Weighted median
	0.98(0.71-1.36)
	0.9190 
	13 
	
	
	


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; MIF, macrophage migration inhibitory factor; TRAIL, TNF-related apoptosis-inducing ligand; TNFb, tumor necrosis factor beta; TNFa, tumor necrosis factor alpha; SDF1a, stromal-cellderived factor 1 alpha; SCGFb, stem cell growth factor beta; SCF, stem cell factor; RANTES, regulated on activation, normal T cell expressed and secreted; PDGFbb, platelet-derived growth factor BB; MIP1b, macrophage inflammatory protein 1b; MIP1a, macrophage inflammatory protein 1a; MIG, monokine induced by gamma interferon; MCSF, macrophage colony stimulating factor; MCP3, monocyte chemoattractant protein-3; 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; IL-8, interleukin-8; IL-6, interleukin-6; IL1ra, interleukin-1-receptor antagonist; IL-1b, interleukin-1-beta; HGF, hepatocyte growth factor; IL-9, interleukin-9; IL-7, interleukin-7; IL-5, interleukin-5; IL-4, interleukin-4; IL2ra, interleukin-2 receptor antagonist; IL-2, interleukin-2; IFNg, interferon gamma; GROa, growth-regulated protein alpha; GCSF, granulocyte-colony stimulating factor; FGFBasic, fibroblast growth factor basic.






