Supplementary Table 1. Mendelian randomization analysis of the effect of possible risk factors and genetically proxied antihypertensive drugs on pre-eclampsia (PE) using IVW/Wald ratio, MR Egger and weighted median approaches. Beta: beta estimate; SE: standard error
	Exposure
	Method
	SNP (n)
	Beta
	SE
	P

	Age at menarche
	Inverse variance weighted
	206
	-0.11
	0.04
	0.00237359

	Age at menarche
	Weighted median
	206
	-0.05
	0.04
	0.24783301

	Age at menarche
	MR Egger
	206
	-0.08
	0.10
	0.45602918

	Body mass index
	Inverse variance weighted
	143
	0.41
	0.07
	1.58E-08

	Body mass index
	MR Egger
	143
	0.87
	0.23
	0.0001744

	Body mass index
	Weighted median
	143
	0.40
	0.08
	1.49E-06

	Waist-hip ratio
	Inverse variance weighted
	23
	0.30
	0.13
	0.02264472

	Waist-hip ratio
	MR Egger
	23
	-0.19
	0.72
	0.79049097

	Waist-hip ratio
	Weighted median
	23
	0.16
	0.13
	0.21572794

	Systolic blood pressure /mmHg
	Inverse variance weighted
	110
	1.01
	0.10
	3.90E-26

	Systolic blood pressure /mmHg
	MR Egger
	110
	1.45
	0.33
	2.93E-05

	Systolic blood pressure /mmHg
	Weighted median
	110
	1.00
	0.10
	5.34E-23

	Diastolic blood pressure/mmHg
	Inverse variance weighted
	111
	0.84
	0.10
	7.03E-17

	Diastolic blood pressure/mmHg
	MR Egger
	111
	1.41
	0.41
	8.92E-04

	Diastolic blood pressure/mmHg
	Weighted median
	111
	0.71
	0.11
	1.53E-11

	Miscarriage
	Inverse variance weighted
	84
	-0.04
	0.03
	0.19208992

	Miscarriage
	MR Egger
	84
	-0.13
	0.05
	0.01447402

	Miscarriage
	Weighted median
	84
	-0.06
	0.06
	0.2828389

	Type 1 diabetes mellitus
	Inverse variance weighted
	6
	16.94
	11.30
	0.13381459

	Type 1 diabetes mellitus
	MR Egger
	6
	-2.33
	28.63
	0.93896637

	Type 1 diabetes mellitus
	Weighted median
	6
	12.16
	7.01
	0.08298448

	Type 2 diabetes mellitus
	Inverse variance weighted
	14
	6.18
	8.25
	0.45347453

	Type 2 diabetes mellitus
	MR Egger
	14
	4.60
	35.51
	0.89918719

	Type 2 diabetes mellitus
	Weighted median
	14
	8.43
	11.32
	0.45629596

	Systemic lupus erythematosus
	Inverse variance weighted
	59
	3.45
	3.85
	0.36962346

	Systemic lupus erythematosus
	MR Egger
	59
	11.51
	10.94
	0.29715451

	Systemic lupus erythematosus
	Weighted median
	59
	3.98
	4.88
	0.41504673

	PlGF
	Wald ratio
	1
	-0.77
	0.29
	0.00727855

	VEGFA
	Inverse variance weighted
	4
	0.01
	0.03
	0.66157625

	VEGFA
	MR Egger
	4
	0.04
	0.05
	0.47495783

	VEGFA
	Weighted median
	4
	0.01
	0.03
	0.67951359

	FLT1
	Wald ratio
	1
	0.17
	1.17
	0.88393291

	Endoglin
	Inverse variance weighted
	16
	0.30
	0.14
	0.03795288

	Endoglin
	MR Egger
	16
	0.20
	0.23
	0.38757059

	Endoglin
	Weighted median
	16
	0.22
	0.17
	0.21141435

	PAPPA
	Wald ratio
	1
	-0.08
	0.44
	0.86013574

	CRP
	Inverse variance weighted
	209
	0.11
	0.05
	0.01799054

	CRP
	MR Egger
	209
	0.00
	0.07
	0.969311

	CRP
	Weighted median
	209
	0.02
	0.06
	0.75922529

	IL4
	Inverse variance weighted
	11
	-0.01
	0.18
	0.9377656

	IL4
	MR Egger
	11
	-1.10
	0.42
	0.02854336

	IL4
	Weighted median
	11
	0.21
	0.21
	0.31278646

	IL6
	Inverse variance weighted
	4
	0.13
	0.07
	0.07946496

	IL6
	MR Egger
	4
	0.15
	0.16
	0.45740421

	IL6
	Weighted median
	4
	0.13
	0.08
	0.10579922

	IL10
	Inverse variance weighted
	8
	0.02
	0.10
	0.84638592

	IL10
	MR Egger
	8
	0.08
	0.15
	0.60413463

	IL10
	Weighted median
	8
	-0.06
	0.08
	0.45884222

	PAI1
	Inverse variance weighted
	32
	0.05
	0.07
	0.49895113

	PAI1
	MR Egger
	32
	0.21
	0.18
	0.25226488

	PAI1
	Weighted median
	32
	0.06
	0.08
	0.46868416

	Fasting glucose
	Inverse variance weighted
	40
	0.06
	0.13
	0.67986971

	Fasting glucose
	MR Egger
	40
	0.19
	0.27
	0.48953753

	Fasting glucose
	Weighted median
	40
	0.18
	0.14
	0.20207843

	Fasting insulin
	Inverse variance weighted
	11
	0.46
	0.56
	0.411012

	Fasting insulin
	MR Egger
	11
	-0.76
	2.15
	0.73208059

	Fasting insulin
	Weighted median
	11
	0.03
	0.40
	0.94160474

	Leptin
	Inverse variance weighted
	5
	0.28
	0.51
	0.58296906

	Leptin
	MR Egger
	5
	-0.37
	6.08
	0.95543348

	Leptin
	Weighted median
	5
	-0.11
	0.22
	0.61827251

	Beta blocker
	Inverse variance weighted
	4
	-0.84
	0.42
	0.044

	Beta blocker
	MR Egger
	4
	-8.00
	4.62
	0.083

	Beta blocker
	Weighted median
	4
	-0.97
	0.56
	0.08

	Calcium channel blocker
	Inverse variance weighted
	10
	-1.17
	0.35
	0.001

	Calcium channel blocker
	MR Egger
	10
	-2.28
	1.16
	0.049

	Calcium channel blocker
	Weighted median
	10
	-1.06
	0.33
	1.00E-03



CRP: C reactive protein; FLT1; fms-like tyrosine kinase 1; IL: interleukin; PAI1: plasminogen activator inhibitor-1; PAPPA: Pappalysin 1; PlGF: placental growth factor; VEGFA: vascular endothelial growth factor A

[bookmark: OLE_LINK1]Supplementary Table 2. Mendelian randomization analysis of the effect of possible risk factors and genetically proxied antihypertensive drugs on pre-eclampsia or other maternal hypertension during pregnancy (PE-HTP) using IVW/Wald ratio, MR Egger and weighted median approaches. Beta: beta estimate; SE: standard error
	Exposure
	Method
	SNP (n)
	Beta
	SE
	P

	Age at menarche
	MR Egger
	206
	-0.11
	0.11
	0.30897096

	Age at menarche
	Weighted median
	206
	-0.09
	0.05
	0.04243251

	Age at menarche
	Inverse variance weighted
	206
	-0.14
	0.04
	0.00016241

	Body mass index
	MR Egger
	143
	1.00
	0.20
	1.15E-06

	Body mass index
	Weighted median
	143
	0.62
	0.09
	3.10E-13

	Body mass index
	Inverse variance weighted
	143
	0.54
	0.06
	1.04E-17

	Waist-hip ratio
	MR Egger
	23
	-0.17
	0.72
	0.81101747

	Waist-hip ratio
	Weighted median
	23
	0.17
	0.12
	0.16132114

	Waist-hip ratio
	Inverse variance weighted
	23
	0.35
	0.13
	0.00910878

	Systolic blood pressure /mmHg
	MR Egger
	109
	2.28
	0.34
	9.66E-10

	Systolic blood pressure /mmHg
	Weighted median
	109
	1.04
	0.11
	7.62E-21

	Systolic blood pressure /mmHg
	Inverse variance weighted
	109
	1.29
	0.10
	4.23E-37

	Diastolic blood pressure/mmHg
	MR Egger
	110
	1.75
	0.43
	7.66E-05

	Diastolic blood pressure/mmHg
	Weighted median
	110
	0.90
	0.10
	3.73E-18

	Diastolic blood pressure/mmHg
	Inverse variance weighted
	110
	1.12
	0.11
	9.59E-27

	Miscarriage
	MR Egger
	82
	0.00
	0.05
	0.92663131

	Miscarriage
	Weighted median
	82
	0.04
	0.05
	0.46630569

	Miscarriage
	Inverse variance weighted
	82
	0.01
	0.03
	0.7405841

	Type 1 diabetes mellitus
	MR Egger
	6
	30.17
	27.31
	0.33131839

	Type 1 diabetes mellitus
	Weighted median
	6
	26.72
	8.83
	0.00246041

	Type 1 diabetes mellitus
	Inverse variance weighted
	6
	12.64
	10.51
	0.2291652

	Type 2 diabetes mellitus
	MR Egger
	14
	11.19
	38.10
	0.7739566

	Type 2 diabetes mellitus
	Weighted median
	14
	12.95
	10.90
	0.23472382

	Type 2 diabetes mellitus
	Inverse variance weighted
	14
	17.92
	8.13
	0.02755268

	Systemic lupus erythematosus
	MR Egger
	58
	7.20
	8.81
	0.41719029

	Systemic lupus erythematosus
	Weighted median
	58
	1.80
	4.82
	0.70892175

	Systemic lupus erythematosus
	Inverse variance weighted
	58
	2.01
	3.17
	0.52571192

	PlGF
	Wald ratio
	1
	-0.44
	0.29
	0.12435094

	VEGFA
	MR Egger
	6
	-0.02
	0.06
	0.754596

	VEGFA
	Weighted median
	6
	-0.02
	0.04
	0.66490059

	VEGFA
	Inverse variance weighted
	6
	-0.02
	0.04
	0.65910703

	FLT1
	Wald ratio
	1
	0.27
	1.16
	0.81398046

	Endoglin
	MR Egger
	14
	-0.05
	0.22
	0.82255919

	Endoglin
	Weighted median
	14
	0.06
	0.17
	0.69775514

	Endoglin
	Inverse variance weighted
	14
	0.15
	0.15
	0.32516093

	PAPPA
	Wald ratio
	1
	-0.28
	0.39
	0.46546957

	CRP
	MR Egger
	206
	-0.04
	0.07
	0.55999172

	CRP
	Weighted median
	206
	0.02
	0.06
	0.73355848

	CRP
	Inverse variance weighted
	206
	0.07
	0.05
	0.12213649

	IL4
	MR Egger
	10
	-0.38
	0.39
	0.35998626

	IL4
	Weighted median
	10
	-0.17
	0.17
	0.34154937

	IL4
	Inverse variance weighted
	10
	-0.06
	0.13
	0.65371975

	IL6
	MR Egger
	3
	0.15
	0.18
	0.54736504

	IL6
	Weighted median
	3
	0.08
	0.08
	0.32800695

	IL6
	Inverse variance weighted
	3
	0.06
	0.08
	0.44244782

	IL10
	MR Egger
	8
	-0.03
	0.19
	0.87276712

	IL10
	Weighted median
	8
	-0.08
	0.08
	0.28968197

	IL10
	Inverse variance weighted
	8
	-0.04
	0.12
	0.71563706

	PAI1
	MR Egger
	31
	-0.08
	0.13
	0.56327691

	PAI1
	Weighted median
	31
	-0.03
	0.07
	0.66851511

	PAI1
	Inverse variance weighted
	31
	-0.07
	0.05
	0.21133408

	Fasting glucose
	MR Egger
	40
	0.03
	0.25
	0.89991764

	Fasting glucose
	Weighted median
	40
	-0.15
	0.16
	0.36335388

	Fasting glucose
	Inverse variance weighted
	40
	-0.06
	0.13
	0.64887883

	Fasting insulin
	MR Egger
	11
	-0.93
	1.75
	0.60790441

	Fasting insulin
	Weighted median
	11
	-0.19
	0.38
	0.62165467

	Fasting insulin
	Inverse variance weighted
	11
	0.33
	0.48
	0.48468407

	Leptin
	MR Egger
	4
	-0.88
	9.07
	0.93172764

	Leptin
	Weighted median
	4
	0.04
	0.25
	0.86216065

	Leptin
	Inverse variance weighted
	4
	0.20
	0.59
	0.73208341

	Beta blocker
	MR Egger
	4
	1.65
	7.35
	0.822

	Beta blocker
	Weighted median
	4
	-2.26
	0.59
	0.00011907

	Beta blocker
	Inverse variance weighted
	4
	-2.08
	0.69
	0.003

	Calcium channel blocker
	MR Egger
	10
	-2.80
	1.29
	0.03

	Calcium channel blocker
	Weighted median
	10
	-1.86
	0.38
	9.23E-07

	Calcium channel blocker
	Inverse variance weighted
	10
	-1.75
	0.38
	5.12E-06



CRP: C reactive protein; FLT1; fms-like tyrosine kinase 1; IL: Interleukin; PAI1: plasminogen activator inhibitor-1; PAPPA: Pappalysin 1; PlGFL: placental growth factor; VEGFA: Vascular endothelial growth factor A.

Supplementary Table 3. Mendelian randomization analysis of the effect of possible risk factors and genetically proxied antihypertensive drugs on pre-eclampsia or small for gestational age neonate (PE-SGA) using IVW/Wald ratio, MR Egger and weighted median approaches. Beta: beta estimate; SE: standard error
	Exposure
	Method
	SNP (n)
	Beta
	SE
	P

	Age at menarche
	MR Egger
	206
	-0.11
	0.10
	0.28507082

	Age at menarche
	Weighted median
	206
	-0.03
	0.05
	0.57908494

	Age at menarche
	Inverse variance weighted
	206
	-0.07
	0.03
	0.04718543

	Body mass index
	MR Egger
	143
	0.58
	0.23
	0.01131791

	Body mass index
	Weighted median
	143
	0.31
	0.09
	0.00078613

	Body mass index
	Inverse variance weighted
	143
	0.30
	0.07
	2.06E-05

	Waist-hip ratio
	MR Egger
	23
	-0.23
	0.57
	0.6939916

	Waist-hip ratio
	Weighted median
	23
	0.15
	0.14
	0.2942916

	Waist-hip ratio
	Inverse variance weighted
	23
	0.17
	0.10
	0.11008675

	Systolic blood pressure /mmHg
	MR Egger
	109
	1.49
	0.31
	5.32E-06

	Systolic blood pressure /mmHg
	Weighted median
	109
	0.71
	0.11
	4.14E-10

	Systolic blood pressure /mmHg
	Inverse variance weighted
	109
	0.79
	0.09
	5.01E-18

	Diastolic blood pressure/mmHg
	MR Egger
	110
	1.12
	0.39
	4.69E-03

	Diastolic blood pressure/mmHg
	Weighted median
	110
	0.57
	0.11
	1.09E-07

	Diastolic blood pressure/mmHg
	Inverse variance weighted
	110
	0.71
	0.10
	8.38E-14

	Miscarriage
	MR Egger
	82
	-0.06
	0.06
	0.2770813

	Miscarriage
	Weighted median
	82
	-0.03
	0.06
	0.65496046

	Miscarriage
	Inverse variance weighted
	82
	0.00
	0.04
	0.99810019

	Type 1 diabetes mellitus
	MR Egger
	6
	-16.13
	29.52
	0.61377908

	Type 1 diabetes mellitus
	Weighted median
	6
	4.50
	7.96
	0.57201208

	Type 1 diabetes mellitus
	Inverse variance weighted
	6
	11.15
	11.99
	0.35251393

	Type 2 diabetes mellitus
	MR Egger
	14
	25.12
	56.40
	0.66394375

	Type 2 diabetes mellitus
	Weighted median
	14
	-2.13
	13.49
	0.87423451

	Type 2 diabetes mellitus
	Inverse variance weighted
	14
	17.83
	11.58
	0.12369468

	Systemic lupus erythematosus
	MR Egger
	58
	6.67
	11.00
	0.54664593

	Systemic lupus erythematosus
	Weighted median
	58
	6.52
	5.69
	0.25180675

	Systemic lupus erythematosus
	Inverse variance weighted
	58
	5.28
	3.95
	0.1811224

	PlGF
	Wald ratio
	1
	-0.38
	0.33
	0.2508088

	VEGFA
	MR Egger
	6
	0.07
	0.07
	0.34490697

	VEGFA
	Weighted median
	6
	0.02
	0.04
	0.64028644

	VEGFA
	Inverse variance weighted
	6
	0.00
	0.04
	0.91331131

	FLT1
	Wald ratio
	1
	0.94
	1.33
	0.4779042

	Endoglin
	MR Egger
	14
	0.08
	0.22
	0.70724243

	Endoglin
	Weighted median
	14
	0.19
	0.18
	0.29324988

	Endoglin
	Inverse variance weighted
	14
	0.23
	0.14
	0.11100066

	PAPPA
	Wald ratio
	1
	-0.18
	0.44
	0.67747653

	CRP
	MR Egger
	206
	0.03
	0.06
	0.60003242

	CRP
	Weighted median
	206
	0.09
	0.07
	0.15178916

	CRP
	Inverse variance weighted
	206
	0.10
	0.04
	0.01080763

	IL4
	MR Egger
	10
	-0.77
	0.51
	0.16891139

	IL4
	Weighted median
	10
	-0.22
	0.22
	0.32540711

	IL4
	Inverse variance weighted
	10
	0.09
	0.19
	0.65460911

	IL6
	MR Egger
	3
	0.14
	0.28
	0.69621455

	IL6
	Weighted median
	3
	0.07
	0.10
	0.44603182

	IL6
	Inverse variance weighted
	3
	0.00
	0.10
	0.99006827

	IL10
	MR Egger
	8
	-0.09
	0.15
	0.58399794

	IL10
	Weighted median
	8
	-0.05
	0.09
	0.56760009

	IL10
	Inverse variance weighted
	8
	-0.05
	0.09
	0.59171146

	PAI1
	MR Egger
	31
	0.07
	0.16
	0.66085239

	PAI1
	Weighted median
	31
	0.02
	0.08
	0.79919785

	PAI1
	Inverse variance weighted
	31
	-0.05
	0.06
	0.47456444

	Fasting glucose
	MR Egger
	40
	-0.03
	0.22
	0.90464428

	Fasting glucose
	Weighted median
	40
	-0.08
	0.14
	0.57658317

	Fasting glucose
	Inverse variance weighted
	40
	-0.05
	0.11
	0.66685487

	Fasting insulin
	MR Egger
	11
	-0.08
	1.64
	0.96193743

	Fasting insulin
	Weighted median
	11
	0.33
	0.42
	0.43319078

	Fasting insulin
	Inverse variance weighted
	11
	0.36
	0.44
	0.412155

	Leptin
	MR Egger
	4
	-0.95
	6.24
	0.89327454

	Leptin
	Weighted median
	4
	0.10
	0.25
	0.70299922

	Leptin
	Inverse variance weighted
	4
	0.07
	0.41
	0.85619467

	Beta blocker
	MR Egger
	4
	0.30
	4.42
	0.946

	Beta blocker
	Weighted median
	4
	-0.50
	0.60
	0.405

	Beta blocker
	Inverse variance weighted
	4
	-0.36
	0.48
	0.448

	Calcium channel blocker
	MR Egger
	10
	-2.52
	1.56
	0.106

	Calcium channel blocker
	Weighted median
	10
	-0.84
	0.40
	3.50E-02

	Calcium channel blocker
	Inverse variance weighted
	10
	-0.95
	0.47
	0.045


CRP: C reactive protein; FLT1; fms-like tyrosine kinase 1; IL: interleukin; PAI1: plasminogen activator inhibitor-1; PAPPA: Pappalysin 1; PlGF: placental growth factor; VEGFA: vascular endothelial growth factor A
Supplementary Table 4. Mendelian randomization pleiotropy analysis using MR-PRESSO for the effect of genetically predicted exposures on pre-eclampsia (PE). Causal estimates of the effect of genetically predicted exposures on pre-eclampsia (PE) are shown using the inverse-variance weighted (IVW) method before and after correction for horizontal pleiotropy via the MR-PRESSO framework.
IVW method: indicates whether the estimate is based on the original set of instruments (Raw) or after excluding outlier variants identified by MR-PRESSO (Outlier-corrected). Beta: causal effect estimate; SE: standard error of the estimate; P: p-value for the IVW estimate.
	Exposure
	IVW method
	SNP (n)
	Beta
	SE
	P

	Age of menarche
	Raw
	206
	-0.108
	0.035
	0.0027

	Age of menarche
	Outlier-corrected
	203
	-0.086
	0.032
	0.0080

	Body mass index
	Raw
	143
	0.405
	0.072
	8.35E-08

	Body mass index
	Outlier-corrected
	141
	0.354
	0.069
	1.10E-06

	Waist-hip ratio
	Raw
	23
	0.304
	0.133
	0.033

	Waist-hip ratio
	Outlier-corrected
	22
	0.178
	0.086
	0.052

	Endoglin
	Raw
	16
	0.300
	0.145
	0.038

	Endoglin
	Outlier-corrected
	NA
	NA
	NA
	NA

	CRP
	Raw
	209
	0.106
	0.045
	0.019

	CRP
	Outlier-corrected
	206
	0.085
	0.041
	0.040


CRP: C reactive protein 

Supplementary Table 5. Mendelian randomization pleiotropy analysis using MR-PRESSO for the effect of genetically predicted exposures on pre-eclampsia or other maternal hypertension during pregnancy (PE-HTP). Causal estimates of the effect of genetically predicted exposures on PE-HTP are shown using the inverse-variance weighted (IVW) method before and after correction for horizontal pleiotropy via the MR-PRESSO framework.
IVW method: indicates whether the estimate is based on the original set of instruments (Raw) or after excluding outlier variants identified by MR-PRESSO (Outlier-corrected); Beta: causal effect estimate; SE: standard error of the estimate; P: p-value for the IVW estimate.

	Exposure
	IVW method
	SNP (n)
	Beta
	SE
	P

	Age of menarche
	Raw
	206
	-0.1421785
	0.03770023
	0.00021245

	Age of menarche
	Outlier-corrected
	203
	-0.1366545
	0.03550308
	0.00015902

	Waist-hip ratio
	Raw
	23
	0.3483792
	0.13358384
	0.00910878

	Waist-hip ratio
	Outlier-corrected
	NA
	NA
	NA
	NA

	Body mass index
	Raw
	143
	0.5397317
	0.06298255
	1.58E-14

	Body mass index
	Outlier-corrected
	141
	0.5374946
	0.0595152
	1.21E-15

	Type 2 diabetes
	Raw
	394
	0.05894667
	0.00504057
	1.36E-31

	Type 2 diabetes
	Outlier-corrected
	NA
	NA
	NA
	NA




Supplementary Table 6. Mendelian randomization pleiotropy analysis using MR-PRESSO for the effect of genetically predicted exposures on pre-eclampsia or small for gestational age neonate (PE-SGA). Causal estimates of the effect of genetically predicted exposures on PE-SGA are shown using the inverse-variance weighted (IVW) method before and after correction for horizontal pleiotropy via the MR-PRESSO framework.
IVW method: indicates whether the estimate is based on the original set of instruments (Raw) or after excluding outlier variants identified by MR-PRESSO (Outlier-corrected); Beta: causal effect estimate; se: standard error of the estimate; P: p-value for the IVW estimate
	Exposure
	IVW method
	SNP (n)
	Beta
	SE
	P

	Age of menarche
	Raw
	206
	-0.0680646
	0.03429585
	0.04851908

	Age of menarche
	Outlier-corrected
	204
	-0.0641255
	0.03239014
	0.04907892

	Body mass index
	Raw
	143
	0.3015067
	0.07080892
	3.73E-05

	Body mass index
	Outlier-corrected
	141
	0.3044425
	0.06555013
	7.78E-06

	CRP
	Raw
	206
	0.09925816
	0.03894221
	0.01080763

	CRP
	Outlier-corrected
	NA
	NA
	NA
	NA


CRP: C reactive protein 

Supplementary Table 7. MVMR analysis of the effect of BMI, SBP, DBP, and AAM on pre-eclampsia (PE), pre-eclampsia or other maternal hypertension during pregnancy (PE-HTP), and pre-eclampsia or small for gestational age neonate (PE-SGA). Beta: beta estimate; SE: standard error.
	Group
	Exposure 
	Outcome 
	SNP (n)
	Beta
	SE
	P
	Conditional_F_stat

	PE as outcome

	BMI and SBP
	BMI
	PE
	101
	0.18
	0.09
	3.93E-02
	28.23834

	
	SBP
	PE
	85
	1.04
	0.10
	5.68E-25
	22.96203

	BMI and DBP
	BMI
	PE
	99
	0.17
	0.10
	1.01E-01
	24.15816

	
	DBP
	PE
	80
	0.79
	0.11
	5.31E-13
	19.45222

	PE-HTP as outcome

	BMI and SBP
	BMI
	PE-HTP
	96
	0.28
	0.09
	2.83E-03
	28.88516

	
	SBP
	PE-HTP
	80
	1.33
	0.11
	2.87E-36
	23.2246

	BMI and DBP
	BMI
	PE-HTP
	94
	0.23
	0.10
	1.95E-02
	24.65674

	
	DBP
	PE-HTP
	77
	0.99
	0.11
	4.18E-21
	19.90661

	BMI and AAM
	BMI
	PE-HTP
	79
	0.56
	0.08
	1.74E-12
	18.26965

	
	AAM
	PE-HTP
	168
	-0.05
	0.04
	2.03E-01
	33.53417

	PE-SGA as outcome

	BMI and SBP
	BMI
	PE-SGA
	96
	0.13
	0.09
	1.29E-01
	28.88516

	
	SBP
	PE-SGA
	80
	0.82
	0.10
	6.31E-17
	23.2246

	BMI and DBP
	BMI
	PE-SGA
	94
	0.11
	0.09
	2.39E-01
	24.65674

	
	DBP
	PE-SGA
	77
	0.68
	0.10
	1.43E-11
	19.90661


AAM: Age at menarche; BMI: Body mass index; DBP: Diastolic blood pressure; SBP: Systolic blood pressure
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1     Supplementary  T able 1.   Mendelian randomization analysis of the effect of possible  risk factors and genetically proxied antihypertensive drugs on pre - eclampsia (PE)  using IVW /Wald   ratio, MR Egger and weighted median approaches.   Beta: beta estimate;  SE: standard error  

Exposure  Method  SNP (n)  Beta  SE  P  

Age at menarche  Inverse variance weighted  206  - 0.11  0.04  0.00237359  

Age at menarche  Weighted median  206  - 0.05  0.04  0.24783301  

Age at menarche  MR Egger  206  - 0.08  0.10  0.45602918  

Body mass index  Inverse variance weighted  143  0.41  0.07  1.58E - 08  

Body mass index  MR Egger  143  0.87  0.23  0.0001744  

Body mass index  Weighted median  143  0.40  0.08  1.49E - 06  

Waist - hip ratio  Inverse variance weighted  23  0.30  0.13  0.02264472  

Waist - hip ratio  MR Egger  23  - 0.19  0.72  0.79049097  

Waist - hip ratio  Weighted median  23  0.16  0.13  0.21572794  

Systolic blood pressure  /mmHg  Inverse   variance   weighted  110  1.01  0.10  3.90E - 26  

Systolic blood pressure  /mmHg  MR   Egger  110  1.45  0.33  2.93E - 05  

Systolic blood pressure  /mmHg  Weighted   median  110  1.00  0.10  5.34E - 23  

Diastolic blood  pressure/mmHg  Inverse   variance   weighted  111  0.84  0.10  7.03E - 17  

Diastolic blood  pressure/mmHg  MR   Egger  111  1.41  0.41  8.92E - 04  

Diastolic blood  pressure/mmHg  Weighted   median  111  0.71  0.11  1.53E - 11  

Miscarriage  Inverse variance weighted  84  - 0.04  0.03  0.19208992  

Miscarriage  MR Egger  84  - 0.13  0.05  0.01447402  

Miscarriage  Weighted median  84  - 0.06  0.06  0.2828389  

Type 1 diabetes   mellitus  Inverse variance weighted  6  16.94  11.30  0.13381459  

Type 1 diabetes mellitus  MR Egger  6  - 2.33  28.63  0.93896637  

Type 1 diabetes mellitus  Weighted median  6  12.16  7.01  0.08298448  

Type 2 diabetes  mellitus  Inverse variance weighted  14  6.18  8.25  0.45347453  

Type 2 diabetes  mellitus  MR Egger  14  4.60  35.51  0.89918719  

Type 2 diabetes  mellitus  Weighted median  14  8.43  11.32  0.45629596  

Systemic lupus  erythematosus  Inverse variance weighted  59  3.45  3.85  0.36962346  

Systemic lupus  erythematosus  MR Egger  59  11.51  10.94  0.29715451  

Systemic lupus  erythematosus  Weighted median  59  3.98  4.88  0.41504673  

PlGF  Wald ratio  1  - 0.77  0.29  0.00727855  

VEGFA  Inverse variance weighted  4  0.01  0.03  0.66157625  

