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Scope

Appendices
Appendix A: Scope

The scope is presented in a separate document.

Appendix B: Stakeholders

The stakeholders are presented in a separate document.

Appendix C: Declarations of interest

The declarations of interest are presented in a separate document.

Appendix D: Review protocols

The review protocols are presented in a separate document.

Appendix E: Search strategies

The search strategies are presented in a separate document.

Appendix F:PRISMA flow diagrams

The PRISMA flow diagrams are presented in a separate document.

Appendix G: Excluded studies

The excluded studies are presented in a separate document.

Appendix H: Evidence tables

The evidence tables are presented in a separate document.

Appendix I. Forest plots

Information and support

No forest plots were generated for this review question.
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Forest plots

b?

Prophylactic vaginal progesterone and prophylactic

22 cervical cerclage
1.231  Prophylactic progesterone
.2241 Vaginal progesterone versus no treatment in women with a previous history
25 spontaneous preterm birth
Figure 1: Preterm birth less than 34 weeks
Progesterone No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.3.2 Vaginal
Akbari 2009 2 69 16 72 54.7% 0.13[0.03,055 —  W——
Majhi 2009 2 50 3 50 45.3% 0.67 [0.12, 3.82] —i
Subtotal (95% CI) 119 122 100.0% 0.27 [0.05, 1.38] —l
Total events 4 19
Heterogeneity: Tau? = 0.71; Chi2 = 2.07, df = 1 (P = 0.15); I2=52%
Test for overall effect: Z = 1.57 (P = 0.12)
005 02 1 5 20
Favours progesterone Favours no treatment
Test for subaroup differences: Not applicable
26
Figure 2: Preterm birth less than 37 weeks
Progesterone No treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.2 Vaginal
Akbari 2009 8 69 23 72 542% 0.36 [0.17, 0.76] ——
Majhi 2009 6 50 19 50 45.8%  032[0.14,072] —  W——
Subtotal (95% CI) 119 122 100.0%  0.34[0.20, 0.59] [
Total events 14 42
Heterogeneity: Chi2 = 0.06, df = 1 (P = 0.81); I2= 0%
Test for overall effect: Z = 3.83 (P = 0.0001)
01 02 05 1 2 5 10
Favours progesterone Favours no treatment
Test for subaroup differences: Not applicable
27
Figure 3: Neonatal sepsis
Progesterone  Notreatment Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events  Total Weight  MH, Fixed, 93% Cl W, Fixed, 95% O
1.5.2 Vaginal
Akbari 2009 1] 69 1 72 557% 012[0.01,2.11] |
Majhi 2009 1] 50 3 a0 443% 014 1[0.01,2.70] L
Subtotal (%5% CI) 119 122 100.0% 013 [0.02, 1.01] ~~=sniiiine-
Total events 0 7
Heterogeneity Chi*= 001, df=1({F = 0923 I*= 0%
Tes for overall effect =195 (P = 0.05)
001 01 1 0100

Tegt for suboroup differences Mot applicable

Favours progesterone Favours no treatment
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Vaginal progesterone versus placebo in women with a previous history
spontaneous preterm birth (singletons)

Figure 4: Preterm birth less than 34 weeks

Progesterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.5.2 Vaginal
Cetingoz 2011 2 ar ] 34 416% 0.20[0.05, 0.88] ——
da Fongeca 2003 2 72 13 70 584% 018004, 084 —H——
Subtotal (95% CI) 109 104 100.0%  0.17 [0.06, 0.48] e
Total events 4 22

Heterogeneity: Chif=0.09, df=1 (P=077) F=0%
Test for averall effect Z=3.35 (P = 0.0008)

0ns 0.2 5 10
Favours progesterone Favours placebo

Test for subgroup differences: Mot applicable

Figure 5: Preterm birth less than 37 weeks

Progesterone Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 85% CI M-H, Random, 95% CI
2.6.2 Vaginal
Cetingoz 2011 9 ar 17 34 28.9% 0.49[0.25, 0.94] —
da Fonseca 2003 10 T2 20 70 28.2% 0.49[0.25, 0.96] —
C'Brien 2007 129 309 123 302 4249% 1.03[0.85,1.24] I‘
Subtotal (95% CI) 418 406 100.0% 0.67 [0.37, 1.21]
Total events 148 160

Heterogeneity, Tau®=0.21; Chif= 827, df= 2 (P =002} F=76%
Testfor overall effect Z=1.32 (F=019)

01 02 05 2 5 10
Favours progesterone Favours placebo

Test for subaroun differences: Mot applicable

@2015 National Collaborating Centre for Women and Children's Health
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Figure 6: Preterm birth less than 37 weeks: sub group analysis of therapy started

before and after 20 weeks

Progesterone Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Therapy commences before 20 weeks
O'Brien 2007 129 309 123 302 100.0% 1.03[0.85, 1.24]
Subtotal (95% CI) 309 302 100.0% 1.03[0.85, 1.24]
Total events 129 123
Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.80)
3.1.2 Therapy commences after 20 weeks
da Fonseca 2003 10 72 20 70 53.4% 0.49 [0.25, 0.96] ——
Cetingoz 2011 9 37 17 34  46.6% 0.49 [0.25, 0.94] —i—
Subtotal (95% CI) 109 104 100.0% 0.49[0.30, 0.78] ’
Total events 19 37
Heterogeneity: Chiz = 0.00, df = 1 (P = 1.00); I2 = 0%
Test for overall effect: Z =2.96 (P = 0.003)

—t——t ——t+—

Test for subaroup differences: Chiz = 8.09, df = 1 (P = 0.004), 12 = 87.6%

T T T
01 02 05 1 2 5 10
Favours progesterone  Favours placebo

@2015 National Collaborating Centre for Women and Children's Health
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Prophylactic cervical cerclage

Figure 7: Prophylactic cervical cerclage versus no cerclage- perinatal death

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixoed, 95% CI
1.1.1 History.indicated cerclage vs no cerclage
Ezechi 2004 ] 34 T4 19% 0.21[0001, 4.34] I
Rush 1924 ] a6 9 93 69% 102042 246 -1
MRCRCOG 1993 53 635 66 629 51.3%  080[056,1.17 :
Subtotal (95% Cl T f60 60.0%  0.BO [0L5E, 1.10]
Total evenis 62 w
Heterogeneity, ChP= 1.02, df= 2 (P = 0.60), F= 0%
Testfor owerall efect £=1.35 (F=0.18)
1.1.2 One-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage
To 2004 2 26 330 23% 077014, 425 e
Subtotal (95% Ch 26 30 22% 077014, 4.25) B
Tofal evenis 2 3
Heterogeneity Mol applicable
Testfor owerall effect Z=0.30 (P = 0.76)
1.1.3 Serial ultrasound-indicated cerclage in high risk for PTL vs no cerclage
Althuisius 2001 0 19 3 16 2.9% 0120001, 2.19] =
Berghella 2004 L] 25 4 22 33% 088025 3111) b
Rust 2000 T 61 5 1] 1T 1.51 [0.51, 4.57] -T—
Oween 2009 13 148 25 152 194% 053 [0.28,1.00] ——
Subtotal (95% CI) 263 256  29.0%  0.66[0.41, 1.06] &
Total evenls 24 ar
Heterogenaeity, Chif= 417, df= 3 (P = 0.24); F= 28%
Testfor owerall effect Z=1.72 (P = 0.09)
1.1.4 One-off ultrasound-indicated cerclage in lowunspecified risk for PTL vs no cerclage
Berghella 2004 0 3 1] T Mot estimable
Rust 2000 5 43 2037 1T% 215(0.44,10.44) —_—r—
To 2004 ¥ 1 [1})] 9 95 FA%  OTF4[028191] T
Subtotal (95% C1) 147 140 88% 101046, 2.22] -
Total events 12 "
Heterogeneity, Chif= 1,30, df =1 (F= 0.26); F= 23%
Tastfor owerall effect Z=0.01 (P =10939)
Total {(95% Cly 1196 1195 100.0% 078 [0.61, 1.00) 4
Total events 100 128 ) . . .
Heterogeneity, Chf= 7.10, df= 8 (F = 0.63); F= 0% donz o " =0

Test for owerall effect Z=1.99 (P = 0.05)
Test for subaroup differences. ChiF= 092, df=3(P=08N.F=0%

Favours experimental  Favours control

@2015 National Collaborating Centre for Women and Children's Health
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Figure 8: Prophylactic cervical cerclage versus no cerclage- Serious neonatal

morbidity
Experimental Control Risk Ratio Risk Ratio
Stuehy or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI PA-H, Fisomil, 95% CI
1.2.2 One-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage
To 2004 2 6 3 3 68%  OTTIDA4, 425 —
Subtotal (95% CI) 26 a0 68% 077 [0L14, 425] i

Total events 2 3
Heterogeneity. Mot applicable
Test for owerall effect Z= 020 (P = 0.76)

1.2.3 Serial ultrasound-indicated cerclage in high risk for PTL vs no cerclage

Berghella 2004 B 15 ] 22 155% 0.88 [0.33, 2.33]
Onwn 2009 16 148 18 153 430% 092049, 173
Rust 2000 3 61 [ 66 14.0% 0.54 014, 2.07]
Subtotal (95% Cly 234 241 T25% 084 [0.51, 1.37)
Total events 25 a0

Heterogeneity, ChF = 0.50, df= 2 (P = 0.78), F=0%
Testior overall efect £= 0.70 (F = 0.48)

1.2.5 One-off ultrasound-indicated cerclage in lowunspecified risk for PTL vs no cerclage

Berghella 2004 1 3 2 T 29% 147 D16, 8.48]
Rusi 2000 4 43 3 ar 7.8% 115027, 4.80]
To 2004 7 1[1]] 4 96 100% 166 [0.50, 5.50]
Subtotal (95% Cl) 147 140 2007%  1.40[0.61, 3.23]
Total events 12 ]

Heterogeneity, Chif= 019, df= 2 (P= 091}, F=0%
Testfor owerall efect Z=0.79 (P = 0.43)

Total (95% CIj 407

Total events it 47
Heterogeneity, Chi*= 1.72, df= & (P = 0.94); F= 0%

Testfor owerall effect Z=0.25 (F = 0.80)

Testfor subgroup diferences, Chif=113. 8= 2(P= 057, F=0%

411 10008 0,95 [0L63, 1.43]

11

s

4

TG 10
Fawgurs experimental  Favours control
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Figure 9: : Prophylactic cervical cerclage versus no cerclage- Preterm birth before

37+0 weeks
Experimental Control Risk Ratio Risk Ratio

Siuchy or Subgroup  Evenis  Total Events Tolal Weight B-H, Random, 95% CI M-H, Random, 95% CI
1.7.1 Historny-indicated cerclage vs no cerclage
Ezechi 2004 3 39 15 42 1.8% 0.22 [0.07, 0.69)] E—
Lazar 1984 18 268 13 238 45% 1.23 062, 2 46] -
MRCRCOG 1993 161 B35 190 629 19.5% 0.84 J0.70, 1.00] i_
Rush 1984 33 96 A 98 9.9% 1.08[0.73,1.62]
Subitotal (95% Cly 1038 1007 35.7% 0.86 [0.59, 1.27]
Total evenis 215 49
Heterogeneity: Tau®= 0.09; Chi®*= 789, df= 3 (P = 0.05); F= 62%
Testfor owerall effect Z=0.74 (F = 0.46)
1.7.2 One-off ultrasound-indicated cerclage in high risk for PTL s no cerclage
To 2004 g 26 19 3o 57T% 0.55 [0.30, 0.99] —
Subfotal (95% CIy 26 0 AR 0,55 [0.30, 0.99] e o
Tolal events 9 13
Heterogeneiy, Mot applicable
Testfor owerall effect Z= 1,99 (P = 0.05)
1.7.3 Serial ultrasound-indicated cerclage in high risk for PTL vs no cerclage
Althuisius 2001 4 18 10 16 26% 0.34 [0.13, 0.87] —
Berghella 2004 13 15 14 21  TE% 0.82 10.50,1.34] -
Crwven 2009 [i14] 148 91 153 17.3% 0.75 [0.60, 0.94] il
Rust 2000 i 61 % 66 102% 1.01 [0.68,1.49| nE
Subtotal (95% Clj 253 257 3T.6% 078 [0.60, 1.02] L
Total events 110 144
Heterogeneity, Tau™= 0,03, Chi®= 4 80, df= 3 (P =019), P= 38%
Testior owerall efect Z=1.82 (P = 0.07)
1.7.5 One-off ultrasound-indicated cerclage in lowunspecified risk for PTL vs no cerclage
Berghella 2004 1 3 [ To0e% 0,39 [0.08, 1.98| —
Rust 2000 22 43 18 ar 88% 1.05 [0.68, 1.64] -
To 2004 32 im 44 95 11.3% 0.649 [0.48, 0.99] ]
Subtotal (85% CI) 147 140 21.0% 0,80 [0.55, 1.16] <
Total evenis 55 68
Heterogeneity, Tau®= 0,03, Chi®= 280, df=2 (P=023), P=31%
Testfor owerall effect Z= 1.16 (P = 0.25)
Total {95% Cly 1464 1434 100.0% .80 [0.69, 0.95] L
Total evenis 384 480
Heterogeneity Tau®= 0.03; Chi*=18.11, df= 11 (F = 0.08); F= 39% IiJ.u n ui ” 110 : Dul

Test for owerall efect Z= 264 (P = 0.008)

Favours experimental  Favours control
Testfor subgroup diferences: Chi* = 166, d¢f= 3 (P = 0.65), F= 0% w

@2015 National Collaborating Centre for Women and Children's Health
12



37

PTLB Appendices | & J
Forest plots

Figure 10: Prophylactic cervical cerclage versus no cerclage- Preterm birth before
34+0 weeks
Experimental Conftrol Risk Ratio Risk Ratio
Stuehy or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Ranidom, 95% CI
1.8.1 History.indicated cerclage vs no cerclage
Ezechi 2004 i 39 11 42 0.3% 0.05 [0.00,0.77] —_—
MRCRCOG 1983 a2 B35 113 629 395% 0.81 [0.63, 1.04]
Rush 1984 14 1] i4d 98  54% 1.02 J0.51, 2.03| }
Subtotal (95% Cl) T 760 45.2% 0,76 0,40, 1.46]
Total events 106 138
Heterogeneity, Taw®= 0.17; Chif= 4.66, df= 2 (F = 0.10), F= 57%
Testfor owerall effect Z= 081 (P=042)
1.8.2 One-off ultrasound.indicated cerclage in high risk for PTL vs no cerclage
To 2004 G 16 11 o 35% 063 [0.27, 1.46] —_—
Subftotal (95% Cl 26 0 35% 063 [0.27, 1.46] -
Total events G 1
Heterogeneity. Mot applicable
Test for owerall efect Z=1.07 (P =0.28)
1.8.3 Serial ultrasound-indicated cerclage in high risk for PTL v no cerclage
Althuisius 2001 0 19 T 16 0.3% 0.06 [0.00, 0.932] e —
Berghella 2004 10 25 1 12 62% 0.80[0.42,1.51] —T
Crween 2009 42 148 57 153 23.3% 0,76 [0.55, 1.06] i
Rust 2000 13 61 15 66 58% 0.94 [0.49,1.81] —r
Subtotal (95% CI) 263 257  35.7% 0.77 [0.55, 1.10] &
Total events B5 am
Heterogeneity, Tau®= 0.03; Chi®= 392, df= 3 (P =0.27). P= 23%
Tastfor overall efect Z=1.42(P=015)
1.8.5 One-off ultrasound-indicated cerclage in lowunspecified risk for PTL vs no cerclage
Berghella 2004 0 3 1 Toonam 067 [0.03, 12.96]
Rust 2000 11 43 12 ar 5.3% 0.79 [0.40,1.57] -1
T 2004 12 im % 96 100% 0.94 [0.51,1.38| ——
Subtotal (95% Clj 147 140 15.6% 0.82 [0.56, 1.22] *»
Total events 33 kel
Heterogeneity, Tau®= 0,00, Chi*= 0,04, df=2 (P = 0.98), P= 0%
Tastfor overall effect 2= 1099 (P =032)
Total (95% Cly 1196 1196 100.0% 0,78 [0.68, 0.93] L
Total evenis 210 277
Heterogeneity, Tau®= 0.00; Chi*= 888, df= 10 (P = 0.54); F= 0% Ih.[li 051 1:IJ ; EIB:

Testfor owerall effect Z= 287 (P = 0.004)
Teast for subaroup diferences: Chif= 0,30, df = 3 (F= 0.96), F= 0%

Favours experimental  Favours control

@2015 National Collaborating Centre for Women and Children's Health
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Figure 11: prophylactic cervical cerclage versus no cerclage- Preterm birth before
38+0 weeks
Experimental Conftrol Risk Ratio Risk Ratio
Stuchy or Subgroup  Events  Total Events Total Weight  M-H, Fixed, 95% CI PA-H, Fisomil, 95% CI
1.9.1 History-indicated cerclage vs no cerclage
Ezechi 2004 i 34 i 42 1.0% 036002, 8.54)
MRCRCOG 1983 53 B35 65 623 438% 081057, 1.14]
Rush 1984 7 1] T 98  46%  1.02(0.37, 2800 %
Subtotal (95% CI) T 769 494% 082 [0.59, 1.13]
Total events L] 73
Heterogeneity, ChF = 045, df= 2 (F = 0.80); F= 0%
Testfor owerall effect Z=1.21 (P=10.23)
1.9.2 One-off ultrasound.indicated cerclage in high risk for PTL vs no cerclage
To 2004 3 26 5 30 31% 063018 267 1
Subitotal (95% CI) 26 30 3% 060018, 2.62] o
Total events 3 5
Heterogeneity. Mot applicable
Testfor owerall effect Z=0.54 (P =10.54)
1.9.3 Serial ultrasound-indicated cerclage in high risk for PTL v no cerclage
Althuisius 2001 0 19 3 16 25% 0120001, 2.19]
Berghella 2004 B 25 § 22 36% 106037, 299 e
Criven 2000 b | 148 33 153 21.8% 066 [D40,1.08] —=
Rust 2000 g 61 1 66 71%  089[0.39, 199 —r
Subtotal (95% CI) 263 257  350%  0.71[0.48, 1.04] -+
Total events 36 52
Heterogeneity, Chif= 2,38, df= 3(P = 0.50); F=0%
Testfor overall effect Z=1.78 (P = 0.08)
1.9.5 One-off ultrasound-indicated cerclage in lowunspecified risk for PTL vs no cerclage
Berghella 2004 0 3 1 T 0F% 0670031296
Rust 2000 7 43 5 ar 6% 1.20[0.42, 3.48] o e
T 2004 12 im 12 96  83% 085045 2.01] —_r
Subtotal (95% Clj 147 140 41246% 1,01 [0.55, 1.83] -
Total events 14 18
Heterogeneity, Chif= 0,21, df= 2 (P = 0.90); F=0%
Tastfor overall effect 2= 10.03 (P =0.98)
Total (95% Cly 1196 1196 100.0% 080 [0.64, 1.00] 4
Total evenis 118 148 . . ) .
Heterogeneity, Chf= 3.87, df= 10 (F = 0.95); F= 0% boT o PR

Testfor owerall effect Z=1.95 (P = 0.05)
Test for subaroup differences. ChiF= 105, df=3(P=079.F=0%

Favours experimental  Favours control

@2015 National Collaborating Centre for Women and Children's Health
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Figure 12: prophylactic cervical cerclage versus no cerclage- maternal side effects
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _Events _ Total Events Total Weight M.H, Random, 95% CI MH, Randorm, 95% CI
1.17.1 Histonkindicated cerclage vs no cerclage
Lazar 1984 B0 268 43 238 4T9% 1.24 [0.87, 1.T6)
Rush 1984 M 9 4 98 297% 281 [0.93,8.51]
Subitotal (95% C1) 364 336 776% 1.57 [0.76, 3.24]
Total events | 47

Hatarogeneity” Tau®= 016, Chif= 192, ¢=1P=01T7), F= 48%
Testfor overall effect Z=1.21 (F=0.23)

1.17.2 One-off ubrasound-indicated cerclage in high risk for PTL vs no cerclage
Subtotal (95% CI) o o Nt estimalile
Tatal events o o

Heterogeneity: Mot applicable

Testror ovarall eMact Mot applicable

1.17.3 Serial ulirasound.indicated cerclage in high risk for PTL vs no cerclage
Subtotal (95°% CIy 0 o Not estirmable
Total events ] 0

Hetarogeneity. Mol applicable

Test for overall efect Mot applicable

1.17.4 Physical exam.indicated cerclage in high risk for PTL vs no cerclage
Subtotal (95% Cly 0 i Mot estimable
Total events il i}

Heterogeneity: Mol applicable

Testfor owerall effact Mot applicable

1.17.5 One-off ubtrasound-indicated cerclage i lowunspecified risk for PTL v no cerclage

To 2004 12 127 2 126 134% 5.95[1.36, 26.08]
Subtotal (95% CIy 127 126 224% 5.95 [1.36, 26.06]
Total events 12 2

Hetarageneity: Mol applicable
Testfor overall efect Z= 237 (F =002

Total (95% CI) 491 462 100.0%

Total evants 83 49

Heterogeneity Tau® = 0,44, Chif= 5.83, df = 2 (F = 0.05), P= 66%
Testfor overall efMect £=1.70 (F= 0.0%)

Testfor subgroup diferences: Chif= 253, dfi=1 (P=011). P= 60 4%

2.25 [0.89, 5.69]

oo 01 ] 10 100
Favourg experimental  Favours control
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Figure 13: Prophylactic cervical cerclage versus no cerclage- pyrexia

Experimental Control Risk Ratio Risk Ratio
Stucy or Subgroup  Events  Total Evenis Total Weight  M-H, Fised, 95% CI B-H, Fiseedl, 95% C1
1.19.1 Historyindic abed vs. no cerclage
MRC/RCOG 1993 23 407 11 381 69.4% 201 [0.99, 4.07] B N
Rush 1984 " 96 4 893 5% 281 0.93, 8.51] | =
Subtotal (95% CI) 503 480 039%  222[122 4.01] <
Total events 34 15
Heterogeneity: Chi*= 0,25, di=1 (P =062), F=0%
Testfor overall effact Z= 263 (F = 0.009)
4.18.2 One-off ubirasound-indicated cerclage in high risk for PTL vs no cerclage
To 2004 1 6 0 30 29% 3440015 81.09
Subitotal (95% CIy 26 30 2% 3.44[0.15, 81.09) ——e—
Total events 1 1]
Hetarogeneity: Mol applicable
Testfor overall efect Z=0.77 (F = 0.44)
1.19.3 One-off ulirasound-indicated cerclage in lowmspecified risk for PTL vs no cerclage
To 2004 3 1im 0 95 23% 6.66[0.35 12720 +
Subtotal (95% C1) 101 95 3% 6.66(0.35 127.200 — R —
Total events 3 0
Heterogeneity: Mol applicable
Testfor overall efect Z=1.26 (F=0.21)
Total {95% CI) 630 615 100.0%  2.39[1.35, 4.23] -
Total events 38 15
Heterogeneity: Chi= 083, df=3 (P =0.84), F= 0% =|:|._u*1 nfl-| 11E| ‘-l:Il:I=

Testfor overall effect 2= 3.00 (P = 0.003)
Testior subgroup diferences: Chif= 057, dfi=2 (P =0.75). P= 0%

@2015 National Collaborating Centre for Women and Children's Health
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kB Diagnosing preterm prelabour rupture of membranes (P-
42 PROM)

Figure 14: Positive likelihood ratio for diagnosing preterm pre-labour rupture of
membranes
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Figure 15: Negative likelihood ratio for diagnosing preterm pre-labour rupture of
membranes
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kg Antenatal prophylactic antibiotics for women with P-PROM
.46l Any antibiotic versus placebo
1.4471 Neonatal outcomes

Figure 16: Perinatal death

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Tatal Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 Any antibiotic versus placebo
Cox 1995 1 31 5 3l 1.0% 0.20 0,02, 1.61] I
Garcia 1995 2 30 5 30 1.7% 0.40 [0.08, 1.90] T
Grable 1996 0 3l 2 29 0.5% 0.19 [0.01, 3.75] ——
Johnston 1990 3 40 4 45 2.1% 0.84 [0.20, 3.54] ——
Kenyon 2001 226 3584 B2 1225 T71.2% 0.94 [0.74, 1.20] [ ]
Kurki 1992 1 57 1 58 0.6% 1.02 [0.07, 15.88] ——
Lockwood 1993a 3 i7 3 35 1.8% 0.95 [0.20, 4.38] b
MeCregor 1991 B 28 0 27 0.5% 1255 [0.74, 212.52] b
Mercer 1992 6 106 10 114 4.4% 0.65 [0.24, 1.71] e
Mercer 1997 19 299 18 312 10.9% 1.10 [0.59, 2.06] -
Owalle Salas 1997 7 42 [ 43 4.2% 1.19 [0.44, 3.26) T
Svare 1997a 2 30 z iy 1.2% 1.23 [0.18, 8.25] i
Subtotal (95% CI) 4315 1986 100.0% 0.93 [0.76, 1.14] [
Total events 276 138
Heterogeneity: Tau® = 0.00: Chi' = 8.73, df = 11 (P = 0.65) I = 0%
Test for overall effect: £ = 0.69 (P = 0.49)
1.2.2 All penicillin (excluding co-ameoxiclav) versus placebo
Grable 1996 1] 31 2 29 9.6% 0.19 [0.01, 3.75] e
Johnston 1990 3 40 4 45 42.0% 0.84 [0.20, 3.54]
Kurki 1992 1 57 1 §8 11.5% 1.02 [0.07, 15.88]
Lockwood 1993a 3 7 3 35 36.9% 0.95 [0.20, 4.38]
Subrotal (35% CI) 165 167 100.0% 0.78 [0.31, L.97]
Total events 7 10

Heterogeneity: Tau® = 0.00; Chi* = 1.00, df = 3 (P = 0.80); ' = 0%
Test for overall effect: £ = 0.53 (P = 0.60)

1.2.3 Beta lactum (including co-amoxiclav) versus placebo

Cox 1995 1 il 5 31 28.4% 0.20 [0.02, 1.61] ——
Eenyon 2001 79 1205 41 613 71.6% 0.98 [0.6E, 1.41] =
Subtatal (95% CI) 1236 644 100.0% 062 [0.15, 2.56]

Total events 80 46

Heterogeneity: Taw’ = 0.69; Chi' = 2,17, df = 1 (P = 0.14); I = 54%
Test for overall effect: Z = 0.65 (P = 0.51)

1.2.4 Macrolide (including erythromycin) versus placebo

Garcia 1995 2 30 5 30 14.0% 0.40 [0.08, 1.90] _—

Kenyon 2001 70 1190 41 B8l3 54.1% 0.88 [0.61, 1.28]

McGregor 1991 ] 28 0 27 5.0% 12.55[0.74, 212.52] T
Mercer 1992 6 106 10 114  26.9% 0.65 [0.24, 1.71] —.

Subtotal (95% CI) 1354 784 100.J0% 0.83 [0.43, L60]

Total events 84 56

Heterogeneity; Tau® = 0.17; Chi* = 4,82, df = 3 (P = 0.19); I" = 38%
Test for overall effect: £ = 0.56 (P = 0.57)

1.2.5 Other antibiotic versus placebo

Mercer 1997 19 299 18 312 66.8% 1.10 [0.59, 2.06]
Owvalle Salas 1997 7 42 [ 42  25.9% L1.17 [0.43, 3.18]
Svare 1997a 2 30 2 37 7.2% 1.23 [0.18, B.25]
Subtotal (95% CI) 7l 391 100.0% 1.13 [0.68, 1.8E]
Total events 28 26

Heterogeneity: Tau® = 0.00; Chi' = 0,02, df = 2 (P = 0.99); I' = 0%
Test for overall effect: Z = 0.46 (P = 0.65)

ool o1 1 1o 1oo0

48
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Figure 17: Neonatal necrotising enterocolitis
Treatment Control Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio

M-H, Random, 95% CI

L5.1 Any antibiolic versus placebo

Cox 1995 5 31 0 31 3.0% 11,00[0.63, 190.79]
Fuhr 2006 1 &F 3 58 4.8% 0.41 [0.04, 3.63]
Grable 1996 1 31 129 313%  0.94 [0.06, 14.27)
Johnston 1990 2 40 3 45 7.2% 0.75 [0.13, 4.26)
Kenyan 2001 55 1584 6 1225 19.2% 3.13 [1.35, 7.26)
Lockwood 1993a 2 37 0 35 2.8%  4.74(0.24, 95.33)
MeGregar 1991 2 2 4 27 g% 0.52 [0.10, 2.60]
Mercer 1992 8 106 12 114 18.9% 0.72 [0.31, 1.69)
Mercer 1997 24 299 27 312 27.6% 0.93 [0.55, 1.57]
Ovalle Salas 1997 0 42 1 43 2.5% 0.34 [0.01, 8.14)
Svare 19973 0 30 1 37 2.5% 0.41 [0.02, 9.68]
Subtotal (95% €Iy 4273 1956 100.0% 1.09 [0.65, 1.63)
Total events 100 58

Heterogeneity: Tau' = 0.18; Chi' = 13,98, df = 10 (P = 0.17); I = 28%
Test for overall effect: Z = 0.32 (P = 0.75)

1.5.2 All penicillin (excluding co-amaoxiclav) versus placebo

Fuhr 2006 1 47 3 58 31.3% 0.41[0.04, 3.83]
Johnston 1990 2 40 3 45 51.5% 0.75 [0.13, 4.26]
Lockwood 19932 2 7 0 35 17.3% 4.74 [0.24, 95.33]
Subtatal (95% CI) 124 138 100.0% 0.85 [0.25, 2.97]
Total events 5 6

Heterogeneity: Tau® = 0.00; Chi’ = 171, df = 2 (P = 0.43); I' = 0%
Test for overall effect: 2 = 0.25 (P = 0.80)

1.5.3 Beta lactum (ncluding co-amoxiclav) versus placebo

Cox 1995 5 3l 0 31 15.0% 11.00 [0.63, 190.79]
Kenyan 2001 24 1205 3 613 B5.0% 4.07 [1.23, 13.46]
Subtotal (95% CI) 1236 644 100.0% 4.72 [L.57, 14.23]
Total events 29 3

Heterogeneity: Tau® = 0.00: Chi' = 0.40, df = 1 (P = 0.53) I = 0%
Test for overall effect 2 = 2.76 (P = 0.006)

1.5.4 Macrolide (including erythromycin) versus placebo

Kemyon 2001 11 1190 3 Bl3 26.3% 1.89 [0.53, 6.75]
MecGregor 1991 2 26 4 27 16.5% 0.52 [0.10, 2.60]
Mercer 1992 & loe 12 114 57.2% 0.72 [0.31, 1.69]
Subtotal (95% CI) 1322 754 100.0% 0.88 [0.45, L69]
Total events 21 19

Heterogenaity: Tau® = 0.01: Chi* = 2,03, df = 2 (P = 0.36) F = 2%
Test for overall effect: 2= 0.39 (P = 0.70)

1.5.5 Other antibiotic versus placebo

GCrable 1996 1 31 1 29 3.4% 0.94 [0.06, 14.27]
Mercer 1997 24 299 27 312 91.5% 0.93 [0.55, 1.57]
Owvalle Salas 1997 0 42 1 43 2.5% 0.34 [0.01, B.14]
Svare 1997a 4] 30 1 37 2.5% 0.41 [0.02, 9.68)
Subtotal (95% CI) 402 421 100.0% 0.89 [0.54, 1.47]
Total events 25 30

Heterogeneity: Tau® = 0.00; Chi’ = 0.61, df = 3 (P = 0.89); I' = 0%
Test for overall effect: Z = 0.47 (P = 0.64)

e

e
e
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0.001
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Figure 18: Neonatal necrotising enterocolitis
Treatment Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

1.5.1 Any antibiotic versus placebo

Cox 1995 5 31 0 31 3.1%  11.00[0.63, 190.79]
Fuhr 2006 1 47 3 58 4.8% 0.41 0,04, 3.83]
Grable 1996 1 31 129 3.3%  0.94 [0.06, 14.27]
Johnston 1990 2 40 3 45 7% 0.75 [0.13, 4.26]
Kenyon 2001 55 3584 6 1225 19.2% 3.13 [1.35, 7.26)
Lockwood 1993a 2 37 0 35 2.8%  4.74(0.24,95.33]
McGregar 1991 2 26 4 27  B.2% 0.52 [0.10, 2.60]
Mercer 1992 8 106 12 114 18.9% 0.72 [0.31, 1.69]
Mercer 1997 24 299 27 312 27.6% 0.93 [0.55, 1.57]
Ovalle Salas 1997 0 42 1 43 2.5% 0.34 [0.01, §.14]
Svare 1997a 0 30 1 37 2.5% 0.41 [0.02, 9.68]
Subtotal (95% CI) 4273 1956 100.0% L09 [0.65, 1.83)
Teaal events 100 58

Heterogeneity: Taw' = 0.18; Chi' = 13,98, df = 10 (P = 0.17): F = 28%
Test for overall effect: £ = 0.32 (P = 0.75)

1.5.2 All penicillin (excluding co-amoxiclav) versus placebo

Fuhr 2006 1 a7 3 58 31.3% 0.41 [0.04, 3.83]
Johnston 1990 2 40 3 45 S51.5% 0.75 [0.13, 4.26]
Lockwood 19933 2 37 0 35 17.3%  4.74 [0.24, 95.33]
Subtotal (95% CI) 124 138 100.0% 0.85 [0.25, 2.97]
Total events 5 6

Heterogeneity: Tau® = 0.00; Chi* = 1.71, df = 2 (P = 0.43); F = 0%
Test for overall effect: £ = 0.25 (P = 0.80)

1.5.3 Beta lactum (including co-amoxiclav) versus placebo

Cox 1995 5 i1 0 31  15.0% 11.00|0.63, 190.79)]
Kenyon 2001 24 1205 i 613 B5.0% 4.07 [1.23, 13.46]
Subtotal (95% CI} 1236 644 100.0% 4.72 [1.57, 14.23]
Total events 29 3

Heterogeneity: Tau” = 0.00: Chi' = 0.40, df = 1 (P = 0.53) I' = 0%
Test for overall effect: £ = 2.76 (P = 0.006)

1.5.4 Macrolide (including erythromycin) versus placebo

Kemyon 2001 11 1190 3 Bl3 28.3% 1.89 [0.53, 6.75]
McGregor 1991 2 6 4 27 16.5% 0.52 [0.10, 2.60]
Mercer 1992 & 106 12 114 57.2% 0.72 10,31, 1.69]
Subtotal (95% CI) 1322 754 100.J0% 0.88 [0.45, 1L.69]
Total events 21 19

Heterogeneity: Tau® = 0.01; Chi* = 2,03, df = 2 (P = 0.36); I = 2%
Test for overall effect: Z = 0.39 (F = 0.70)

1.5.5 Other antibiotic versus placebo

GCrable 1996 1 il 1 29 3.4% 0.94 [0.06, 14.27]
Mercer 1997 24 299 27 312 91.5% 0.93 [0.55, L.57]
Orwvalle Salas 1997 4] 42 1 43 2.5% 0.34 [0.01, B.14]
Svare 1997a 4] 30 1 37 2.5% 0.41 [0.02, 9.6E8]
Subtotal (95% CI) a0z 421 100.0% 0.89 [0.54, 1.47]
Total events 25 30

Heterogeneity: Tau® = 0.00; Chi' = 0.61, df = 3 (P = 0.89); I' = 0%
Test for overall effect: Z = 0.47 (P = 0.64)

Figure 19: Birth before 37 weeks' gestation
Treatment Contral Risk Ratio

—
e

omy
-

.

ool o1 1 1o 1oo0

Risk Ratio

Study or Subgroup  Ewvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Kemyon 2001 3049 3584 1041 1225 84.3% 1.00[0.97, 1.03]

McGregor 1991 28 28 27 27 13.0% 1.00 [0.93, 1.07]

Svare 1997a 27 30 34 37 2.7% 0.98 [0.84, 1.14]

Total (95% CI) 3642 1289 100.0% L.00 [0.98, 1.03]

Total events 3104 1102

Heterogeneity: Taw’ = 0.00; Chi' = 0,08, df = 2 (F = 0.96); I = (%
Test for overall effect: £ = 0.03 (P = 0.95)

@2015 National Collaborating Centre for Women and Children's Health

20



PTLB Appendices | & J
Forest plots

Figure 20: Birth within 7 days of randomisation

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
Fuhr 2006 17 47 37 58 5.4% 0.66 [0.42, 1.02] i
Grable 1996 17 31 21 29 6.6% 0.76 [0.51, 1.12] —
Johnston 1990 22 40 37 45 9.2% 0.67 [0.49, 0.91] -
Kenyon 2001 2067 3584 775 1225 27.4% 0.91 [0.87, 0.96] u|
Lockwood 19932 22 18 313 37 9.9% 0.65 [0.48, 0.87] ——
Mercer 1992 77 106 94 114 19.8% 0.88 [0.76, 1.02] -
Mercer 1997 166 299 229 312 2L.8% 0.76 [0.67, 0.85] -
Total (95% CI) 4145 1820 100.0% 0.79 [0.71, 0.89] L
Total events 2388 1221
Heterogeneity: Taw' = 0.01; Chi' = 16,94, df = 6 (P = 0.010); F = 65% :M f u=.5 J j é 1n=

Test for overall effect: 2= 3,99 (P < 0.0001)

.82 Maternal outcomes

Figure 21: Maternal death

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H Random, 95% CI M~-H, Randam, 95% CI
1.1.1 Any antibiotic versus placebo
Johnston 1990 0 40 o 45 Mot estimable
Mercer 1997 o 299 o 312 Mot estimakble
Svare 1997a 0 0 o 37 Mot estimable
Subtotal (95% CI) 369 394 Mot estimable
Total events 0 o

Heteregeneity: Mot applicable
Test for owerall effect: Mot applicable

1.1.2 Al penicillin fexcluding co-amoxiclav) versus placebo

Johnston 1990 L] 40 o 45 Mot estimable
Subtotal (95% CI) 40 45 Not estimable
Total events 0 o

Heterogeneity: Mot applicable
Test for overall effect: Not applicable

1.1.5 Other antibiotic versus placebo

Mercer 1997 0 299 o 312 Mot estimable
Svare 19G97a 0 £ ] 37 Mot estimable
Subtatal (95% CI) 329 349 Mot estimable
Total events 0 o

Heterogeneity: Mot applicable
Test for overall effect; Mot applicable

0,102 0.5 ] 5 10
Fawvours treatment Favours control

52
Figure 22: Maternal infection after delivery prior to discharge
Treatment Contral Risk Ratio Risk Ratio

Study or Subgroup  Ewvents Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Garcla 1995 8 30 7 30 19% 1.14 [0.47, 2.75]
Kenyon 2001 686 3584 262 1225 90.5% 0.89 [0.79, 1.02]
Mercer 1997 33 299 36 312 7.3% 0.96 [0.61, 1.49] -+
Svare 1997a 2 i0 1 37 0.3% 2.470.23, 25.91) ——
Total (95% CI) 3943 1604 100.0% 0.91 [0.80, 1.02) .
Total events 729 306

i ¥ - ! - = = s L ' 4 4
Heterogeneiny: Tau® = 0.00; Chi' = 1,06, df = 3 (P = 0.79): I’ = 0% boor o1 1 1o 1000

Test for overall effect: Z= 1.61 (P = 0.11)
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Figure 23: Chorioamnionitis
Treatment Caontrol Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
Ernest 1994 3 77 9 67 B4R 0.29 [0.08, 1.03] 1
Garcla 1995 3 30 1 0 2.5% 3.00[0.33, 27.23] —
Grable 1996 4 31 E 29 7.9% 0.47 [0.16, 1.39] —
Johnston 1990 3 40 16 45 7.2% 0.21 |0.07, 0.67) —_—
Kurki 1992 1 50 ) 51 2.9% 0.15 [0.02, 1.14] r
Lockwood 1993a 10 is 10 37 12.4% 1.06 [0.50, 2.23] -
McGregor 1991 7 28 G 27 9.4% 1.13 [0.43, 2.92]
Mercer 1992 18 105 2z 112 15.9% 0.87 [0.50, 1.53] —=
Mercer 1997 69 299 101 312 22.3% 0.71 [0.55, 0.93] -
Owalle Salas 1997 2 42 11 45 5.2% 0.19 [0.05, 0.83]
Svare 1997a 6 30 5 37 7.9% 1.48 [0.50, 4.38] —
Total (95% CI} 767 792 100.0% 0.66 [0.46, 0.96) »
Total events 126 196
Heterogeneity: Taw' = 0.14; Chi' = 18,29, df = 10 (P = 0.05); F = 45% ; J t i
Test for overall effect: Z = 2.18 (P = 0.03) 0.01 0.1 1o 1o
Figure 24: Major adverse drug reaction
Treatment Contral Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kenyon 2001 0 3584 0 1225 Not estimable
Mercer 1997 0 299 0 312 Mot estimable
Svare 1997a 0 30 0 £ Mot estimabile
Total (95% CI) 3913 1574 Mot estimable
Total events 0 0
Heterogenzity. Not applicable EU.I + l:I=.5 j é m:

Test for overall effect: Not applicable

@2015 National Collaborating Centre for Women and Children's Health
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Figure 25:

Treatment
Study or Subgroup  Events Total Events Tatal Weight M-H, Random, 95% CI

Control

Risk Ratio

Risk Ratio
M-H, Random, 95% CI

Antibiotics therapy versus either placebo or no antibiotics therapy

4.1.1 New Subgroup

Amon 19882 2 43 6 39 1.5% 0.30 [0.06, 1.41] i
Camli 1997 3 15 4 16 2.1% 0.80 [0.21, 3.00] —_—
Christmas 1992 1 48 3 46  0.7% 0.32 [0.03, 2.96] —_—1
Cox 1995 131 5 31 0.8% 0.20 [0.02, 1.61] _
Garcia 1995 2 30 5 30 1.5% 0.40 [0.08, 1.90] ———
GCrable 1996 L] 3l 2 29 0.4% 0.19 [0.01, 3.75] =
Johnston 1990 3 40 4 45 1.8% 0.84 [0.20, 3.54] —
Kenyon 2001 226 1584 B2 1225 61.2% 0.94 [0.74, 1.20] |
Kurki 1992 1 57 1 58 0. 5% 1.02 |0.07, 15.88) —
Lockwood 1993a 3 i7 3 35 L.6% 0.95 [0.20, 4.38] .
Magwali 1999 8 B2 11 86 EN Y 0.76 [0.32, 1.80] -
MeGregor 1991 1] 28 0 27 0.5% 12,55 [0.74, 212.52] T
Mércer 1992 & 106 10 114 3.8% 0.65 [0.24, 1.71] e
Mercer 1997 19 299 18 312 9.4% 1.10 [0.59, 2.06] -+
Morales 1989 K] g 3 iv 2.0% 1.47 0,38, 5.73] -1
Owvalle Salas 1997 7 a2 [ 43 3.6% 1.19 [0.44, 3.26] o
Owen 19932 4 59 7 58 27X 0.56 [0.17, 1.82] T
Svare 1997a 2 30 2 37 1.0% 1.23 [0.18, §.25] —_—T
Subtotal (95% CI) 4604 2268 100.0% 089 [0.74, LOE] 1
Total events 299 172
Heterogeneity: Tau® = 0.00; Chi* = 12,87, df = 17 (P = 0.75) " = 0%
Test for overall effect: £ = 118 (P = 0.24)
4,12 Antibioties versus no treatment (no placebo)
Amon 1988a 2 43 [ 39 11.0% 0.30 [0.06, 1.41] ——
Camli 1997 3 15 4 16 15.0% 0.80 [0.21, 3.00] o
Christmas 1992 1 48 3 a6 5.3% 0.32 [0.03, 2.96] ——
Magwali 1999 8 B2 11 86 35.5% 0.76 [0.32, 1.B0] ——
Maorales 1989 5 42 3 3T 14.1% 1.47 [0.38, 5.73] ——
Owen 1993a 4 59 7 58 19.0% 0.56 [0.17, 1.82] —r
Subtotal (95% CI) 289 282 100.0% 0.69 [0.41, 1.14] »
Total events 23 i4
Heterogeneity: Tau® = 0.00: Chi' = 2,97, df = 5 (P = 0.70); ' = 0%
Test for overall effect: Z= 1.45 (P = 0.15)
ool o1 1 1o 1000
Figure 26: Intraventricular haemorrhage

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Amon 1988a & 42 ] EL7 G.2% 0.57(0.17. 1.87] 1
Christmas 1992 F 48 3 45 3.0% 063011, 3.57) —
Fuhr 2006 o 47 2 58  2.2%  0.25[0.01, 5.00]
Johnston 1990 1 40 14 4% 12.7%  0.40[0.16, 1.02] ——
Lockwood 1993a 5 37 7 EL7 6.8% 0.69[0.24, 1.99] 1
Mercer 1992 57 299 68 312 6B4.2% 047 [0.64, 1.20] =
Owen 1993a 1 59 5 58 4.9% 0.20(0.02, 1.63) -
Total (95% CI) 572 590 100.0%  0.73 [0.56, 0.95] *
Taotal events . T4 105 .
Heterogeneity: Chi® = 5.05, df = 6 (P = 0.54), I = 0% BoT o1 v 00

Test for overall effect Z = 2.30 (P = 0.02)

Favours experimental Favours control
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Figure 27: Sepsis

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Amoan 1988a 1 42 [ is 7.7%  0.15 [0.02. 1.20] i
Christmas 1992 Z 4B 0 45 0.6% 4.69[0.23,95.19]
Lockwood 1993a 2 37 3 36 3T7% 065012, 3.66)] e E—
Mercer 1997 46 299 67 312 80.5% 0.7 [0.51, 1.01] L ]
Owen 1993a 2 59 [ 58 7.4%  0.330.07. 1.56) =
Total (95% CI) 485 489 100.0%  0.67 [0.49, 0.91] &»
Total events 53 82

Heterogeneity: Chi' = 4. 57, df = 4 (P = 0.33); F = 12%

;I].ﬂl

0.1

1w 100

Test for averall effect 2 = 2.52 (P = 0.01) Favours experimental Favours control

Figure 28: Delivery delayed 2 7 days

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Armon 1988a 20 43 11 L] B.6% 1.65 [0.91, 2.99] )
Christmas 1992 20 48 7 46 5.3% 2,74 [1.28, 5.85) —_—
Fuhr 2006 30 47 26 58 17.3%  1.42 [L.00, 2.04) .
Johnston 1990 18 a0 8 45 5.6% 2.53(1.24, 5.18) —_—
Lockwood 1993a 16 3B 4 37 3.0% 3.89 [1.44, 10.56] —
Mercer 1997 133 299 83 312 60.3% 167 ([1.34. 2.09] [ |
Total (95% €I 515 537 100.0% 1.80 [1.52, 2.13] +
Total events 237 139
Heterogeneity: Chi® = 6.49, df = 5 (P = 0.26); F = 23% TR o o0

Test for overall effect Z = 6.76 (P < 0.00001) Favours experimental Favours control

Identifying infection in women with P-PROM

Figure 29: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Positive likelihood ratio for C-reactive protein
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Figure 30: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Negative likelihood ratio for C-reactive protein
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Figure 31: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Positive likelihood ratio for white blood cell count
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Figure 32: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Negative likelihood ratio for white blood cell count
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Figure 33: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Positive likelihood ratio for fetal heart rate
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Figure 34: Predictive value of monitoring women with preterm pre-labour rupture
of membranes — Negative likelihood ratio for fetal heart rate
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‘Rescue’ cervical cerclage

No forest plots were generated for this review question.

Diagnosing preterm labour for women with intact
membranes

Figure 35: Positive likelihood ratio of Bishop score to diagnose pre-term birth
within 48 hours
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Figure 36: Negative likelihood ratio of Bishop score to diagnose pre-term birth
within 48 hours
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Figure 37: Positive likelihood ratio of Bishop score to diagnose pre-term birth
within 7 days
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Figure 38: Negative likelihood ratio of Bishop score to diagnose pre-term birth
within 7 days
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Figure 39: Positive likelihood ratio of pIGFBP-1 to diagnose pre-term birth within
48 hours
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Figure 40: Negative likelihood ratio of pIGFBP-1 to diagnose pre-term birth within
48 hours
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Figure 41: Positive likelihood ratio of pIGFBP-1 to diagnose pre-term birth within 7
days
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Figure 42: Negative likelihood ratio of pIGFBP-1 to diagnose pre-term birth within
7 days
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Figure 43: Positive likelihood ratio of fetal fibronectin to diagnose pre-term birth
within 48 hours
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Figure 44: Negative likelihood ratio of fetal fibronectin to diagnose pre-term birth
within 48 hours
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Figure 45: Positive likelihood ratio of fetal fibronectin to diagnose pre-term birth
within 7 days
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Figure 46: Negative likelihood ratio of fetal fibronectin to diagnose pre-term birth
within 7 days
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Figure 47: Positive likelihood ratio of fetal fibronectin and digital examination to

diagnose pre-term birth within 7 days
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Figure 48: Negative likelihood ratio of fetal fibronectin and digital examination to
diaghose pre-term birth within 7 days
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Figure 49: Positive likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 48 hours
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Figure 50: Negative likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 48 hours
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Positive likelihood ratio of cervical length (measured by transvaginal

Figure 51:

ultrasound) to diagnose pre-term birth within 7 days

CL =25mm + CL change =20% Sotiraidis et al., 2010
CL =15mm + CL change =20% Sotiraidis et al., 2010
CL =<15mm +CL change =20% Sotiraidis et al., 2010
CL Change = 20% Sotiraidis et al,, 2010

=32 GW, CL <25mm Palacio et al., 2007

=32 GW, CL < 15mm Palacio et al., 2007

<32GW, CL < 25mm Palacio et al , 2007

= 32GW, CL =< 15mm Palacio et al , 2007

CL = 30mm Danti et al., 2011

CL = 30mm Gomez et al., 2008

CL £ 30mm Schrmitz et al., 2008

CL s 25mm Azlinet al., 2010

CL = 25mm Sotiraidis et al., 2010

CL = 25mm Palacio et al., 2007

CL < 25mm Grammellini et al., 2007

CL = 25mm Bagga et al., 2010

CL = 20mm Eroglu et al., 2007

CL s 18mm Soetiraidis et al., 2010

CL s 15mm Palacio et al., 2007

CL £ 15mm Holst et al., 2006

CL < 18mm Grammellini et al., 2007

CL = 15mm DeMirci et al., 2011

CL £ 158mm Botsis et al., 2008

CL = 15mm Gomez et al., 2005

CL = 15mm Tsoi et al., 2005

CL £ 10mm Tsoi et al., 2005

CL = 5mm Tsoi et al., 2005
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Negative likelihood ratio of cervical length (measured by transvaginal

Figure 52:

ultrasound) to diagnose pre-term birth within 7 days
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Positive likelihood ratio of cervical length (measured by transvaginal

Figure 53:

ultrasound) to diagnose pre-term birth within 48 hours in women with a

Bishop score of 4-7
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Figure 54: Negative likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 48 hours in women with a
Bishop score of 4-7
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Figure 55: Positive likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 7 days in women with a Bishop
score of 4-7
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Figure 56: Negative likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 7 days in women with a Bishop
score of 4-7
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Figure 57: Positive likelihood ratio of a selective test (using cervical length
measured by transvaginal ultrasound and a Bishop score) to diagnose pre-
term birth within 48 hours and 7 days
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Figure 58: Negative likelihood ratio of a selective test (using cervical length
measured by transvaginal ultrasound and a Bishop score) to diagnose pre-
term birth within 48 hours and 7 days
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Figure 59: Positive likelihood ratio for fetal fibronectin score and Bishop score to
diagnose pre-term birth within 7 days
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Figure 60: Negative likelihood ratio for fetal fibronectin score and Bishop score to
diaghose pre-term birth within 7 days
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Figure 61: Positive likelihood ratio for pIGFBP-1 to diagnose pre-term birth within
7 days in women with different cervical lengths
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Figure 62: Negative likelihood ratio for pIGFBP-1 to diagnose pre-term birth within
7 days in women with different cervical lengths
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Figure 63: Positive likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 48 hours in women with different cervical lengths
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Figure 64: Negative likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 48 hours in women with different cervical lengths
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Figure 65: Positive likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 7 days in women with different cervical lengths
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Figure 66: Negative likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 7 days in women with different cervical lengths
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Figure 67:

Fetal and neonatal mortality
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Figure 68: Cerebroventricular haemorrhage
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Figure 69: Intraventricular haemorrhage — grades 3 or 4
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Dioran 1320 1 a0 4 B0 00%  019(0.02,163
Gamsu 1989 2 10 4 132 00% 051[009,277)
Garite 1992 133 9 40 271% 043P0 1ID) e
Lewis 1996 1] k] 303 115% 045[0.01,274 ¢
Morales 1989 3 a7 12 78 421%  0.22[007,077] —a—
Silver 1996 2 28 B 30 193%  0.36([0.08,183) —
Total (95% CI) 186 187 100.0%  0.22[0.10, 0.49] -
Total events g 30
Heterogeneity: Chif=0.70, di= 3 (P = 0.87), F= 0% :u o 051 1:|.'| ,Im:f
Testfor overall effect Z= 3.64 (F = 0.0003) Favours experimental Favours contral
<Insert Note here>
Figure 70: Chronic lung disease
Treatment Controd Risk Ratio Risk Ratia
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 In all babies
Amaorim 1959 1 100 5 100 95% 0300002, 1.68] ———p—
Garite 1992 ] 33 k] a0 156% 1.1 [0.54, 2.70] e
Kari 1994 B B85 1 TH 20% 536 [0.66, 43.55) O
Morales 1989 B 87 19 T  384% 0.38 [0.18,0.81) —
Sibvar 1996 4 54 16 42 345% 117 [0.72,1.90) I—
Taeusch 1979 L] 54 1] B4 Mot estirmable
Subtotal (95% C1) 413 405 100.0%  0.86[0.61,1.22]
Tolal events 48 50

Hetarogeneity Chi*= 11.35, df'= 4 (P = 0.02), F= 65%
Test for overall efect Z= 0.84 (P = 0.40)

1.3.2 In babies born from pregnancies complicated by premature rupture of membranes at 1st dose

Morales 1989 3 87 41 T8 1000% 0.50[0.33, 0.76]
Subtotal (95% Ci) &7 T8 100.0% 050 [0.33, 0.76]
Tolal events 3 41

Heterogenaity: Mot applicable
Test for overall effect £= 3,29 (F = 0.0010)

0102 05
Favours treatment
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Figure 71: Need for mechanical intervention
Treatment Controd Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixad, 95% CI
1.4.1 In all babies
Amarim 18949 ® 100 45 100 723%  052[042,081) -
Elock 1977 5 N 12 53 0.0% 039015, 1.03]
Drexipram 1999 15 108 16 101 0.0% 090047, 1.73]
Garite 1992 14 4 149 8 7% 0.88 [0.58,1.37] —.—
Farto 2011 I 144 1 13 00% 1.82[017,19.83)
Subtotal (95% Cl) 124 129 100.0%  0.70(0.52,0.93] <>
Tolal events 42 L]

Helarpgeneity Chi*= 158, df=1 P =021} F=3T%
Test for overall efect Z= 2.42 (F = 0.02)

1.4.2 In babies born from pregnancies complicated by premature rupture of membranes at 15t dose

Daxiprom 1399 15 105 18 101 1000% 090047, 1.73]
Subtotal (95% C1) 105 101 100.0%  0.90 [0.47,1.73)
Tolal events 15 16

Heterogenaity: Mot applicable

Test for overall efect 2= 0.31 P=075)

X

0102

05 13

Favours reatment  Favours conirol
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Figure 72: Neonatal sepsis (systemic infection in first 48 hours of life)
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M.H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 In all babies
Amorim 1999 13 100 28 100 4286% 0.46 [0.26, 0.84) —_——
Collaborative 1981 4 307 10 209 154% 038[012,1.23) ~
Dexiprom 1999 11 105 1M1 101 171% 096(044,212) —
Gamsu 1989 4 130 7 132 1086% 058[017,1.93) ——
Parsons 1988 0 23 0 22 Not estimable
Porto 2011 6 144 9 131 143% 0.61[0.22,1.686) e e R
Subtotal (95% C1) 809 785 100.0%  0.57 (0.39,0.83) -
Total events 38 65
Heterogeneity. Chi* = 2.58, df= 4 (P= 0.63),F=0%
Testfor overall effect Z= 2.91 (P = 0.004)
1.5.2 In babies born from pregnancies complicated by premature rupture of membranes at 1st dose
Dexiprom 1999 11 105 11 101 1000% 096([044,212
Parsons 1988 0 23 0 22 Not estmable
Subtotal (95% CI) 128 123 100.0% 0.96[0.44,2.12)
Total events 1" n
Heterogeneity: Not applicable
Testfor overall effect Z=010 (P =092)
0102 05 2 510
Favours treatment Favours control
112
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Figure 73: Cerebral palsy in childhood
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.6.1 In all babies
Armarim 1999 1 G0 2 3 84%  0.23[003,3.01) *
Collabarative 1981 9 200 15 206 486% 0.62 [0.28,1.38] ——
Kan 1994 =] a0 i 32 B1% 0.46 [0.186,1.32) R
Liggins 19725 3 128 2 107 TI%  1.24[0.M,7.31)
Schutte 1980 2 5 2 35 T.8% 0.69 010, 4.64]
Subtotal (95% CI) 440 414 100.0%  0.60[0.34,1.03] -
Total events 20 3
Heterogeneity, Chi*=1.31, df= 4 (P = 0.86), F= 0%
Testfor overall effect £2=1.85(P=0.07)
0102 05 2 5 10

Favours treatment Favours control

Figure 74:  Visual impairment in childhood
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.7.1 In all babies
Kari 1954 2 40 3 32 7Ts8%  043[008 241 ¢ =
Schutte 1980 7 &0 8 34 T2I%  059([0.24,1.49 i
Subtotal (95% CI) 100 66 100.0% 0.55 [0.24, 1.23] --..-
Total events q 11
Heteroganeity: Chif=011, df=1 (P =0.74); F= 0%
Testfor overall effect £=1.45 (F=0.15)
0102 05 ] 5 10

Favours treatment Favours control

Figure 75: Hearing impairment in childhood
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.8.1 In all babies
Kari 1984 1 50 1 32 100.0% 064 (004,987 ¢ .
Sihistte 1980 0 50 0 34 Mot estimable
Subtotal (95% CI) 100 66 100.0%  0.54[0.04, 9.87] = —
Total events 1 1
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.32 (F = 0.75)
0102 05 2 5 10

Favours treatment Favours confrol
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Figure 76:

Neurodevelopment delay in childhood
Treatment Control Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.9.1 In all babies

Kari 1994 3 a0 3 32 100.0% 0.64[0.14, 298]
Subtotal (95% Cl) 50 32 100.0% 0.64 [0.14, 2.98]
Total events 3 3

Heterogeneity Not applicable

Testfor averall effect Z= 0.57 (F = 0.57)

e

1 4 J
T T

k 4 L
01032 0.5 2 5 10
Favours treatment Favours confrol

Figure 77: Developmental delay in childhood
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.10.1 In all babies
Amarim 1999 4 @0 7 34 434% 032[010,1.03 —B—
Collaborative 1981 T 206 12 18 566%  0.62[0.25 154 ——
Subtotal (95% CI) 266 252 100.0%  0.49 [0.24, 1.00] i
Total events 11 14
Heterogeneity; Chi*= 074, di=1 (P = 0.29), F= 0%
Test for overall effect £=1.97 (P = 0.05)
0102 05 2 5 10

Favours treatment Favours control

Heterogeneity Chi*=1.80,di=2 (P=04)F=0%
Testfor overall effect Z= 043 (P=067)

50

Figure 78: Intellectual impairment in childhood
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.11.1 In all babies
Collaborative 1981 g 1 13 219 716%  0.64(0.27,1.51) ———
Liggins 19725 5 144 4 114 251% 099027, 360 )l
Schutte 1980 3 54 0 36 34% 4.71([0.25 8857 +
Subtotal (95% CI) 409 369 100.0%  0.86 [0.44, 1.69] "*"
Total events 16 17

0102 05 2 5 10
Favours treatment Favours control
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Figure 79:

Treatment
Study or Subgroup

Control

Events Total Events Total

Behavioural/learning difficulties in childhood

Risk Ratio

Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 95% CI

Figure 80:

1.12.1 In all babies

Schutte 1980 9 54
Subtotal (95% Cl) 54
Total events g

Heterogeneity: Mot applicable

Testfor overall effect 2= 034 (F=0.74)

Treatment
Study or Subgroup

7

7

Maternal mortality

Control

36
36

100.0%
100.0%

0.86 [0.35, 2.09]
0.86 [0.35, 2.09]

Risk Ratio

Events Total Events Total Weight M-H, Fixed, 95% CI

1 4 J
T 1

k 4 L
01032 | 2 5 10
Favours treatment Favours confrol

Risk Ratio
M-H, Fixed, 95% CI

1.13.1 In all women

Amorim 1999 1 110
Cexiprom 1999 1] i
Schutte 1980 o 50
Subtotal (95% CI) 188
Total events 1

Heterogeneity Mot applicable

Testfor overall effect: Z= 001 (F= 0499

-

0
0

108
18
51

100.0%

0,98 [0.06,15.50]
Mot estimable
Mot estimable

& ke
4 ¥

177 100.0% 0.98 [0.06, 15.50] = —

k 1 } 1 4 {
010z 0.5 2 5 10

Favours treatment Favours confrol

Figure 81: Side-effects of therapy in women
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.14.1 In all women
Schutte 1980 0 a0 0 a Mot estimable
Subtotal (95% CI) 50 51 Mot estimable
Total events 0 0
Heterogeneity: Mot applicable
Test for overall effect Mot applicable
D102 05 ] 5 10

Favours treatment Favours control
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Figure 82: Puerperal sepsis
Treatment Contral Risk Ratio

Study or Subgroup  Events Total Events Total \Weight M-H, Fixed, 95% CI

Risk Ratic
M-H. Fixed, 95% CI

1.3 In all women

Arnorim 1999 9 110 13 108 304%  06B[0.30,152]
Dexiprom 1999 4 102 T 102 162% 05T 01T, 1.89)
Garite 1992 10 1 5 38 108% 230088, 6.06]
Lewis 1996 2 38 4 38 9.2% 0.51 [0.10, 2.64]
Qublan 2001 ] T2 2 BT  4.8% 4.19[0.94, 18.88]
Schuthe 1980 1 50 1 51 23% 102007 1586]
Sihver 1956 11 39 5 3E O 121% 203 [0.78, 5.28]
Taeusch 1979 11 52 T OB 143%  1.99([0.83 479
Subtotal (95% CI) 496 507 100.0% 1.35 [0.93, 1.95]
Total events 57 44

Heterogeneity. Chi*= 1087, df=7 (P = 014}, F= 36%
Testfor overall effect Z=1.59 (F=0111)

1.3.4 In women with pregnancies complicated by premature rupture of membranes at 1st dose

Dexiprarn 1999 4 102 T 102 497% 057017, 1.89]
Lewis 1998 2 38 4 39 281% 051010, 264
Qublan 2001 9 72 2z 67 147% 4.19[094,18.68)
Schutte 1980 1 30 1 27 75% 090[0.08,13.70)
Subtotal (95% CI) 242 235 100.0% 1.11 [0.55, 2.25]
Total evends 16 14

Heterogengity, Chi#= 509, df=3(F=017), F=41%
Testfor overall efect 2= 030 P =077

e
—_— e

4 -

-
*

e
]

o102z 0% 1 510
Favours treatment  Favours control
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82 Repeat courses
Figure 83: Fetal and neonatal mortality
Repeat Single Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M.H, Fixed, 95% CI M.H, Fixed, 95% CI
1.3.1 In all babies
Aghajafan 2002 0 g 0 T Mot estimable
Crowther 2006 T 5EEB 29 578 79% 0.95[0.57,1.58] .
Garite 2009 & 280 T 288 6.8% 0.71 10,23, 2.22) I E—
Guinn 2002 § 256 9 246 89% 053[0.18,1.57) -_—
Mazurnder 2008 4 kt: 8 k) 78% 0.50 [0.16,1.52] e —
MecEvoy 2010 1 56 0 56 05% 300[012 7210] +
Murphy 2008 43 1164 40 1140 39.3% 1.05 0,69, 1.61) —.—
Pelboniemi 2007 B 159 3 187 28% 280([0.76,10.37] -+
Wapner 2006 3 252 B 243 59% 048[012,1.91]
Subtotal (95% CI) 2N 2763 100.0% 094 [0.71,1.23] <
Total evenis a6 102
Heterogengity, Chi*= 6.89, df= 7 (F=044), F= 0%
Testfor overall effect 2= 0.48 (P = 0.63)
1.2.2 In babies where pregnancy complicated by preterm prelabour rupture of membranes
Guinn 2002 38 6 79 1000%  049(0.13,1.88 i:
Subtotal (95% CIj 81 70 100.0%  0.49 [0.13,1.88]
Total events 3 6
Heterogeneity. Mot applicable
Test for overall effect Z=1.04 (P=0.30)
1.3.3In babies exposed 1o one repeat course of prenatal corticosteroids
Garite 2009 5 289 7288 672%  0.71(0.23,223 ——
MeEvoy 2010 1 56 0 56 48% 200[012 7210] +
Pettoniemi 2007 g 158 3 167 2BO0% 2.80[0.76,10.37) B .
Subtotal (95% CI) 504 511 100.0%  1.41 [0.64, 3.08] i
Tolal evenls 14 10
Heterogeneity: Chi®= 266, df= 2 (P= 0.26); F= 25%
Testfor overall effect 2= 0.86 (P = 0.39)
D102z 05 1 2 5 10
Favours repeat  Favours singla
124
Figure 84: Use of mechanical ventilation
Repeat Single Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M.H, Random, 85% Cl M-H, Random, 95% CI
1.13.1 In all babies
Crowther 2006 167 567 204 577 226% 0.83(0.70,0.99) -
Garite 2009 70 267 95 273 17.0% 0.75[0.58, 0.98) NGt
McEvoy 2010 15 56 18 56 63% 0.83(0.47,1.48) —r
Murphy 2008 175 1164 204 1140 2156% 0.84 [0.70,1.01) -
Peltoniemi 2007 93 159 87 167 209% 112[092,1.37) 1
Wapner 2006 36 250 60 242 116% 0.58 [0.40, 0.84) —
Subtotal (95% CI) 2463 2455 100.0% 0.84 [0.71, 0.99] %
Total events 556 668
Heterogeneity. Tau?= 0.02, Chi*= 1295, df=5(P=002), F=61%
Testfor overall effect Z= 214 (P = 0.03)
0102 05 1 2 5 10
Favours repeat Favours single
125
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Figure 85: Chronic lung disease

Repeat Single: Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 In all babies
Aghajafan 2002 2 9 2 T 13%  0FE([014,423)
Crawther 2006 7B 567 82 S5iT 478% 0.94 [0.71,1.28) -
Garite 2009 2T 273 20 27E 11.7% 1.37 [0.78, 2.39] -
Guinn 2002 28 e 26 235 157%  1.02[062,1.69)
Mazumder 2008 0 ar 0 w Mot estimalble
Murphy 2008 19 1164 11 1140 65%  1.69(0.81,354) T
Peltoniemi 2007 15 159 14 167  80%  1.13[0.56, 2.26) N
Wapner 2006 14 252 15 M3 90%  0.90([0.44,1.82) T
Subtotal (95% CI) 2709 2684 100.0%  1.06 [0.87,1.30] >
Total events 181 170

Heterogeneity. Chi*= 3 40, df= 6 (P = 0.76); F= 0%
Testfor overall effect 2= 0.61 (P = 0.54)

1.4.2 In babies where pregnancy complicated by preterm prelabour rupture of membranes

Guinn 2002 14 a1 149 78 100.0% 077 [0.42,1.41)
Subtotal (95% CI) 81 70 100.0% 077 [0.42,1.41]
Total events 15 19

Heterogeneity. Mot applicable
Test for overall effect Z= 0,85 (P =0.39)

1.4.3 In babies exposed 1o ene repeat course of prenatal corticostercids

Garite 2009 I 0 27E
Pettoniemi 2007 15 159 14 167
Subtotal (95% CI) 432 445
Total events 42 34

Heterogeneity: Chi*= 0,19, df= 1 (P = 0.66); F= 0%
Tesifor overall effect 2= 1.09 (P = 0.27)

5§9.2%  1.37(0.79,2.39)
408%  1.13[0.56, 2.26)
100.0%  1.27 [0.83,1.96)

B .

it

a0z 05 1 2 5 10
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Figure 86: Intraventricular haemorrhage

Repeat Singie Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 In all babies |
Crowther 2006 34 567 39 577 281% 0.89[0.57,1.38]
Garite 2009 19 272 25 274 181%  0.77[0.43,1.36) —r
Guinn 2002 30 248 25 235 187% 1.14[0.69,1.87) B
Mazumder 2008 0 37 3 37 25% 0.14(0.01,267) ¢
Peltoniemi 2007 31 159 27 167 192% 1.21(0.76, 1.93) oy n s
Wapner 2006 15 250 18 242 133%  081([0.42, 1.56) —r
Subtotal (95% CI) 1533 1532 100.0% 0.94[0.75, 1.18] L 3
Total events 129 137
Heterogeneity: Chi*=3.99, df=5 (P =0.55), F=0%
Test for overall effect Z= 050 (P=0.61)
1.5.2 In babies exposed to one repeat course of prenatal corticosteroids
Garite 2009 19 272 25 274 486%  0.77[0.43,1.36) ——
Peltoniemi 2007 31 159 27 167 51.4% 1.21 (0.76,1.93) 2—
Subtotal (95% CI) 431 441 100.0% 0.99[0.69,1.42]
Total events 50 52
Heterogeneity. Chi*=1.46,df=1(P=0.23),F=31%
Test for overall effect: Z=0.04 (P = 0.96)

0102 05 2 5 10

Favours repeat Favours single
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Figure 87: Intraventricular haemorrhage grades 3/4
Repeat Single Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
1.6.1 In all babies
Aghajafari 2002 ] 9 1 7 58%  027[001,570]
Crowther 2006 5 86T 8 577 ITT®%  064[0.21,183] —-—
Garite 2003 6 272 4 274 1329%  1.51[0.43530] —_
Guinn 2002 a 248 2 23 TI% 4260931953 —
Murphy 2008 6 1164 9 1140 38%  065([0.231.83 —
Peltanierni 2007 6 153 4 167 136%  1.58([0.45 5.48) 1T
Subtotal (95% Cl) 2419 2400 100.0%  1.13 [0.69, 1.86] &P
Total events 32 8

Heterogeneity Chi*=6.38, df= 5 (P=0.27),F=22%
Test for overall effect Z=0.48 (P = 0.63)

0ol 01 10 100
Favours repeat Favours single
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Figure 88: Periventricular leuomalacia
Repeat Single Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

1.7.1 In all babies

Aghajafari 2002 1] 9 0 i Mot estimable

Crowther 2006 4 567 9 577 336%  045([014, 145 ———— @ ———

Garite 2004 3 268 4 272 150%  OTE[0AT 3.36) =

Guinn 2002 2 248 323 1ME6%  063[011,379)

Mazumder 2008 o 37 o 37 Mot estimable

Murphy 2008 9 1164 10 1140 38.0% 0.28 [0.36, 2.16] —ﬂ—

Peltoniemi 2007 2 159 0 167 1.8% 5.25([0.25 108.51] *

Subtotal (95% CI) 2453 2435 100.0% 0.77 [0.43,1.37] -'d'

Total events 20 26

Heterogeneity: Chi*= 2.47, df= 4 (P = 0.65); F= 0%

Test for overall effect Z= 0,89 (P = 0.37)

0102 05 2 5 10
Favours repeat Fawvours single
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Figure 89: Early systemic neonatal infection
Repeat Single Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

1.14.1 In all babies

Crowdhier 2006 172 567 188 577 97.4% 094 079 1.11] i

Wazumder 2008 3 7 2 w 1.0% 1.50 [0.27, B.46]

Peltoniemi 2007 1 158 3 167 1.5% 0.35([004, 333 4

Subtotal (95% C1) 763 781 100.0%  0.93[0.79,1.11] L

Total events 177 183

Heterogeneity, Chi*=1.02, df= 2 (P = 0.60), P=0%

Test for overall effect Z= 020 (P =0.43)

0102 05 2 5 10
Favours repeat Fawvours single
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Figure 90:

Birthweight adjusted for gestational age (Z scores)

Repeat Single Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Ci IV, Fixed, 95% CI
1.2.1 In all babies
Crowther 2006 04 105 567 -0327 114 577 8&79% -0.13[0.26,-0.00)
MecEvoy 2010 -014 086 56 -014 D92 86 121% 000 [0.34,034)
Subtotal (95% CI) 623 633 100.0% -0.11[-0.23, 0.00]

Heterogeneity, Chi*= 0,49, df=1 (P = 0.48); F= 0%

Test for overall effact Z=1.88 (P = 0.08)

1.2.2 In babies exposed (o one repeal course of prenatal corticosteroids

-0.14 086 56

56

McEvoy 2010
Subtotal (95% CI)
Heterogeneity: Mol applicable

Test for overall effect: Z= 0,00 (P =1.000

-0.14 D98 56

56

100.0%
100.0%

0.00 [0.34, 0.34)
0.00 [-0.34, 0.34]

Test for subaroup differences: ChF= 038, df=1 (P=054). F= 0%

g ]
T 1

-2 0 2 4
Favours single Favours repeat

-4
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Figure 91: Major neurosensory disability at early childhood follow-up
Repeat Single Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M.H, Random, 95% Cl M-H, Random, 95% ClI

1.24.1 In all babies

Crowther 2006 53 495 70 504 777% 0.77 [0.55,1.08]

Peltoniemi 2007 3 118 1 139 223% 3.53(0.37,33.52)

Subtotal (95% CI) 613 643 100.0% 1.08 [0.31, 3.76]

Total events 56 71

Heterogeneity. Tau®*= 049, Chi*=1.73,df=1 (P=0.19), F=42%

Testfor overall eflect Z=0.13 (P = 0.90)

1.24.2 In babies exposed to one repeat course of prenatal corticosteroids

Peltoniemi 2007 3 118 1 139 1000%  3.53[0.37,33.52) —t

Subtotal (95% CI) 118 139 100.0% 3.53[0.37,33.52)

Total events 3 1

Heterogeneity. Not applicable

Testfor overall effect Z=110(P=0.27)

0001 01 1 10 1000
Favours repeat Favours single
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Figure 92: Any maternal side-effects of therapy
Repeat Single Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.18.1 In all women

Crowther 2006 47 489 24 493 459% 197 [1.23, 318] —_—

Wapner 2006 68 250 135 242 51.1% 0,49 [0.39, 0.61] -

Subtotal (95% CI) 739 735 100.0% 0.97 [0.24, 3.90] ———

Total events 115 159

Heterogeneity Tau® = 0.88; Chi®= 27 82, df=1 (P < 0.00001); F= 95%

Test for overall effect £= 0.05 (P = 0.96)

0102 05 1 2 510
Favours repeatl  Favours single
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Figure 93: Puerperal sepsis
Repeat Single Risk Ratio
Study or Subgroup  Evenis Total Evenis Total Weight M-H, Fixed, 95% Cl

Risk Ratio
M-H, Fixed, 85% CI

1.13.1 In all women

Aghajafan 2002 a G g G Mot estimable
Guinn 2002 13 249 14 236 233% 088042183
Murphy 2008 34 835 I Mg 408%  1.34[0.80, 2.33
Pettaniemi 2007 19 135 12 124 195%  1.57[0.80,3.10)
Wapner 2006 6 250 10 242 164%  0.58[0.21,1.57
Subtotal (95% CI) 1565 1526 100.0%  1.15[0.83, 1.60]
Total events T2 &1

Heterogengity: Chi*= 3,46, df= 3(P=0.33); F=13%
Testfor overall effect Z= 0,83 (P = 0.40)

1.13.2 In women where pregnancy complicated by preterm prelabour rupture of membranes

Guinn 2002 4 B B 79 100.0% 0.65[019, 2.27]
Subtotal (95% CI) 81 79 100.0% 065019, 2.22]
Total events 4 B

Heterogeneity: Mot applicable

Test for overall effect 2= 069 (P = 0.43)

1.13.3 In women given one repeat course of prenatal corticosteroids

Peltoniemi 2007 18 125 12 124 100.0% 1.57 [0.80, 3.10)
Subtotal (95% CI) 125 124 100.0%  1.57 [0.80, 3.10)
Total events 19 12

Heterogeneity: Mot applicable
Test for overall effect Z=1.30F=0.19)

0102 05 2 510
Favours repeat  Fawvours single
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Magnesium sulphate for neuroprotection

Figure 94: Stillbirth
Magnesium Sulphate Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowiher et al., 2003 9 629 11 B26 505% 081 [0.34, 195 e
Marret et al, 2007 2 352 30336 140%  064[0.11,378 —_—r
Rouse et al., 2008 5 1179 8 1252 355% 066 [0.22, 2.03) ——
Total (95% CI) 2160 2214 100.0%  0.74 [0.39, 1.40] 3
Total events 16 22

i = - - SR ; } t {
Heterogeneity, Chi*= 011, df= 2 (P = 095); F= 0% ool 01 } 10 100

Testfor overall effect Z=0.94 (F=0.35

Favours Mg304  Favours control

Figure 95: Neonatal mortality: before discharge
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowdher et al., 2003 76 629 92 B26 476%  0.82([0.62,1.09
Marret et al,, 2007 k]| 352 32 0336 169%  092[0.58,1.48
Rouse etal, 2008 80 1179 71 1252 355%  1.20[0.88, 163
Total (95% CI) 2160 2214 100.0%  0.97 [0.80, 1.18]
Total events 187 195
Heterogeneity. Chi®= 312, df= 2 (P = 0.21); P= 36% =IJ[I1 EI=1 ] 1=EI 1[I[I=

Testfor overall effect Z= 029 (F=077

Favours Mg304  Favours control

Figure 96: Neonatal/paediatric mortality: between discharge and follow-up
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Crowther et al., 2003 2 629 4 626 196% 050(0.09,2.71]
Rouse etal, 2008 18 1179 17 1252 804%  1.12[0.58,217]
Total (95% CI) 1808 1878 100.0%  1.00 [0.55, 1.84]
Total events 20 21
- Chi*= =1(P=038),P= ; : : : 4
Heterogeneity. Chi*= 0.77,df=1 (P=0.38), F= 0% 001 01 1 10 100

Test for overall effect: Z= 0.01 (P = 1.00)

Favours MgS04 Favours control

Figure 97:  Total perinatal, neonatal and paediatric mortality
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total _Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowther et al, 2003 87 529 107 626 446%  0.81[062 1.09)
Marret et al., 2008 34 352 3 336 162%  0.65(0.55,1.32
Mittendorf et al., 2002 2 30 1 29 04% 1.93[0.19,20.18
Rouse etal, 2008 103 1179 95 1252 38.8%  1.14[0.87,1.49]
Total (95% CI) 2190 2243 1000%  0.95[0.80,1.13]
Total events 226 242
Heterogeneity. Chi*= 3.82, df= 3 (P = 0.28); = 22% Ty : RETT

Test for overall effect Z= 0,60 (F = 0.55)

Favours MgS04  Favours control
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Figure 98: Findings on cranial ultrasound: grades Ill or IV intracranial haemorrhage

Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study o Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M.-H, Fixed, 95% CI
Crowdher el al, 2003 49 596 50 586 S56.2% 096 [0.66, 1.40] ]
Mittendor et al., 2002 (i an 2 19 28% 019001, 387) 4
Rouse etal, 2008 23 1112 38 1184 41.0% 064 [0.39,1.07] i
Total (95% CI) 1738 1799 100.0%  0.81 [0.60, 1.09] L]
Total events 72 a0
Heterogeneity, Chi®= 2.46, df= 2 (P =0.29), F= 19% ; + + i
0o o 1 10 100
Testfor overall effect Z=1.37 (P=017) Favours MgS04 Favours control
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Figure 99: Findings on cranial ultrasound: periventricular leukomalacia
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Ci
Crowther etal, 2003 22 596 21 586 443% 1.03[0.57,1.85)
Mittendorf et al,, 2002 1 30 0 29 11% 290(0.12,68.50]
Rouse etal, 2008 21 112 27 1184 54.7% 0.83[0.47,1.46)
Total (95% CI) 1738 1799 100.0%  0.94[0.63, 1.40]
Total events 44 48
Heterogeneity. Chi*=0.78, df= 2 (P=0.68), F= 0% ; + 4 + 4
001 01 1 10 100
Test for overall effect Z=0.30 (P = 0.76) Favours MgSO4 Favours control
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Figure 100: Cerebral palsy: any
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C
Crowdher et al, 2003 36 G20 42 BM  289%  0.86[0.56,1.32)
Marret et al,, 2008 22 347 300 033 M2%  0T0[0.41,119 —r
Mittendorf et al., 2002 3 a0 0 29 04% 677037, 12565 $
Rouse etal, 2008 #1 1133 T4 1203 495%  059[0.41,085] s 3
Total (95% CI) 2130 2184 100.0%  0.71 [0.56, 0.91] *
Total events 102 146
Heterogeneaity: Ch|'=. 4.02,di= 3(P=0.26) F= 25% b1 on o
Testfor overall effect Z=2.71 (P = 0.007) Favours MgSO4 Favours control
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Figure 101: Cerebral palsy: moderate or severe (at 2 years)
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowther et al, 2003 15 620 21 620 36.2% 0.71[0.37,1.37) ~ -
Rouse etal, 2008 20 1041 38 1095 638% 0.55(0.32,0.95) -
Total (95% CI) 1661 1715 100.0%  0.61[0.40,0.92] >
Total events 35 59
- Chi*= =1(P= P= ' ! + §
_ll-_ietﬁrfogenem:,l C:; ; 2352 gfa = ; -(.P0-00.55), F=0% 001 01 ] 10 100
estfor overall effect Z=2.33 (P = 0.02) Favours MgSO4 Favours control
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Figure 102: Maternal death
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Evenls Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Crowther et al, 2003 1] 535 0D 527 Mot estimable
Marret et al., 2007 0 286 1 278 1000%  0.32(0.01,7.92) B
Rouse etal, 2008 1] 1096 0 1145 Mot estimable
Total (95% CI) 1917 1950 100.0%  0.32[0.01,7.92] ———
Total events I] 1
Heterogenaity. Mot applicable ; + ¥ i
Test for overall effect: Z=0.69 (P = 0.49) ﬂ-ll-'];wu?;r.! S04 qurl?:untr::ullm
146
Figure 103: Maternal adverse effects: any
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Crowther et al., 2003 476 535 199 527 501% 236 [2.10, 2.64) |
Rouse et al, 2008 2833 1078 140 1125 499% 6.21 [5.30, 7.27] |
Total (95% CI) 1613 1652 100.0% 3.82[1.38,10.59) .
Total events 1309 334
Heterogeneity: Tau®= 0.54; Chi*= 109.57, di = 1 (P < 0.00001); F= 99% YT T
Test for overall effect: £= 258 (P = 0.01) 'Faw:uurs'. MgSO4 Favours control
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Figure 104: Maternal adverse effects: leading to stopping of infusion
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowther et al., 2003 78 535 28 527 643% 2.74[1.81,415 =
Rouse etal, 2008 45 1078 16 1125 357% 294 [1.67,5.16) —
Total (95% CI) 1613 1652 100.0%  2.81[2.01,3.93] k-3
Total events 123 44
- Chi*= = = P= k t : J
s S 1w
At < Favours MgS04 Favours control
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Figure 105: Maternal adverse effects: cardiac or respiratory arrest
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Crowther et al., 2003 0 535 0 527 Mot estimable
Marret et al, 2007 0 286 0 278 Mot estimable
Total (95% CI) 821 205 Not estimable
Total events 0 0
Heterogeneity: Mot applicable k 1 t d
i . 0o 04 10 100
Test for overall effect: Mot applicable Favours MgS04 Favours control
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114@ Tocolysis
Figure 106: Neonatal mortality
Comparison Odds Ratio (95% Crl)
Placebol/control v.
Prostaglandin inhibitors B 1.1(0.39, 3.4)
Magnesium sulfate —o— 1.5(0.56, 4.1)
Betamimetics —— 1.0 (0.49, 2.1)
Calcium channel blockers —er 0.62(021,1.8)
Mitrates i 0.98 (0.018, 62.)
Oxytocin receptor blockers —o— 0.73(0.23, 22)
Alcoholethanal R 23041, 14)
Other treatments —a— 0.56 (0.1, 2.6)
Prostaglandin inhibitors v.
Magnesium sulfate —a— 1.3 (0.45, 3.8)
Betamimetics —a— 0.90(0.32, 2.4)
Calcium channel blockers e 0.55(0.16, 1.7)
Nitrates 4 0.86 (0.013, 56)
Oxytocin receptor blockers e 064 (016, 2.4)
Alcohol/ethanol —ta— 210029, 14)
Other treaiments —— 0.49(0.078, 2.7)
Magnesium sulfate v.
Betamimetics —or- 068 (0.26, 1.8)
Calcium channel blockers —e— 0.42(0.13,1.2)
Mitrates o 0.65(0.010, 42.)
Oxytocin receptor blockers —a 0.49(0.13,1.7)
Alcohol/ethanaol R e 1.6 (0.24, 10))
Other treaiments —_— 0.37 (0.065, 1.8)
Betamimetics v.
Calcium channel blockers —at 0.61(0.25 1.4)
Nitrates 4 0.96 (0.018, 57.)
Oxytocin receptor blockers o 0.71(0.26,1.8)
Alcoholiethanal — 2.3(0.44 12)
Other treatments e 0.54 (010, 2.8)
Calcium channel blockers v.
Mitrates 1.6 (0.024, 1.1e+02)
Oxytocin receptor blockers —f— 1.2 (0.36, 3.8)
Alcoholethanol T—e— 3.7 (0,60, 25)
Other treatments —4 0.89(0.15, 5.1)
Nitrates v,
Oxytocin receptor blockers 0.74(0.011, 50)
Alcohol/ethanaol 2.4 (0.030, 1.9e+02)
Other treatments = 0.57 (0.0071, 44.)
Oxytocin receptor blockers v.
Alcohol/ethanol —_—— 32(049 22)
Other treatments —o 0.76 (0.12, 4.7)
Alcohollethanol v.
Other treatments | ——— | 0.24 (0.031, 1.6)
0.007 1 200
favours treatment in bold
<Insert Note here>
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Figure 107:

Comparison
Placebo/control v.

Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Prostaglandin inhibitors v.

Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Magnesium sulfate v.

Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Betamimetics v.

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Calcium channel blockers v.
Nitrates
Oxytocin receptor blockers

Alcohol/ethanol
Other treatments

Nitrates v.

Oxytocin receptor blockers
Alcohol/ethanol
Other treatments

Oxytocin receptor blockers v.

Perinatal mortality

o
-
-~
N - W—
—
—4
—e_
—
e
—e_
—q
—
_——
—3

—6_

Odds Ratio (95% Crl)

0.72 (0.22,2.3)
1.2(0.35,3.7)

1.0 (048, 2)
0.76 (0.25,2.2)
0.10 (0.0030, 1.1)
0.86 (0.25, 2.6)
26(050, 14)
2.0(0.41,9.7)

16 (0.44,6.3)
1.4(0.43,45)
11(0.25,43)
0.14 (0.0036, 1.9)
12(0.24,54)
3.6(0.54, 25)
28(041, 19)

0.85(0.28,2.7)
0.64 (0.18, 2 5)
0.085 (0.0022, 1.1)
0.72 (0.15,3.3)
22(0.34, 16.)
17026, 12)

0.75(0.31,1.8)
0.10 (0.0031, 1.1)
0.85 (0.28, 2.4)
26(057, 13)
2.(0.42, 9.7)

0.13 (0.0037, 1.6)
11(0.27,4.4)
3.4 (0.60,21)
26(0.43,16)

8.4 (0.65, 3.1e+02)
26. (1.6, 1.26+03)
20. (1.2, 8.76+02)

1 TLH EASI T SRR T2 ARAA T EAANAAS

Alcohol/ethanol — 3.0(0.50, 22)

Other treatments — 2.3(0.37,16))

Alcohol/ethanol v.

Other treatments —4 077(013,4.5)
0_602 1 2{}|[]O

<Insert Note here>
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Figure 108: Respiratory distress syndrome

Comparison Odds Ratio (95% Crl)
Placebol/control v.
Prostaglandin inhibitors —&— 1.1(0.68,1.9)
Magnesium sulfate —e— 1.2(0.76,1.9)
Betamimetics & 0.88 (065, 1.2)
Calcium channel blockers —or 0.61(0.50, 1.3)
Oxytocin receptor blockers = 0.96 (066, 1.4)
Alcohol/ethanol 4 25(0.78,9.1)
Other treatments —ar— 0.75(0.26, 2.2)
Prostaglandin inhibitors v.
Magnesium sulfate — 1.1(0.69,1.7)
Betamimetics —or 0.78(049 1.3)
Calcium channel blockers —e+ 0.71(041,1.3)
Oxytocin receptor blockers —a— 0.85(052, 14)
Alcohol/ethanol —a— 2.2(065 84)
Other treatments —s— 0.66 (0.20, 2.2)
Magnesium sulfate v.
Betamimetics —&r 073(047,1.2)
Calcium channel blockers —e 067(041,1.1)
Oxytocin receptor blockers —ot 0.860(0.51,1.3)
Alcohol/ethanol ——— 21(062,79)
Other treatments —_—— 0.63(0.19, 2.0)
Betamimetics v.
Calcium channel blockers o o 0.92(061,14)
Oxytocin receptor blockers -~ 1.1(0.77,1.5)
Alcohol/ethanol —e— 2.9(0.92, 98)
Other treatments —_— 0.85(0.28, 2.6)
Calcium channel blockers v.
Oxytocin receptor blockers - 1.2(0.73,1.9)
Alcohol/ethanol —e——  31(093 1)
Other treatments —a— 0.93(0.28, 3.0)
Oxytocin receptor blockers v.
Alcohol/ethanol T 2.6(0.80, 9.5)
Other treatments —a— 0.79(0.25, 2.4)
Alcohol/ethanol v.
Other treatments =) 0.29(0.057,1.5)
|
0.05 1 20

favours treatment in bold

<Insert Note here>

153

@2015 National Collaborating Centre for Women and Children's Health
63



PTLB Appendices | & J
Forest plots

Figure 109: Intraventricular haemorrhage

Comparison
Placebol/control v.

Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers

Other treatments
Prostaglandin inhibitors v.

Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Other treatments

Magnesium sulfate v.

Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Other treatments

Betamimetics v.

Calcium channel blockers
Mitrates

Oxytocin receptor blockers
Other treatments

Calcium channel blockers v.

Nitrates
Oxytocin receptor blockers
Other treatments

Nitrates v.

Oxytocin receptor blockers
Other treatments

Oxytocin receptor blockers v.

Other treatments

¢ |

[ o 9] {jl%’ %M %Mm GH.L““’

Odds Ratio (95% Crl)

I
0.01

<Insert Note here>
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20
favours treatment in bold

0.76 (0.35, 1.6)
0.69 (0.33, 1.4)
0.79 (051, 1.2)
0.40 (0.21, 0.74)
0.34 (0.081, 1.1)
0.82 (0.48, 1.4)
0.14 (0.016, 0.77)

0.91 (0.54, 1.5)
1.0 (0.53, 2.1)
0.53 (0.27, 1.0)
0.45 (0.096, 1.7)
1.1 (0.48, 2.4)
0.19 (0.023, 0.94)

1.2 (0.58, 2.3)
0.58 (0.30, 1.1)
0.49 (0.11, 1.9)
1.2 (0.53,2.7)
0.21 (0.026, 0.95)

0.50 (0.30, 0.83)
0.43 (0.1, 1.4)
1.0 (0.63, 1.7)
0.18 (0.021, 0.96)

0.85 (0.20, 3.0)
2.1(1.0,4.1)
0.36 (0.042, 1.9)

2.4 (0.68,10.)
0.42 (0.037, 3.7)

0.17 (0.019, 0.98)

@2015 National Collaborating Centre for Women and Children's Health

64



155

PTLB Appendices | & J
Forest plots

Figure 110: Mothers with adverse events requiring cessation of treatment

Comparison
Placebo/control v.

Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers

Magnesium sulfate v.

Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers

Betamimetics v.

Calcium channel blockers
Nitrates

Calcium channel blockers v.

Nitrates
Oxytocin receptor blockers

Nitrates v.
Oxytocin receptor blockers

—e—.
Oxytocin receptor blockers —a—

Odds Ratio (95% Crl)

I
0.001

<Insert Note here>

—e— 16. (1.9, 1.8e+02)
—a— 1.3e+02( 19, 1.3e+03)
—— 52 (035, 57)
—T—— 5.6 (0.26, 1.6e+02)
—1— 3.1(0.31,23)
—6— 8.0(22, 34)

—e— 0.32 (0.045, 1.4)
e 0.34 (0.013, 9.2)
—— 0.19(0.019, 1.1)

0.039 (0.0059, 0.14)
0.042 (0.0015, 1.2)
0.023 (0.0033, 0.091)

—— 1.1(0.039, 49)

—o— 0.59 (0.071, 5.3)
—e— 0.54 (0.013, 15)

|

1 2000
favours treatment in bold
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Figure 111: Delay of birth by at least 48 hours

Comparison Odds Ratio (95% Crl)
Placebo/control v.

Prostaglandin inhibitors —e— 31(15 7.1)
Magnesium sulfate —e— 21(11.41)
Betamimetics —— 20(1.2, 36)
Calcium channel blockers —e— 20(11,3.8)
Nitrates — 0.89(0.40, 2.0)
Oxytocin receptor blockers —— 1.9(1.0,3.7)
Alcohol/ethanol 0.83(0.12, 5.6)
Other treatments 5— 1.1(0.38,32)

Prostaglandin inhibitors v.

Magnesium sulfate
Betamimetics
Calcium channel blockers

- 0.67 (0.33, 1.3)
- 0.65(0.32, 1.3)
- 0.64 (0.31, 1.3)

Nitrates 0.28 (0.100, 0.78)
Oxytocin receptor blockers — 061026, 14)
Alcohol/ethanol 0.26 (0.035, 1.9)

Other treatments
Magnesium sulfate v.
Betamimetics

B 0.35 (0.099, 1.2)

1
—t
——5—
T
_e_
—o—
—_—
i 097 (057, 1.7)
Calcium channel blockers —g— 0.96 (0.56, 1.6)
Nitrates —e— 043(017,1.1)
Oxytocin receptor blockers —a— 092(0.45 19
Alcohol/ethanol = 0.40(0.057,2.7)
Other treatments —a— 053017, 1.7
_E
— O
_.E
_e,_
_e_
o
—9_
——

Betamimetics v.

Calcium channel blockers — 0.99 (065, 1.5)
Nitrates 0.44 (019, 1.0)
Oxytocin receptor blockers — 0.95(0.54,1.6)
Alcohol/ethanol 0.41 (0.062, 2.6)
Other treatments — 0.54(0.18,1.6)
Calcium channel blockers v.

Nitrates 0.44 (019, 1.0)
Oxytocin receptor blockers — 096 (052, 1.7)
Alcohol/ethanol 0.41 (0.060, 2.7)
Other treatments — 054 (018, 1.6)
Nitrates v.

Oxytocin receptor blockers —e—— 2.2(0.85,55)
Alcohol/ethanol 0.93(012,7.0)
Other treatments o 1.2(0.34,45)
Oxytocin receptor blockers v.

Alcohol/ethanol 0.43(0.062, 3)
Other treatments — 0.57 (0.19, 1.8)
Alcohol/ethanol v.

Other treatments 1.3(0.21, 8.6)

I
0.03 1 9
favours treatment in bold

<Insert Note here>
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Figure 112: Neonatal sepsis
Comparison Odds Ratio (95% Crl)
Placebol/control v.
Prostaglandin inhibitors =S 16(0.33,9.3)
Magnesium sulfate & 19043, 11)
Betamimetics 1.1(0.25, 6.6)
Calcium channel blockers 083(018,4.7)
Oxytocin receptor blockers 12022, 71)
Other treatments = 1.3(0.21,8.0)
Prostaglandin inhibitors v.
Magnesium sulfate —o— 1.2(063,24)
Betamimetics —e— 072029 18)
Calcium channel blockers —e— 052(023,1.1)
Oxytocin receptor blockers —a— 073(025 21)
Other treatments =S 0.81(0.065, 9)
Magnesium sulfate v.
Betamimetics —a 0.59(026,1.3)
Calcium channel blockers —e— 0.43(0.21, 0.86)
Oxytocin receptor blockers —e—1— 060 (022, 1.6)
Other treatments = 0.67 (0.056, 7.0)
Betamimetics v.
Calcium channel blockers —e 072(042,1.2)
Oxytocin receptor blockers —s— 1.0(0.55,1.9)
Other treatments < 1.1(0.083,12))
Calcium channel blockers v.
Oxytocin receptor blockers —e— 1.4 (065, 3.0)
Other treatments = 16013, 17)
Oxytocin receptor blockers v.
Other treatments £ 1.1(0.086, 13)
|
0.05 1 20

favours treatment in bold

<Insert Note here>
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Figure 113: Gestational age at birth

Comparison Mean difference (95% Crl)
Placebo/control v.
Prostaglandin inhibitors —e— 2313 33)
Magnesium sulfate e 1.3(0.29,23)
Betamimetics —a— 1.2(0.40,2.1)
Calcium channel blockers —5— 1.7(069,27)
Nitrates —e— 1.7(052,28)
Oxytocin receptor blockers —T— 0.68 (-1.3,2.7)
Prostaglandin inhibitors v.
Magnesium sulfate O -1.0(-2.0, -0.039)
Betamimetics —e—] -1.1(=-2.1,-0.054)
Calcium channel blockers —e+ -064(-1.7,042)
Mitrates —a -0.67 (-2., 0.67)
Oxytocin receptor blockers ——&——— -16(-3.8, 0.52)
Magnesium sulfate v.
Betamimetics —— -0.040 (-0.99, 0.91)
Calcium channel blockers —te— 0.40(-051,1.3)
Nitrates e 0.36 (-0.88, 1.6)
Oxytocin receptor blockers —_—e— -061(-27,15)
Betamimetics v.
Calcium channel blockers -5 0.44 (-0.32, 1.2)
Mitrates —E— 0.40(-054,1.4)
Oxytocin receptor blockers —_—e— -057(-26,1.5)
Calcium channel blockers v.
Nitrates —— -0033(-1.2,11)
Oxytocin receptor blockers —e— -1.0(-3.,0.99)
Nitrates v.
Oxytocin receptor blockers & -098(-31,12)
| |
-4 0 4

favours treatment in bold

Fetal monitoring

EFM versus IA

No forest plots were generated for this review question.

Use of FSE

No forest plots were generated for this review question.
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Forest plots

CTG interpretation

No forest plots were generated for this review question.

Blood sampling

No forest plots were generated for this review question.

Mode of birth

Planned immediate caesarean section versus planned vaginal delivery in

singletons

Neonatal outcome

Figure 114: Perinatal death
Plamned C5 Flanned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Evemts  Total Evenis Total Weight M-H, Fixed, 95% CI M-, Fined, 95% CI
L1 EBreech
Zlatnde 1993 1 13 5 20 567 0.22[0.03 1.73] —a—
Penn 19%6 a 5 1 8 14.4% 0.50(0.02, 10.34] —
Subrotral (95% Ci) 21 28 TLON OB [0.05, 1.49] i
Total events 1 [
Hergrogenein: Chi' = 0,19, df = 1 (F = 066K I = 0%
Tast for ceprall effect £ = 1.500F = 0.13)
L33 Cephalic
Wallkce 1934 1 13 i 15 29.0% 0.33 [0.03, 3.29] —_—
Subtotal (95% Ci) F£1 15 25900% 033 (003, 3.25) e ——
Taotal events 1 2
Hererogeneity: Not applcable
Test for ctrall effect £ = 0,95 (F = 0.34)
Taonal (95% CI) 46 43 100.0% 029 [0.07, 1.14] e
Total events 4 [
Heterogengity; Chi' = 0,20, df = 2 (P = 091k " = 0% koo o i :Il:Il:lI:l:

Test for owerall effect £ = 177 P = 0.08)
Test for subgroup differemes: Chi' = 0,00, df = 1 (P = 090k F = 0%

Favours cassarean secmsn  Favours vaginal deleny

Figure 115: Intracranial pathology (outcome not pre-specified)
Flamned C5% Flanned vaginal delivery Risk Ratio Risk Raitio
Study or Subgroup  Events  Tatal Evenis Total Weight M-H, Fixed, 95% I M-H, Fixed, 95% Ci
L1151 Ereech
Zlamridk 1993 Q 18 3 20 66.8% 016 [0.00, 2.86) —a—
Viegas 1965 o 12 0 15 Mod esimable
Penn 1556 1 3 [] 4 B 3750020, 69.40) —
Subrotral (95% CI) 33 9 TETR 058 [L12, 2.86] --*-—
Total #vents 1 3
Heterogeneity: Chi' = 2,35, df = 1 (P = 0,131 = 575
Test for ceevall effect £ = 067 1P = 0500
1.15.2 Cephalic
Wallece 1954 3 13 1 15 I4.3% 196 (0,22 17.10] e —
Subtoral (95% CIy 23 15 Zdd% 196 |02z, 17.10] e
Tatal events 3 1
Hererogeneity: Mot applcable
Tast for cverall effect £ = 061 (F = 0.54)
Tonal (95% Ch 56 54 100,0% 0.92 (027, 3.14) T
Total events & 4
Hegerogengity, Chi' = 2,75, df = 2 iP = 0,255 = 28% T o i 5 :Il:ll:ll:l:

Test for owerall effect F = 0.14 1F = 089
Test for subgroup differemtes: Chi' = 0.78, df = 1 (P = 0L38L P = 0%

Favours cagsarean secton Favours vaginal delierny
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Figure 116: Hypoxic ischemic encephalopathy

Flamned €5 Planned vaginal delivery Rizk Ratip Risk Ratip
Study or Subgroup  Evemts  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
L5.1 Ereech I
Penn 1996 1 5 L1} 7 100.0% 400 [0.20, 82.01] I I
Subtotal (35% CI 5 710040 400 (0220, 82.01)
Total events 1 0
Heterogeneity: Nat applicable
Test for overall eMect Z = 090 0P = 0.37)
1.5.2 Cephalic
Subtoral (95% CIy o a Mol estimable
Tatal vents i} L]
Hererogeneity: Mot applcable
Test for cwgrall effect: Mot applcable
Tonal (95% €N 5 7 100J0% 400 [0.20, 82.01)
Total events 1 L] |

Haterogeneity. Not applcable
Test for owerall effect £ = 0.904F = 0.37
Test for subgroup differences: Not applcable

bt B 1 6

150

Favhiifs chesarean Secman Favours vaginal delieny

172
Figure 117: Respiratory distress syndrome
Fi dC5 Pl d wvaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Tatal Evenis Total ‘Weight M-H, Fixed, 95% CI M -H, Fixed, 95% Cl
L121 Ereech
Viegas 1985 1 12 3 15 16.6% 0.4 [0.05; 3.51) —
Zlatnilky 1993 5 18 ) ] 0 53.0% 06X [0.25, 1.50] ~l-
Subtoral (95% CIy Io I5  GO9.E% 0.57 p0.25, 1.30] B
Tatal #vents ] 12
Hergrogeneity Chi' = 0,10, df = L (P = 074K F = 0%
Test for cverall effect £ = 1.334F = 0.18)
1.12.2 Cephalic
Wallce 1954 3 3 4 1% 30.2% 049 [0.13, 1.58] —l—
Subtotal (95% CI) 23 15 Ioa2% 049 [0.13, 1.88] --*l-
Total events 3 4
Hergrogeneiny: Mot apphcable
Test for overall effect Z = 1.04 F = 0.30)
Tonal (95% CI 53 50 1000% 055 (27, 1.10] -
Total gvents 9 16
Heterogenaity: Chi* = 0,16, 8f = 2 (P = 0,921 F = 0% oy =k % 000

Teat for overall effect ¥ = 169 F = 0000
Test for subgroup differences: Chi' = 0.04, df = 1 (F = 0LE5L 17 = 0%

11122 Immediate caesarean section versus
1.12241 Maternal outcomes

Figure 118: Postpartum haemorrhage

Favours cagsarean secmon Favours vaginal delieny

planned vaginal delivery in singletons

Flamned €5 Flanned vaginal delivery Risk Ratio Risk Ratio
Stdy or Subgroup  Events  Tatal Evenis Total ‘Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Ci
2.4.1 Ereech
Viegas 1985 112 0 15 100.0% 3.69 [0.16, 83.27 R
Zlatnil 1993 o 18 0 20 Mog estmable
Lumley 1945 1] ] L] 1 Mok estmab e
Subtotal (95% CI) 31 36 1004% 369 [0L16, B3.27] --*—-—
Total #vents 1 ]
Heterogeneity: Mot applcable
Test for owerall effect X = 082 1P = 0.41)
2.4.2 Cephalic
Wallece 1954 1] 13 0 1% Mot estmable
Subtoral (95% CIy 23 15 Mot estimable
Tatal events a L]
Hererogeneity: Mot applcable
Test for overall effect: Mot applcable
Tonal (95% Ch 54 51 100w 369 [0.16, 83.27] e —
Total gvents 1 L]
Humrogerity: Mot applcabh Fo01 N Y 1000

Test for owerall effect £ = 082 (P = 0.41)
Test for subgroup diferemces: Not applcable
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Figure 119: Maternal wound infection
Flanned €5 Planned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total ‘Weight M-H, Fixed, 95% CI M- M, Fixed, 95% CI
261 Breech
Zlatek 1933 Q 18 1 20 Te. I 03T [0.02, 8.51] R -
viegas 1985 1 12 L] 15 23.9% 3,69 [0.16, 83.27| e S a—
Subtotal (95% Ci) in 35 10000% 116 (018, 7.70) i
Total events 1 1
Hererogenaity: Chi' = 1.04, 0f = 1 (P = 031K F = 4%
Test for overall effect Z = 0.16 (F = 0.87)
26,2 Cephalic
Wallzce 1984 013 [ 15 Mot estimable
Subtotal (9%% CIy 23 15 Mot estimable
Tatal ewvents a L]
Hergrogeneiny: Mot applicable
Test for cverall effect Mot applicable
Taonal (95% CH 53 S50 100.0% L.16 [0.18, 7.70]
Total gvents 1 1 |

Heterogengity Chi' = 1,04, df = 1 iP = 031K 1 = 4%
Test for owerall effect £ = 016 1P = 087
Test for subgroup diferemces: Not applcable

Fa01

T 1 e 1000

Favours cagsarean secton Favours vaginal deliverny

Figure 120: Other maternal infection
Flamned €5 Planned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total ‘Weight M-H, Fixed, 95% CI M- M, Fixed, 95% CI
Z.7.1 Breech
Zlatek 1933 a 18 4 20 E94N 250 [0.93, 6.73] k
Viegas 1985 1 12 L] 15 10.8%  3.69 (0,16, 83.27)
Subtotal (95% CI in 35 10040% 263 [L02, 6.78) ——
Total events 10 4
Hererogenaity: Chi’ = D06, of = 1 (P = 081K F = 0%
Test for overall effect 2 = 1.99 (P = 0.05)
2.7.2 Cephalic
Wallere 1954 Q 13 0 15 Mot esomakble
Subtotal (9%% CIy 23 15 Mot estimable
Tatal ewvents a L]
Hererogeneity. Mot applcable
Test for cverall effect Mot applicable
Taonal (95% CH 53 S50 100.0% 2.63 [1.02, 6.7T8| ——
Total events 10 4
Hagerogeneity: Chi® = 0,06, df = 1 (P = 080k 1" = 0% ‘h.i 'D:?

Test for owerall effect £ = 1.990F = 0.05)
Test for subgroup diferemces: Not applcable

Favours cAgsanean Secman

1.5
Fawvours vaginal delieny
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11¥3 Timing of cord clamping

1.138L More placental transfusion (delayed clamping) versus less placental
179 transfusion (early clamping)

Figure 121: Infant death

More placental trans  Less placental trans Rizsk Ratio Rizk Ratis
Study or Subgroup Events Todal Events Total Weight M-H, Fixed, 35% C| M-H, Fixed, 95% CI
1.1.1 Infant death overall
Ultes 3008 1] 18 ] 14 Mol estimable
Marcer 2003 1] 16 o 16 M estimable
Knmaond 1993 a 17 ] 19 Mol estimable
Strauss 2008 1} 45 1] &0 Mol estirmable
Hailrrieyr 1988 ] 14 ] 14 24% BE0[039, 111100 *
Holrmeyr 1993 1 40 1 46 36% 11500007, 1760
Kugelman 2007 1] 30 1 35 53%  0.39[0002,9.16]
Rabe 2000 a 19 1 20 56% 03500002, 810
McDonnell 1997 1] 3 2 23 96% 0200001, 2.95)
Baezinger 2007 1] 15 3 4 105%  0.22[0001, 4.04]
Oh 2002 2 16 3 17 11.2%  0.71[0014, 370 s —
Hosono 2008 2 0 3 0 115%  DET[02,3.57] —_—
Mercer 2006 1] 36 3 36 134% 09400, 267) *
Ranjit 2014 1] 44 ] 50 198% 010000, 1.81] *
Subtotal {95% CI) 363 399 928% 051 [0.26, 1.01] e
Todal evenis 10 2
Helerogeneity, Chif= 6.44, df= 9 (F = 0.70), F= 0%
Test for overall effact Z=1.92 (P = 0.05)
1.1.2 Merolonic used
Hofrreyr 1988 g 4 1] 14 Mol estirmable
McDonnel 1997 1] 19 1 20 Mol estimable
Rabe 2000 1} 19 1 20 Mol estimabla
Baszinger 2007 1 44 2 S0 72% 057 [0U05, B.05]
Subdotal (95% CI) 44 50  T.2% 057 [0,05, 6.05] e ——
Todal evenis 1 2
Hateroganaity, Mol applicabla
Test for ovarall effect 2= 047 (P = 0.64)
Total (95% CI) 407 449 100.0% 052 [0.27, 0.99] -
Todal evenis 11 4
Heterageneity Chi® = 6,45, df= 10(P = 0.78), F= 0% in_en -_1:1 1"n| 1 m"

Test for overall effact 2= 1.98 (P = 0.05)
Testior subgroup diferences: Chi*= 001, =1 (F=0,94), "= 0%

More PT beller Less PT befler
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Test for subaroup diferences: Chi*= 083, df=1 (P=0.36), "= 0%
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Figure 122: Intraventricular haemorrhage
More placental trans  Less placental trans. Risk Ratio Risk Rato
_ Study or Subgroup Events Total _ Events Total Weight M-H, Fixed. 95% CI M.H, Fined, 95% CI
1.2.1 Hew Subgroup
Strauss 2008 1 a5 1 60 1.1%  1.33[0008, 20.75)
Ran|it 2014 0 a4 1 S0 1.8% 0380002 9.04
MeDonnell 1997 ] 15 1 16 1.9% 035002, 8.08
Oh 2002 4 16 3 17 38% 1.42 (037, 5.37] I A —
Rabe 2000 1 19 3 0 38% 0.35 [0.04, 3.09] - 1
Kugalman 2007 2 30 4 35 48% 058011, 2.9 —
Mercer 2003 3 16 § 16 65%  060[017, 2100 .
Haszona 2008 3 0 & M BS% QEDDAT, 2.18] -0
Hofrrieyr 1663 ] 40 11 46 134% 084037, 1.87) ——
Hafrrgyr 1988 ] 3 0 13 167% 0.45 [0 24, 0.B5] —
Marcer 2006 5 36 13 3 IT0% 0.38 (015, 0.97] —
Subtotal {35% CI) 04 320 TT6%  0.50 [0.44, 0.84] »>
Todal evenis a5 a7
Heterageneity Chif= 4. 62, df=10(F = 0.92); P= 0%
Teest for overall effeck 2= 2.88 (P = 0.004)
1.2.2 Merotonic used
MeDonnell 1997 ] 15 1 16 1.9%  0.35[000%, €.08
Rabe 2000 4 16 3 17 38% 1.42[0.37, 5.37] N R —
Haofrrgyr 1988 ] 3 0 13 167% 0.45[0.24, 0.B5] —
Subtotal (95% CI) 54 46 F24% 0061 [0.34, 1.08] L
Todal evenis 12 14
Heteraganeity Chf= 250, df= 7 (P =029, F= 20%
Test for overall effect 2= 1.71 (F = 0.09)
Tostal (95% CI) 358 375 100.0%  0.50 [0.44, 0.81] »>
Todal evenis 47 Fa |
Heterogeneity, Ch®= 7.08, df=13(F = 0.90), F= 0% I:I o1 0:1 1:1) ] Dl'.':
Test for overall effeck 2= 3.34 (P = 0.0008) ' More BT belter Less PT beler
Test for subgroup diferences: Chi®= 0.01, d¢f=1 (P=092), = 0%
Figure 123: Severe intraventricular haemorrhage
More placental trans  Less placental trans. Risk Ratio Risk Rato
_ Study or Subgroup Events Total Evenls Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% CI
1.3.1 Hew Subgroup
Mercer 2003 1] 16 i} 16 Mol estimable
Rabe 2000 1] 19 o 20 Mol estirmable
Halrmeyr 1988 2 3 i} 13 T73% 2920015, 56.51) -
Mercer 2006 0 16 1 G 174% 0330001, 7.93) e
Hailrrieyr 1993 1 40 2 46 IME% 057 [0005, 6.11] e
Hosono 2008 2 F.i] 4 0 A% 0.50 (0010, 2.43) ——
Subtotal (95% CI} 154 151 927% 068 [0.23, 1.96) -
Todal events 5 T
Heterogeneity, Chi® =128, df= 3P =073), F= 0%
Tiesd for cvarall effect 2= 072 (P = 0.4T)
1.3.2 erotonic used
Rabe 2000 1] 19 i} 20 Mol estimabla
Hofmeyr 1968 2 3 i 13 73% 2920015, 56.51] B
Subtotal {95% CI} 42 33 73 2.92[0.15 56.51] e —
Todal evenis 2 i}
Heterogeneity. Mol applicable
Test for overall effect 2= 0.71 (F = 0.48)
Tostal [95% CI) 196 184 100.0% 084 [0.32, 2.27] -
Todal events 7 T
Heterogenaity, Chi*= 220, df= 4 (P = 0.70), F= 0% t t t t
Testfor overall effect 2= 0,35 (P = 0.73) ooz o1 1 Jo 00
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Figure 124: Ventilated for respiratory distress syndrome
More placental trans  Less placental trans. Risk Ratio Risk Rato

_ Study or Subgroup Events Total _ Events Total Weight M-H, Fixed. 95% CI M.H, Fined, 95% CI
1.4.1 Hew Subgroup
Strauss 2008 3 45 T 60 TA% 0.57 (0016, 2.09)
Ranjit 2014 5 a4 g 50 99% 0710025 2.01) —_—
Rabe 2000 9 19 g 20 103%  1.12[0.58, 2.43] ——
McDonnell 19397 2] 13 4 3 118% 1.00 (049, 2.06) . E—
Bagzinger 2007 6 15 12 24 121%  0.80[0.38, 1.67] —_—
Kinmaond 1993 13 17 132 19 161% 112075, 1.67] P
Subtotal (95% CI} 163 196 68.1% 0,93 [0.69, 1.25] -
Todal ervinds 45 &7
Hetarogeneity, Chif = 2 25 di= 5 = 081); = 0%
Tiest for ovirall gMect 2= 049 (F = D.63)
1.4.2 Merotonic used
Rabe 2000 3 45 T 60 TO% 057 [016, 2.09)
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Figure 125: Hyperbilirubinemia
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Forest plots

Figure 126: Transfused for anaemia
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Figure 127: Apgar score at 5th minute <8
Kiore placeéntal trans Léss placental trans Risk Ratio Risk Habo
Study of Subgroup Events Total _ Events Total Weight M-H, Fixed. 95% CI ML-H, Fixed, 95% CI
1.8.1 Hew Subgroup
Hofrmeyr 1968 0 14 4 24 144% 0190001, 2.20)
Hofrriey 1663 B kL] 7 45 ITE%  1.32[053, 3.31) ——
Rabe 2000 5 19 7 0 190% 0750029, 1.96] —a—
Sublotal (95% CI) 72z 89 710%  0LBG [0.45, 1.62] -
Todal events 13 18
Hetaraganaity Chi*= 202, df=2(P=038)P=1%
Test for overall effect 2= 047 (P = 0.64)
1.8.2 Merotonic used
Hofrreyr 1988 14 1] 4 4 Mol estirmable
Rabe 2000 5 19 7 20 290%  0.75[0.29,1.9] ——
Subtotal (95% CI 19 44 290%  0.75([0.29, 1.96] -
Todal evenls 19 1
Hetaragenaity, Mol applicable
Test for overall effect £= 0.58 (P = 0.56)
Total (95% CI) " 133 100.0% 083 [0.49, 1.41] -
Todal evenis a2 248
Heterogeneity, Chif= 212, df= 3(F = 0.55). F= 0% T o o 200

Test for overall effect 2= 0.70 (P = 0.48)
Testior subgroup diferences: Chi*= 005, ¢f=1 (F= 082, "= 0%

More PT beller Less PT befler

@2015 National Collaborating Centre for Women and Children's Health

75



PTLB Appendices | & J
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Figure 128: Haematocrit at 4 hours of life (%)
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Figure 129: Haematocrit at 24 hours after birth (%)
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More placental transfusion versus less placental transfusion: subgroup
analysis by strategy for more placental transfusion

Figure 130: Infant death
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Figure 131: Severe intraventricular haemorrhage
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Figure 132: Transfused for anaemia
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Appendix J:Network meta-analysis of
tocolytics

Summary

Tocolytics are given to women in preterm labour to delay birth and therefore improve
outcomes for the newborn. Whilst the treatment is given to the mother, the aim is to improve
outcomes for the infant.

Network meta-analyses (NMA) of outcomes considered important to assess efficacy and
safety were conducted. Eight outcomes were suitable for NMA:

IVH (infant)

RDS (infant)

Neonatal mortality (infant)

Neonatal sepsis (infant)

Perinatal mortality (infant)

Delay of birth by at least 48 hours (mother)

Termination of treatment due to adverse events (mother)
Estimated gestational age (EGA) at delivery (mother)

© NGk WDNDPRE

The first 7 outcomes are reported as the number of observed events out of the total number
of infants or mothers, whilst EGA is reported as a continuous outcome (mean EGA) with a
standard deviation. Because some studies included multiple births, allowing more than one
infant per mother, it was not always clear which was the most appropriate number of
individuals to consider for outcomes on the infant. Where available we used the number of
infants as the denominator. Although this does not account for the expected correlation in
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outcomes of infants from the same mother, it prevents double counting of infants from the
same mother who may both have had an event.

A total of 35 treatments (including Placebo and combinations of treatments) were evaluated
in relevant trials. These treatments were classified into 9 classes (Table 1).

A NMA class model (Kew 2014) was used to estimate the relative effects of each treatment
class compared to Placebo/control. Since there was no evidence of within-class variability for
any of the outcomes considered, all the results presented assume that all treatments in a
class have the same relative effect.

A binomial / logit model was used to model outcomes 1 to 7 and a normal model with identity
link was used to model EGA (Dias 2011).

The final dataset consisted of data from 93 trials comparing 35 treatments, although not all
trials report all the outcomes of interest. Studies reporting zero events on all arms were
removed from the NMA as they do not contribute information on the relative treatment
effects. Treatments were assigned to classes according to Table 2.

Methods

In order to take all trial information into consideration, without ignoring part of the evidence
and without introducing bias by breaking the rules of randomisation (for example, by “naively”
combining data across treatment arms from all RCTs), Mixed Treatment Comparison meta-
analytic techniques, also termed Network meta-analysis (NMA), were employed. NMA is a
generalization of standard pairwise meta-analysis for A versus B trials, to data structures that
include, for example, A versus B, B versus C, and A versus C trials (Dias 2001; Lu 2004;
Caldwell 2005). A basic assumption of NMA methods is that direct and indirect evidence
estimate the same parameter, that is, the relative effect between A and B measured directly
from a A versus B trial, is the same as the relative effect between A and B estimated
indirectly from A versus C and B versus C trials. NMA techniques strengthen inference
concerning the relative effect of two treatments by including both direct and indirect
comparisons between treatments, and, at the same time, allow simultaneous inference on all
treatments while respecting randomisation (Lu 2004; Caldwell 2005). Simultaneous inference
on the relative effects of all treatments is possible whenever treatments are part of a single
“network of evidence”, that is, every treatment is linked to at least one of the other treatments
under assessment. The correlation between the random effects of multi-arm trials (i.e. those
with more than 2 arms) in the network is taken into account in the analysis (Dias 2011).

A Bayesian framework is used to estimate all parameters, using Markov chain Monte Carlo
simulation methods implemented in WinBUGS 1.4.3 (Lunn 2000; Lunn 2013). In order to test
whether starting values have an impact on the results, three chains with different initial
values were run simultaneously. Convergence was assessed by inspection of the Gelman—
Rubin diagnostic plots and by examining the history plots. Pre-convergence iterations were
discarded, and further iterations on all chains were run on which results are based.

Sample WinBUGS code is provided in Section J.6.

Baseline probability (IVH, RDS and neonatal mortality)

Please see Health Economic Appendix K for details on calculating baseline probabilities for
IVH, RDS and neonatal mortality.

Relative effects model

Models allowing for within-class differences in treatment effects were considered with both
fixed and random treatment effects. These were compared with models assuming no within-
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class variability (i.e. all treatments in a class have the same relative effect), allowing for fixed
or random treatment effects. Goodness of fit was tested using the posterior mean of the
residual deviance, which was compared to the number of data points in the model and by
inspecting the fit of each data point. Models were compared using the deviance information
criteria (DIC) (Spiegelhalter 2002). The model with the lowest DIC was chosen, with
differences of 5 considered meaningful. When models had very similar DIC (differences less
than 5), simpler models were preferred, provided the posterior mean of the residual deviance
was still close to the number of data points.

NMA model for binary data (outcomes 1 to 7)

A logit model was used to obtain the log-odds ratios of each treatment relative to Placebo.
For each arm k of a trial i, the number of events, r, , have a binomial likelihood

r, ~ Binomial ( p,.,n, )
where p, is the probability of an event and ni the total number of patients in arm k of trial i.

The parameters of interest are the probabilities of an event and these are modelled using a
NMA model on the log-odds scale using a logit link such that

logit(p, ) = 4 + S

with ., being given non-informative normal priors, Normal(0,1000), and s, =0 since there is
no relative treatment effect estimated for arm 1 of each trial.

In a random effects (RE) model the trial-specific treatment effects of the treatment in arm k,
relative to the treatment in arm 1, are drawn from a common random effects distribution,
under the assumption of consistency:

O ~ N(dt,k _dt,l ’ TZ)

where d, represents the mean effect of the treatment in arm k in trial i, ti, relative to Placebo,

and z2represents the between-trial variability in treatment effects (heterogeneity). The
between-trials standard deviation, -, was given a Uniform(0,5) prior.

In the FE model we replace equation (2) with

logit(p, ) = 4 + dtik -d,

il

NMA model for continuous data (EGA)

For each arm k of a trial i, the observed mean EGA, vy, , has a normal likelihood
Vi ~ Normal(&ik,sfk)

where ¢, is the underlying (true) mean EGA and s is the standard error of the mean EGA in

arm k of trial i.
The mean EGA is modelled using a NMA model such that
Oy = 14 +0

with 4, being given non-informative normal priors, Normal(0,1000), and s, =0, since there is
no relative treatment effect estimated for arm 1 of each trial.
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In a random effects (RE) model the trial-specific treatment effects of the treatment in arm k,
relative to the treatment in arm 1, are drawn from a common random effects distribution,
under the assumption of consistency (equation (3)). The between-trials standard deviation
was given a Uniform(0,20) prior.

In the FE model we replace equation (5) with

Oy = 1 "'dtik _dtil

For studies not reporting the standard error, this was calculated using imputed standard
deviations (SD). For each treatment for which a SD was not reported, it was imputed based
on the median SD for that treatment reported in other studies. When there were fewer than 2
other studies reporting SD for a given treatment, the SD was imputed based on the median
of reported SDs for that class. A sensitivity analysis imputing the upper quartile instead of the
median was carried out.

Class model

Due to the sparseness of the network, with most comparisons being informed by only a few
trials, a class model was used to borrow strength within treatment classes.

Two models for class were explored: an exchangeable class effects model, where the
pooled relative treatment effects were assumed exchangeable within class

d, ~ N(ka lfé)

with D, indicating the class to which treatment k belongs to; and a fixed class effects model,

where the pooled relative treatment effects are assumed equal for all treatments in a class
d,, =m, - Magnesium sulphate belongs to a class formed only of itself (Class 3), so its

relative treatment effect was assumed to be equal to its class effect in both models.

Both class models were considered with fixed or random treatment effects. The within-class
mean treatment effects were given vague priors m, ~ N(0,100?) and the within-class standard

deviations were assumed equal for all classes (due to insufficient data) and given
Uniform(0,2) priors.

Consistency

Consistency was assessed by checking the agreement of direct and indirect evidence using
a node-split model (Dias 2009) fitted in R (Anonymous 2010) through the GeMTC package
(van Valkenhoef 2012). Bayesian p-values for agreement between direct and indirect
evidence were calculated. When these were lower than 0.05, included trials were inspected
to help determine reasons for the potential inconsistency, bearing in mind that multiple
probabilities of disagreement are being calculated and there is the potential to find spurious
results.

Results

Baseline models (IVH, RDS, neonatal mortality)

Convergence was satisfactory by at least 20,000 iterations in all cases. Models were then
run for a further 50,000 iterations on three separate chains, and all results are based on this
further sample.
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Results from these models are used in the relative effects model to generate a baseline
A~Normal(m, sd?) on the log-odds scale on which relative effects were added at each iteration,
to deliver the posterior summaries on the absolute probability scale for each treatment (Dias
2011a; Dias 2011b).

The estimated probabilities of events were very imprecise and there was large between-
study heterogeneity in the log-odds of an event. This suggests that the included studies are
very different in their baseline event rates and that they are perhaps not all representative of
the UK population.

Imputing standard deviations (EGA)

51 studies were used in the NMA for EGA. 5 studies (Merkatz 1980, Leveno 1986, Larsen
1986, Rasanen 1995, Holleboom 1996) did not report the standard deviation (SD).

19 treatments were included in the network. No treatments in Class 8 (Alcohol/ethanol) were
compared in trials reporting this outcome.

Five studies did not report SD for EGA (Merkatz 1980, Leveno 1986, Larsen 1986, Rasanen
1995, Holleboom 1996). This meant that the SD had to be imputed for 4 treatments: Placebo,
Indomethacin, Sulindac and Ritodrine.

Placebo: 11 studies comparing this treatment to other treatments reported the SD, whilst 3
did not. The range of reported SD was 0.5 to 6.6 (Figure 133).

Indomethacin: 10 studies comparing this treatment to other treatments reported the SD,
whilst 1 did not. The range of reported SD was 0.7 to 5.6 (Figure 133).

Sulindac: only 1 study comparing this treatment to other treatments reported the SD, whilst
one other did not. The reported SD for other treatments of the same class (Class 2) were
used as the basis for imputation. The range of reported SD for this class was 0.5 to0 5.6
(Figure 133).

Ritodrine: 13 studies comparing this treatment to other treatments reported the SD, whilst 4
did not. The range of reported SD was 1.7 to 4.7 (Figure 133).

Imputed values for the main analysis were based on the median SD (Table 4, Figure 133). A
sensitivity analysis using the upper quartile of the reported SD was also carried out (Table 4).

Model comparison using the DIC showed the fixed class with random treatment effects
model as the preferred model (Error! Reference source not found.). The model with fixed
lass and treatment effects was not fitted as it was expected to have a very poor fit, given the
results of the exchangeable class, fixed effects model. Node-split models compared direct
and indirect evidence on 11 comparisons. Some evidence of inconsistency was found for
comparisons of placebo and magnesium sulphate (p=0.01).

Sensitivity to imputed SD

When imputing the upper quartile of the reported SD, the fixed class with fixed treatment
effects model was preferred, although there were some poorly fitting data points and there
was evidence of inconsistency for comparisons of placebo and prostaglandin inhibitors
(p=0.02) and placebo and betamimetics (p=0.49). Apart from increased uncertainty the main
results were not affected.

Table 1: Class descriptions

Classes
1 Placebo/control
2 Prostaglandin inhibitors
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Classes

Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

© 00 N O 01 b~ W

378 Table 2. Treatments with class assignments

Treatment class
1 Placebo 1
2 No treatment 1
3 Bed rest 1
4 Celecoxib 2
5 Indomethacin 2
6 Ketorolac 2
7 Mefenic Acid 2
8 Nimeluside 2
9 Rofecoxib 2
10 Sulindac 2
11 Magnesium Sulfate 3
12 Beta-Mimetics 4
13 Fenoterol 4
14 Hexoprenaline 4
15 Isoxsuprine 4
16 Ritodrine 4
17 Salbutamol 4
18 Terbutaline 4
19 Nylidrin 4
20 Calcium-Channel Blocker 5
21 Nicardipine 5
22 Nifedipine 5
23 Nitric Oxide 6
24 Nitroglycerin 6
25 Atosiban 7
26 Barisiban 1.0 7
27 Barusiban 0.3 7
28 Barusiban 10 7
29 Barusiban 3.0 7
30 Alcohol 8
31 Ethanol 8
32 Beta-Mimetics + Mag 9
33 Alcohol + Indomethacin 9
34 Other Tocolytic(s) 9
35 Tocolysis 9

379 Treatment classes are defined in Table 1

@2015 National Collaborating Centre for Women and Children's Health
83



PTLB Appendices | & J
Network meta-analysis of tocolytics

Table 3: Posterior mean of the residual deviance ( D,._) DIC for all models

res

Outcome (hnumber of

Exchangeable class effects

Fixed class effects

data points) Measures of model fit RE FE RE FE

IVH (61) D,.. 65.7 68.6 66.1 69.2
DIC 285.1 284.2 284.0 282.9
between-study 0.27 (0.01, 0.83) - 0.27 (0.01, 0.81) -
standard deviation
within-class standard 0.44 (0.02, 1.78) 0.43 (0.02, 1.77) - -
deviation

RDS (102) D,.. 110.0 114.3 112.3 121.3
DIC 506.5 505.8 506.9 507.6
between-study 0.20 (0.01, 0.50) - 0.25 (0.02, 0.54) -
standard deviation
within-class standard 0.30 (0.02, 0.87) 0.36 (0.04, 0.92) - -
deviation

Neonatal mortality D,.. 111.6 132.5 112.2 144.0

Gl DIC 429.1 437.4 429.2 443.3
between-study 0.79 (0.24, 1.42) - 0.86 (0.39, 1.47) -
standard deviation
within-class standard 0.79 (0.04, 1.90) 1.16 (0.14, 7.95) - -
deviation

Neonatal sepsis (39) D, .. 42.8 45.4 44.0 47.0
DIC 181.2 180.1 181.0 179.8
between-study 0.44 (0.02, 1.49) - 0.41 (0.02, 1.412) -
standard deviation
within-class standard 0.65 (0.03, 1.87) 0.60 (0.03, 1.84) - -
deviation

Perinatal mortality (88) D, * * 95.6 115.1
DIC * * 365.1 371.8

@2015 National Collaborating Centre for Women and Children's Health
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Outcome (number of
data points)

Delay by 48hrs (132)

Termination due to AE
(75)

EGA (101)

Measures of model fit
standard deviation

within-class standard
deviation

D

res

DIC

between-study
standard deviation

within-class standard
deviation

D

res

DIC

between-study
standard deviation

within-class standard
deviation

res

DIC

between-study
standard deviation

within-class standard
deviation

Exchangeable class effects

RE

130.7

727.9
0.89 (0.68, 1.16)

0.14 (0.01, 0.55)

80.1

297.7
1.34 (0.26, 2.68)

0.36 (0.02, 1.60)

100.3

191.0
1.25 (0.96, 1.64)

0.25 (0.01, 0.98)

FE

301.0
862.6

0.29 (0.05, 0.61)

103.2
308.7

0.18 (0.01, 0.97)

352.7
418.4

1.53 (0.96, 2.67)

Fixed class effects
RE

130.7

727.2
0.89 (0.68, 1.14)

82.0

298.5
1.17 (0.18, 2.74)

100.0

190.4
1.25 (0.98, 1.62)

FE

NA
NA

102.5
306.7

NA
NA

‘NA’ indicates the model was not fitted as it was expected to be a poor fit, and *’ indicated that the model was not fitted because there was not enough evidence to estimate all
the parameters. Shaded cells indicate the preferred model. The median and 95% Credible Intervals of the between-study deviation (heterogeneity) and within-class standard
deviation are also presented, A ~‘indicates that this value was fixed at zero in the model.

@2015 National Collaborating Centre for Women and Children's Health

85



J.4

© o~ U @&

PTLB Appendices | & J
Network meta-analysis of tocolytics

Table 4: Vales used for the imputation of SD with these were not reported

Treatment Median Upper quartile

Placebo 2.1 3.35

Indomethacin 2.555 3.675

Sulindac 2.555 3.625

Ritodrine 3.1 4.1
Figures

Figure 133: Reported standard deviations (SD) in trials comparing the difference
treatments, or treatments of the same class (open circles); SD in the only
sulindac trial to report it (filled circle); imputed values (red crosses) and
median SD, plotted against sample size
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Jp Sample WINGBUGS code for binary outcome analyses

FIXED CLASS, FIXED TREATMENT EFFECTS

Tocolytics: outcome is IVH
Class model - treatments exchangeable within class,
within-class variance is zero (fixed class effects)

21 May 2014

Treatments (code, Class, Treat)

1 1 Placebo

2 2 Indomethacin

3 2 Ketorolac

2 2 Rofecoxib

5 3 Magnesium Sulfate

G - Beta-Mimetics

T 4 Ritedrine

8 4 Salbutamol

9 - Terbutaline

10 4 Nylidrin {(NOT TO BE USED FOR RANKING)
11 5 Nifedipime

12 ] Mitric Oxide

13 T Atosiban

14 ] Other Tocolytic(s) (MOT TO BE USED FOR RANKING)

Class "Alcocholfethanol” not compared
Class 8 not to be used for ranking

{ Binomial likelihood, logit link
£ Fixed effects model
t class effects - zero within-class wariance
model | i v&d PROGERM ZTRRTE
for(i im 1l:ms){ % LOCP THROUGH STUDIES
muf[i] ~ dnorm ({0, .0001) $ wvague priocrs for all trial baselines
for (k in 1l:nal[il) { $ LOOP THROUGE RRMS
rli, k] ~ dbin(pli,k]l,nli, k]) f binomial likelihood
{ model for linear predictor

logic(pli, k1) <- mm[i] + dit[i,k]] - dlt[i,1]]
{ ezpected walue of the numerators

rhat[i,k] <- pli,k] * n[i, k]
#leviance contribution

dew[i,k] <- 2 * (r[i,k] * (logi(rli,k])-logi{rhac[i,k]}}

+ (nli,El-rli, k1) * (loginli,k]l-rl[i,k]}) - loginli,kl-
rhat[i,k]1})})
}

i summed residual deviance contribution for this trial

resdev[i] <- sumi{devw[i,l:nal[ill)
}
totresdev <- sum{resdev([]) ¥ Total Besidual Deviance
di1]1=<-0 $# treatment effect is zero for reference treatment
£ treatment =2ffects from Class - fizxed class sffects
for {(k im 2:nt){ d[k] =<=- m[D[k]] }
43
44
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m[l] =— 0O

for (k in 2:nec){ m[k] ~ dnorm(0, .0001) } # priors for mean class effect
£ all pairwise CRs

for {c im 1:(nt-1})) {

for (k in {c+l):ont) {
lor[e,k]l<- d[k]-d[c]
OR[c, k] <- expl(lorl[ec, k])
}
{ select treatments to be used for ranking and economic analysis
for(k inm 1:%9){ dR[k] =<- d[k] }
{ not treatment 10
for(k im 11:13){ dR[k-1] <- d[k] }
£ not treatment 14
# ranking on relatiwve scale
for {(k im 1:ntR) |

- rk[k]<- (ntR+1l)-rank{dR[], k) { events are "good™
rkl[k]l<- rank{dR[]1, k) £ events are "bad"
best[k] <- eguals({rk([k],1l) £ rank=1 is best

fcalculate probability that treat k is h-th best
for (h in 1l:nt) { proklh,k] <- eguals(rk[k],h) }

f Provide estimates of treatment effects T[k] on the natural scale
£ Given a Mean Effect, meanRh, for 'standard' treatment A,

{ with precision (l/variance) prech

L ~ dnormi{meand,prech)

for {(k in 1:ntR) { logitc{T[k]) =<=- A + dR[k] }

£ all pairwise CORs for classes

for {c in 1:(ne-1)){
for (k in {c+l):nc){
lorClass[c, k] <- m[k] - mlc]
ORClass[c, k] <- expim[k] - m[c])

£ rank all classes except last
for {(k in l:nec-1) {

4 rkClass [k] <— {nctl)—rank{m[]1, k) ¥ events are "good"™
rhkiZlass[k] <— rank(m[l:{nc-1}1,k) & events arse "kad"
bestllass (k] <- eguals(rkClass[k]l,1}) $ rank=l is hest

i probk class k is h-th best, probll,k]l=best[k]
for (h in l:nc-1) { probClass[h,k] <- eguals{rkClass[k],h}

} . g =% FROGERM ENDS

Data

# ns= number of studies; nt=number of reatments; nc=number of dasses; D=index of casses
# ntR = number of reat for ranking

list{ns=28, nt=14, nc=8, meanA=-2.314, precA=00B61. ntR=12,
D=c(1.2,2,2,3. 4, 4,44, 4,5, 8,7, 8)

naf] t.1] tL.2] 1.3 . 1] 2] .3 nl1]  nl2] L3 #Stedy Year
3 1 5 g 3 1 2 12 18 2 #Cofton 1984
3 2 5 1 14 1 10 103 B3 118 #rlauser 2012
3 7 12 13 5 7 4 56 )| 58 #Goodwin

2 1 2 A 0 1 ) 20 13 M #Panter 1989
2 1 5 MA 4 4 MA 88 78 NA #Cox  1EED
2 1 7 A 4 2 MA & 5 NA #leveno 1986
2 1 7 A H 7 ) 3z 3a0 M #CPLIG 1982
2 1 12 MA 1 2 MA T3 74 NA #Smith 2007
2 1 12 A 12 16 MA 248 243 NA #Romero 2000
2 2 5 A 2 4 A 42 52 M #Morales 1982
2 2 5 A 4 6 A 14 13 N #Parilla 1887
2 2 7 A 1 4 MA a7 50 NA #Morales 1980
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20
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43
102
110
51
120
111
35
43
o5
63
107
109
20
101
52
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#Besinger 1881
#Fhurki 1221
#Schomr 1288
#McWhorter 2004
#lyell 2007
#Miittendorf MAGnet2002
#Bisits 2004
#Holleboom 1806
#Maitra 2007
#an de Water 2008
#Papatsonis | 199772000)
#Shim 2005
#houtquin 2000
#French/Australian 2001
#Lachapojanart 2007
#Europ=an 2001
#Massar 2009
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FIXED CLASS. RANDOM TREATMENT EFFECTS

Tocolytics: outcome is RDS
Class model - treatments exchangeable within class,
within-class variance is zero (fixed class effects)

& August 2014

Treatments (code, Class, Treat)

1 1 Placebo

2 2 Celecoxib

3 2 Indomethacin

4 2 Ketorolac

5 2 Rofecoxib

G 2 Sulindac

T 3 Magnesium Sulfate (TREATMENT IS ITS OWN CLASS)
8 4 Fenoterol

9 4 Hexoprenaline

10 4 Ritodrine

11 4 Salbutamol

12 4 Terbutaline

13 4 Nylidrin {(NOT TO BE USED FOR RANKING)

14 5 Nicardipine

15 =] Nifedipine

16 =] Atosiban

17 5] Barigiban 1.0 (MOT TO BE USED FOR RANKING)
18 5] Barusiban 0.3 (NOT TO BE USED FOR RANKING)
14 B Barusiban 10 (MOT TO BE USED FOR RANKING)
20 5] Barusiban 3.0 (NOT TO BE USED FOR RANKING)
| T Ethanol (NOT TO BE USED FOR RANKING)

22 g Tocolysis (MOT TO BE USED FOR RANKING)

Class "Nitrates" not compared
Clazses 7 and 8 not to be used for ranking

# Binomial likelihowod, logit link
{ Random effects model for multi-arm trials
# class effects - zero within-class wariance
model | g #&% PROGERM STRRTS
or{i im l:ns){ £ LOCP THROUGH STUDIES
wl[i,1l] =— 0 { adjustment for multi-arm trials is zero for control
arm
delta[i,1] <- 0 ¥ treatment effect is zero for control arm
mu[i] ~ donorm({0, .0001) { vague priocrs for all trial baselines
for (k in 1l:nalil) { # LOOP THROUGH ARMS
rli,k] ~ dbin(pli,k],nli,k]) # binomial likelihood
logicipli, k]1} <— mm[i] + deltali,k] # model for linear predictor
rhat[i, k] <- pli,k] * n[i,k] % expected walue of the numerators
fDeviance contribution
dev[i,k] <- 2 * (r[i,k] * (logi(rli,k])-logi{rhac[i,k]}}
+ (nli,k)l-r[i,k]} * (logi{n[i,k)l-rl[i,k]} - logim[i,Xk]l-
rhat[i,k]1}}) '
£ summed residual deviance contribution for this trial
resdev[i] <- sumidew[i,l:nalill)
for (k in Z2:mnalil) { £ LOOF THEROUGH REMS

# trial-specific LOR distributions
deltali,k] ~ dnorm{md[i,k],tauwd[i, k])
{ mean of LOR distributions (with multi-arm trial correction)
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md[i,k] <- d[eli,k]] - dl=[i,1]] + sw[i,k]
{ precision of LOR distributions {(with multi-arm trial correctionl]
taud[i, k] <- tau *Z*{k-1)}/k
{ adjustment for multi-arm RCTs
wli, k] <— {deltali,k] - di=ii,k]] + 4dlt[i,11])
{ cumulative adjustment for multi-arm trials
swli, k] <- sum(w[i,1:k-11)/(k-1)

}
totresdev <- sum{resdev([]) £ Total Residual Dewiance
dl[1]1=-0 % treatment effect is zero for reference treatment
# treatment 2ffects from Class - fized class sffects
for (k im 2:nt){ d[k] <- m[D[k]] 1
sd ~ dunif (0,5) ¥ vague prior for between—-trial 5D
tau <— pow(sd,-Z) { between—-trial precision = (l/between—-trial wvariance)
m[l] «<- O
for {(k in 2:nc){ m[k] ~ dnorm(d, .0001) } # priors for mean class effect
£ all pairwise CRs
for {c im 1:(nt-1)) {

for (k in {ct+l) :nt) {
lorle,kl<- dlkl-dlec]
OR[c, k] «<- expl(lorlc, k]l
}
{ select treatments to be used for ranking and economic analysis
for(k im 1:12){ dR[k] =<- d[k] }
£ not treatment 13
for(k inm 14:16){ dR[k-1] <- d[k] }
{ not treatments 17-22
{ ranking on relatiwve scale
for {(k im 1:mntR) |

4 rk[k]l<- (ntB+l)-rank{dR[], k] { events are "good”
rk[k]l]<- rank{dRI[], k) £ events are "bad"
best[k] <- egqualsi{rk[k],1l) £ rank=l is bestc

fralculate probability that treat k is h-th best
for (h in l:nt) { problh,k] <- eguals{rklk],h) }

£ Prowvide estimates of treatment effects T[k] on the natural scale
 Given a Mean Effect, meanh, for 'standard' treatment L,

{ with precision (l/variance) prech

L ~ dnorm{meand, prech)

for {(k in 1:ntR) { logit{T[k]) =<- & + dR[k] i

£ all pairwise CRs for classes

for {c im 1:(nc-1)){
for (k in {c+l):nc)
lorClass([ec,k] <- m[k] - mlc]
QRClass[c, k] <- expim[k] - m[c])

£ rank all classss except last two

for {(k im l:nc-2Z) {
rkClass[k] <- rankim[l:{nc-2)1,k) £ events arse "kad"
bestllass[k] <— eguals (rkClass[k],l) # rank=l is kest
{ prok class k is h-th best, probl[l,k]=best([k]
for (h in l:nc-2} | prokClass[h,k] <- eguals{rkClass[k],h)}
} g #++* PROGEAM ENDS
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# ns= number of studies; nt=number of reatments; nc=number of dasses; D=mndex of dasses
# ntR = number of treat for ranking
Iistins=47, nt=22, nc=8, meanf=-1.75, precA=0555, ntR=15,

naf] 1] tL.2]

n[.3] ni4]
5 1 17
32 35
4 1 10
41 45
3 1 7
] MA
3 3 7
118 MA
3 10 16
5B a2
2 1 3
NA MA
2 1 3
MA A
2 1 3
MA A
2 1 7
NA MA
2 1 10
MA A
2 1 10
MA A
2 1 10
MNA MA
2 1 10
MA MA
2 1 10
MA A
2 1 16
MNA MA
2 1 16
MA MA
2 1 22
MNA MA
2 2 3
MA MA
2 3 g
MNA A
2 3 7
NA MA
2 3 7
MA MA
2 3 10
MHA MA
2 3 13
NA MA
2 4 7
MNA MA
2 ] 7
MNA MA
2 7 12
NA MA
2 7 15
MA MA
2 7 15
MNA MA
2 B 10
MA MA
2 ] 1
MA MA
2 10 10
MA A
2 10 12
MNA MA
2 10 15
MA MA
2 10 15
MNA MA

1.2
n[.3]
18
32
10
MA
12
MA
18

%

16
57

St e S s L S e R

t.4]

Ak,

13

1L3] 1]
Study

x 1
Thomiton 2009
NA 1
Larsen 1930
NA a
Cotton 1934
NA 41
Klauser 2012
NA 5
Goodwin 1998
NA 2
Miebyl 1930
NA 2
Panter 1999
NA <
Zuckerman
NA 15
Cox 1990
NA 3
Spellacy 1973
NA i
Larsen 1938
NA 24
Merkatz 1930
NA 24
Leveno 1938
NA a0
CPLIG 1992
NA 0
Goodwin 1994
NA 54
Romerc 2000
NA 22
Wemner 1933
NA 1
Stika 2002
NA 1
Rasanen 1995
NA 5
Morales 1993
NA 5
Parilla 1997
NA |
Morales 19389
NA 3
Huarki 1991
NA 2
Schomr 19938
NA 18
McWhorter
NA 3
Miller 1982
NA 2
Floyd 1995
NA 24
Lyell 2007
NA 4
Essed 1873
NA 7
Gummerus
NA 17
Helleboom
NA 2
Cartis 1934
NA 1
Maitra 2007
NA 3
Cararach 2008

2] .3 4] 4] n.1]
2 0 T 2 3z
4 5 2 NA a5
[i] 4 NA MNA 12
] 34 NA MA 102
& T 3 2 56
3 MA NA MNA 15
4 MA NA MA 20
1 MNA NA NA 18
19B4

15 MA NA MA ag
1] MA NA MA 15
3 MNA NA NA 50
20 MA NA MA 122
25 MA NA MA 55
] A NA NA k]
3 MA NA MNA 57
L] MA NA NA 28z
135 A NA NA 42
1 MA NA MNA 12
1] MA NA NA 10
5 MA NA MNA 42
5 MA NA MA 14
12 MA NA NA a7
2 MA NA MNA 30
4 MA NA MA 45
18 MNA NA NA 9z
2004

2 MA NA MA 15
5 MA NA MA 40
21 A NA NA 106
2 MA NA MNA 48
4 MA NA NA 70
18B3

12 A NA NA 11
1906

5 MA NA MNA n
1] MA NA MA 35
2z A NA NA 39
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57
2B3

43
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110
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2 10 15 NA A NA 3 3 NA MA NA 43 48
MA MA N # Van de Water 2008

2 10 15 N& A NA 4 4 NA MA A 28 a0
NA A NA g Al-Ciattan 2000

2 10 15 N MA M | 23 NA MNA A 80 g5
NA MA N& g Papatsonis (1997/2000) 1097

2 10 18 NA A A i 3 NA MA NA B3 B3
MA MA N # Shim 2008

2 10 18 N& NA N 1 0 NA NA NA 22 23
NA A NA g Lin 2009

2 10 16 N MA M 14 15 NA MNA A 107 107
MA MA N& # Moutquin 2000

2 10 bl NA A NA 8 15 NA MA NA 73 T
MA MA N& # Lauersen 1877

2 1 14 N& MA o 3 5 NA NA NA 21 24
NA A NA g Trabelsi 2003

2 1 18 N& MA M 10 14 NA MA MA g8 108
MA MA N& # FrenchiAustralian 2001

2 12 15 NA NA NA 2 2 NA MA NA 18 20
MA MA N& # Lachapoianart 2007

2 12 18 N& NA M 28 17 NA NA A 105 101
NA MA NA g European 2001

2 15 15 N& MA MA 8 10 NA MA MA g 52
MA HA N& # Nassar 2009

2 15 18 NA MA NA 10 5 NA MA NA 23 25
MA MA N& # Al-Omari 2008

END
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SAMPLE WINBUGS CODE FOR EGA

FIXED CLASS, RANDOM TREATMENT EFFECTS

Tocolytics: outcome is EGA at delivery
Class model - treatments exchangeable within class,
within-class variance is zero (fixed class effects)

1 August 2014

Treatments (code, Class, Treat)

1 1 Placebo

2 2 Celecoxib

3 2 Indomethacin

4 2 Ketorolac

5 2 Mimeluside

6 2 Rofecoxib

T 2 Sulindac

8 3 Magnesium Sulfate (TREATMENT IS ITS OWM CLASS)
9 4 Fenoterol

10 4 Isoxsuprine

11 4 Ritodrine

12 4 Salbutamol

13 4 Terbutaline

14 4 Mylidrin {NOT TO BE USED FOR RAMEIMG)

15 = Micardipine

16 5 Mifedipine

17 B Mitric Oxide

18 7 Atosiban

14 8 Tocolysis (MOT TO BE USED FOR RANKING)

Class "Alcohol/ethancl” not compared
Class 8 not to be used for ranking

$ Hormal likelihood, identity link
£ Bandom effects model for multi-arm trials
£ class effescts - zero withinm-class variancs
model { g *%% PROGEARM STRRETE
or{i in l:ns){ £ LOOP THROUGH STUDIES
wl[i,1l] «<- 0 £ adjustment for multi-arm trials is zero for comntrol
arm
delta[i,l] =<— 0 $ treatment effect is =zeroc for control arm
muf[i] ~ dnorm{0, .0001) { vague priors for all trial baselines
for (k in 1l:mnalil) { £ LOOF THROUGH REMS
var[i, k] <— powisel[i,k],Z2) 2 calculate warilances
prec[i, k] =- lj/wvar[i, k] % set precisions
vI[i, k] ~ dnorm(thetal[i,k],prec[i,k]) # binomial likelihood
thetali, k] <- mu[i] + deltcali, k] $ model for linear predictor

fDeviance contribution
dewv[i,k] <- (vI[i,k]l-thetali,k]l)*{v[i,k]-thetali,k]) *precli, k]

}
i summed residual deviance contribution for this trial
resdev[i] <- sum{dev[i,l:malil])
for (k in 2:nalil) { ¢ LOOF THROUGH ARMS
i trial-specific LOR distributions
deltali,k] ~ dnorm{md[i, k], taud[i,k])

{ mean of LOR distributions, with multi-arm trial correction
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{ precision of LOR distributions {(with multi-arm trial correction]
taud[i, k] <- tau *Z*(k-1}/k

£ adjustment, multi-arm RCTs
wli, k] =<— {deltafli,k] - dltli,k]] + dlt[i,11])

{ cumulative adjustment for multi-arm trials
swli,k] <- sumiw[i,1l:-k-11)/(k-1)

md[i,k] <- d[sli, k]] - di=[i,11] + swli, k]

1

totresdev <- sum{resdev[]) $Total Residual Deviance
di1]<-0 & treatment effect is zero for control arm
£ treatment 2ffects from Class - fixed clazss =ff=cts
for (k im 2:nt){ d[k]l] <- m[D[k]] 1
sd ~ dunif(0,20) { vague prior for between—-trial SD
tau <- pow(sd,-Z) £ between-trial precision = (l/bstween-trial wariance)
m[l] <= 0
for {(k in 2:nc){ m[k] ~ dnormi(d, .0001) } # priors for mean class effect
£ all pairwise differsncess
for {c im 1:(nt-1)) {

for (k in {c+l):nt) [ diffle,k]l<- d[k]-d[=] }

£ select treatments to be used for ranking
for(k in 1:13){ dR[k] =- d[k] }

£ not treatment 14

for(k im 15:18){ dR[k-1] <- d[k] }

{ not treatment 1%

{ ranking on relative scale

for {(k im 1:ntR) |

rk[kl<- (ntB+l)-ranki(dB[], k} # larger walues are "good®
4 rklk]l<- rank({dR[], k) £ larger wvalues are "bad"

best[k] <- egualsirk[k],1l} £ rank=l is bhesst
fralculate probability that treat k is h-th best

for (h in 1l:nt) { problh,k] <- eguals{rklk],h} }

i éll pairwise differsnces for classes
for {c inm 1l:i(nc-1))1
for (k in {ct+l):nc){ diffClass[c,k] <- ml[k]l] - m[c]

£ rank all classes except 8
for {(k im 1l:nec-1) {

rkClass[k] <- nc-rank{m[l:({nc-1)],k}) # larger walues are "good"
bestllass [k] <- eguals ({rkClass[k],1l) & rank=l i1s hest

{ prok class k is h-th best, probl[l,k]l=best([k]
for (h in l:nc-1} { probkClass[h,k] <- eguals{rkClass[k],h)

1 . § *** PROGEAM ENDS

Data

# ns= number of studies; nt=number of reatments; nc=numier of dasses; D=index of classes
# ntR = number of reat for ranking
listins=48, nt=13, nc=E, ntR=17,

D=c(1.2,2,2,2.2,2,3,4.4,4,4.4,4,56.6,7,8)

naf] 1] t.2] 1.3] y[.1] ¥i.2] yL.3 sel 1] =eld] se[3] # Study  Year

3 1 g 13 32 31 331 0.730013405 0475 0757071922 #
Cotton 1884

3 3 5 7 72 384 331 0832455532 0.158113883 0.318227766
# Sawdy 2003

3 3 8 18 ME 32 B 0450287265 0.423014303 0441261304
# Klauser 2012
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2 1 18
Shim 2008
2 1 18
Moutquin 2000
2 1 18
2009
2 12 15
Jannet 1997
2 12 15
Trabelsi 2008
2 12 18
FrenchiAustralian
2 13 16
Weerakul 2002
2 13 18
European
2 16 16
Massar 2002
END
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