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[bookmark: _GoBack] Fig. S1 Study Flow Chart. HDP: hypertensive disorders in pregnancy; PE: preeclampsia; GH: gestational hypertension; CH: chronic hypertension complicating pregnancy 
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Fig. S2 The Heatmap for Eicosanoid Metabolite Correlation Analysis
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[bookmark: _Hlk155853231]Fig. S3 Extreme Gradient Boosting (XGBoost) Ranking Results for Feature Importance 
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[bookmark: _Hlk155866483]Fig. S4 Calibration Curves for the Model of 14-HDoHE/19,20 EDP Combined with the FMF Preeclampsia Prediction Model. AUC: area under the curve

Table S1 Predictive Performance of the14-HDoHE Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	[bookmark: _Hlk155865004]14-HDoHE/16,17 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.75 (0.64-0.85)
	0.96 (0.90-1.00)
	0.44 (0.29-0.59)
	0.65 (0.54-0.77)
	0.90 (0.77-1.03)

	Combined Clinical Variables
	0.85 (0.77-0.93)
	0.73 (0.60-0.86)
	0.85 (0.75-0.96)
	0.85 (0.73-0.96)
	0.75 (0.62-0.87)

	[bookmark: _Hlk155865014]14-HDoHE/19,20 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.75 (0.65-0.86)
	0.76 (0.63-0.88)
	0.68 (0.54-0.83)
	0.72 (0.60-0.85)
	0.72 (0.58-0.86)

	Combined Clinical Variables
	0.87 (0.80-0.94)
	0.73 (0.60-0.86)
	0.85 (0.75-0.96)
	0.85 (0.73-0.96)
	0.75 (0.62-0.87)

	14-HDoHE/5,6-DHET
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.72 (0.61-0.83)
	0.87 (0.77-0.97)
	0.56 (0.41-0.71)
	0.68 (0.56-0.81)
	0.79 (0.65-0.94)

	Combined Clinical Variables
	0.83 (0.74-0.91)
	0.87 (0.77-0.97)
	0.68 (0.54-0.83)
	0.75 (0.63-0.87)
	0.82 (0.70-0.95)

	14-HDoHE/5-HEPE
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.72 (0.61-0.83)
	0.62 (0.48-0.76)
	0.76 (0.63-0.89)
	0.74 (0.60-0.88)
	0.65 (0.51-0.78)

	Combined Clinical Variables
	0.82 (0.74-0.91)
	0.91 (0.83-0.99)
	0.61 (0.46-0.76)
	0.72 (0.60-0.84)
	0.86 (0.74-0.99)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value




Table S2 Predictive Performance of the 12-HETE Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	12-HETE/16,17 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.69 (0.58-0.81)
	0.87 (0.77-0.97)
	0.54 (0.38-0.69)
	0.67 (0.55-0.79)
	0.79 (0.63-0.94)

	Combined Clinical Variables
	0.84 (0.75-0.92)
	0.76 (0.63-0.88)
	0.83 (0.71-0.94)
	0.83 (0.71-0.94)
	0.76 (0.63-0.88)

	12-HETE/19,20 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.70 (0.59-0.81)
	0.82 (0.71-0.93)
	0.54 (0.38-0.69)
	0.66 (0.54-0.79)
	0.73 (0.58-0.89)

	Combined Clinical Variables
	0.84 (0.75-0.92)
	0.73 (0.60-0.86)
	0.83 (0.71-0.94)
	0.83 (0.71-0.94)
	0.74 (0.61-0.87)

	12-HETE/5,6-DHET
	
	
	
	
	

	Single Metabolite Ratio
	0.70 (0.59-0.82)
	0.84 (0.74-0.95)
	0.54 (0.38-0.69)
	0.67 (0.54-0.79)
	0.76 (0.60-0.91)

	Combined Clinical Variables
	0.82 (0.73-0.91)
	0.87 (0.77-0.97)
	0.71 (0.57-0.85)
	0.77 (0.65-0.88)
	0.83 (0.70-0.95)

	[bookmark: _Hlk155865608]12-HETE/5-HEPE
	
	
	
	
	

	Single Metabolite Ratio
	0.68 (0.57-0.80)
	0.84 (0.74-0.95)
	0.56 (0.41-0.71)
	0.68 (0.56-0.80)
	0.77 (0.62-0.92)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.82 (0.71-0.93)
	0.71 (0.57-0.85)
	0.76 (0.64-0.88)
	0.78 (0.65-0.92)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value


Table S3 Predictive Performance of the TXB2 Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	TXB2/16,17 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.69 (0.58-0.80)
	0.84 (0.74-0.95)
	0.49 (0.34-0.64)
	0.64 (0.52-0.77)
	0.74 (0.58-0.91)

	Combined Clinical Variables
	0.83 (0.75-0.92)
	0.80 (0.68-0.92)
	0.76 (0.63-0.89)
	0.78 (0.66-0.90)
	0.78 (0.65-0.90)

	TXB2/19,20 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.69 (0.58-0.80)
	0.56 (0.41-0.70)
	0.78 (0.65-0.91)
	0.74 (0.59-0.88)
	0.62 (0.48-0.75)

	Combined Clinical Variables
	0.83 (0.75-0.92)
	0.80 (0.68-0.92)
	0.76 (0.63-0.89)
	0.78 (0.66-0.90)
	0.78 (0.65-0.90)

	TXB2/5,6-DHET
	
	
	
	
	

	Single Metabolite Ratio
	0.69 (0.58-0.80)
	0.87 (0.77-0.97)
	0.46 (0.31-0.62)
	0.64 (0.52-0.76)
	0.76 (0.59-0.93)

	Combined Clinical Variables
	0.82 (0.73-0.91)
	0.82 (0.71-0.93)
	0.71 (0.57-0.85)
	0.76 (0.64-0.88)
	0.78 (0.65-0.92)

	[bookmark: _Hlk155865620]TXB2/5-HEPE
	
	
	
	
	

	Single Metabolite Ratio
	0.68 (0.56-0.79)
	0.80 (0.68-0.92)
	0.51 (0.36-0.67)
	0.64 (0.52-0.77)
	0.70 (0.54-0.86)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.84 (0.74-0.95)
	0.68 (0.54-0.83)
	0.75 (0.63-0.87)
	0.80 (0.67-0.93)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value


Table S4 Predictive Performance of the PGE2 Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	PGE2/16,17 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.68 (0.56-0.79)
	0.76 (0.63-0.88)
	0.59 (0.44-0.74)
	0.67 (0.54-0.80)
	0.69 (0.53-0.84)

	Combined Clinical Variables
	0.85 (0.77-0.93)
	0.84 (0.74-0.95)
	0.73 (0.60-0.87)
	0.78 (0.66-0.89)
	0.81 (0.69-0.94)

	PGE2/19,20 EDP
	
	
	
	
	

	Single Metabolite Ratio
	0.69 (0.58-0.80)
	0.78 (0.66-0.90)
	0.59 (0.44-0.74)
	0.67 (0.55-0.80)
	0.71 (0.55-0.86)

	Combined Clinical Variables
	0.84 (0.75-0.92)
	0.84 (0.74-0.95)
	0.73 (0.60-0.87)
	0.78 (0.66-0.89)
	0.81 (0.69-0.94)

	PGE2/5,6-DHET
	
	
	
	
	

	Single Metabolite Ratio
	0.68 (0.56-0.79)
	0.67 (0.53-0.80)
	0.66 (0.51-0.80)
	0.68 (0.54-0.82)
	0.64 (0.50-0.79)

	Combined Clinical Variables
	0.82 (0.73-0.91)
	0.80 (0.68-0.92)
	0.76 (0.63-0.89)
	0.78 (0.66-0.90)
	0.78 (0.65-0.90)

	PGE2/5-HEPE
	
	
	
	
	

	Single Metabolite Ratio
	0.67 (0.55-0.79)
	0.71 (0.58-0.84)
	0.63 (0.49-0.78)
	0.68 (0.55-0.81)
	0.67 (0.52-0.82)

	Combined Clinical Variables
	0.82 (0.73-0.91)
	0.78 (0.66-0.90)
	0.76 (0.63-0.89)
	0.78 (0.66-0.90)
	0.76 (0.63-0.89)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value


Table S5 Predictive Performance of the 11-HETE Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	11-HETE/16,17 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.69 (0.58-0.81)
	0.84 (0.74-0.95)
	0.56 (0.41-0.71)
	0.68 (0.56-0.80)
	0.77 (0.62-0.92)

	Combined Clinical Variables
	0.86 (0.78-0.93)
	0.76 (0.63-0.88)
	0.83 (0.71-0.94)
	0.83 (0.71-0.94)
	0.76 (0.63-0.88)

	11-HETE/19,20 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.69 (0.58-0.81)
	0.78 (0.66-0.90)
	0.59 (0.44-0.74)
	0.67 (0.55-0.80)
	0.71 (0.55-0.86)

	Combined Clinical Variables
	0.83(0.75-0.92)
	0.82 (0.71-0.93)
	0.71 (0.57-0.85)
	0.76 (0.64-0.88)
	0.78 (0.65-0.92)

	[bookmark: _Hlk155865634]11-HETE/5,6-DHET
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.67 (0.56-0.78)
	0.49 (0.34-0.64)
	0.81 (0.68-0.93)
	0.73 (0.58-0.89)
	0.59 (0.46-0.72)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.80 (0.68-0.92)
	0.71 (0.57-0.85)
	0.75 (0.63-0.87)
	0.76 (0.63-0.90)

	[bookmark: _Hlk155865641]11-HETE/5-HEPE
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.66 (0.53-0.77)
	0.93 (0.86-1.00)
	0.39 (0.24-0.54)
	0.63 (0.51-0.74)
	0.84 (0.68-1.00)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.78 (0.66-0.90)
	0.73 (0.60-0.87)
	0.76 (0.64-0.88)
	0.75 (0.62-0.88)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value


Table S6 Predictive Performance of the 15-HETE Ratio-Based Models and the FMF Models Incorporating the Ratios
	
	AUC (95% CI)
	Sensitivity
	Specificity
	PPV
	NPV

	15-HETE/16,17 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.70 (0.58-0.81)
	0.78 (0.66-0.90)
	0.61 (0.46-0.76)
	0.69 (0.56-0.81)
	0.71 (0.57-0.86)

	Combined Clinical Variables
	0.84 (0.76-0.93)
	0.80 (0.68-0.92)
	0.85 (0.75-0.96)
	0.86 (0.75-0.96)
	0.80 (0.68-0.92)

	15-HETE/19,20 EDP
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.73 (0.62-0.83)
	0.89 (0.80-0.98)
	0.49 (0.34-0.64)
	0.66 (0.54-0.78)
	0.80 (0.64-0.96)

	Combined Clinical Variables
	0.85 (0.77-0.93)
	0.80 (0.68-0.92)
	0.81 (0.68-0.93)
	0.82 (0.70-0.93)
	0.79 (0.66-0.91)

	[bookmark: _Hlk155865654]15-HETE/5,6-DHET
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.67 (0.56-0.79)
	0.64 (0.51-0.78)
	0.68 (0.54-0.83)
	0.69 (0.55-0.83)
	0.64 (0.49-0.78)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.87 (0.77-0.97)
	0.68 (0.54-0.83)
	0.75 (0.63-0.87)
	0.82 (0.70-0.95)

	[bookmark: _Hlk155864965]15-HETE/5-HEPE
	　
	　
	　
	　
	　

	Single Metabolite Ratio
	0.66 (0.54-0.77)
	0.80 (0.68-0.92)
	0.51 (0.36-0.67)
	0.64 (0.52-0.77)
	0.70 (0.54-0.86)

	Combined Clinical Variables
	0.81 (0.72-0.90)
	0.73 (0.60-0.86)
	0.81 (0.68-0.93)
	0.81 (0.68-0.93)
	0.73 (0.60-0.86)


AUC: area under the curve; PPV: Positive Predictive Value; NPV: Negative Predictive Value
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