Supplemental file S6: Forest plots of sensitivity and specificity.


Figure 1: Forest Plot showing sensitivity and specificity with 95% confidence intervals (95% CI) for studies of alpha feto-protein (AFP) to predict pre-eclampsia and small for gestational age (birth weight threshold as indicated). Results with diamonds are pooled results (number of studies as indicated), results with squares are single studies. The number of women included in the studies is shown, all studies second trimester.
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Figure 2: Forest Plot showing sensitivity and specificity with 95% confidence intervals (95% CI) for studies of human chorionic gonadotrophin (HCG) to predict pre-eclampsia and small for gestational age (birth weight threshold as indicated). Results with diamonds are pooled results (number of studies as indicated), results with squares are single studies. The number of women included in the studies is shown,( a  first trimester testing).
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Figure 3: Forest Plot showing sensitivity and specificity with 95% confidence intervals (95% CI) for studies of unconjugated estriol  to predict pre-eclampsia and small for gestational age (birth weight threshold as indicated). Results with diamonds are pooled results (number of studies as indicated), results with squares are single studies. The number of women included in the studies is shown, all second trimester testing.
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Figure 4: Forest Plot showing sensitivity and specificity with 95% confidence intervals (95% CI) for studies of pregnancy associated plasma protein A (PAPP-A) to predict pre-eclampsia and small for gestational age (birth weight threshold as indicated). Results with diamonds are pooled results (number of studies as indicated), results with squares are single studies. The number of women included in the studies is shown, (a first trimester testing).
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Figure 5: Forest Plot showing sensitivity and specificity with 95% confidence intervals (95% CI) for studies of inhibin A to predict pre-eclampsia and small for gestational age (birth weight threshold as indicated). Results with diamonds are pooled results (number of studies as indicated), results with squares are single studies. The number of women included in the studies is shown, (a first trimester testing).
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AFP<0.44MoM 	1	         51,008

AFP>0.58MoM 	1	          51,008

AFP>0.82MoM 	1	          51,008

AFP>1.28MoM 	1	               178

AFP>1.35MoM 	1	           51,008

AFP>1.5MoM 	2	            4,613

AFP>2.0MoM 	10	         103,627

AFP>2.5MoM 	6	         119,709

AFP>3.0MoM 	1	              1998

Threshold	No of studies	No of women

Index Test	       Study Details				                      Sensitivity (95% CI)                                                                                  Specificity (95% CI)

BW<10th centile, 37 weeks

Birth weight <2500g

Birth weight <5th centile

Birth weight <10th centile

Pre-eclampsia



0.22 (0.03, 0.60)

0.03 (0.01, 0.06)

0.11 (0.10, 0.13)

0.27 (0.23, 0.31)

0.05 (0.03, 0.07)

0.16 (0.07, 0.30)

0.11 (0.03, 0.26)

0.02 (0.02, 0.03)

0.48 (0.46, 0.50)

0.17 (0.10, 0.27)

0.08 (0.07, 0.09)

0.04 (0.03, 0.04)

0.03 (0.01, 0.05)

1.00 (0.86, 1.00)

0.54 (0.47, 0.61)

0.15 (0.12, 0.19)

0.17 (0.12, 0.23)

0.19 (0.05, 0.42)

0.06 (0.05, 0.06)

0.13 (0.11, 0.14)

0.33 (0.19, 0.51)

0.17 (0.10, 0.25)

0.09 (0.04, 0.16)

0.04 (0.02, 0.08)

0.00 (0.00, 0.01)

0.96 (0.94, 0.97)

0.77 (0.73, 0.80)

0.64 (0.35, 0.87)

0.31 (0.28, 0.35)

0.19 (0.12, 0.28)

0.07 (0.06, 0.09)

0.05 (0.04, 0.06)

0.00 (0.00, 0.07)



0.00











0.25











0.50











0.75











1.00















































































































































Sensitivity



0.99 (0.99, 0.99)

0.97 (0.96, 0.97)

0.96 (0.96, 0.96)

0.89 (0.89, 0.90)

0.99 (0.99, 0.99)

0.91 (0.88, 0.93)

0.91 (0.89, 0.93)

0.99 (0.99, 0.99)

0.50 (0.49, 0.50)

0.90 (0.88, 0.91)

0.97 (0.97, 0.97)

0.98 (0.98, 0.98)

1.00 (1.00, 1.00)

0.89 (0.83, 0.94)

0.57 (0.54, 0.59)

0.91 (0.90, 0.91)

0.90 (0.89, 0.92)

0.87 (0.79, 0.92)

0.98 (0.98, 0.99)

0.94 (0.94, 0.94)

0.86 (0.81, 0.90)

0.91 (0.88, 0.93)

0.91 (0.89, 0.93)

0.97 (0.96, 0.97)

0.99 (0.99, 0.99)

0.05 (0.05, 0.05)

0.25 (0.25, 0.25)

0.81 (0.74, 0.86)

0.76 (0.75, 0.76)

0.86 (0.85, 0.87)

0.96 (0.96, 0.96)

0.98 (0.98, 0.98)

0.99 (0.99, 1.00)



0.0











0.2











0.4











0.6











0.8











1.0



















































































































































Specificity
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Threshold	No of studies	No of women

Index Test	       Study Details				                          Sensitivity (95% CI)                                                                              Specificity (95% CI)

Pappa<1st centilea		1		33,995

Pappa<5th centilea		4		49,009

Pappa<10th centilea		3		40,170

Pappa<mediana		1		5,297

Pappa<0.3MoMa		1		 827

Pappa<0.4MoMa		1		 476

Pappa<0.5MoMa		2		1,831

Pappa<0.69MoMa		1		  476

Pappa<1st centilea		2		40,271

Pappa<5th centilea		4		46,446

Pappa<10th centile		2		380

Pappa<mediana		1 		5,297

Pappa>90th centile		1		  172

Pappa>95th centilea		1		6,276

Pappa>99th centilea		1		6,276

Pappa<0.25MoMa		1		1,622

Pappa<0.5MoMa		1		1,622

Pappa<0.75MoMa		1		1,622

Pappa<1.0MoMa		1		1,622

Pappa<1st centilea		1		33,395

Pappa<5th centilea		5		52,472

Pappa<10th centilea		3		39,570

Pappa<mediana		1		5297

Birth weight <5th centile

Birth weight <10th centile

Pre-eclampsia

Threshold	No of studies	No of women

Threshold	No of studies	No of women

Birth weight <5th centile

Birth weight <10th centile

Pre-eclampsia



0.00



0.25











0.50











0.75











1.00







Sensitivity



0.00









0.25









0.50











0.75











1.00





Specificity































































































0.04 (0.03, 0.05)

0.12 (0.11, 0.14)

0.20 (0.18, 0.22)

0.57 (0.49, 0.64)

0.11 (0.04, 0.22)

0.11 (0.03, 0.27)

0.26 (0.18, 0.36)

0.49 (0.31, 0.66)

0.03 (0.02, 0.04)

0.10 (0.09, 0.11)

0.20 (0,10,0,33)

0.51 (0.46, 0.56)

0.11 (0.01, 0.35)

0.05 (0.03, 0.07)

0.01 (0.00, 0.03)



0.15 (0.04, 0.34)

0.22 (0.09, 0.42)

0.41 (0.20, 0.61)

0.52 (0.32, 0.71)

0.02 (0.01, 0.03)

0.09 (0.08, 0.11)

0.14 (0.12, 0.17)

0.56 (0.50, 0.67)





































































































0.99 (0.99, 0.99)

0.95 (0.95, 0.95)

0.90 (0.90, 0.90)

0.52 (0.51, 0.53)

0.97 (0.95, 0.98)

0.96 (0.93, 0.97)

0.90 (0.89, 0.92)

0.76 (0.72, 0.80)

0.99 (0.99, 0.99)

0.95 (0.95, 0.95)

0.89 (0.85, 0.92)

0.52 (0.50, 0.53)

0.88 (0.80, 0.93)

0.95 (0.95, 0.96)

0.99 (0.99, 0.99)

0.97 (0.96, 0.98)

0.85 (0.83, 0.87)

0.68 (0.65, 0.70)

0.51 (0.48, 0.53)

0.99 (0.99, 0.99)

0.95 (0.95, 0.95)

0.90 (0.90, 0.90)

0.52 (0.50, 0.53)
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Threshold	No of studies	No of women

  Index Test           Study Details				                       Sensitivity (95% CI)                                                                                 Specificity (95% CI)



Inhibin A>2.0MoM		1		33,145

Inhibin A>2.0MoM		1		33,145

Inhibin A>2.2MoM		1		640

Inhibin A>0.5MoM		1		640

Inhibin A>0.6MoM		1		640

Inhibin A>0.8MoM		1		640

Inhibin A>0.9MoM		1		640

Inhibin A>1.0MoM		1		640

Inhibin A>1.1MoM		1		640

Inhibin A>1.2MoM		1		640

Inhibin A>1.3MoM		1 		640

Inhibin A>1.5MoM		1		640

Inhibin A>1.8MoM		1		58

Inhibin A>2.0MoM		2		33,785

Inhibin A>2.2MoM		1		640

Inhibin A>2.5MoM		1		640

Inhibin A>2.79MoM		1		178

Inhibin A>3.0MoM		1		640

Inhibin A>mean+2sd		1		61

Inhibin A >95th centile	a	1		759

Birth weight <5th centile

Birth weight <10th centile

Severe Pre-eclampsia

Pre-eclampsia

Threshold	No of studies	No of women

Threshold	No of studies	No of women

Threshold	No of studies	No of women



Birth weight <5th centile

Birth weight <10th centile

Severe Pre-eclampsia

Pre-eclampsia



0.00











0.25











0.50











0.75











1.00





Sensitivity



0.00











0.25











0.50











0.75











1.00





Specificity

















































































0.13 (0.11, 0.15)



0.11 (0.09, 0.12)



0.33 (0.12, 0.62)



1.00 (0.90, 1.00)

0.94 (0.81, 0.99)

0.89 (0.73, 0.97)

0.83 (0.66, 0.93)

0.80 (0.63, 0.92)

0.69 (0.51, 0.83)

0.60 (0.42, 0.76)

0.57 (0.39, 0.74)

0.54 (0.37, 0.71)

0.39 (0.17, 0.64)

0.18 (0.16, 0.21)

0.40 (0.24, 0.58)

0.37 (0.22, 0.55)

0.71 (0.42, 0.92)

0.20 (0.08, 0.37)

0.38 (0.18, 0.62)

0.33 (0.08, 0.70)



























































































0.97 (0.97, 0.98)

0.98 (0.98, 0.98)

0.97 (0.96, 0.98)

0.10 (0.07, 0.12)

0.17 (0.15, 0.21)

0.34 (0.31, 0.38)

0.44 (0.40, 0.48)

0.54 (0.50, 0.58)

0.61 (0.57, 0.64)

0.67 (0.63, 0.71)

0.73 (0.69, 0.76)

0.79 (0.76, 0.82)

0.92 (0.80, 0.98)

0.97 (0.97, 0.97)

0.93 (0.91, 0.95)

0.94 (0.92, 0.96)

0.96 (0.92, 0.99)

0.97 (0.96, 0.99)

0.95 (0.94, 0.97)

0.95 (0.94, 0.97)
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Birth weight <2500g



Birth weight <5th centile

Birth weight <10th centile

Severe pre-eclampsia

Pre-eclampsia



HCG>2.0MoM	2                                      1,557

HCG>2.5MoM	1                                        471

Threshold           No of studies    No of women

HCG<5th centilea	2                                    14,136

HCG<10th centilea	1                                      5,297

HCG<mediana	1                                      5,297

HCG>1.0MoMa	1                                      1,622

HCG>2.0MoM	1                                   33,145

HCG>2.5MoM	1                                    45,565

HCG.3.0MoMa	1                                      1,622

HCG>4.0MoMa	1                                      1,622

HCG>5.0MoMa	1                                      1,622

Threshold        No of studies       No of women

HCG<1st centilea	1                                      6,276

HCG<5th centilea	2                                    11,573

HCG<10th centile	1                                     172

HCG<mediana	1                                      5,297

HCG>1.5MoM	1                                      2,615

HCG>2.0MoM	7                                    39,306

HCG>2.5MoM	4                                      9,913

HCG>3.0Mom	1                                           88

HCG>4.0MoM	1                                         121

HCG>90th centile	1                                        172

HCG>95th centilea	1                                      6,276

HCG>99th centilea	1                                      6,276

Threshold        No of studies       No of women

HCG>1.5MoM	1                                      1,998

HCG>2.0MoM	1                                      1,998

HCG>2.5MoM	1                                      1,998

HCG>3.0MoM	1                                      1,998

Threshold        No of studies       No of women

HCG<5th centilea	1                                      4,063

HCG<10th centilea	1                                       180

HCG>1.0MoM	1                                       430

HCG.1.17MoM	1                                       640

HCG>1.4MoM	1                                       640

HCG>1.5MoM	1                                      1,998

HCG>1.6MoM	1                                       640

HCG>1.75MoM	1                                       178

HCG>1.8MoM	1                                       430

HCG>2.0MoM	11                                 58,882

HCG>2.3MoM	1                                       640

HCG>2.5MoM	4                                    49,612

HCG>3.0MoM	3                                      8,224

HCG>90th centilea	1                                       180

Threshold        No of Studies      No of women

Birth weight <2500g

Birth weight <5th centile

Birth weight <10th centile

Severe pre-eclampsia

Pre-eclampsia

Index Test           Study Details				        Sensitivity (95% CI)                                                                                   Specificity (95% CI)



0.00











0.25











0.50











0.75











1.00





Sensitivity



0.0











0.2











0.4











0.6









0.8









1.0









Specificity



0.26 (0.19, 0.35)

0.12 (0.07, 0.18)

0.08 (0.06, 0.10)

0.16 (0.11, 0.22)

0.49 (0.41, 0.57)

0.57 (0.42, 0.71)

0.12 (0.10, 0.14)

0.05 (0.04, 0.07)

0.10 (0.03, 0.22)

0.00 (0.00, 0.07)

0.00 (0.00, 0.07)

0.02 (0.01, 0.04)

0.06 (0.04, 0.08)

0.16 (0.05, 0.36)

0.49 (0.44, 0.54)

0.20 (0.15, 0.26)

0.12 (0.11, 0.13)

0.10 (0.09, 0.12)

0.22 (0.08, 0.44)

1.00 (0.40, 1.00)

0.08 (0.01, 0.26)

0.05 (0.03, 0.08)

0.01 (0.00, 0.03)

0.31 (0.18, 0.45)

0.10 (0.03, 0.22)

0.04 (0.01, 0.14)

0.00 (0.00, 0.07)

0.08 (0.03, 0.17)

0.33 (0.01, 0.91)

0.79 (0.54, 0.94)

0.79 (0.54, 0.94)

0.58 (0.34, 0.80)

0.31 (0.18, 0.45)

0.75 (0.70, 0.79)

0.57 (0.29, 0.82)

0.75 (0.70, 0.79)

0.19(0.17, 0.21)

0.31 (0.17, 0.49)

0.06 (0.05, 0.07)

0.06 (0.03, 0.09)

0.00 (0.00, 0.71)













































































































































































































0.82 (0.79, 0.84)

0.99 (0.97, 1.00)

0.95 (0.95, 0.96)

0.91 (0.91, 0.92)

0.50 (0.48, 0.51)

0.44 (0.41, 0.46)

0.94 (0.94, 0.95)

0.96 (0.96, 0.96)

0.91 (0.89, 0.92)

0.97 (0.96, 0.97)

0.98 (0.98, 0.99)

0.99 (0.99, 0.99)

0.96 (0.95, 0.96)

0.94 (0.94, 0.95)

0.50 (0.48, 0.51)

0.85 (0.83, 0.86)

0.94 (0.94, 0.94)

0.93 (0.92, 0.93)

0.95 (0.87, 0.99)

0.79 (0.70, 0.86)

0.95 (0.90, 0.98)

0.95 (0.94, 0.95)

0.99 (0.99, 0.99)

0.75 (0.73, 0.77)

0.89 (0.88, 0.90)

0.95 (0.94, 0.96)

0.98 (0.97, 0.98)

0.95 (0.94, 0.96)

0.94 (0.90, 0.97)

0.42 (0.47, 0.67)

0.54 (0.49, 0.59)

0.66 (0.61, 0.71)

0.75 (0.73, 0.77)

0.75 (0.70, 0.79)

0.83 (0.76, 0.88)

0.84 (0.80, 0.88)

0.93 (0.93, 0.93)

0.93 (0.93, 0.93)

0.96 (0.96, 0.96)

0.97 (0.97, 0.98)

0.85 (0.79, 0.90)
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Threshold    No of studies  No of women

Index Test	       Study Details				              Sensitivity (95% CI)                                                                                        Specificity (95% CI)



Birth weight <5th centile

Birth weight <10th centile

Pre-eclampsia

Estriol<0.5MoM        2                          57,649

Estriol<0.5MoM	      1                         33,145

Estriol<0.7MoM	      1                           547

Estriol<0.74MoM       1                           673

Estriol<0.75MoM       2                         1,405

Estriol<0.5MoM	       2                         57,649

Estriol<0.75MoM      1                          309

Estriol<0.9MoM	       1                        1,998

Threshol     No of studies      No of women

Threshold   No of studies      No of women





0.00











0.25











0.50











0.75











1.00



Sensitivity



0.00











0.25











0.50











0.75











1.00





Specificity







0.34 (0.32, 0.35)







0.02 (0.02, 0.03)





0.06 (0.02, 0.16)





0.31 (0.17, 0.49)





0.37 (0.26, 0.50)







0.06 (0.05, 0.07)





0.39 (0.14, 0.68)





0.43 (0.29, 0.58)









































Birth weight <5th centile

Birth weight <10th centile

Pre-eclampsia



0.98 (0.98, 0.98)



0.99 (0.99, 0.99)

0.98 (0.96, 0.99)

0.84 (0.80, 0.86)

0.88 (0.86, 0.90)



0.96 (0.96, 0.96)

0.74 (0.69, 0.79)

0.71 (0.68, 0.73)
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