Supplemental Digital Content 4. Meta-analysis of weighted mean differences (WMD) in C-reactive protein (CRP) between women who developed preeclampsia after

CRP measurement later on pregnancy and women who remained normotensive during pregnancy.
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Wolf
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Year of
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Overall (l-squared = 91.8%, p = 0.000)

NOTE: Weights are from random effects analysis

WMD (95% Cl)

2.30 (1.05, 3.55)
0.47 (-1.20, 2.14)
0.43 (-0.04, 0.90)
4.40 (-0.14, 8.94)
1.00 (-0.33, 2.33)
1.14 (-0.82, 3.10)
1.60 (0.19, 3.01)
1.20 (-0.36, 2.76)
3.40 (0.33, 6.47)
0.41 (-0.22, 1.04)
0.09 (-4.53, 4.70)
4.60 (-0.46, 9.66)
1.60 (-2.46, 5.66)
2.63 (0.45, 4.81)
0.15 (-0.17, 0.48)
5.85 (5.03, 6.67)
1.76 (0.79, 2.73)

%

Weight

7.66
6.97
8.60
3.01

6.47
7.41
7.15
4.68
8.47
2.95
2.60
3.47
6.09
8.69
8.26

100.00

A. Sensitivity analysis excluding studies with higher

I
-9.66

9.66

WMD (Tjoa et al., 2003; Ruma et al, 2008);



First Year of

%

Author Publication WMD (95% ClI) Weight
Prospective nested case-control :
Wolf 2001 - 2.30 (1.05, 3.55) 7.02
Djurovic 2002 - 0.47 (-1.20,2.14)  6.50
Tjoa 2002 | b 8.60 (6.28, 10.92) 5.62
Freeman 2004 e 1.00 (-0.33, 2.33) 6.93
Levine 2004 - 1.14 (-0.82, 3.10) 6.11
Bodnar 2005 |-0- 1.60 (0.19, 3.01) 6.84
Teran 2005 - 1.20 (-0.36, 2.76) 6.64
Garcia 2007 |—— 340(0.33,647) 464
Kronborg 2007 hd : 0.41 (-0.22, 1.04) 7.60
Zwahlen 2007 —0—=— 0.09 (-4.53, 4.70) 3.07
Cetin 2009 -+0— 4.60 (-0.46, 9.66) 2.73
Thilaganathan 2010 — 2.63 (0.45, 4.81) 5.81
Subtotal (l-squared =79.9%, p = 0.000) <> 2.07 (0.99, 3.16) 69.51
I
Others i
Savvidou 2002 * : 0.43 (-0.04, 0.90) 7.70
Barden 2004 —:—0— 4.40 (-0.14, 8.94) 3.13
Ruma 2008 : > 17.30 (6.97,27.63) 0.89
Gammill 2010 —— 1.60 (-2.46, 5.66) 3.55
Scholl 2011 L4 : 0.15 (-0.17, 0.48) 7.76
Banaem 2012 |- 5.85(5.03,6.67)  7.46
Subtotal (l-squared = 97.2%, p = 0.000) <> 2.91(0.69, 5.12) 30.49
]
. I
Overall (l-squared =92.8%, p = 0.000) o 2.30 (1.27, 3.34) 100.00
NOTE: Weights are from random effects analysis i B. Subgroup analysis according to study design.
I I
-27.6 0 27.6



First Year of
Author Publication

Estimated by formula/ plots

Wolf 2001
Djurovic 2002
Savvidou 2002
Levine 2004
Kronborg 2007
Zwahlen 2007
Gammill 2010

Subtotal (I-squared =29.5%, p = 0.203)

Given in the published report/ contact with author

Tjoa 2002
Barden 2004
Freeman 2004
Bodnar 2005
Teran 2005
Garcia 2007
Ruma 2008
Cetin 2009
Thilaganathan 2010
Scholl 2011
Banaem 2012

Subtotal (I-squared = 95.5%, p = 0.000)

Overall (I-squared = 92.8%, p = 0.000)

NOTE: Weights are from random effects analysis

L d

\ 4

WMD (95% CI)

2.30 (1.05, 3.55)
0.47 (-1.20, 2.14
0.43 (-0.04, 0.90
1.14 (-0.82, 3.10
0.41(-0.22, 1.04
0.09 (-4.53, 4.70
1.60 (-2.46, 5.66
0.73 (0.21, 1.26)

)
)
)
)
)
)

8.60 (6.28, 10.92)
4.40 (-0.14, 8.94)
1.00 (-0.33, 2.33)
1.60 (0.19, 3.01)
1.20 (-0.36, 2.76)
3.40 (0.33, 6.47)
17.30 (6.97, 27.63)
4.60 (-0.46, 9.66)
2.63 (0.45, 4.81)
0.15 (-0.17, 0.48)
5.85 (5.03, 6.67)
3.60 (1.59, 5.60)

2.30 (1.27, 3.34)

%
Weight

7.02
6.50
7.70
6.11
7.60
3.07
3.55
41.55

5.62
3.13
6.93
6.84
6.64
4.64
0.89
2.73
5.81
7.76
7.46
58.45

100.00 C. Subgroup analysis according to the method of

I
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27.6

obtaining mean and standard deviation.



First Year of
Author Publication

1st trimester

Wolf 2001 ——

Tjoa 2002 | —>
Freeman 2004 -—0—:*

Zwahlen 2007 :

Cetin 2009 : N

Subtotal (l-squared = 87.9%, p = 0.000) <:>

2nd and 3rd trimester

Djurovic 2002

Savvidou 2002

Barden 2004

Teran 2005

Garcia 2007

Kronborg 2007

Scholl 2011

Banaem 2012

Subtotal (l-squared = 95.9%, p = 0.000)

Overall (I-squared = 94.6%, p = 0.000)

NOTE: Weights are from random effects analysis

t

+

WMD (95% Cl)

2.30 (1.05, 3.55)
8.60 (6.28, 10.92)
1.00 (-0.33, 2.33)
0.09 (-4.53, 4.70)
4.60 (-0.46, 9.66)
3.35 (0.54, 6.16)

0.47
0.43

(-1.20, 2.14)
(-0.04, 0.90)
4.40 (-0.14, 8.94)
1.20 (-0.36, 2.76)
3.40 (0.33, 6.47)
0.41(-0.22, 1.04)
0.15 (-0.17, 0.48)
5.85 (5.03, 6.67)
(

1.78 (0.37, 3.19)

2.30 (1.09, 3.51)

%
Weight

9.11
7.35
8.99
4.08
3.64
33.17

8.46
9.94
4.16
8.64
6.11
9.83
10.03
9.65
66.83

100.00 D. Subgroup analysis according to the trimester of CRP

measurement.

|
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10.9



First Year of

Author Publication

BMI significantly elevated in PE group, compared to control

Wolf 2001
Barden 2004
Levine 2004
Bodnar 2005

Thilaganathan 2010
Subtotal (I-squared = 0.0%, p = 0.615)

Case and control group comparable with respect to BMI

Djurovic 2002
Savvidou 2002
Freeman 2004
Garcia 2007
Cetin 2009
Gammill 2010

Subtotal (I-squared = 25.3%, p = 0.244)

Overall (I-squared = 48.1%, p = 0.037)

NOTE: Weights are from random effects analysis

WMD (95% CI)

2.30 (1.05, 3.55)
4.40 (-0.14, 8.94)
1.14 (-0.82, 3.10)
1.60 (0.19, 3.01)
2.63 (0.45, 4.81)
2.01(1.23, 2.78)

0.47 (-1.20, 2.14)
0.43 (-0.04, 0.90)
1.00 (-0.33, 2.33)
3.40 (0.33, 6.47)

4.60 (-0.46, 9.66)
1.60 (-2.46, 5.66)
0.85 (0.10, 1.61)

1.48 (0.76, 2.20)

%
Weight

14.00
2.28
8.67
12.60
7.53
45.08

10.54
21.97
13.26
4.50
1.87
2.79
54.92

100.00

I
-9.66

9.66

E. Subgroup analysis according to
differences in body mass index
between groups.



First Year of %

Author Publication WMD (95% ClI) Weight
High quality :
Wolf 2001 <= 2.30(1.05,3.55) 7.02
Bodnar 2005 - 1.60 (0.19,3.01) 6.84
Gammill 2010 —1— 1.60 (-2.46,5.66) 3.55
Scholl 2011 . : 0.15(-0.17,0.48) 7.76
Banaem 2012 I - 5.85 (5.03,6.67) 7.46
Subtotal (I-squared = 97.6%, p = 0.000) <<> 2.34 (-0.45,5.14) 32.63
. |
Average quality :
Djurovic 2002 —0—: 0.47 (-1.20,2.14) 6.50
Savvidou 2002 L 0.43 (-0.04,0.90) 7.70
Levine 2004 —— 1.14 (-0.82, 3.10) 6.11
Garcia 2007 |—0— 3.40(0.33,6.47) 4.64
Zwahlen 2007 —0—{— 0.09 (-4.53,4.70) 3.07
Ruma 2008 : * > 17.30 (6.97, 27.63) 0.89
Cetin 2009 T—T— 4.60 (-0.46,9.66) 2.73
Subtotal (l-squared = 63.6%, p =0.011) (} 1.54 (0.07,3.00) 31.64
I
Low quality i
Tjoa 2002 | 8.60 (6.28, 10.92) 5.62
Barden 2004 —— 4.40(-0.14,8.94) 3.13
Freeman 2004 - 1.00 (-0.33,2.33) 6.93
Teran 2005 —— 1.20 (-0.36, 2.76) 6.64
Kronborg 2007 - 0.41(-0.22,1.04) 7.60
Thilaganathan 2010 —— 2.63 (0.45,4.81) 5.81
Subtotal (I-squared = 89.7%, p = 0.000) <> 2.76 (0.73,4.78) 35.73 F. Subgroup analysis according to final
|
Overall (I-squared = 92.8%, p = 0.000) ® 2.30 (1.27,3.34)  100.00 classification in quality assessment.
NOTE: Weights are from relmdom effects analysis I .

-27.6 0 27.6



First Year of

%

Author Publication WMD (95% ClI) Weight
|
Serum :
Wolf 2001 - 2.30 (1.05, 3.55) 7.76
Sawvidou 2002 . 043 (-0.04,090)  8.48
Levine 2004 — 1.14 (-0.82, 3.10) 6.78
Bodnar 2005 1.60 (0.19, 3.01) 7.56
Kronborg 2007 - 0.41 (-0.22, 1.04) 8.38
Zwahlen 2007 —_— 0.09 (4.53,470) 345
Ruma 2008 | * > 17.30 (6.97,27.63)  1.01
Cetin 2009 —— 4,60 (-0.46, 9.66) 3.08
Gammill 2010 — 1.60 (-2.46, 5.66) 3.99
Thilaganathan 2010 — 2.63 (0.45,4.81) 6.45
Scholl 2011 .| 0.15 (-0.17, 0.48) 8.55
Banaem 2012 |- 5.85 (5.03,6.67)  8.23
Subtotal (I-squared = 94.1%, p = 0.000) (} 2.01(0.77, 3.24) 73.71
l
Plasma :
Djurovic 2002 =~ 0.47 (-1.20, 2.14) 7.20
Tjoa 2002 | : — 8.60 (6.28,10.92)  6.25
Freeman 2004 - 1.00 (-0.33, 2.33) 7.66
Garcia 2007 —— 3.40 (0.33, 6.47) 5.19
Subtotal (I-squared =91.9%, p = 0.000) <i> 3.28 (-0.14, 6.70) 26.29
‘ I G. Subgroup analysis according to specimen
Overall (I-squared = 93.6%, p = 0.000) é 2.32 (1.21, 3.43) 100.00
| type.
NOTE: Weights are from random effects analysis [
-2;.6 0 27I.6



