


Supplementary Table 4. MR analysis of periodontitis as exposures
	Outcomes
	Method
	Beta(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
	-0.06(-0.13 - 0.01)
	0.0801 
	9
	0.7189 
	0.8079 
	0.9877 

	
	MR Egger
	-0.06(-0.21 - 0.09)
	0.4747 
	9
	
	
	

	
	Weighted median
	-0.04(-0.13 - 0.05)
	0.3507 
	9
	
	
	

	bNGF
	Inverse variance weighted
	0.03(-0.04 - 0.10)
	0.3507 
	8
	0.8259 
	0.8017 
	0.3686 

	
	MR Egger
	0.11(-0.06 - 0.28)
	0.2506 
	8
	
	
	

	
	Weighted median
	0.07(-0.02 - 0.16)
	0.1368 
	8
	
	
	

	VEGF
	Inverse variance weighted
	0.03(-0.02 - 0.08)
	0.2797 
	8
	0.6309 
	0.6868 
	0.5314 

	
	MR Egger
	-0.01(-0.12 - 0.11)
	0.8883 
	8
	
	
	

	
	Weighted median
	0.03(-0.03 - 0.09)
	0.3489 
	8
	
	
	

	MIF
	Inverse variance weighted
	0.01(-0.06 - 0.08)
	0.8134 
	8
	0.3081 
	0.4129 
	0.9128 

	
	MR Egger
	0.00(-0.19 - 0.18)
	0.9902 
	8
	
	
	

	
	Weighted median
	-0.03(-0.13 - 0.06)
	0.5049 
	8
	
	
	

	TRAIL
	Inverse variance weighted
	0.00(-0.04 - 0.05)
	0.9412 
	8
	0.7643 
	0.6532 
	0.2390 

	
	MR Egger
	-0.06(-0.17 - 0.04)
	0.2924 
	8
	
	
	

	
	Weighted median
	0.00(-0.05 - 0.06)
	0.9162 
	8
	
	
	

	TNFb
	Inverse variance weighted
	-0.01(-0.15 - 0.13)
	0.9245 
	7
	0.6839 
	0.1454 
	0.0521 

	
	MR Egger
	0.36(0.06 - 0.67)
	0.0680 
	7
	
	
	

	
	Weighted median
	-0.04(-0.21 - 0.12)
	0.6110 
	7
	
	
	

	TNFa
	Inverse variance weighted
	0.00(-0.07 - 0.07)
	0.9734 
	9
	0.3779 
	0.4780 
	0.8390 

	
	MR Egger
	0.02(-0.14 - 0.18)
	0.8446 
	9
	
	
	

	
	Weighted median
	-0.05(-0.15 - 0.04)
	0.2949 
	9
	
	
	

	SDF1a
	Inverse variance weighted
	0.03(-0.02 - 0.07)
	0.2357 
	8
	0.5809 
	0.6675 
	0.6530 

	
	MR Egger
	0.00(-0.11 - 0.11)
	0.9459 
	8
	
	
	

	
	Weighted median
	0.00(-0.06 - 0.06)
	0.9556 
	8
	
	
	

	SCGFb
	Inverse variance weighted
	-0.11(-0.18 - -0.04)
	0.0015 
	8
	0.3619 
	0.4724 
	0.9017 

	
	MR Egger
	-0.10(-0.27 - 0.07)
	0.2927 
	8
	
	
	

	
	Weighted median
	-0.06(-0.16 - 0.03)
	0.1961 
	8
	
	
	

	SCF
	Inverse variance weighted
	0.02(-0.02 - 0.06)
	0.3880 
	9
	0.8796 
	0.9107 
	0.6077 

	
	MR Egger
	0.00(-0.10 - 0.09)
	0.9286 
	9
	
	
	

	
	Weighted median
	0.03(-0.03 - 0.09)
	0.2930 
	9
	
	
	

	IL16
	Inverse variance weighted
	-0.06(-0.13 - 0.02)
	0.1234 
	8
	0.7326 
	0.7705 
	0.5082 

	
	MR Egger
	-0.11(-0.28 - 0.06)
	0.2475 
	8
	
	
	

	
	Weighted median
	-0.04(-0.13 - 0.05)
	0.3732 
	8
	
	
	

	RANTES
	Inverse variance weighted
	0.01(-0.06 - 0.08)
	0.7366 
	8
	0.6146 
	0.7254 
	0.9838 

	
	MR Egger
	0.01(-0.16 - 0.18)
	0.9067 
	8
	
	
	

	
	Weighted median
	0.02(-0.07 - 0.11)
	0.6617 
	8
	
	
	

	PDGFbb
	Inverse variance weighted
	0.01(-0.03 - 0.06)
	0.5479 
	8
	0.6179 
	0.7047 
	0.6728 

	
	MR Egger
	-0.01(-0.12 - 0.10)
	0.8866 
	8
	
	
	

	
	Weighted median
	0.01(-0.05 - 0.07)
	0.7814 
	8
	
	
	

	MIP1b
	Inverse variance weighted
	-0.04(-0.08 - 0.01)
	0.1518 
	8
	0.2339 
	0.3212 
	0.8235 

	
	MR Egger
	-0.05(-0.17 - 0.08)
	0.4681 
	8
	
	
	

	
	Weighted median
	-0.02(-0.09 - 0.04)
	0.4393 
	8
	
	
	

	MIP1a
	Inverse variance weighted
	-0.01(-0.08 - 0.06)
	0.8364 
	8
	0.9789 
	0.9918 
	0.9698 

	
	MR Egger
	-0.01(-0.18 - 0.16)
	0.9067 
	8
	
	
	

	
	Weighted median
	-0.01(-0.10 - 0.07)
	0.7423 
	8
	
	
	

	MIG
	Inverse variance weighted
	0.00(-0.08 - 0.08)
	0.9968 
	8
	0.3434 
	0.2363 
	0.1892 

	
	MR Egger
	-0.12(-0.29 - 0.05)
	0.2270 
	8
	
	
	

	
	Weighted median
	-0.03(-0.12 - 0.07)
	0.5597 
	8
	
	
	

	MCSF
	Inverse variance weighted
	0.04(-0.05 - 0.12)
	0.4099 
	8
	0.7763 
	0.8462 
	0.7205 

	
	MR Egger
	0.07(-0.13 - 0.27)
	0.5196 
	8
	
	
	

	
	Weighted median
	0.04(-0.06 - 0.15)
	0.4046 
	8
	
	
	

	MCP3
	Inverse variance weighted
	0.03(-0.11 - 0.16)
	0.6908 
	7
	0.7071 
	0.7847 
	0.6478 

	
	MR Egger
	-0.06(-0.42 - 0.31)
	0.7708 
	7
	
	
	

	
	Weighted median
	0.00(-0.18 - 0.17)
	0.9754 
	7
	
	
	

	MCP1
	Inverse variance weighted
	-0.01(-0.06 - 0.03)
	0.6405 
	9
	0.3804 
	0.4069 
	0.4174 

	
	MR Egger
	-0.05(-0.15 - 0.05)
	0.3615 
	9
	
	
	

	
	Weighted median
	-0.01(-0.07 - 0.05)
	0.8097 
	9
	
	
	

	IL-12p70
	Inverse variance weighted
	0.01(-0.05 - 0.06)
	0.8339 
	9
	0.1332 
	0.1864 
	0.7653 

	
	MR Egger
	0.02(-0.10 - 0.15)
	0.7252 
	9
	
	
	

	
	Weighted median
	0.02(-0.04 - 0.08)
	0.5453 
	9
	
	
	

	IP10
	Inverse variance weighted
	-0.03(-0.10 - 0.04)
	0.4418 
	8
	0.7134 
	0.6297 
	0.2637 

	
	MR Egger
	-0.12(-0.28 - 0.04)
	0.1995 
	8
	
	
	

	
	Weighted median
	-0.01(-0.10 - 0.08)
	0.7887 
	8
	
	
	

	IL18
	Inverse variance weighted
	0.04(-0.04 - 0.12)
	0.3334 
	9
	0.1461 
	0.2047 
	0.7929 

	
	MR Egger
	0.06(-0.13 - 0.25)
	0.5384 
	9
	
	
	

	
	Weighted median
	0.06(-0.04 - 0.15)
	0.2504 
	9
	
	
	

	IL17
	Inverse variance weighted
	-0.01(-0.06 - 0.03)
	0.6032 
	8
	0.7984 
	0.7710 
	0.3574 

	
	MR Egger
	0.04(-0.07 - 0.15)
	0.5191 
	8
	
	
	

	
	Weighted median
	0.01(-0.05 - 0.07)
	0.7220 
	8
	
	
	

	IL13
	Inverse variance weighted
	-0.01(-0.08 - 0.06)
	0.7480 
	9
	0.9205 
	0.9574 
	0.9557 

	
	MR Egger
	-0.02(-0.17 - 0.14)
	0.8519 
	9
	
	
	

	
	Weighted median
	-0.02(-0.11 - 0.07)
	0.6610 
	9
	
	
	

	IL10
	Inverse variance weighted
	0.02(-0.02 - 0.07)
	0.2959 
	9
	0.6268 
	0.7281 
	0.9756 

	
	MR Egger
	0.02(-0.08 - 0.13)
	0.6737 
	9
	
	
	

	
	Weighted median
	0.03(-0.04 - 0.09)
	0.4093 
	9
	
	
	

	IL8
	Inverse variance weighted
	0.01(-0.06 - 0.08)
	0.7365 
	8
	0.3724 
	0.4262 
	0.5009 

	
	MR Egger
	0.07(-0.10 - 0.24)
	0.4617 
	8
	
	
	

	
	Weighted median
	0.01(-0.08 - 0.10)
	0.8607 
	8
	
	
	

	IL6
	Inverse variance weighted
	0.02(-0.03 - 0.06)
	0.4707 
	9
	0.5501 
	0.6528 
	0.8498 

	
	MR Egger
	0.03(-0.07 - 0.12)
	0.6326 
	9
	
	
	

	
	Weighted median
	0.02(-0.04 - 0.08)
	0.4978 
	9
	
	
	

	IL1ra
	Inverse variance weighted
	0.01(-0.05 - 0.08)
	0.6760 
	8
	0.5316 
	0.6152 
	0.6204 

	
	MR Egger
	-0.03(-0.19 - 0.14)
	0.7751 
	8
	
	
	

	
	Weighted median
	0.02(-0.07 - 0.11)
	0.7183 
	8
	
	
	

	IL-1b
	Inverse variance weighted
	0.03(-0.03 - 0.08)
	0.3002 
	8
	0.4834 
	0.4957 
	0.3796 

	
	MR Egger
	0.09(-0.04 - 0.22)
	0.2433 
	8
	
	
	

	
	Weighted median
	0.02(-0.05 - 0.10)
	0.5527 
	8
	
	
	

	HGF
	Inverse variance weighted
	0.05(-0.01 - 0.11)
	0.0952 
	9
	0.0622 
	0.0917 
	0.7542 

	
	MR Egger
	0.03(-0.11 - 0.16)
	0.6903 
	9
	
	
	

	
	Weighted median
	0.03(-0.03 - 0.10)
	0.3002 
	9
	
	
	

	IL9
	Inverse variance weighted
	0.03(-0.04 - 0.10)
	0.4347 
	8
	0.5917 
	0.6978 
	0.8201 

	
	MR Egger
	0.01(-0.15 - 0.17)
	0.9150 
	8
	
	
	

	
	Weighted median
	0.00(-0.09 - 0.09)
	0.9616 
	8
	
	
	

	IL7
	Inverse variance weighted
	0.04(-0.04 - 0.11)
	0.3306 
	8
	0.4990 
	0.6121 
	0.8534 

	
	MR Egger
	0.02(-0.15 - 0.19)
	0.8226 
	8
	
	
	

	
	Weighted median
	0.02(-0.07 - 0.11)
	0.6856 
	8
	
	
	

	IL5
	Inverse variance weighted
	0.01(-0.06 - 0.08)
	0.8043 
	8
	0.7588 
	0.8380 
	0.7792 

	
	MR Egger
	-0.01(-0.18 - 0.16)
	0.8765 
	8
	
	
	

	
	Weighted median
	0.03(-0.07 - 0.12)
	0.5787 
	8
	
	
	

	IL4
	Inverse variance weighted
	0.02(-0.03 - 0.06)
	0.4970 
	8
	0.5901 
	0.6969 
	0.8276 

	
	MR Egger
	0.03(-0.08 - 0.14)
	0.6398 
	8
	
	
	

	
	Weighted median
	0.02(-0.05 - 0.08)
	0.6020 
	8
	
	
	

	IL2ra
	Inverse variance weighted
	-0.01(-0.07 - 0.06)
	0.8327 
	9
	0.8437 
	0.6188 
	0.1361 

	
	MR Egger
	0.11(-0.04 - 0.26)
	0.1990 
	9
	
	
	

	
	Weighted median
	0.02(-0.07 - 0.11)
	0.7260 
	9
	
	
	

	IL2
	Inverse variance weighted
	0.00(-0.07 - 0.07)
	0.9678 
	8
	0.5059 
	0.5312 
	0.4132 

	
	MR Egger
	0.07(-0.10 - 0.24)
	0.4463 
	8
	
	
	

	
	Weighted median
	0.00(-0.10 - 0.10)
	0.9749 
	8
	
	
	

	IFNg
	Inverse variance weighted
	0.03(-0.01 - 0.08)
	0.1595 
	9
	0.6216 
	0.6886 
	0.5924 

	
	MR Egger
	0.01(-0.10 - 0.11)
	0.8992 
	9
	
	
	

	
	Weighted median
	0.02(-0.04 - 0.08)
	0.5715 
	9
	
	
	

	GROa
	Inverse variance weighted
	0.03(-0.06 - 0.12)
	0.5261 
	8
	0.0795 
	0.1232 
	0.8505 

	
	MR Egger
	0.01(-0.22 - 0.24)
	0.9485 
	8
	
	
	

	
	Weighted median
	0.08(-0.01 - 0.18)
	0.0939 
	8
	
	
	

	G-CSF
	Inverse variance weighted
	0.04(-0.01 - 0.08)
	0.1094 
	8
	0.6303 
	0.7287 
	0.7740 

	
	MR Egger
	0.02(-0.09 - 0.13)
	0.7009 
	8
	
	
	

	
	Weighted median
	0.05(-0.01 - 0.11)
	0.0970 
	8
	
	
	

	FGFBasic
	Inverse variance weighted
	0.00(-0.04 - 0.05)
	0.8600 
	8
	0.4459 
	0.5541 
	0.7902 

	
	MR Egger
	-0.01(-0.12 - 0.10)
	0.8645 
	8
	
	
	

	
	Weighted median
	0.00(-0.06 - 0.07)
	0.8896 
	8
	
	
	

	Eotaxin
	Inverse variance weighted
	0.02(-0.04 - 0.08)
	0.4400 
	8
	0.2126 
	0.1057 
	0.1651 

	
	MR Egger
	-0.07(-0.20 - 0.06)
	0.3238 
	8
	
	
	

	
	Weighted median
	0.02(-0.04 - 0.09)
	0.4846 
	8
	
	
	


SNP, single nucleotide polymorphism; 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; 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; 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; G-CSF, granulocyte-colony stimulating factor; FGFBasic, fibroblast growth factor basic.




