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Supplementary methods
Patient selection
 First, we studied 500 non-obese [body mass index (BMI)<30 kg/m2] women with PE pregnancies and 190 non-PE-pregnancy controls. The two groups were matched geographically by age and BMI from The Finnish Genetics of preeclampsia Consortium (FINNPEC) cohort, which is a case-control cohort recruited from the five Finnish University Hospitals[1]. Nulliparous or multiparous women with a singleton pregnancy and adequate proficiency in the Finnish language were eligible for the study. PE was defined as hypertension and proteinuria occurring during the second half of the pregnancy.  Hypertension was defined as systolic blood pressure ≥140 mmHg or diastolic blood pressure ≥90 mmHg after 20 weeks of gestation. Proteinuria was defined as the urinary excretion of ≥0.3 g protein in a 24-hr specimen, or 0.3 g/l, or two ≥1+ readings on dipstick in a random urine determination with no evidence of a urinary tract infection. The diagnoses were independently verified by a research nurse and a physician-researcher. Seven PE women and one control woman were excluded due to genotyping failure.
Second, we included in the analyses the whole exome sequencing from an additional 122 women with a history of PE and 1905 parous women with no such history from the national FINRISK study cohort. For identifying PE and eclampsia cases in the FINRISK study cohort, the following Finnish ICD codes were searched in the comprehensive National Hospital Discharge Register covering years 1992 to 2007: ICD-10 (in use since 1996): O14.0, O14.1, O14.9, O15.0, O15.1, O15.2, O15.9, ICD-9 (in use 1987-1996): 6424-6426, 6427A and ICD-8 (in use 1968-1986) :637.03, 637.04, 637.09, 637.10, 637.99. Controls were all the women from FINRISK, who had given birth at least once and did not have any of these diagnoses recorded. The study cohorts have been described in detail elsewhere [2-5].

Laboratory methods (FINNPEC)
Genomic DNA was extracted from 10 ml of EDTA whole blood using the NucleoSpin Blood XL DNA extraction kit (Macherey-Nagel GmbH & Co.) or Chemagic Magnetic Separation Module I –machine (Chemagen) and subsequently stored at -20°C. 

Sequence capture by hybridisation was performed according to the manufacturer’s recommendations with in-house modifications (Roche SeqCap Hybridization and Wash Kit No. 05634261001). We utilised longer blocking oligos containing an additional 7bp inosine segment for promiscuous pairing with different index sequences. Following hybridisation, captured DNA was washed and eluted according to the manufacturer’s instructions.

Sequencing was performed on an Illumina HiSeq 2000 at the Washington University Genome Technology Access Center using 2x101 bp, 2x135 bp and 2x150 bp reads. We aligned sequencing to GRCh37 using bwa aln (v0.6.1-r104) and genotyped the samples using the Genome Analysis ToolKit (v2.5.2-gf57256b) Unified [6–8].

The whole exome sequencing data were also available from the FINRISK cohort consisting of 122 women with a history of PE and 1905 parous women without PE pregnancies from the national FINRISK study (THL Biobank licence # 8/2016). We selected 58 genes coding for the hemostasis and coagulation proteins as targets from the exome sequencing. For analysis, genotype data from the two cohorts were combined. Quality control steps were undertaken to remove variants with Hardy-Weinberg Disequilibrium in controls (p-value < 0.001) and monomorphic variants.

Supplementary Table S1. Clinical characteristics of the patients and controls participating in the targeted exomic study (FINNPEC).  
In the FINNPEC cohort, haemolysis, elevated liver enzymes and low platelet count (HELLP) syndrome was diagnosed when at least two of the following criteria were met: lactate dehydrogenase ≥235 U/L, alanine aminotransferase ≥70 U/L, aspartate aminotransferase ≥70 U/L, thrombocytes ≤100 E9/L [1]. Following these criteria, 37 of the PE patients in the FINNPEC cohort had HELLP syndrome.   
	  
	PE women (n=487)†
	Controls (n=187)
	P-value‡

	Age, years; median (25, 75 percentiles) 
	29 (26, 32)
	29 (26, 32)
	0.993

	Body mass index before pregnancy; median (25, 27 percentiles)
	22.6 (20.9, 24.8)
	22.5 (20.6, 25)
	0.450

	Proteinuria, g/l; median (25, 75 percentiles)
	3.31 (1.59, 6.04)
	na
	na

	Blood pressure: maximum systolic, mmHg; median (25, 75 percentiles)
	164 (152, 177)
	125 (118, 133)
	<0.001

	Blood pressure: maximum diastolic, mmHg; median (25, 75 percentiles)
	108 (103, 114)
	82 (78, 88)
	<0.001

	Gestation weeks; median (25, 75 percentiles)
	38 (35, 39)
	40 (39, 41)
	<0.001

	Mode of birth (vaginal deliveries n; %)
	279; 57.3
	160; 85.6
	<0.001

	Baby sex (% female)
	52.9
	49.7
	0.450

	Baby weight; g median (25, 75 percentiles)
	2820 (2210, 3270)
	3540 (3260, 3850)
	0.119

	Baby weight; 5% percentile cut-off value; g, n
	1132, 24
	2905.4, 9
	

	Placenta weight, g; median (25, 75 percentiles)
	500 (405, 600) n=464
	590 (500, 670) n=181
	0.139

	Pre-pregnancy smoking %
	21.2, n=467
	19.7, n=177
	0.582

	First gravidity (n; %)
	328; 67.4
	144; 77
	0.030

	Primipara (n; %) 
	450; 92.4
	187; 100
	0.005




* 97.4% of 500 women with PE and 98.4% of 190 control women passed quality control and their data is reported here and in the association analyses. 
†15.6 % of the preeclamptics gave birth <34 gw and 72.7% had severe preeclampsia
‡ Chi2
BMI = mass (kg) / height2 (m); na, not available (no proteinuria in controls).
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