Appendix | Forest plots

Chapter 4 Determining gestational age and chorionicity

Gestational age
Review question
What are the optimal ultrasound measurements to determine gestational age in multiple pregnancy?

a) Are the measurements and charts (crown—rump length, biparietal diameter and head circumference) used for dating singletons equally effective for twins or
are there systematic errors introduced from using these charts?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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b) Which fetus should be used for estimating gestational age in multiple pregnancies?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Chorionicity
Review question

What is the optimal method to determine chorionicity in multiple pregnancies?

Figure 4.1 Forest plots for scans performed at 11-14 weeks’ gestation (see Table 4.3 in the full guideline main text and in Appendix J)

Cl confidence interval, df degrees of freedom, LR likelihood ratio

Number of placental masses and Lambda or T-Sign

Meta-analyses for sensitivity, specificity, positive likelihood ratio and negative likelihood ratio conducted using random effects model

Sensitivity (95% CI)
——— B | Hurtz (1992 0Aa0 (0E6S-0493)
: Carroll (2002 100 (0.90-1.00)
— i | Lee (2008 080 (0.75-097)
| |
¢ Poaled Zenztivity = 093 (08610097
Chi-square = 5.86; df = 2 (p = 0.0335)
0 nz 04 05 n.s 1 Inconsistency (l-sgquare) = 659 %
Sensitivity
Specificity (95% Cl}
- [ Kurtz (1392) 007 (003-015)
v Carroll (2002 09s (0.94-1.00
[ Lee (2008) 093 (0497 -1.00)
[
¢ Pooled Specificity = 0.79 (0.75 to 0.83)
Chi-sguare = 32919, df = 2 (p =0.0000)
0 0z 04 06 0.& 1 Inconsistency (-sgquare) = 99.4 %
Specificity
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Positive LR (95% CI)

@ Kurtz 1992 0.97 (0.83-1.13)
— @ carroll 2002 46.13 (13.53 - 157.34)
—] Lee 2006 177.80 (25.11 - 1,258.8:

Random Effects Model
Pooled Positive LR = 19.68 (0.00 to 137996.27)
Cochran-Q =426.35; df = 2 (p = 0.0000)
0.01 1 100.0 Inconsistency (I-square) = 99.5 %
Positive LR Tau-squared = 60.7754

Negative LR (95% CI)

— @ Kurtz 1992 1.42 (0.31-6.51)
@ Carroll 2002 0.01 (0.00-0.23)
—@— Lee 2006 0.10 (0.04-0.24)
. Random Effects Model
Pooled Negative LR = 0.15 (0.01 to 1.69)
Cochran-Q = 14.31; df = 2 (p = 0.0008)
0.01 1 100.0 Inconsistency (I-square) = 86.0 %

Negative LR Tau-squared = 3.6981
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Chapter 5 General care

Information and emotional support
Review question

Is there benefit in giving women with multiple pregnancy additional information and emotional support during the antenatal period?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review



Multiple pregnancy (appendices)

Nutritional supplements

Review question
What additional (or different) dietary supplements are effective in improving maternal health and wellbeing (for example, reducing the risk of anaemia) in

women with multiple pregnancy?
There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Diet and lifestyle advice
Review question
Is nutritional advice specific to multiple pregnancies effective in improving maternal and fetal health and wellbeing?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Specialist care
Review question
Do specialist multiple pregnancy clinics improve outcomes in twin and triplet pregnancies?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review



Appendix | — Forest plots

Chapter 6 Fetal complications

Screening for chromosomal abnormalities

Review question

When and how should screening be used to identify chromosomal abnormalities in multiple pregnancy?

Figure 6.1 Forest plot for studies evaluating screening tests for chromosomal abnormalities in twin pregnancies with unreported or mixed chorionicity or in triplet pregnancies
(see Table 6.3 in the full guideline main text and in Appendix J)

ClI confidence interval, df degrees of freedom, FN false negative, FP false positive, LR likelihood ratio, TN true negative, TP true positive

Nuchal translucency alone
More than 95th centile for trisomy 21

Meta-analysis for sensitivity conducted using fixed effects model

Meta-analyses for specificity, positive likelihood ratio and negative likelihood ratio conducted using random effects model

Sensitivity (95% CI)

D May mon 2001 1.00 (0.29 - 1.00)
. | Sebire 1996 0.88 (0.47 - 1.00;
® Sepulveda 2009 1.00 (0.29 - 1.00)
Pooled Sensitivity = 0.93 (0.66 to 1.00)
Chi-square = 1.18; df = 2 (p = 0.5553)
0 0.2 0.4 0.6 0.8 1 Inconsistency (lI-square) = 0.0 %

Sensitivity
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Specificity (95% CI)

@® | Maymon 2001 0.96 (0.94 - 0.9¢

@ | sebire 1996 0.93 (0.92-0.9¢

. Sepulv eda 2009 0.97 (0.96 - 0.9¢
* Pooled Specificity = 0.95 (0.94 to 0.96)
Chi-square = 11.87; df = 2 (p = 0.0026)

0 0.2 0.4 0.6 0.8 1 Inconsistency (lI-square) = 83.2 %
Specificity

Positive LR (95% CI)

Wayman 2004 2243 (1152-4257
. Sebire 1995 1340 (933 -19.23)
| —— | Sepulveds 2009 3302 [(16.73-6518)
| |
- Random Effects Model
Pooled Positive LR = 20,24 (11 62 to 35.25)
Cochran-i = 6.05; df = 2 (p=0.0454)

0o 1 1000 Inconsistency (l-zquare] = 67.0 %
Positive LR Tau-zguared = 01595

Hegative LR (95% CI)

Kl } } Marymon 2001 043 (00 -1.74)
: : Sehire 1996 043 (0.02-054)
1 | | Sepulveds 2009 013 (001 -1.727
| |
& Random Effects Maodel
Poaled Megative LR =013 (0.04 to 0.48)
Cochran- = 0.00; df = 2 (p=0.93488)
0.m 1 1000 Inconsistency (-aquare) = 0.0 %
Hegative LR Tau-squared = 0.0000
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Screening for structural abnormalities
Review question
When and how should screening be used to identify structural abnormalities in multiple pregnancies?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Monitoring forfeto-fetal transfusion syndrome
Review guestion
When and how should screening be used to identify feto-fetal transfusion syndrome in multiple pregnancy?

Figure 6.2 Forest plot for studies reporting diagnostic accuracy measures for screening tests for feto-fetal transfusion syndrome (see Table 6.5 in the full guideline main text and in
Appendix J)

ClI confidence interval, df degrees of freedom, LR likelihood ratio

Nuchal translucency — Discordance 20% or more (as a percentage of larger measurement) at 11-14 weeks
Meta-analyses for sensitivity, positive likelihood ratio and negative likelihood ratio conducted using fixed effects model

Meta-analysis for specificity conducted using random effects model

Sensitivity (95% ClI)

- Kagan 2007 0.57 (0.43-0.70)
. = Linsken 2009 0.50 (0.26 - 0.74)
Pooled Sensitivity = 0.55 (0.43 to 0.67)
Chi-square = 0.26; df = 1 (p = 0.6079)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 0.0 %
Sensitivity

Specificity (95% CI)

- Kagan 2007 0.77 (0.73-0.81)
- Linsken 2009 0.86 (0.71-0.95)
R Pooled Specificity = 0.78 (0.74 to 0.82)
Chi-square =1.81; df = 1 (p = 0.1789)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 44.7 %
Specificity
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Positive LR (95% ClI)

L=

Kagan 2007 252 (1.89 - 3.36)
Linsken 2009 3.70 (1.45-9.44)

Fixed Effects Model
Pooled Positive LR = 2.67 (2.02 to 3.53)
Cochran-Q = 0.62; df = 1 (p = 0.4315)

0.01 1
Positive LR

L ]

0.01 1
Negative LR

100.0

100.0 Inconsistency (I-square) = 0.0 %

Negative LR (95% CI)

Kagan 2007 0.56 (0.41-0.75)
Linsken 2009 0.58 (0.36-0.93)

Fixed Effects Model

Pooled Negative LR = 0.56 (0.43 to 0.73)
Cochran-Q = 0.02; df = 1 (p = 0.8947)
Inconsistency (I-square) = 0.0 %
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Ductus venosus blood flow — abnormal wave form in at least one fetus (at 11-14 weeks) (including absent, reversed or reversed a-wave)
Meta-analysis for sensitivity conducted using fixed effects model

Meta-analyses for specificity, positive likelihood ratio and negative likelihood ratio conducted using random effects model

Sensitivity (95% CI’

B Matias 2010 0.56 (0.30 - 0.8(

B Maiz 2009 0.38 (0.20 - 0.5¢
Pooled Sensitivity = 0.45 (0.30 to 0.61)
Chi-square = 1.27; df = 1 (p = 0.2605)

0 0.2 0.4 0.6 0.8 1 Inconsistency (lI-square) = 21.0 %
Sensitivity

Specificity (95% C

_ | WMatias 2010 0.96 (0.90 - 0.

B | Maiz 2000 0.85 (0.78 - 0.
e Pooled Specificity = 0.89 (0.84 to 0.93)
Chi-square = 8.39; df = 1 (p = 0.0038)

0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 88.1 %
Specificity
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Positive LR (95% CI,

— B Matias 2010 15.56 (4.72 - 51.:
- B Maiz 2009 2.56 (1.38 - 4.73)
* Random Effects Model
Pooled Positive LR = 5.86 (0.98 to 34.98)
Cochran-Q =7.14; df = 1 (p = 0.0076)
0.01 1 100.0 Inconsistency (I-square) = 86.0 %
Positive LR Tau-squared = 1.4373
Negative LR (95% (
-y Matias 2010 0.45 (0.26 - 0.7¢
Maiz 2009 0.72 (0.53 - 0.9¢
' Random Effects Model
Pooled Negative LR = 0.61 (0.38 to 0.96)
Cochran-Q =2.21; df = 1 (p =0.1372)
0.01 1 100.0 Inconsistency (I-square) = 54.7 %

Negative LR

Tau-squared = 0.0641
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Monitoring for intrauterine growth restriction
Review guestion
What is the optimal screening programme to detect intrauterine growth restriction in multiple pregnancies?

Figure 6.3 Forest plots for fetal weight or fetal weight difference estimation using formulae that incorporate two or more fetal biometric measurements (see Table 6.9 in the full
guideline main text and in Appendix J)

ClI confidence interval, df degrees of freedom, LR likelihood ratio

For diagnostic accuracy measures shown to have 1° more than 33%, the reported pooled estimates were obtained using a random effects model

Estimated fetal weight difference 20% or more for prediction of intertwin birthweight difference 20% or more
Meta-analyses for specificity and positive likelihood ratio conducted using fixed effects model

Meta-analyses for sensitivity and negative likelihood ratio conducted using random effects model

Sensitivity (95% CI)

= Jensen 1995 0.64 (0.35-0.87)
Storlazzi 1987 0.80 (0.44-0.97)
= Hill 1994 0.93 (0.66 -1.00)
= Blickstein 1996 0.67 (0.38-0.88)
Rodis 1990 0.81 (0.54-0.96)
= Chamberlain 1991 0.46 (0.19-0.75)
< Pooled Sensitivity = 0.72 (0.61 to 0.81)
Chi-square = 9.37; df = 5 (p = 0.0950)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 46.7 %
Sensitivity
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0.01 1 100.0
Positive LR

Specificity (95% CI)

Jensen 1995 0.91
Storlazzi 1987 0.93
Hill 1994 0.86
Blickstein 1996 0.87
Rodis 1990 0.86
Chamberlain 1991 0.92

Pooled Specificity = 0.89 (0.85 to 0.92)
Chi-square = 2.15; df = 5 (p = 0.8277)

Inconsistency (I-square) = 0.0 %

(0.80 - 0.97)
(0.76 - 0.99)
(0.70 - 0.95)
(0.77 - 0.93)
(0.68 - 0.96)
(0.82 -0.97)

Positive LR (95% Cl)

Jensen 1995 6.94 (2.76 -17.45)
Storlazzi 1987 11.20 (2.84 -44.12)
Hill 1994 6.50 (2.85-14.82)
Blickstein 1996 5.00 (2.54-9.86)
Rodis 1990 5.89 (2.30-15.08)
Chamberlain 1991 5.63 (2.02 -15.69)

Fixed Effects Model

Pooled Positive LR = 6.33 (4.36 to 9.19)
Cochran-Q = 1.24; df = 5 (p = 0.9406)

Inconsistency (I-square) = 0.0 %
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|
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{}
0.01 1 100.0
Negative LR

Negative LR (95% CI)

Jensen 1995 0.39
Storlazzi 1987 0.22
Hill 1994 0.08
Blickstein 1996 0.38
Rodis 1990 0.22
Chamberlain 1991 0.59

Random Effects Model

Pooled Negative LR = 0.35 (0.22 to 0.56)
Cochran-Q = 8.54; df = 5 (p = 0.1288)
Inconsistency (I-square) = 41.5 %
Tau-squared = 0.1287

(0.19 - 0.80)
(0.06 - 0.75)
(0.01 - 0.55)
(0.19 - 0.79)
(0.08 - 0.61)
(0.35 - 0.98)



Estimated fetal weight difference 25% or more for prediction of intertwin birthwight difference 25% or more

Appendix | — Forest plots

Meta-analyses for sensitivity, specificity, positive likelihood ratio and negative likelihood ratio conducted using random effects model

Sensitivity (95% CI)
i Blickstein 1996 0.50 (0.12 - 0.88)
B Sayegh 1993 0.77 (0.46 - 0.95)
Chamberlain 1991 0.38 (0.09 - 0.76)
Pooled Sensitivity =0.59 (0.39 to 0.78)
Chi-square = 3.55; df = 2 (p = 0.1694)
0 0.2 0.4 0.6 0.8 1 Inconsistency (I-square) = 43.7 %
Sensitivity
Specificity (95% CI)
—F] Blickstein 1996 0.88 (0.79 - 0.94)
= Sayegh 1993 0.92 (0.83-0.97)
—=| Chamberlain 1991 0.98 (0.92 - 1.00)
. Pooled Specificity = 0.93 (0.88 to 0.96)
0.2 0.4 0.6 0.8 1
Specificity

Chi-square = 6.97; df = 2 (p = 0.0306)

Inconsistency (I-square) = 71.3 %
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Positive LR (95% CI)

—=— Blickstein 1996 4.20 (1.56 - 11.29)
—— Sayegh 1993 10.00 (4.09 - 24.43)
= Chamberlain 1991 24.75 (2.91 - 210.56)
: Random Effects Model
Pooled Positive LR =7.90 (3.41 to 18.30)
Cochran-Q = 3.06; df = 2 (p = 0.2167)
0.005 1 210.6 Inconsistency (l-square) = 34.6 %
Positive LR Tau-squared = 0.1933
Negative LR (95% CI)
= Blickstein 1996 0.57 (0.25-1.27)
—E— Sayegh 1993 0.25 (0.09 - 0.68)
- Chamberlain 1991 0.63 (0.37 - 1.09)
o Random Effects Model
Pooled Negative LR = 0.50 (0.28 to 0.87)
Cochran-Q = 3.33; df = 2 (p = 0.1895)
0.01 1 100.0 Inconsistency (I-square) = 39.9 %
Negative LR Tau-squared = 0.0998
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Chapter 7 Maternal complications

Hypertension
Review guestion
What is the optimal screening programme to detect hypertension in multiple pregnancy in the antenatal period?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review

21



Multiple pregnancy (appendices)

Chapter 8 Preterm birth

Predicting the risk of preterm birth

Review guestion
What is the optimal screening programme to predict the risks of spontaneous preterm delivery?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline
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Preventing preterm birth
Review guestion

What interventions are effective in preventing spontaneous preterm delivery in multiple pregnancy, including bed rest, progesterone and cervical cerclage?

Figure 8.1 Forest plots for intramuscular or vaginal progesterone versus placebo for the prevention of spontaneous preterm birth in twin pregnancies (see Table 8.14 in the full
guideline main text and in Appendix J)

ClI confidence interval, df degrees of freedom, M-H Mantel-Haenszel

Spontaneous preterm birth
Less than 37 weeks - intramuscular progesterone
Meta-analysis conducted using fixed effects model

Progesterone group  Placebo group Dilils Ratio Ddds Ratio
Study or Subgroup Fuents Total FEuents Total Weight BM-H, Fized, 95% CI M-H, Fixed, 95% Cl
Briery, 2009 7 16 ) 14 32.2% 140 [0.32, 6:11) =
Hartikainen-Sorri, 1980 12 29 9 38 678% 143 [0.52, 3.94] M
Total (95% Ch) 55 52 100.0% 142 [0.62, 3.27] e
Total events 14 14
Heterageneity: Chi®= 000, df =1 {F =098}, F=0% 05 e 3 z

Testfor overall effect 2= 0.83 (F = 0.41) Favours experimental -Favours control

Gestational age at birth (measured in weeks’ gestation; better indicated by higher values)
Meta-analysis conducted using fixed effects model

Progesterone Placeho Mean Difference Mean Difference
Studly or Subgroup Mean SD Total Mean 5D Total Weight NN, Fixed, 95% Cl I, Fized, 95% Cl
Harikainen-Sarri {1980) 3649 26 . ar3 24 38 208% -0.40[1.482 0.77]
Rouse (2007 346 39 32¥ 348 36 334 F9I2% -0.30[08F, 0.27]
Total (95% CIy 366 J372 10000% -D.32[-0.83, 0.19]

Heterogeneity: Chi*= 002, df=1 (P =0.88); F=0% '

o N 100 -50 0 50 100
Testfor overall effect: £=1.23 (F = [.22) Favours experimental Favours control
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Perinatal mortality
Meta-analysis conducted using fixed effects model

Progesterone group  Placebo group Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hartikainen-Sorri, 1980 4 78 2 76 165% 2.00[0.36,11.26) o
Norman 2009 14 494 10 494 835%  1.41[0.62, 3.21] ——
Total (95% CI) 572 570 100.0% 1.51[0.72, 3.16] —eeEiEe
Total events 18 12
Heterogeneity: Chi*=0.13,df=1{P=072); F= 0% t t } t } }
Do 3 01 0.2 0.5 2 5 10
Testfor overall effect: Z=1.09 (P = 0.28) Favours experimental Favours control
Caesarean section
Meta-analysis conducted using fixed effects model
Progesterone group  Placebo group Odds Ratio Odds Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
MNarman 2009 148 250 161 250 458% 0.80[0.56,1.15] L |
Rouse, 2007 200 324 204 328 54.2% 0.98[0.71,1.359]
Total (95% Cl) 574 578 100.0% 0.90 [0.71, 1.14]
Total events 348 365
Heterogeneity: Chi*= 0.67, df=1 (P =0.41), F=0% 05? ] 1:5

Test for overall effect: Z=0.88 (P =0.38)
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Respiratory distress syndrome

Meta-analysis conducted using fixed effects model

Progesterone group  Placebo group Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Briery, 2009 10 32 9 28 8.3% 0.96 [0.32, 2.85]
Rouse, 2007 96 632 87 648 91.7%  1.15[0.84,1.59] ——
Total (95% CI) 664 676 100.0% 1.14 [0.84, 1.54] R
Total events 106 96

G Az _ o £ SR } } +—t
Heterogeneity: Chi —'0.10, df=1(P=0.75), F=0% 05 07 1 15 %
Test for overall effect: Z=0.85 (P = 0.40)

Favours experimental Favours control

Intraventricular haemorrhage
Meta-analysis conducted using fixed effects model

Progesterone group  Placebo group Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Briery, 2009 3 32 4 28 398% 0.62[0.13, 3.058) L
Rouse, 2007 7 632 ] 648 B0.2% 1.20[0.40, 3.59) L
Total (95% CI) 664 676 100.0%  0.97 [0.40, 2.37] SN
Total events 10 10
Heterogeneity: Chi*= 0.45, df=1 (P = 0.50); F= 0% 052 055 é é
Test for overall effect: Z=0.07 (P =0.94) 3 ;

Favours experimental Favours control
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Necrotising enterocolitis
Meta-analysis conducted using fixed effects model

Progesterone group  Placebo group Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Briery, 2009 1 32 0 28 11.4% 2.71[0.11,69.34] —
Rouse, 2007 3 632 4 648 B8B8.6% 077017, 3.44]
Total (95% CI) 664 676 100.0%  0.99[0.26, 3.70]
Total events 4 4

Heterogeneity: Chi*=0.48, df=1 (P =0.49); F=0%
Test for overall effect: Z=0.01 (P = 0.99)

26
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Favours experimental Favours control
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Figure 8.2 Forest plots for intramuscular progesterone versus placebo for the prevention of spontaneous preterm birth in triplet pregnancies (see Table 8.15 in the full guideline

main text and in Appendix J)

ClI confidence interval, df degrees of freedom, M-H Mantel-Haenszel
Caesarean section

Meta-analysis conducted using random effects model

Experimental Control

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
Caritis 2009 71 71 62 63 61.9% 1.02 [0.97, 1.06]

Combs 2010 52 56 25 25 38.1% 0.94 [0.86, 1.03]

Total (95% CI) 127 88 100.0% 0.99 [0.91, 1.07]

Total events 123 87

Heterogeneity: Tauz = 0.00; Chiz2=2.76, df = 1 (P = 0.10); I12= 64%
Test for overall effect: Z=0.32 (P = 0.75)

Respiratory distress syndrome
Meta-analysis conducted using random effects model

0.01 ' '

0.1 1 10 100
Favours progesterone Favours placebo

Progesterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Caritis 2009 65 212 50 183 54.4% 1.12[0.82, 1.53]
Combs 2010 44 155 28 75 45.6% 0.76 [0.52, 1.12]
Total (95% ClI) 367 258 100.0% 0.94 [0.64, 1.37]
Total events 109 78

Heterogeneity: Tau? = 0.04; Chiz = 2.38, df = 1 (P = 0.12); 12 = 58%
Test for overall effect: Z = 0.32 (P = 0.75)

001 0.1 1 10 100
Favours experimental Favours control
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Intraventricular haemorrhage
Meta-analysis conducted using fixed effects model

Progesterone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Caritis 2009 2 212 4 183 51.8% 0.43[0.08, 2.33] B
Combs 2010 4 150 3 75 48.2% 0.67 [0.15, 2.90] |
Total (95% CI) 362 258 100.0%  0.54[0.18, 1.64] ——cEEEEe—
Total events 6 7

Heterogeneity: Chi*=0.15,df=1 {P=0.70); F= 0%
Test for overall effect: Z=1.08 (P =0.28)
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01 02 05 1 2 5 10
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Figure 8.4 Forest plots for cervical cerclage versus no cerclage for the prevention of spontaneous preterm birth in triplet pregnancies (see Table 8.17 in the full guideline main text

and in Appendix J)

ClI confidence interval, df degrees of freedom, M-H Mantel-Haenszel

Spontaneous preterm birth
Less than 32 weeks
Meta-analysis conducted using random effects model

cervical cerclage no cerclage Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Bernasko 2006 11 55 9 40 23.5% 0.86 [0.32, 2.33] —m
Elimian 1999 4 20 18 39 16.6% 0.29[0.08,1.03] — =
Rebarber 2005 68 248 833 3030 59.9% 1.00[0.75, 1.33]
Total (95% CI) 323 3109 100.0% 0.78[0.44, 1.42]
Total events 83 860

Heterogeneity: Tau2 = 0.13; Chi2 = 3.48, df = 2 (P = 0.18); I12=42%

Test for overall effect: Z = 0.80 (P = 0.42)

Less than 28 weeks
Meta-analysis conducted using fixed effects model

cervical cerclage  no cerclage
Study or Subgroup Events Total Events Total Weight

Odds Ratio
M-H, Fixed, 95% CI

Odds Ratio
M-H, Fixed, 95% CI

Bernasko 2008 1 55 0 40 28%
Rebarber 2005 10 248 136 3030 97.2%
Total (95% CI) 303 3070 1000%
Total events 1 136

Heterogeneity: Chiz=0.30, df=1 (P=053); P=0%
Testfor overall effect Z=022 {(P=0.83)

2.23[0.09,56.15]
089[0.48, 172

0.93 [0.49, 1.76]

'D_._
(o]
(3]
(o ]
—
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Gestational age at birth (measured in weeks)
Meta-analysis conducted using fixed effects model

cervical cerclage no cerclage Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
Bernasko 2006 336 2.4 85 337 23 40 105% -0.10[1.05, 0.85) —
Elimian 1999 32.8 2.4 20 315 36 39 40% 1.30[-0.24,2.84) T
Mordel 1993 33 5.1 12 347 28 23 1.0% -1.70[-4.80,1.40]
Rebarber 2005 331 26 248 33 25 3030 846% 0.10[0.24,60.44)
Total (95% CI) 335 3132 100.0% 0.11[-0.20,0.42]

Heterogeneity: Chi*=3.78, df=3{(P=0.29), F=21%
Test for overall effect: Z= 0.69 (P = 0.49)

4 32 0 2 4
Favours experimental Favours control

Perinatal mortality
Meta-analysis conducted using fixed effects model

cervical cerclage nho cerclage Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Elimian 1999 0 60 5 117 496% 0.17[0.01, 3.11) ] !
Mordel 1993 3 36 ] 69 50.4% 0.95[0.22, 4.06)
Total (95% CI) 96 186 100.0%  0.56 [0.16, 1.94]
Total events 3 11

Heterogeneity: Chi*=1.16, df=1 (P=0.28), F=14%

Test for overall effect: Z=0.91 (P = 0.36) YL b ! i 400

Favours experimental Favours control
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Very low birthweight (less than 1500 g)
Meta-analysis conducted using random effects model

cervical cerclage no cerclage Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Elimian 1999 16 60 47 117 33.7% 0.54 [0.27, 1.07] = I
Rebarber 2005 186 744 2315 9090 66.3% 0.98 [0.82, 1.16]
Total (95% CI) 804 9207 100.0% 0.80[0.46, 1.38]
Total events 202 2362

Heterogeneity: Tau2z = 0.11; Chi2 = 2.69, df = 1 (P = 0.10); 12 = 63%
Test for overall effect: Z =0.80 (P = 0.42)
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Untargeted corticosteroids

Review guestion
Is routine/elective antenatal corticosteroid prophylaxis effective in reducing perinatal morbidity, including neonatal respiratory distress syndrome, necrotising
colitis and intraventricular haemorrhage, in multiple pregnancy?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Chapter 9 Indications for referral to a tertiary level fetal medicine centre

Review question
What are the clinical indications for referral to subspecialist services?

There are no Forest plots for this review question because no meta-analyses were conducted for the guideline review
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Chapter 10 Timing of birth

Review question
What is the optimal timing of delivery in women with uncomplicated multiple pregnancies?

Figure 10.2 Forest plots for the risk of fetal death by chorionicity at different gestational ages (studies reporting results for monochorionic and dichorionic twin pregnancies; see
Table 10.5 in the full guideline main text and in Appendix J)

ClI confidence interval, DC dichorionic, df degrees of freedom, MC monochorionic, M-H Mantel-Haenszel

Risk of fetal death at given gestational age
At 26-27 weeks
Meta-analyses conducted using random effects model

mc DC Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% ClI
Domnigues 2009 0 218 2 572 305% 052 [0.03,10.86) L
Hack 2007 3 37 1 2122 408%  16.89 [1.76,161.90] —— ¥
Lee 2008 1 252 0 1248 287%  14.81[061,36252 T &
Total (95% Cl) 847 3942 100.0% 563 [0.61, 52.14] R
Total events 4 3

it 2= % 2= = = 2=479 | { } |
Heterogeneity: Tau ' 1.?3, Chi _3.?9,df 2(P=0158); P=47% 001 01 ] 10100
Test for overall effect Z=152 (P=013) Eroursiie Earirant
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At 28-29 weeks
Meta-analyses conducted using random effects model

mc DC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% ClI
Domnigues 2009 0 212 0 558 Mot estimable
Hack 2007 3 354 3 2060 80.1% 5.82[1.18,28.72) ——
Lee 2008 0 248 11222 199% 1.65[0.07,40.40] =
Total (95% Cl) 812 3840 100.0% 453 [1.08, 18.88] e
Total events 3 4

Heterogeneity: Tau?=000; Chi2=0.48, df=1 (P=0.49); P=0%
Test for overall effect Z=2.07 (P=0.04)

At 30-31 weeks
Meta-analyses conducted using random effects model

001 01 1 10 100
Favours MC Favours DC

MC DC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% ClI
Domnigues 2009 1 200 2 524 242% 1.31[0.12,14.37]
Hack 2007 30334 4 1973 B23% 44371.00,19.71] —i—
Lee 2008 0 234 1 1182 136% 1.68 [0.07,41.07] *
Total (95% CI) 768 3679 100.0% 2.89 [0.89,9.39] <
Total events 4 7

Heterogeneity: Tau?=000; Chi2=086, df=2 (P=085); P=0%
Test for overall effect Z =177 (P=0.08)

001 01 1 10 100

Favours MC Favours DC
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At 32-33 weeks
Meta-analyses conducted using random effects model

mC DC Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Domnigues 2009 1 158 0 450 27.3% 8.51[0.35,207 .82 & »
Hack 2007 2293 2 133 727% £.19 (088, 43.76] —i—
Lee 2008 0 230 0 1126 Mot estimable
Total (95% Cl) 681 3389 100.0% 6.75 [1.27, 35.79] e
Total events 3 2

Y. 3= 5 2= - = “12=09 I l f :
Heterogeneity: Tau?=000; Chiz=0.03,df=1 (P=087); P=0% 001 01 ] 10 100

Test for overall effect Z=224 (P=0.02)

At 34-35 weeks

Meta-analyses conducted using random effects model

Favours MC Favours DC

36

mC DC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% ClI
Domnigues 2009 1 158 0 450 265% 8.51 [0.35,207 82 ® ’
Hack 2007 0 243 1 1639 26.4% 2241009 5484] &
Lee 2008 1198 2 98 41% 2491023 27 28] — T
Total (95% Cl) 599 3077 100.0% 3.36 [0.65, 17.37] B
Total events 2 3

Heterogeneity: Tau?=000; Chi2=0.45,df=2 (P=0.80); P=0%
Test for overall effect Z=1.44 (P=0.15)

001 01 1 10 100
Favours MC Favours DC
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At =2 36 weeks
Meta-analyses conducted using random effects model

MC DC Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random,95% CI M-H, Random, 95% ClI
Domnigues 2009 0 0 0 0 Mot estimable
Hack 2007 4 185 31285 B21% 926 209, 41.09] —.—
Lee 2008 1 98 0 746 179% 2264 [093, 55186 T
Total (95% Cl) 283 2031 100.0% 10.86 [2.82, 41.89] -
Total events 5 3

Heterogeneity: Tau?=000; Chi2=025,df=1 (P=062); P=0%
Test for overall effect: Z =3.46 (P =0.0005)

0

0 01 10 100
Favours MC Favours DC
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Figure 10.6 Forest plots for the risk of fetal death at different gestational ages (studies reporting results for monochorionic twin pregnancies; see Table 10.3 in the full guideline
main text and in Appendix J)

ClI confidence interval, df degrees of freedom, FDR fetal death rate, M-H Mantel-Haenszel

Risk of fetal death at given gestational age
At 26—-27 weeks
Meta-analyses conducted using random effects model

FDR at 2627 weeks  FDR at >36 veeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Eveits Total Weight MH, Random, 95% CI ILH, Random 95% CI
Barigye 2005 0 302 1 186 68% 021 00,502 ¢
Domingues 2009 0 218 0 0 Mot estimable
Hack 2007 3 377 4 185 315% 037 [0.08,163] —
Lee 2008 1 252 1 98 91% 0.39[0.02,6.16]
Simoes 2006 1 384 0 171 68% 1.34[0.05,32.73]
Tul 2011 5 754 5 458 457% 0.61[018,2.09] ——
Total (95% Cl) 2287 1098 100.0% 0.49 [0.21,1.12] e
Total everts 10 1

Heterogeneity. Tau? =0.00; Chi* =095, df=4 (P = 0.92), I*= 0%

Test for overal efiect: Z=1 68 P =0.09) o Al ] 18

Favours 26-27 veeks Favours>36 weeks

At 28-29 weeks
Meta-analyses conducted using random effects model

FDR at 2829 veeks  FDR at >36 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Eveits Total Weight NH, Random, 95% CI MEH, Random, 95% CI
Barigye 2005 2 300 1 186 126% 124[0.11,1358] LT
Domingues 2003 0 212 0 0 Mot estimable
Hack 2007 3 354 4 185 328% 039 [0.09,1.73] TEES S
Lee 2008 0 246 1 98  71% 013[0.01,325) ¢
Simoes 2006 0 379 0 17 Not estimable
Tul 2011 5 742 5 458 475% 062[018,212] ——
Total (95% CI) 2233 1098 100.0% 0.52[0.22,1.22] <
Total everts 10 1
Heterogeneity. Tau? =0.00; Chi* =142, df=3 (P = 0.70); I*= 0% =UD1 0=1 1 15 1UU=

Test for overall effect: Z=1.50F =0.13) Favours 28-29 veeks Favours>36 weeks
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At 30-31 weeks
Meta-analyses conducted using random effects model

FDR at 30-31 weeks  FDR at >36 veeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Eveits Total Weight NH, Random, 95% CI I-H, Random 95% CI
Barigye 2005 0 292 1 186 102% 021[001,519) ¢
Domingues 2003 1 200 0 0 Not estimable
Hack 2007 3 334 4 185 47.0% 0.42[0.09,1.84] —&
Lee 2008 0 234 1 98 102% 014[001,342) ¢
Simoes 2006 1 363 0 171 102% 1.42[0.06, 3462] *
Tul 2011 1 712 5 458 226% pA3[oo02,110p0 ———— &
Total (95% Cl) 2135 1098 100.0% 0.30 [0.11, 0.84] -
Total everts 6 1
Heterogeneity. Tau? = 0.00; Chi? =1.96, df =4 (P = 0.74); 1*= 0% =001 051 ] 150 100’

Test for overall effect: Z=2.30 f =002) Favours 30-31 weeks Favours >36 weeks

At 32—-33 weeks
Meta-analyses conducted using random effects model

FDR at 3233 weeks  FDR at >36 veeks Risk Ratio Risk Ratio

Study or Subgroup Events Total Eveits Total Weight NH, Random, 95% CI IVEH, Random, 95% CI
Bargye 2005 2 278 1 186 136% 134[0.12,14.65) TS
Domingues 2009 1 158 0 0 Not estimable
Hack 2007 2 293 L) 185 27.4% 032 [0.086,1.71] ==
Lee 2008 0 230 1 98 7% 014[001,348) ¢
Simoes 2006 0 332 0 171 Not estimable
Tul2011 5 674 5 458 51.3% 068 [0.20,2.33] —&—
Total (95% CI) 1965 1098 100.0% 0.54[0.22,1.30] i
Total everts 10 1

B 2 i = 183 = C12= ; t t |
Heterogeneity. Tau? =0.00; Chi*=1.74, df=3 (P = 063); I*= 0% 001 01 1 10 100

Tet foroveral eflect Z=1:38 0 =0:17) Favours 32-33 weeks Favours >36 weeks
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At 34-35 weeks
Meta-analyses conducted using random effects model

40

FDR at 3435 vweeks  FDR at >36 veeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Eveits Total Weight MH, Random, 95% CI IEH, Random, 95% CI
Bargye 2005 5 240 1 186 202% 3.88[0.46,32.89) =1
Domingues 2009 1 100 0 0 Not estimable
Hack 2007 0 243 1 185 11.8% 008[000,156)
Lee 2008 1 198 1 98 130% 049 [0.03,783]
Simoes 2006 1 276 0 171 10.0% 1.66[0.08, 45.47) =
Tul2011 5 605 5 455 44.9% 076 [0.22,260] ——
Total {95% Cl) 1662 1098 100.0% 0.84[0.29, 2.42] e
Total everts 13 "
Heterogeneity. Tau? = 0.25; Chi* =477, df=4 (P = 0.31), I*= 16% =D o 051 ] 150 100‘

Test for overall effect: Z=032{ =0.75)

Favours 34-35 weeks  Favours >36 weeks
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Figure 10.4 Forest plots for the risk of fetal death at different gestational ages (studies reporting results for dichorionic twin pregnancies; see Table 10.7 in the full guideline main

text and in Appendix J)

ClI confidence interval, df degrees of freedom, FDR fetal death rate, M-H Mantel-Haenszel

Risk of fetal death at given gestational age

At 26-27 weeks

Meta-analyses conducted using random effects model

FDR 26-27 weeks FDR >36 weeks Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events  Total Weight M-H,Random, 95% CI M4, Random, 95 CI
Dormnigues 2009 L) 0 0 Not etirmable
Hack 2007 1 212 3 1285 100.0% o2opoz1sy —F——
Lee 2008 0 1248 0 746 Nat etirrable
Total (95% CI) 3942 2031 100.0% 0.20[0.02,194]  ~~enmiR—.
Total everts 3 3
Heterogeneity: Mot applicable T : T

Test for overall effect Z=1.39(P=0.17)

At 28-29 weeks

Meta-analyses conducted using random effects model

Fayours 26-27 weeks  Favours >36 weeks

28-29 weeks  >36 weeks Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight NM-H, Random, 95% CI M-H, Random, 95% CI
Domnigues 2009 0o 212 0 0 Mot estimable
Hack 2007 3 2060 3 1285 80.0% 0.62[0.13, 3.09 —'—
Lee 2008 1 1222 0 746 20.0% 1.83[0.07, 44.92) &
Total (95% CI) 3494 2031 100.0% 0.77 [0.19, 3.23] -‘-
Total events 4 3

ity 2= P 2= = = c|2= I t t |
Heterogeneity: Tau?= 0.00; Chiz= 0.35, df=1 (P = 0.558); 1?= 0% 001 01 1 10 100

Test for averall effect Z=035 (P =0.73)

Favours 28-29 weeks Favours >36 weeks
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At 30-31 weeks
Meta-analyses conducted using random effects model

FDR at 30-31 weeks  FDR >36 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight NH, Random, 95% CI H, Random, 95% CI
Domnigues 2009 1 200 0 0 Mot estimable
Hack 2007 4 1973 301285 821% 087 (019,387
Lee 2008 1 1182 0 746 179% 1.89[0.08, 46 44 "
Total (95% Cl) 3355 2031 100.0% 1.00 [0.26, 3.87] g

Total events 6 3
Heterogeneity: Tau? = 0.00; Chi*=0.19, df=1 (P = 066} 1= 0%
Test for overall effec: Z=0.00 (P =1.00)

At 32-33 weeks
Meta-analyses conducted using random effects model

42

001 01 1 0 100
Favours 29-30 weeks Favours >36 weeks

FDR at32-33 veeks  FDR at >36 weeks RiskRatio RiskRatio
Study or Subgroup Eveits Total  Eveits Total Weiglt MH, Random 95% CI IH, Random, 95% CI
Domnigues 2009 1 450 0 0 Not egtimable
Hack 2007 2 1813 3 1285 1000% 0.47[0.08, 252] ——
Lee 2008 0 126 0 746 Mot estimable
Total (95% Cl) 3389 2031 100.0% 0.47 [0.08, 2.82] —=saFERT—
Total events 3 3
Heterogeneity: Mot applicable 001 0 1 10 100

Test for overall efect: Z =0.82(P =0.41)

Favoursat 32-33 weeks Favoursat >36 weeks
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At 34-35 weeks

Meta-analyses conducted using random effects model

FDR at 3435 weeks  FDR at >36 veeks Risk Ratio Risk Ratio

Study or Subgroup Events Total Eveits Total Weight MH, Random, 95% CI MEH, Random, 95% CI
Domnigues 2009 2 334 0 0 Not estimable
Hack 2007 1 1639 3 1285 574% 026 [0.03,251] — &
Lee 2003 2 988 0 746 426% 3.78[0.18,78.55) L
Total (95% Cl) 2961 2031 100.0% 0.82 [0.06, 10.99] e
Total events 5 3

I 2 = : 2= = = 2= I t + !
Heterogeneity. Tau?=1.74; Chi*=1293, df=1 (P = 0.16); I*= 48% o 01 1 10 100

Test for overall effec: Z=0.15 (P =0.88)

Favours 34-35 weeks  Favours >36 weeks
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Figure 10.5 Forest plots for the risk of neonatal death at different gestational ages (studies reporting results for monochorionic twin pregnancies; see Table 10.8 in the full guideline
main text and in Appendix J)

ClI confidence interval, df degrees of freedom, M-H Mantel-Haenszel, NM neonatal mortality (neonatal death rate)

Risk of neonatal death at given gestational age
At 26-27 weeks
Meta-analyses conducted using random effects model

NMat 26-27 weeks  NMat >38 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI MEH, Random, 95% CI
Hack 2007 6 20 1 77 55.0%  2310[2.95,181.07) —k P
Tul 2011 2 7 1 165 45.0%  47.14 [4.83, 460.06] —
Total (95% Cl) 21 242 100.0%  31.83 [6.91, 146.66] e
Total events 8 2

Heterogeneity. Tau? =0.00; Chi*= 025, df=1 (P =062} 1*= 0%

Test for overall effect Z = 4.44 (P < 0.00001) 1AL A 4% o 1L

Favours 26-27 weeks Favours>38 weeks

At 28-29 weeks
Meta-analyses conducted using random effects model

NMat 28-29 weeks  NMat >38 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI IEH, Random 95% CI
Hack 2007 4 17 1 77O823%  18.12[216,15207] ——
Tul 2011 3 27 1 165 47.7%  18.33[198,16987) i
Total (95% Cl) “ 242 100.0% 18.22 [3.91, 84.83] R
Total events 7 2

Heterogeneity. Tau? =0.00; Chi*= 0.00, df=1 (P =099} I* = 0%

Test for overall effect Z = 370 (P = 0.0002) L ] A LR

Favours 28-29 veeks Favours >33 weeks
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At 30-31 weeks

Meta-analyses conducted using random effects model

NMat 30-31 weeks  NMat >38 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI MEH, Random, 95% CI
Hack 2007 3 38 1 77 60.3% 6.08 [065,56.51] — i
Tul 2011 1 KT 1 165 39.7% 446[029,6967] L]
Total (95% Cl) 75 242 100.0% 5.38 [0.95, 30.37] et
Total events 4 2
Heterogeneity. Tau? =0.00; Chi*= 003, df=1 (P =086} I*= 0% =001 051 1 150 100‘

Test for overall effect: Z =150 (P = 0.06)

At 32-33 weeks
Meta-analyses conducted using random effects model

Favours 30-31 weeks Favours>38 weeks

NMat 32-33 weeks  NMat >38 veeks Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI IMEH, Random, 95% CI
Hack 2007 0 45 1 77 42.9% 053[0.02,1277] L
Tul 2011 1 64 1 165 57.1% 258016, 40.60] i
Total (95% Cl) 112 242 100.0% 1.310.16, 10.51] R
Total events 1 2

i 2 = - 12= = = 2= k t : |
Heterogeneity. Tau? =0.00; Chi*= 055, df=1 (P =046} I*= 0% 001 01 ] 10 100

Test for overall effect: 7 = 0.25 (P = 0.80)

Favours 32-33 weeks Favours>38 weeks
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At 34-35 weeks
Meta-analyses conducted using random effects model

NMat 3435 weeks  NMat >38 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI MEH, Random, 95% CI
Hack 2007 0 58 1 77 50.2% 0.44[002,1083) |
Tul 2011 0 141 1 165 49.8% 0.39[0.02,9.49] i
Total (95% Cl) 199 242 100.0% 0.41[0.04, 3.95] e
Total events 0 2
Heterogeneity. Tau? =0.00; Chi?= 0.00, df=1 (P =096} 1*= 0% 5001 []=1 ] 15 100‘
Test for overall effect. Z = 0.7 (P = 0.44) Favours 34-35 weeks  Favours >38 veeks
At 36—-37 weeks
Meta-analyses conducted using random effects model
NMat 36-37 weeks  NMat >38 weeks Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight MH, Random, 95% CI MH, Random, 95% CI
Hack 2007 0 104 1 77 36.0% 0.25[0.01,6.00] L I
Tul 2011 2 288 1 165 64.0% 1.15[0.10,1254]
Total (95% Cl) 392 242 100.0% 0.66 [0.10, 4.47]

Total events 2 2
Heterogeneity. Tau? =0.00; Chi*= 057, df=1 (P =045 I*= 0%
Test for overall effect: Z = 0.43 (P = 067)
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Figure 10.6 Forest plots for the risk of neonatal death at different gestational ages (studies reporting results for triplet pregnancies; see Table 10.9 in the full guideline main text

and in Appendix J)

ClI confidence interval, df degrees of freedom, FDR fetal death rate, M-H Mantel-Haenszel

Risk of fetal death at given gestational age
At 33 weeks

Meta-analyses conducted using random effects model

FDR at 33weeks  FDR at 237 weeks Risk Ratio Risk Ratio

Studyor Subgroup  Events  Tota  Evemts  Total Weight WH,Random, 95% CI MH. Random, 95% CI

Daw 1978 0 39 3 15 389% 0.06[0.00, 1.04] ——W—

Kaufrran 1998 24 72 3 3 B11% 0.38(0.23, 0.63] . i

Total (95% CI) 11 18 100.0% 0.18[0.01, 3.54] -—eutu i I———

Total events 24 B

Heterogenety: Talf= 3.68; ChF= 4.25, df =1 (P= 0.04); *= 76% - 0! g 150 =~
Test for averall effect Z=1.12 (P = 0.26) ' :

Favours 33 weeks  Favours 237 weeks

At 34 weeks
Meta-analyses conducted using random effects model

FDR # 34weeks FDR at 237 weeks Risk Ratio Risk Ratio
Studyor Subgroup  Events  Tota  Events  Total Weight MH,Random, 95% CI M+H. Random, 95% Cl
Daw 1978 0 30 3 15 7.2% 007[0.00,1.38) &¥———F
Kaufiman 1998 B 48 3 3 928% 0.15(0.07, 0.34] = B
Total (95% Cl) 78 18 100.0% 0.14[0.07, 0.31] <
Total events B B
ity = : = =: = 2= I } : |
Heterogenety: Talf= 0.00; ChR = 0.45, of =1 (P= 0.50); 7= 0% —" e

Tedt for overall effect: £=4.89 (P < 0.00001) Favouls 34 weeks  Favolirs 537 weeks
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At 35 weeks
Meta-analyses conducted using random effects model

FDR a 35weeks  FDR at 237 weeks Risk Ratio Risk Ratio
Studyor Subgroup  Events  Tota  Evemts  Total Weight MH,Random. 95% CI MH. Random, 95% CI
Daw 1978 0 18 3 15 327% 012[0.01, 2.16] ¢ u
Kaufrran 1993 21 42 3 3 67.3% 0.57 [0.36, 0.92] g 5
Total (95% Cl) 60 18 100.0% 0.34[0.04, 3.32] =W E——
Total events 21 B
ity = 2 = = = 2= ; | b |
Heterogenelty: Tal?= 1.93; Ch= 273, df =1 (P= 0.10); 1= 63% — 3 ” —;

Teg for overall effect Z=0.92 (P = 0.36)

At 36 weeks
Meta-analyses conducted using random effects model

Favours 35 weeks  Favours 237 weeks

FDR at 36 weeks  FDR at 237 weeks Risk Ratio Risk Ratio
Study or Subgroup Events  Tota  Events Tota Weight M-H, Random, 95% CI M-H. Random, 95% CI
Daw 1978 1 18 3 15 326% 0.28[0.03, 2.40]
Kaufrran 1998 18 2 3 3 B74% 0.96[0.64, 1.45]
Total (95% CI) 39 18 100.0% 0.64[0.12, 3.44]
Total events 19 6

Heterogenedty: Tawf = 1.05; Ch#= 2.66, df =1 (P=0.10); F= 62%
Te for overall effect Z=0.52 (P = 0.60)
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