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[bookmark: OLE_LINK410][bookmark: OLE_LINK412][bookmark: OLE_LINK411]Supplementary figure 1. The secreted DEPs in ePE compared to HCs.
[bookmark: OLE_LINK418]A. Pie plot showing the predicted subcellular location in eggNOG database (http://eggnog6.embl.de/) of secreted proteins; B. PCA plot for plasma secreted proteomic expression in ePE and HCs; C. Volcano plot showing the secreted DEPs between ePE and HCs.
[bookmark: OLE_LINK67][bookmark: OLE_LINK189]PCA, principal component analysis; DEPs, differentially expressed proteins; ePE, early-onset pre-eclampsia; HCs, healthy controls.
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[bookmark: OLE_LINK190]Supplementary figure 2. ROC plots of CRH and ESM1 in predicting ePE in clinical cohort 1.
[bookmark: OLE_LINK62][bookmark: OLE_LINK192]A. ROC plot of CRH in predicting ePE in clinical cohort 1; B. ROC plot of ESM1 in predicting ePE in clinical cohort 1. 
ROC, receiver operating characteristic curve; AUC, area under curve; ePE, early-onset pre-eclampsia.

[bookmark: OLE_LINK193][bookmark: OLE_LINK5]Supplementary figure 3. ROC plots of CRH and ESM1 in predicting ePE and lPE in clinical cohort 2.
A. ROC plots of CRH and ESM1 in predicting ePE; B. ROC plots of CRH and ESM1 in predicting lPE.
ePE, early-onset pre-eclampsia; lPE, late-onset pre-eclampsia; HCs, healthy controls; ROC, receiver operating characteristic curve; AUC, area under curve.



Table S1. The main information of included participants in the proteomic cohort.
	[bookmark: _Hlk224547439]No.
	Age (y)
	BMI (kg/m2)
	Gravidity (n)
	[bookmark: OLE_LINK333]GA of onset/ sample collection (w+d)
	GA of delivery (w+d)
	SBP (mmHg)
	DBP (mmHg)
	24-hour proteinuria (g)
	FGR (Y/N)
	Stillbirth (Y/N)

	ePE1
	28
	30.85
	1
	28+6
	37+1
	173
	123
	6.850
	Y
	N

	ePE2
	42
	28.13
	4
	27+1
	30+3
	185
	100
	3.620
	Y
	Y

	ePE3
	38
	24.30
	3
	33+2
	33+3
	183
	104
	5.828
	N
	N

	ePE4
	36
	28.56
	2
	32+2
	32+5
	143
	93
	4.209
	Y
	N

	ePE5
	32
	23.83
	3
	27+2
	33+5
	155
	112
	19.788
	N
	Y

	ePE6
	34
	31.22
	1
	24+5
	33+2
	140
	94
	6.963
	Y
	Y

	ePE7
	38
	33.28
	3
	30+1
	32+1
	182
	99
	11.946
	N
	N

	ePE8
	31
	24.28
	2
	31
	34+2
	160
	100
	4.311 
	Y
	Y

	ePE9
	27
	23.71
	1
	25+3
	33+5
	148
	105
	3.587 
	Y
	N

	ePE10
	39
	24.67
	2
	33+3
	33+6
	146
	93
	0.894 
	Y
	N

	ePE11
	26
	27.34
	1
	33
	33+1
	141
	99
	0.302
	Y
	N

	HC1
	36
	28.23
	1
	35+2
	39+5
	129
	78
	/
	[bookmark: OLE_LINK334]N
	N

	HC2
	31
	24.98
	2
	34+1
	40+1
	127
	86
	/
	N
	N

	HC3
	35
	27.34
	1
	20+4
	38+3
	134
	83
	/
	N
	N

	HC4
	40
	27.89
	2
	30+1
	38+2
	128
	84
	/
	N
	N

	HC5
	38
	33.43
	4
	31+4
	39+1
	126
	79
	/
	N
	N

	HC6
	29
	25.08
	1
	32+6
	37+6
	135
	84
	/
	N
	N

	HC7
	38
	32.89
	5
	32+2
	39+1
	127
	78
	/
	N
	N

	HC8
	39
	28.62
	1
	32+3
	37+4
	119
	82
	/
	N
	N

	HC9
	33
	23.05
	1
	32+4
	39+2
	122
	86
	/
	N
	N

	HC10
	28
	29.34
	1
	31+1
	38+4
	118
	76
	/
	N
	N

	HC11
	31
	27.43
	1
	33
	37+3
	133
	80
	/
	N
	N


[bookmark: OLE_LINK683]Footnote: ePE, early-onset preeclampsia; HC, healthy controls; BMI, body mass index; GA, gestational age; SBP, systolic blood pressure; DBP, diastolic blood pressure; FGR, fetal growth restriction; Y, yes; N, no. The symbol “/” indicates undetected or non-applicable indicators in HCs.



[bookmark: OLE_LINK338]Table S2. Multifactor analysis of laboratory indicators in clinical cohort 1.
	
	ePE vs. HCs

	[bookmark: _Hlk224550336][bookmark: _Hlk233469345]
	OR
	95% CI
	P value

	[bookmark: OLE_LINK462]Neutrophil percentage
	0.992
	0.945-1.041
	0.733

	Neutrophil count
	1.223
	1.042-1.435
	0.014

	[bookmark: OLE_LINK468]Lymphocyte percentage
	1.015
	0.962-1.071
	0.579

	Lymphocyte count
	0.928
	0.771-1.116
	0.426

	Platelet count
	1.000
	0.994-1.005
	0.858

	Hemoglobin
	0.988
	0.965-1.011
	0.309

	TT
	0.998
	0.984-1.012
	0.753

	Fibrinogen
	1.000
	0.998-1.003
	0.757

	ALT
	1.054
	1.031-1.077
	<0.001

	AST
	1.085
	1.046-1.125
	<0.001

	ALP
	1.013
	1.006-1.020
	<0.001

	LDH
	1.036
	1.024-1.048
	<0.001

	[bookmark: OLE_LINK463]γ-GT
	1.031
	1.013-1.050
	<0.001

	TB
	0.920
	0.834-1.015
	0.095

	DBIL
	1.052
	0.815-1.358
	0.698

	[bookmark: OLE_LINK469]IDIL
	0.852
	0.747-0.971
	0.017

	Total protein
	1.003
	0.992-1.013
	0.611

	[bookmark: OLE_LINK73]Albumin
	0.780
	0.705-0.862
	<0.001

	[bookmark: OLE_LINK71]Globulin
	0.886
	0.790-0.992
	0.036

	[bookmark: OLE_LINK470][bookmark: _Hlk233140897]Creatinine
	1.161
	1.106-1.219
	<0.001

	Total cholesterol
	1.044
	0.827-1.317
	0.720

	[bookmark: OLE_LINK464]Triglyceride
	1.581
	1.246-2.008
	<0.001

	[bookmark: OLE_LINK471]HDL
	0.084
	0.035-0.202
	<0.001

	LDL
	1.027
	0.730-1.445
	0.877


Footnote: All models were adjusted for maternal age, gestational age and body mass index. OR, odds ratio; CI, confidence interval; ALT, alanine transaminase; AST, aspartate transaminase; ALP, alkaline phosphatase; LDH, lactate dehydrogenase; γ-GT, γ-glutamyl transferase; TB, total bilirubin; DBIL, direct bilirubin; IDIL, indirect bilirubin; TT, thrombin time; HDL, high-density lipoprotein; LDL, low-density lipoprotein.
