[bookmark: _GoBack]Table D1. Search and filter results of previous studies.
	Section
	Inclusion
	
	Exclusion
	

	
	Step
	Studies a
	Step
	Studies a

	Identification
	Records identified
	[1-295]
	
	

	Screening
	Records screened
	[1-295]
	Duplicated records
	(not applicable) a

	Retrieval
	Reports sought for retrieval b
	[1-116]
	FGR/SGA as population
	[117-197]

	
	
	
	Association or survey study
	[198-209]

	
	
	
	Diagnostic or short prognostic study
	[210-214]

	
	
	
	Special population
	[215-245]

	
	
	
	Not FGR/SGA
	[246-294]

	
	
	
	Impact study
	[295]

	Eligibility
	Reports assessed for eligibility
	[1-98]
	Full text is not available
	[99-116]

	Inclusion
	Studies included
	[1-30] 
	EPV <20
	[31-38]

	
	
	
	FGR/SGA as population
	[39-55]

	
	
	
	Association study
	[56-64]

	
	
	
	Diagnostic or short prognostic study
	[65-71]

	
	
	
	Special population
	[72-77]

	
	
	
	Not FGR/SGA
	[78-96]

	
	
	
	Neither original article nor systematic review
	[97,98]

	
	Studies included for meta-analysis
	[1-27]
	Previous systematic review
	[28], c [29], d [30], e

	
	
	
	
	


a, duplicates removed; b, no abstract [12,102,103,105,106,110,112-115]; c, source for [1-15,38,92-94,197,202-209,291-294] ; d, source for [16-23,34-37,41-55,63,64,66-71,76,77,84-91,102-116,123-196,199-201,211-214,229-245,262-290]; e, source for [24-27,31-33,75,101]; FGR, fetal growth restriction; SGA, small-for-gestational age.

Table D2. Comparable models to evaluate the success criteria.
	Study/model
	Metrics (95% CI)
	Other variables

	[1] Yaron Y et al. (2002)

PAPP-A ≤0.5 MoM 
	Sensitivity:
	
	Study design: retrospective cohort

	
	0.37
	
	Population: pregnant women at 11–13 weeks’ gestation, singleton, and underwent combined first trimester screening for trisomy 21

	
	Specificity:
	
	Setting: hospital

	
	0.86
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=49) and non-event (n=1573)

	
	0.612
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	 

	[2] Tul N et al. (2003)

PAPP-A ≤0.5 MoM
	Sensitivity:
	
	Study design: prospective cohort

	
	0.2
	
	Population: pregnant women, singleton, and underwent combined first trimester screening for trisomy 21

	
	Specificity:
	
	Setting: hospital

	
	0.92
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA without other complications)

	
	AUROC:*
	
	Sample size: event (n=51) and non-event (n=953)

	
	0.557
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	 

	[3] Spencer K et al. (2005)

Log10 PAPP-A MoM and log10 UtA-PI MoM
	Sensitivity:
	
	Study design: prospective cohort

	
	0.16
	
	Population: pregnant women from 11–13 weeks’ gestation, singleton, and underwent combined first trimester screening for trisomy 21

	
	Specificity:
	
	Setting: hospital

	
	0.95
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=172) and non-event (n=3827)

	
	0.555
	
	Predictors in the best final model: PAPP-A at 11–13 weeks’ gestation and UtA-PI at 22–24 weeks’ gestation

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	 

	[4] Smith GC et al. (2002)

(a) Lowest 5% of PAPP-A MoM

(b) Lowest 5% of FβhCG MoM
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.12; (b) 0.08
	
	Population: pregnant women from 8–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, delivered within 24–43 weeks’ gestation, and normal karyotype

	
	Specificity:
	
	Setting: hospitals

	
	(a) 0.95; (b) 0.95
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=370) and non-event (n=8469)

	
	(a) 0.538; (b) 0.515
	
	Predictors in the best final model: (a) PAPP-A; (b) FβhCG

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	 

	[5] Radoi VM and Bohiltea LC (2009)

(a) Lowest 5% of PAPP-A MoM

(b) Lowest 5% of FβhCG MoM
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.79; (b) 0.43
	
	Population: pregnant women from 10–13 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, delivered within 24–43 weeks’ gestation, and normal karyotype

	
	Specificity:
	
	Setting: hospital

	
	(a) 0.59; (b) 0.6
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=370) and non-event (n=8469)

	
	(a) 0.687; (b) 0.51
	
	Predictors in the best final model: (a) PAPP-A; (b) FβhCG

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[6] Pilalis A et al. (2007)

(a) PAPP-A ≤ 5th percentile

(b) UtA-PI ≥ 95th percentile

(c) PAPP-A and UtA-PI
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.17; (b) 0.23; (c) 0.11
	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, fetal
crown–rump length of 45–84 mm, and known pregnancy outcome

	
	Specificity:
	
	Setting: hospital

	
	(a) 0.99; (b) 0.99; (c) 0.99*
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:
	
	Sample size: event (n=35) and non-event (n=843)

	
	(a) 0.582*; (b) 0.061*;
(c) 0.689 (0.658 to 0.72)**
	
	Predictors in the best final model: (a) PAPP-A; (b) UtA-PI; (c) PAPP-A and UtA-PI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[7] Ong CY et al. (2000)

(a) PAPP-A ≤ 5th percentile

(b) FβhCG ≤ 5th percentile
	Sensitivity:
	
	Study design: retrospective cohort

	
	(a) 0.13; (b) 0.07
	
	Population: pregnant women from 10–14 weeks’ gestation, singleton, and underwent combined first trimester screening for trisomy 21

	
	Specificity:
	
	Setting: hospital

	
	(a) 0.95; (b) 0.96
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=171) and non-event (n=5126)

	
	(a) 0.539; (b) 0.513

	
	Predictors in the best final model: (a) PAPP-A; (b) FβhCG

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[8] Leung TY et al. (2008)

(a) Log10 PAPP-A ≤ 5th percentile

(b) CRL < expected by 3–6 days

(c) Both (a) and (b)

(d) Either (a) or (b)
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.09; (b) 0.10;
(c) 0.02; (d) 0.17
	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, no chromosomal and structural abnormalities, no intrauterine death, and known pregnancy outcome

	
	Specificity:
	
	Setting: hospital

	
	(a) 0.96; (b) 0.93;
(c) 0.99; (d) 0.89
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:
	
	Sample size: event (n=241) and non-event (n=2519)

	
	(a) 0.608 (0.57 to 0.646) **; 
(b) 0.608 (0.57 to 0.646) **;
	
	Predictors in the best final model: (a) PAPP-A; (b) CRL; (c) PAPP-A and CRL; (d) PAPP-A and CRL

	
	(c) 0.509*; (d) 0.528*
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[9] Krantz D et al. (2004)

(a) PAPP-A MoM ≤ 5th percentile and maternal factors 

(b) FβhCG MoM ≤ 1th percentile and maternal factors
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.1; (b) 0.02
	
	Population: pregnant women from 10–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, no trisomy 21 or 18 in previous and observed pregnancy, no early termination/fetal loss, and known pregnancy outcome and birth weight

	
	Specificity:
	
	Setting: hospitals

	
	(a) 0.96; (b) 0.99
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:*
	
	Sample size: event (n=384) and non-event (n=5892)

	
	(a) 0.529; (b) 0.506

	
	Predictors in the best final model: (a) PAPP-A and maternal factors; (b) FβhCG and maternal factors. Maternal factors: age, weight, race, and cigarrette smoker.

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[10] Kavak ZN et al. (2006)

PAPP-A MoM ≤ 5th percentile

	Sensitivity:
	
	Study design: prospective cohort

	
	0.11
	
	Population: pregnant women, singleton, underwent combined first trimester screening for trisomy 21, no chromosomal and structural abnormalities, no chronic hypertension and previously diagnosed diabetes, and no previous preeclampsia, gestational hypertension, gestational diabetes, and FGR

	
	Specificity:
	
	Setting: hospital

	
	0.95
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:
	
	Sample size: event (n=35) and non-event (n=441)

	
	0.61 (0.5 to 0.71)**
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[11] Karagiannis G et al. (2011)

Biophysical and biochemical markers and maternal factors

	Sensitivity:
	
	Study design: retrospective cohort

	
	0.34
	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, no fetal abnormalities, no termination, miscarriage, or fetal death before 24 weeks’ gestation, no preeclampsia, and known pregnancy outcome

	
	Specificity:
	
	Setting: hospital

	
	0.95
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: *
0.647
	
	Sample size: event (n=1536) and non-event (n=31,314)

	
	
	
	Predictors in the best final model: UtA-PI, MAP, NT, PAPP-A, FβhCG, PLGF, PP13, ADAM12, CRL, and maternal factors (age, weight, cigarrette smoker, parity, race, and method of conception)

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[12] Conserva V et al. (2010)

PAPP-A ≤0.4 MoM

	Sensitivity:
	
	Study design: case-control

	
	0.27
	
	Population: pregnant women, singleton, underwent combined first trimester screening for trisomy 21, no chromosomal or fetal abnormalities, no miscarriage, and no gestational diabetes

	
	Specificity:
	
	Setting: biotech lab

	
	0.75
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: *
	
	Sample size: event (n=179) and non-event (n=1508)

	
	0.51
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[13] Cheong M-L et al. (2005)

PAPP-A MoM ≤ 5th percentile
	Sensitivity:
	
	Study design: retrospective cohort

	
	0.09
	
	Population: pregnant women from 10–13 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, with complete and correct chart record, no chromosomal or major structural abnormalities, no miscarriage before 24 weeks’ gestation, and no major maternal disease

	
	Specificity:
	
	Setting: hospital

	
	0.96
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: 
	
	Sample size: event (n=155) and non-event (n=2934)

	
	0.59
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[14] Cervino-Gomez E et al. (2014)

PAPP-A ≤0.4 MoM

	Sensitivity:
0.74
	
	Study design: case-control (pairing on PAPP-A group)

	
	
	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, maternal age of ≤38 years old, no maternal illness, no chromosomal or fetal abnormalities, and no in vitro fertilization

	
	Specificity:
	
	Setting: hospital

	
	0.58
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: *
0.652
	
	Sample size: event (n=95) and non-event (n=358)

	
	
	
	Predictors in the best final model: PAPP-A

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[15] Carbone JF et al. (2012)

(a) PAPP-A ≤ 5th percentile

(b) CRL Z-score < -1

(c) Both (a) and (b)

(d) Either (a) or (b)
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.24; (b) 0.12;
(c) 0.03; (d) 0.01
	
	Population: pregnant women from 10–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, and no chromosomal and structural abnormalities

	
	Specificity:
	
	Setting: hospital

	
	(a) 0.86; (b) 0.96;
(c) 0.99; (d) 0.82
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:
	
	Sample size: event (n=185) and non-event (n=3144)

	
	(a) 0.55; (b) 0.54;
(c) 0.51; (d) 0.58
	
	Predictors in the best final model: (a) PAPP-A; (b) CRL; (c) PAPP-A and CRL; (d) PAPP-A and CRL

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[16] Valiño N et al. (2016) 

EFW, PlGF, sFlt-1, UtA-PI, UA-PI, MCA-PI

	Sensitivity:
	
	Study design: prospective cohort

	
	0.51

	
	Population: pregnant women from 30–35 weeks’ gestation delivering ≥37 weeks

	
	Specificity:
	
	Setting: hospitals

	
	0.9

	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC:
	
	Sample size: event (n=762) and non-event (n=7506)

	
	0.829 (0.813 to 0.844) **
	
	Predictors in the best final model: EFW, PlGF, sFlt-1, UtA-PI, UA-PI, and MCA-PI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[17] Shlossman P et al. (1998)

(a) MCA-PI

(b) ICA-PI

(c) RA-PI

(d) AO-PI

(e) Index

(f) DF
	Sensitivity:
	
	Study design: NA

	
	(a) 0.69; (b) 0.77; (c) 0.53; 
(d) 0.52; (e) 0.89; (c) 0.78
	
	Population: pregnant women from 25–40 weeks’ gestation

	
	
	
	Setting: NA

	
	Specificity:
(a) 0.74; (b) 0.75; (c) 0.55; 
(d) 0.54; (e) 0.78; (c) 0.87
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	
AUROC: *
	
	Sample size: event (n=NA) and non-event (n=NA) with total n=70

	
	(a) 0.712; (b) 0.762; 
(c) 0.541; (d) 0.527; 
(e) 0.837; (f) 0.827
	
	Predictors in the best final model: (a) MCA-PI; (b) ICA-PI; (c) RA-PI; (d) AO-PI; (e) Index=(MCA+ICA)I(RA+AO); and (f) Discriminant function of (a) to (d)

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[18] Gramellini D et al. (1992)

(a) MCA-PI

(b) UA-PI

(c) Cerebral-umbilical ratio
	Sensitivity:
	
	Study design: case-control

	
	(a) 0.11; (b) 0.4; (c) 0.4

	
	Population: pregnant women from 30–41 weeks’ gestation

	
	
	
	Setting: hospital

	
	Specificity:
(a) 0.98; (b) 0.91; (c) 1.0
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (uncomplicated pregnancies delivering spontaneously 37–41 weeks)

	
	AUROC: *
	
	Sample size: event (n=45) and non-event (n=45)

	
	(a) 0.544; (b) 0.656; (c) 0.7
	
	Predictors in the best final model: (a) MCA-PI; (b) UA-PI; (c) Cerebral-umbilical ratio

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[19] Gramellini D et al. (1990)

(a) MCA S/D

(b) UA S/D

(c) UpA S/D
	Sensitivity:
	
	Study design: prospective cohort

	
	(a) 0.45; (b) 0.5; (c) 0.25

	
	Population: pregnant women from 30–40 weeks’ gestation

	
	
	
	Setting: hospital

	
	Specificity:
(a) 0.8; (b) 0.83; (c) 0.93
	
	Outcome definition: event (FGR/SGA, birth weight NA percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: *
	
	Sample size: event (n=20) and non-event (n=30)

	
	(a) 0.625; (b) 0.667; 
(c) 0.592
	
	Predictors in the best final model: (a) MCA S/D; (b) UA S/D; (c) UpA S/D

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[20] Echizenya N et al. (1989)

(a) MCA-RI

(b) UA-RI

(c) UtA-RI
	Sensitivity:
	
	Study design: case-control

	
	(a) 0.48; (b) 0.47; (c) 0.29

	
	Population: pregnant women from >17 and >30 weeks’ gestation respectively for cases and controls

	
	
	
	Setting: hospital

	
	Specificity:
(a) 0.94; (b) 0.93; (c) 0.93
	
	Outcome definition: event (FGR/SGA, birth weight 10th percentile) and non-event (uncomplicated pregnancies)

	
	AUROC: *
	
	Sample size: event (n=30) and non-event (n=59)

	
	(a) 0.71; (b) 0.7; (c) 0.61
	
	Predictors in the best final model: (a) MCA-RI; (b) UA-RI; (c) UtA-RI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[21] Bednarek M et al. (2004)

Subcortical MCA-PI


	Sensitivity:
	
	Study design: case-control

	
	0.6

	
	Population: pregnant women from 26–42 weeks’ gestation

	
	
	
	Setting: hospital

	
	Specificity:
0.95
	
	Outcome definition: event (FGR/SGA, birth weight 10th percentile) and non-event (uncomplicated pregnancies)

	
	AUROC: *
	
	Sample size: event (n=64) and non-event (n=98)

	
	0.77
	
	Predictors in the best final model: Subcortical MCA-PI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[22] Bano S et al. (2010)

(a) MCA-PI

(b) UA-PI

(c) Cerebral-umbilical ratio


	Sensitivity:
	
	Study design: case-control

	
	(a) 0.09; (b) 0.47; (c) 0.44

	
	Population: pregnant women from 30–41 weeks’ gestation

	
	
	
	Setting: hospital

	
	Specificity:
(a) 1.0; (b) 0.93; (c) 1.0
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: *
	
	Sample size: event (n=45) and non-event (n=45)

	
	(a) 0.54; (b) 0.7; (c) 0.72
	
	Predictors in the best final model: (a) MCA-PI; (b) UA-PI; (c) Cerebral-umbilical ratio

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[23] Alataş C et al. (1996)

MCA-PI


	Sensitivity:
	
	Study design: case-control

	
	0.32

	
	Population: pregnant women from 24 weeks’ gestation with high-risk pregnancies

	
	
	
	Setting: hospital

	
	Specificity:
0.96
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with other complications)

	
	AUROC: *
0.64
	
	Sample size: event (n=NA) and non-event (n=NA) with total n=70

	
	
	
	Predictors in the best final model: MCA-PI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[24] Poon LC et al. (2011)

Biophysical and biochemical markers and maternal factors



	Sensitivity:
	
	Study design: prospective cohort

	
	0.252

	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, with complete outcome data, no chromosomal or major structural abnormalities, no miscarriage or fetal death before 24 weeks’ gestation, no termination for social reasons, and no preeclampsia

	
	
	
	Setting: hospital

	
	Specificity:
0.95
	
	Outcome definition: event (FGR/SGA, birth weight <5th percentile) and non-event (uncomplicated pregnancies)

	
	AUROC: 
0.747 (0.735 to 0.76)**
	
	Sample size: event (n=1536) and non-event (n=31,314)

	
	
	
	Predictors in the best final model: NT, PAPP-A, FβhCG, and maternal factors (age, weight, height, cigarette smoker, parity, race, method of conception, medical history)

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[25] Plasencia W et al. (2007)

Log10 UtA-PI MoM and maternal factors



	Sensitivity:
	
	Study design: prospective cohort

	
	0.246

	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, with complete data, no chromosomal or major structural abnormalities, no miscarriage or fetal death before 24 weeks’ gestation, and no termination for social reasons

	
	
	
	Setting: hospital

	
	Specificity:
0.9
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with other complications)

	
	AUROC: 
	
	Sample size: event (n=760) and non-event (n=5255)

	
	0.661 (0.648 to 0.673)**
	
	Predictors in the best final model: UtA-PI and maternal factors (age, BMI, CRL, cigarrette smoker, alcohol drinker, drug abuse, parity, ethnicity, family history of preeclampsia,method of conception, medical history, medication during pregnancy)

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[26] Onwudiwe N et al. (2008)

Log10 UtA-PI MoM


	Sensitivity:
	
	Study design: prospective cohort

	
	0.223 (0.181 to 0.269) **

	
	Population: pregnant women from 22–24 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, with complete outcome data, no fetal abnormalities, and no miscarriage or fetal death before 24 weeks’ gestation

	
	
	
	Setting: hospital

	
	Specificity:
0.9
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with other complications)

	
	AUROC: 
	
	Sample size: event (n=366) and non-event (n=2981)

	
	0.609 (0.591 to 0.626)**
	
	Predictors in the best final model: UtA-PI

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	[27] De Paco C et al. (2008)

Log10 maternal cardiac output MoM and maternal factors


	Sensitivity:
	
	Study design: prospective cohort

	
	0.239 (0.203 to 0.277) **

	
	Population: pregnant women from 11–14 weeks’ gestation, singleton, underwent combined first trimester screening for trisomy 21, with complete outcome data, no fetal abnormalities, no major defects, no miscarriage or fetal death before 24 weeks’ gestation, and no termination for social reasons

	
	
	
	Setting: hospital

	
	Specificity:
0.9
	
	Outcome definition: event (FGR/SGA, birth weight <10th percentile) and non-event (not FGR/SGA with or without other complications)

	
	AUROC: 
	
	Sample size: event (n=532) and non-event (n=3761)

	
	0.629 (0.602 to 0.655)**
	
	Predictors in the best final model: maternal cardiac output and maternal factors (age, weight, height, CRL, cigarrette smoker, alcohol drinker, drug abuse, parity, ethnicity, family history of preeclampsia,method of conception, medical history, medication during pregnancy)

	
	
	
	The most recommended validation technique: no internal validation

	
	
	
	

	* Inferred from sensitivity and specificity for AUROC; or ROC for sensitivity and specificity
** 95% confidence interval (CI)
ADAM12, A-disintegrin and metalloprotease-12; AO, intra-abdominal aorta; AUROC, area under receiver operating characteristics curve; BMI, body mass index; CRL, crown-rump length (fetus); DF, discriminant function; EFW, estimated fetal weight; FGR, fetal growth restriction; FβhCG, free β-subunit human choriogonadotropin; ICA, internal carotid artery; MAP, mean arterial pressure; MCA, middle cerebral artery; PI, pulsatility index; NA, not available; NT, nuchal translucency thickness (fetus); PAPP-A, pregnancy associated plasma protein-A; PlGF, placental growth factor; PP13, placental protein 13; RA, renal artery; RI, resistance index; S/D, systolic/diastolic ratio; sFLT-1, soluble fms-like tyrosinase-1; SGA, small-for-gestational age; UA, umbilical artery; UpA, utero-placental artery; UtA, uterine artery.
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