Supplementary Table 1 Exposures and genetic instruments used .
	Exposure
	Number of studies
	Genes in which variation was used as an instrument

	C-reactive protein
	29
	CRP,


 ADDIN EN.CITE.DATA 


 ADDIN EN.CITE.DATA 


1-28 ADDIN REFMGR.CITE  LEPR,


13,14 ADDIN REFMGR.CITE  HNF1A,


7,14 ADDIN REFMGR.CITE  IL6R,


7,14,24 ADDIN REFMGR.CITE  APOE


7,14 ADDIN REFMGR.CITE , genetic risk score


29 ADDIN REFMGR.CITE 

	BMI/ fat mass/ percentage body fat
	25
	FTO,
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8,12,30-45 ADDIN REFMGR.CITE  MC4R,


12,32,37-39,41,43,44 ADDIN REFMGR.CITE  TMEM18,


32,37,38,44 ADDIN REFMGR.CITE  VEGFA, 


46 ADDIN REFMGR.CITE genetic risk score


47-52 ADDIN REFMGR.CITE 

	Alcohol use
	12
	ALDH2,


53-58 ADDIN REFMGR.CITE  ADH1B,


59-63 ADDIN REFMGR.CITE  ADH1C


61,64 ADDIN REFMGR.CITE 

	Vitamin D levels
	10
	GC,


65-69 ADDIN REFMGR.CITE  DHCR7/NADSYN1,


65-67,70 ADDIN REFMGR.CITE  CYP2R1,


65-67,70 ADDIN REFMGR.CITE  CYP24A1,


66,67 ADDIN REFMGR.CITE  FLG,


68,71 ADDIN REFMGR.CITE  VDR,


72 ADDIN REFMGR.CITE  genetic risk scores


47,73 ADDIN REFMGR.CITE 

	Homocysteïne
	8
	MTHFR


74-81 ADDIN REFMGR.CITE 

	“Folate metabolism”
	4
	MTHFR


82-85 ADDIN REFMGR.CITE 

	LDL-cholesterol
	8
	SORT1,


86 ADDIN REFMGR.CITE  PCSK9,


86-89 ADDIN REFMGR.CITE  LDLR,


86-88,90 ADDIN REFMGR.CITE  HMGCR,


86 ADDIN REFMGR.CITE  ABCG8,


86,89 ADDIN REFMGR.CITE  APOE,


86,88,89,91 ADDIN REFMGR.CITE  APOB,


87,88 ADDIN REFMGR.CITE  genetic risk score


24,92 ADDIN REFMGR.CITE  

	HDL-cholesterol
	5
	LIPC,


87,93 ADDIN REFMGR.CITE  LIPG


94 ADDIN REFMGR.CITE , ABCA1,


87 ADDIN REFMGR.CITE  LCAT,


95 ADDIN REFMGR.CITE  genetic risk score


92,94 ADDIN REFMGR.CITE 

	Total cholesterol
	4
	APOE


91,96-98 ADDIN REFMGR.CITE 

	Remnant cholesterol
	3
	APOA5,


87,99 ADDIN REFMGR.CITE  TRIB1,


87 ADDIN REFMGR.CITE  GCKR


87 ADDIN REFMGR.CITE , genetic risk score


24 ADDIN REFMGR.CITE 

	Remnant cholesterol:HDL ratio
	1
	LPL


87 ADDIN REFMGR.CITE 

	Triglycerides
	5
	APOA5,


99-101 ADDIN REFMGR.CITE  genetic risk score


92,102 ADDIN REFMGR.CITE 

	Lipoprotein(a)
	7
	LPA


103-109 ADDIN REFMGR.CITE 

	Lp-PLA2 (activity)
	4
	PLA2G7,


15,110,111 ADDIN REFMGR.CITE  PLA2G2A


112 ADDIN REFMGR.CITE 

	ApoAI
	1
	APOA5-A4-C3-A1


15 ADDIN REFMGR.CITE 

	ApoB
	1
	APOB


15 ADDIN REFMGR.CITE 

	Uric acid
	7
	SLC2A9,


32,37,49,113-115 ADDIN REFMGR.CITE  ABCG2,


113,115 ADDIN REFMGR.CITE  SLC17A1,


115 ADDIN REFMGR.CITE  SLC22A11,


115 ADDIN REFMGR.CITE  SLC22A12,


115 ADDIN REFMGR.CITE  genetic risk score


116 ADDIN REFMGR.CITE 

	IL-6/ IL-6 receptor signalling
	5
	IL6,


117,118 ADDIN REFMGR.CITE  IL6R


26,119,120 ADDIN REFMGR.CITE 

	Fetuin-A
	4
	AHSG


35,121-123 ADDIN REFMGR.CITE 

	Adiponectin
	4
	ADIPOQ


124-127 ADDIN REFMGR.CITE 

	Fibrinogen
	4
	FIBA-B-G cluster,


15 ADDIN REFMGR.CITE  FGB


128-130 ADDIN REFMGR.CITE 

	Fasting glucose
	3
	genetic risk score


50,131,132 ADDIN REFMGR.CITE 

	HOMA-IR
	2
	GCKR,


125 ADDIN REFMGR.CITE  ADAMTS9,


133 ADDIN REFMGR.CITE  PPARG2


133 ADDIN REFMGR.CITE 

	Beta-cell function
	2
	ADAMTS9,


133 ADDIN REFMGR.CITE  TCF7L2


134 ADDIN REFMGR.CITE 

	Non-fasting glucose
	1
	GCK,


135 ADDIN REFMGR.CITE  G6PC2,


135 ADDIN REFMGR.CITE  ADCY5,


135 ADDIN REFMGR.CITE  DGKB,


135 ADDIN REFMGR.CITE  ADRA2A


135 ADDIN REFMGR.CITE 

	Fasting insulin
	1
	INSR,


136 ADDIN REFMGR.CITE  IRS1


136 ADDIN REFMGR.CITE 

	Type 2 diabetes
	2
	genetic risk score


131,137 ADDIN REFMGR.CITE 

	Type 1 diabetes
	1
	genetic risk score


137 ADDIN REFMGR.CITE 

	Milk consumption
	3
	LCT


138-140 ADDIN REFMGR.CITE 

	Iron status (ferritin/serum iron)
	3
	HFE,


141,142 ADDIN REFMGR.CITE  TMPRSS6


141,143 ADDIN REFMGR.CITE 

	Bilirubin
	3
	UGT1A1


144-146 ADDIN REFMGR.CITE 

	SHBG
	3
	SHBG


147-149 ADDIN REFMGR.CITE 

	Testosterone
	2
	SHBG,


150 ADDIN REFMGR.CITE  FAM9B,


150 ADDIN REFMGR.CITE  CYP19A1,


151 ADDIN REFMGR.CITE  ESR2


151 ADDIN REFMGR.CITE 

	Prenatal testosterone exposure
	1
	Sex of co-twin152

	Caffeine (intake)
	2
	CYP1A2,


153,154 ADDIN REFMGR.CITE  NAT2,


154 ADDIN REFMGR.CITE  GSTA1


154 ADDIN REFMGR.CITE 

	Vitamin B-12
	2
	FUT2,


155,156 ADDIN REFMGR.CITE  TCN2,


155 ADDIN REFMGR.CITE   CUBN


156 ADDIN REFMGR.CITE 

	Total transcobalamin
	1
	TCN2


156 ADDIN REFMGR.CITE 

	Smoking
	2
	CHRNA5–CHRNA3–CHRNB4 cluster


157,158 ADDIN REFMGR.CITE 

	PAI-1 levels
	2
	PAI14G/5G


26,78 ADDIN REFMGR.CITE 

	Malaria infection
	2
	HbAS phenotype


159,160 ADDIN REFMGR.CITE 

	IL-18
	2
	IL18


26,161 ADDIN REFMGR.CITE 

	Macrophage migration inhibitory factor
	2
	MIF


26,162 ADDIN REFMGR.CITE 

	6-propylthyouracil tasting
	1
	TAS2R38


163 ADDIN REFMGR.CITE 

	Monocyte chemotactic protein-1
	1
	CCL2


1 ADDIN REFMGR.CITE 

	Leukocyte telomere length
	1
	genetic risk score


164 ADDIN REFMGR.CITE 

	Triacylglycerol
	1
	genetic risk score


50 ADDIN REFMGR.CITE 

	sPLA2-IIa
	1
	PLA2G2A


165 ADDIN REFMGR.CITE 

	γ-glutamyltransferase
	1
	GGT1


166 ADDIN REFMGR.CITE 

	Δ5-desaturase and Δ6-desaturase activity
	1
	FADS1


167 ADDIN REFMGR.CITE 

	Monocyte CD36 expression
	1
	CD36


168 ADDIN REFMGR.CITE 


	Factor VII
	1
	F7


15 ADDIN REFMGR.CITE 

	Retinol-binding protein 4
	1
	RBP4


169 ADDIN REFMGR.CITE 

	Complement factor H
	1
	CFH


170 ADDIN REFMGR.CITE 

	Surfactant protein D
	1
	SP-D


171 ADDIN REFMGR.CITE 

	MiR-34b
	1
	Pri-miR-34b/c


172 ADDIN REFMGR.CITE 

	ICAM-1
	1
	ICAM1


173 ADDIN REFMGR.CITE 

	P-selectin
	1
	SELP


173 ADDIN REFMGR.CITE 

	CSF ApoE
	1
	APOE,


174 ADDIN REFMGR.CITE  genetic risk score


174 ADDIN REFMGR.CITE 

	NT-pro-BNP
	1
	BNP


175 ADDIN REFMGR.CITE 

	APC resistance
	1
	FVL


78 ADDIN REFMGR.CITE 

	ACE activity
	1
	ACE D/I


78 ADDIN REFMGR.CITE 

	Prothrombin levels
	1
	F2


78 ADDIN REFMGR.CITE 

	Beta-carotene
	1
	BCMO1


176 ADDIN REFMGR.CITE 

	Arsenic metabolism efficiency
	1
	AS3MT


177 ADDIN REFMGR.CITE 

	IL-1RA
	1
	IL1RN


26 ADDIN REFMGR.CITE 

	Inflammatory/auto-immune disease
	1
	IL23R, PTPN2, PTPN22, SH2B3, IL2RA (+ 31 others)


26 ADDIN REFMGR.CITE 

	Ceruloplasmin
	1
	CP


178 ADDIN REFMGR.CITE 

	Organophosphate exposure
	1
	PON1


179 ADDIN REFMGR.CITE 


Supplementary Table 2 Type of genetic instrument in the instrumental variable studies
	Type of genetic instrument
	1 Study population
	Refs
	>1 Study population*
	Refs

	Single SNP/allele
	27
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8,19,23,31-36,46,49,53,54,74,93,105,114,122,123,125,142,146,158,160,161,163,166 ADDIN REFMGR.CITE 
	16
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16,24,30,37,57,81,91,94,95,103,109,112,117,134,136,175 ADDIN REFMGR.CITE 

	Multiple SNPs in separate analyses
	6
	


13,39,66,126,153,156 ADDIN REFMGR.CITE 
	12
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14,68,86,87,89,107,108,133,135,141,148,174 ADDIN REFMGR.CITE 

	Multiple SNPs in a single analysis
	11
	


 ADDIN EN.CITE.DATA 


13,39,41,43,61,65,83,121,150,156,164 ADDIN REFMGR.CITE 
	14
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37,68,71,87-89,108,124,133,135,148,151,173,177 ADDIN REFMGR.CITE 

	Combinations of SNPs, e.g. haplotypes
	6
	


10,17-20,22 ADDIN REFMGR.CITE 
	10
	


3,5,6,9,11,24,27,28,99,130 ADDIN REFMGR.CITE 

	Genetic risk score/allele score etc.
	8
	


32,48-51,66,105,126,164 ADDIN REFMGR.CITE 
	11
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7,24,38,44,47,87,92,94,102,115,174 ADDIN REFMGR.CITE 

	Repeats
	0
	-
	4
	


104,106-108 ADDIN REFMGR.CITE 


Abbreviations: SNP single nucleotide polymorphism.
The total number of types of genetic instrument exceeds the total number of studies (49 in 1 study population, 52 in >1 study population)  because some studies used multiple types of genetic instrument. 
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