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Appendix I: Forest plots

1.1 Forest plots for review question: Information and support

No forest plots were generated for this review question

|.2 Prophylactic vaginal progesterone and prophylactic
cervical cerclage

1.2.1 Prophylactic progesterone

This section was updated and replaced in 2019. Please see the nice website for the updated
guideline.
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1.2.2 Prophylactic cervical cerclage

Figure 1: Prophylactic cervical cerclage versus no cerclage - perinatal death

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Evenis  Tolal Events Total ‘Weight M-H, Fboed, 95% CI M-H, Fied, %5% CI
1.1.1 History-indicated cerclage vs no cerclage
Ezechi 2004 0 39 42 19% 0210001, 434) -
Rush 1984 9 13 9 83 69% 1020042 2.48] —
MRCHRCOG 1993 53 B35 BE 629 S51.3% 080[0%56,117 :
Sulbitotal (95% CI) T 7éa  60U0%  0.B0 [0.58, 1.10]
Tobal events 62 7
Heterogeneity, Chi®= 103, déf= 2 (P = 0.60), P= 0%
Testfor overall efect Z=1.35(P=0.18)
1.1.2 Omniz-of witr asound.indicated cerclage in high risk for PTL vs no cerclage
To 2004 2 6 3 30 21% 0.7T[014,4.25) ——
Subtotal (95% CI) 26 30 2 07704, 4.246] i
Total events 2 3
Heterogeneity Mot applicable
Test for overall effect Z= 030 (P = 0.76)
1.1.3 Serial ultrasound.indicated cerclage in high risk for PTL vs no cerclage
Althuisius 2001 1} 19 3 16 19% 012[0001,219] —
Berghella 2004 4 5 4 22 33%  083[0.253.11) ——
Rust 2000 T Bl 5 B8 31T% 151051, 457 .
Crwven 2009 13 148 2% 152 194% 053 (0.28,1.00) —a—
Subtotal (95% CI) 253 256 290%  0.66[0.41, 1.06] L
Total events b | ar
Heterogeneity, Chi®= 417, df= 3 (P =0.24); F= 28%
Tast for overall efact Z=1.72 (P = 0.09)
1.1.4 One-off ultrasound.indicated cerclage in lowunspeclied risk for PTL vs no cerclage
Berghella 2004 0 3 0 T Mot estimable
Rust 2000 5 43 237 AT 2150044, 10.44]) —r——
To 2004 T {11 9 485 7% 074029, 191] s
Subitotal (95% C) 147 140 88%  1.01[0.46,2.22] -
Total evants 12 1
Heterogeneity: Chi?=1.30, éf=1 (P = 0.26), F= 23%
Test for overall efect Z= 0.01 (P =099
Total (95% CI) 1196 1195 100.0%  0.78 (61, 1.00] L
Total evants 100 128
Heterogeneity. Ch= 710, df= 9 (P = 063, PF= 0% u;u:uz 9:1 1:0 su"o

Test for overall efact X = 1.99 (P = 0.05)
Tastfor subaroup diferences: Chf= 092, df=3P=082.P=0%

Favouwrs experimental Favours condrol
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Figure 2: Prophylactic cervical cerclage versus no cerclage - Serious neonatal morbidity

Extperimental Control Risk Ratio Risk Ratio
Studyor Subgroup  Events  Tolal Events Total Weight M-, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.2 One-off ultrasound-indicated cerclage in high risk Tor PTL vs no cerclage
To 2004 2 26 3030 68% 07T[014,425] —
Subtotal (95% CI) 26 30 GE% 077094, 4.25] | —em——
Tolal events 2 3

Heterogeneity Mot applicable
Testfor overall efact = 0.30 (P = 0.76)

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

Berghella 2004 & 2% L] 22 155% 0880033, 233 T,
Owen 2009 16 148 12 153 43.0% 092049, 1.73)

Rust 2000 3 €1 8 66 140% 0540014, 207

Subtotal (95% CI) 23 241 T25%  0.84(0.51, 1.37]

Total events 25 30

Heterogeneity. Chi= (.50, ¢f= 2 (P=0.78), F= 0%
Test for overall efact Z = 0.70 (P = 0.48)

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

Berghella 2004 1 3 2 T 29% 147[016, 048] —_—

Rust 2000 4 43 3 O OTE% 1450027, 4.80) —————

To 2004 T 1m 4 95 100% 1660050, 550 o

Sulbitotal (35% CI) 147 140 20.7%  1.40[061, 3.23)

Total evants 12 9

Heterogeneity, Ch= 0,19, df= 2 (P = 0.91); P= 0%

Testfor overall efect Z= 0.79 (P = 0.43)

Total (5% CI) 407 411 100.0% 095 (0063, 1.43)

Total events k| 42

Heterogeneily ChiP=1.72, df=8 (P=0.94), P= 0% 'u m 0:1 I 1:n ma:

Test for overall efect 2= 0.25 (P = 0.80)

Favours experimental Favours control
Test for subgroup differences: Chf= 113, df= 2 (P= 057, P= 0% ¥
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Figure 3: Prophylactic cervical cerclage versus no cerclage- Preterm birth before 37+0

weeks
Experimental Control Risk Ratio Risk Ratio

Study of Subgroup  Events  Total Bvents Total Welght M-H, Random, 95% C1 M-H, Random, 95% C1
1.7.1 History-indicated cerclage vs no cerclage
Ezechi 2004 3 34 15 42 1.8% 0.22 (0,07, 0.649]
Lazar 1984 18 268 13 238 45% 1.23[0.62, 2.46) o
MRCRCOG 1993 161 G35 190 629 195% 0.84 [0.70, 1.00] i_
Rush 1984 33 1] 3 a9 9.9% 1.08[0.73,1.63)
Subtotal (95% Cl} 1038 1007 35.7% 0.86 [0.59, 1.27]
Total events 215 249
Heterogeneity. Tau®= 0.09; Chi*= 7.89, df= 3 (P = 0.05); F= 62%
Testfor overall effect 2= 074 (F = 0.46)
1.7.2 One-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage
To 2004 3 26 12 30 57% 0.55 [0.30, 0.99] ===
Subtotal (95% CI) 26 30 5% 0.55 [0.30, 0.09] -
Tolal events 9 19
Heterogenarty. Mot applicable
Testior averall effect 2= 1.99 (P = 0.05)
1.7.3 Serial ultrasound-indicated cerclage in high risk for PTL vs no cerclage
Althuisius 2001 4 19 10 16 26% 0.34 [0.13,0.87) e —
Berghella 2004 13 15 14 1 TE% 0.82 (0,50, 1.34] el T
Criven 2009 111 148 91 153 17.3% 0.75 [0.60, D.94] -
Fust 2000 i) 7] 28 BB 102% 1.01 (0068, 1.449) =
Subtotal (95% CI} 253 257 IT.6% 0,78 [0.60, 1.02] *
Total events 110 144
Heterogeneity, Tau®= 0,03, Chi*= 4,80, df=3 (F=019), P= 38%
Tast for aoverall effect Z=1.82 (P = 0.07)
1.2.6 Ome-off ultrasound-indicated cerclage in lowiunspecified risk for PTL vs no cerclage
Berghella 2004 1 i 3 T 09% 0.39 (0,08, 1.98) e
Rust 2000 22 43 18 ar 9.8% 1.05 [0.68, 1.64] =
To 2004 k¥ 1[11] 44 96 11.3% 0.69 [0.48, 0.949] =]
Subtotal (95% CIj 147 140 21.0% 0.80 [0.55, 1.16] L
Total events 55 68
Heterogeneity, Tau®= 0.03; Chi*= 200, df= 2 (P=023; F=31%
Testfor overall efect Z= 1.16 (P = 0.25)
Total (95% CIy 1464 1434 100.0% 0.80 [0.69, 0.95] L]
Total events 3ga 480 ; . . .
Heterogeneity, Tau?= 0.03; Chi"= 1811, df = 11 (F = 0.08); F = 39% TR T

Test for overall effect Z= 264 (P = 0.008)
Test for subgroup differences: Chif= 166, di= 3 (P = 065), F= 0%

10

Fawours experimental Favours control
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Figure 4: Prophylactic cervical cerclage versus no cerclage- Preterm birth before 34+0

weeks
Experimental Comitrol Risk Ratio Hisk Ratio

Studhy or Subgroup  Events  Total Events Total Welght M-H, Random, 95% CI M-H, Ranidom, 95% CI
1.8.1 History-indicated cerclage vs no cerclage
Ezechi 2004 0 34 11 42 03% 0.05 [0.00,0.77] e —
MRCRCOG 1993 a2 635 113 629 3295% 0.81 [0.63,1.04)
Rush 1984 14 46 14 98 54% 1.02 [0.51, 2.03] &
Subtotal (35% CI) 770 769 45.2% .76 [0.40, 1.46]
Taotal events 106 138

Heterogenaity, Tauw= 017, Chi"= 466, di= 2 (P=010), F= 7%
Testior averall effect Z= 081 (P =0.42)

1.8.2 Ome-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage

To 2004 B 6 11 o 35% 0.63]0.27,1.486] T B
Subtotal (95% CI} 26 I 35% 063 [0.27, 1.46] g o8
Total evenis B 11

Heteroganeaity, Mot applicable
Test for averall effect Z=1.07 (P = 0.28)

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

Althuisius 2001 i 14 716 03% .06 [0.00, 0,92

Berghella 2004 10 5 11 27 6% 0.80[0.42, 1.51] —
Creeen 2009 42 148 a7 153 233% 0,76 [0.55, 1.08] bl
Rust 2000 13 61 15 66 58% 0.94 [0.49,1.81] —
Subiotal (95% CI) 253 257  35.7% 0.77 [0.55, 1.10] +*
Total events 65 a0

Heterogeneity, Tau?= 0.03; Chi*= 3,92, df= 3 P =0.27), P= 23%

Test for owerall effect 2= 1.42 (P =0.15)

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

Berghella 2004 0 3 1 To0a% 0.67 [0.03, 12.96)

Rust 2000 11 43 12 37 53% 0,79 [0.40,1.57] —_—
To 2004 23 101 25 6 10.0% 0.84 [0.51,1.38) .
Subtotal (95% CI} 147 140 15.6% 0.82 [0.55, 1.22] *
Total events 33 38

Heterogeneity. Tau®= 0,00, Chi*= 0,04, df= 2 (F=098), P= 0%

Testfor overall effect Z= 093 (P=0.32)

Total (85% Clj 1196 1196 100.0% 0.74 [0.68, 0.93] L
Tolal evenis 210 Fix

Heterogeneity, Tau®= 0.00; Chi*= 2,88, df= 10 (P = 0.54), F= 0% h o ui . 1:':' r W:

Test for averall effect Z= 287 (P = 0.004)

Favours experimenial Favours control
Test for subaroup differences: Chif= 030, df= 3 (P= 0.96), F= 0% "

11
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Figure 5: Prophylactic cervical cerclage versus no cerclage- Preterm birth before 38+0

weeks

Experimental Comitrol 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 History-indicated cerclage vs no cerclage

Ezechi 2004 0 34 1 42 1.0% 0.36 [0.02, 8.54]
MRCIRCOG 1993 53 635 B 629 438% 0.81 [0.57,1.14]
Rush 1984 7 a6 T 88 46% 1020037 2800
Subtotal (95% Clj T f69 494% 082059, 1.13]
Total events 1] 72

Heterageneaity Chi*= 045, df= 2 (F= 0.80); F= 0%
Testfor averall effect Z=1.21 (P =0.23)

1.8.2 Ome-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage

To 2004 3 16 5 . 3% 069018, 267
Subtotal {95% CI} 26 30 3% 06T [0.18, 2.62]
Total evenis 3 5

Heteroganeaity, Mot applicable
Test for averall effect Z= 0.54 (P = 0.59)

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

Althuisius 2001 0 19 3 16 25% 042[0.01,2.19
Berghelia 2004 B 25 5 22 36%  1.06[0.37,2.99
Creven 2009 2 148 33 153 B% 0.66 [0.40,1.08]
Rust 2000 ] 61 1 66 TA% 0.89 [0.39, 1.99]
Subiotal (95% CI) 263 257 35.0%  0.71[0.48, 1.04]
Total events 26 52

Heterogeneity, Chi*= 2.38, df= 3 (P = 0.50), F= 0%
Tastior overall efect Z= 1.78 (P = 0.08)

1.9.5 One-off ultrasound-indicated cerclage in lowiunspecified risk for PTL vs no cerclage

Berghella 2004 i 3 1 T 07% 0670031296
Rust 2000 7 43 § 37  36% 120042, 3.48
To 2004 12 101 12 86 83% 0950045 2.01]
Subtotal (95% CIj 147 140 125% 1,01 [0L55, 1.83]
Total events 14 18

Heterogeneity, Chif= 0.21, df= 2 (F = 0903 F= 0%
Test for overall effect Z= 0.03 (P = 0.99)

Total (95% Cl) 1196 1196 100.0% 080 [0L64, 1.00]
Total events 118 148

Heterageneity, Chi= 3.87, df= 10 (P = 0.95);, F= 0%

Test for averall effect Z=1.95 (P = 0.05)

Test for subaroup differences Chif=1.05, di=3 (P= 0.79), F= 0%
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Figure 6: Prophylactic cervical cerclage versus no cerclage- maternal side effects

Experimental Contral Risk Ratio Risk Ratio
Sty or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% Ci
1.17.1 History-indicated cerclage vs no cerclage
Lazar 1984 1] 268 43 238 4T709% 1.24 [0D.87,1.76]
Rush 1984 1" 96 4 48 MT% 2811093, 8.51]
Subtotal (95% CI) 364 36 TR 1.57 [0.76, 3.24)
Total evants ™ 47
Heterogeneity: Tau®= 016, Ch®= 192, d¢f=1FP=01T), F= 48%
Testfor ovarall effact Z=1.21 (P = 0.23)
1.17.2 One-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage
Subitotal (95% CI o o Not estimakile
Total events 0 L]
Heterogeneity: Mot applicable
Testfor overall affect Mol applicable
1.17.3 Serial ultrasound-indicated cerclage in high risk for PTL vs no cerclage
Subtotal (95% CI o o Hot estirmabile
Total events il 1]
Heterogeneity: Mol applicable
Testfor overall effiect Mot applicable
1.17.4 Physical exam-indicated cerclage in high risk for PTL vs no cerclage
Subtotal (95% CI) o 1] Hot estimable
Total events 0 Li]
Heterogenaity: Mol applicable
Testfor overall efiect Mot applicable
1.17.5 One-off ultrasound-indicated cerclage in lowunspeciied risk for PTL vs no cerclage
To 2004 12 127 2 1268 224% 5.95[1.36, 26.06] —
Subtotal (95% CIj 127 126 224%  6.95[1.36, 26.06] i
Total events 12 2
Heterogeneity: Mol applicable
Testfor overall effect Z= 237 (P =0.02)
Tatal {95% CIy 491 462 100.0% 2,25 [0.89, 5.69] =il
Total evants 83 49
Heterogeneity Tau?= 0,44, ChP= 583, df= 2 (P =005, F=86% bor 0 1 0 100

Testfor ovarall effect Z=1.70 (P = 0.08)
Testfor subgroup differences: Chi'= 253, df=1 (P =011 P = G0.4%

13

Fawours experimental  Favours confrol
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Figure 7: Prophylactic cervical cerclage versus no cerclage- pyrexia

Experimental Caontrol Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight MM, Fixed, 95% €I M-H, Fixed, 95% €I
1.19.1 Historg.indicaled vs, no cerclage
MRCIRCOG 1993 23 407 1 391 69.4% 2.01 [0.99, 4.07] =
Rush 1984 1 9§ 4 98 245% 281093 851 ——
Sulitotal (95% CT) 503 480 930%  222[1.22,4.01] -
Total events k| 15

Heterogeneity: Chi*= 0.25, df=1 (P'= 0.62), = 0%
Testfor overall effect Z= 2,63 (P = 0.008)

1.19.2 One-off ultrasound-indicated cerclage in high risk for PTL vs no cerclage

To 2004 1 6 0 30 29% 3.44(0.15, 81.00]
Subitotal (95% CI) 26 30 29%  3.44[0.15,81.09] e —
Total events 1 ]

Hetarogeneity: Mot applicable
Testfor overall effect Z=0.77 (P = 0.44)

1.19.3 One-off ulrasound-indicated cerclage i lovwaunspeciied risk for PTL vs no cerclage

To 2004 T [ 1] 0 86 32% 6.66([0.35127.20) ’
Sulitotal (95% CI) 104 96 32% 6.66(0.35 127.20] e —
Total events 3 1]

Heterogeneity: Mol applicable
Testfor overall effect Z=1.26 (F = 0.21)

Total (95% C1) B30 615 1000%  2.30[1.35,4.23] -

Total evants 38 15

Heterogeneity: Chi*= 083, df =3 F = 0.84); F= 0% "i;| 0 u'l1 110 1IZIIZI'r
Test for overall effect Z= 3.00 (P = 0.003) Fawours experimental Favours control

Testfor subgroup differences: Chi*= 057, dfi=2 (P =0.75).P=0%

1.3 Diagnosing preterm prelabour rupture of membranes (P-
PROM

Figure 8: Positive likelihood ratio for diagnosing preterm pre-labour rupture of membranes

1000
100
10
1
01
= = = =
oo w w =
= E'g E‘% w
= 3 = = M.
= o L o A =
w 2= = o
a2 — 5= 5=
- m w o o o
=0 [{= w
55 A =9
. m o o o 9
-4 = 5 @ £
—=. == =. =
= =
I T
— m — m
23 2
o o
- -




PTLB Appendices | & J

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 9: Negative likelihood ratio for diagnosing preterm pre-labour rupture of
membranes
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1.4 Antenatal prophylactic antibiotics for women with P-PROM
1.4.1 Any antibiotic versus placebo
1.4.1.1 Neonatal outcomes

Figure 10: Perinatal death

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.2.1 Any antibiotic versus placebo
Cox 1995 1 3l 5 3l 1.0% 0.20 [0.02, 1.61] e —r
Garcia 1995 2 i0 5 30 1.7% 0.40 [0.08, 1.90] —_—
Grable 1996 i} 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 82 1225 71.2% 0.94 [0.74, 1.20] N
Kurki 1992 1 57 1 58 0.6% 1.02 [0.07, 15.88]) e —
Lockwood 19932 3 ir k1 a5 1.B8% 0.95 [0.20, 4.38) e
MecGregor 1991 B 28 i} 27 0.5%  12.55 [0.74, 212.52] b
Mereer 1992 6 106 1o 114 4.4% 0.65 [0.24, 1.71] -1
Mercer 1997 19 299 18 312 10.9% 1.10 [0.59, 2.06] -+
Ovalle 5alas 1997 7 42 & 43 4.2% 1.19 |0.44, 3.26] e
Svare 1997a 2 i0 Z a7 L.2% 1.23 [0.18, 8.25] —_—
Subtotal (95% CI) 4315 1986 100.0% 0.93 [0.76, 1.14] L
Total events 276 138

Heterogeneity: Tau® = 0.00: Chi' = 8.73, df = 11 (P = 0.65% F = 0%
Test for overall effect: Z = 0.69 (F = 0.49)

1.2.2 All penicillin (excluding co-amoxiclav) versus placebo

Grable 1996 0 31 Z 29 96% 0.19 [0.01, 3.75] —
Johnston 1990 3 40 4 45 42.0% 0.84 [0.20, 3.54]

Kurki 1992 1 57 1 58 11.5% 1.02 [0.07, 15.88]

Lockwood 1993a 3 37 3 35 36.9% 0.95 [0.20, 4.38]

Subtotal (95% CI 165 167 100.0% 0.78 [0.31, 1.97]

Total events I 10

Heterogeneity. Tau® = 0.00; Chi® = 1.00, df = 3 (P = 0.80) I" = 0%
Test for overall effect: Z = 0.53 (P = 0.600

1.2.3 Beta lactum (including co-amoxiclav) versus placebo

Cox 1995 1 il 5 31 28.4% 0.20 [0.02, 1.61] —
Kenyan 2001 79 1205 41 613 71.6% 0.98 [0.68, 1.41]

Subtotal (95% CI 1236 644 100.0% 0.62 [0.15, 2.56] J-
Toral events 80 46

Heterogeneity: Tau® = 0.69; Chi' = 2,17, df = 1 (P = 0.14) ' = 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 Bl3 54.1% 0.88 [0.61, 1.28]

McGregor 1991 & iB 0 27 5.0% 12,55 [0.74, 212.52]

Mercer 1992 & 106 10 114 26.9% 0.65 [0.24, 1.71]

Subtotal (95% CI} 1354 784 100.0% 0.583 [0.43, L.60]

Tatal events 84 56

Heterogeneity: Tau® = 0.17; Chi = 4.82, df = 3 (P = 0.19) I = 38%
Test for overall effect: Z = 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] E &
Owvalle Salas 1997 7 42 1] 42 25.9% 1.17 [0.43, 3.18] —
Swvare 1997a 2 30 2 37 7.2% 1.23 [0.18, 8.25] “—p—
Subtotal (95% CI) 371 391 100.0% 1.13 [0.68, 1.B8] L 2
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 (F = 0.65)
0.001 01 o 1000
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Figure 11:  Neonatal necrotising enterocolitis

Treatment Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% CI

Risk

M-H, Random, 95% CI

Ratio

LE5.1 Any antibiotic versus placebo

Cox 1995 § 31 0 3l 3.1% 11.00[0.63, 190.79]
Fuhr 2006 1 47 3 58 4% 0.41[0.04, 3.83]
Grable 1996 1 31 1 F 3.3% 0.94 [0.06, 14.27]
Johnston 1990 2 40 3 45 7.2% 0.75[0.13, 4.26]
Kenyon 2001 55 3584 6 1225 19.2% 3.13[1.35, 7.26]
Lockwood 1993a 2 7 L1 35 2.8% 4.74 |0.24, 95.33]
MeGregor 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 /] 42 1 43 2.5% 0.34 (0.01, 8.14)
svare 1997a 0 30 1 Er 2.5% 0.41[0.02, 9.68]
Subtotal (95% CI) 4273 1956 100.0% L.09 [0.65, 1.83]
Total events 100 58

Heterogeneity: Tau® = 0.18: Chi' = 13,98, df = 10 (P = 0.17); I = 28%
Test for overall effect: 2 = 0.32 (P = 0.75)

1.5.2 All penicillin {excluding co-amaonxiclav) 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 1993a 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); FF = 0%
Test for owerall effect: 2 = 0.25 (P = 0.80)

1.5.3 Beta lactum (including co-amoxiclav) versus placebo

Cox 1995 5 31 L 31 15.0% 11.00[0.63, 190.79]
Kenyon 2001 24 1205 3 613 B5.0% 4.07 [1.23, 13.486]
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: Z = 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]
MeGregor 1991 2 26 4 27 16.5% 0.52 (0,10, 2.60]
Mercer 1992 8 106 12 114 57.2% 0.72 [0.31, 1.69]
Subtotal (95% CI) 1322 754 100.0% 0.88 [0.45, 1.69]
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(P = 0.70)

1.5.5 Other antibiotic versus placebo

Grable 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]
Ovalle Salas 1997 1] 42 1 43 2.5% 0.34 [0.01, 8.14]
Svare 1997a 0 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: 2 = 0.47 (P = 0.64)
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Figure 12:  Neonatal necrotising enterocolitis

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.1 Any antibiotic versus placebo
Cox 1995 5 31 L] 31 3.1% 11.00[0.63, 190.79] 1
Fuhr 2006 1 47 3 58 4.8% Q.41 [0.04, 3.83] e
Grable 1996 1 31 1 29 3.3% 0.94 [0.06, 14.27] ——
Johnston 1990 2 40 3 45 7.2% 0.75[0.13, 4.26] m——
Kenyon 2001 55 3584 6 1225 19.2% 3.13 [1.35, 7.26] —t—
Lockwood 1993a 2 i7 0 35 2.8% 4.74 [0.24, 95.33] —
MecGregor 1991 2 26 4 27 B.2% 0.52 [0.10, 2.60] S
Mercer 1992 8 106 12 114 18.9% 0.72 [0.31, 1.69] —e
Mercer 1997 24 299 27 312 27.6% 0.93 [0.55, 1.57] -+
Owalle Salas 1997 4] 42 1 43 2.5% 0.34 [0.01, 8.14] N
Svare 1997a 4] 30 1 37 2.5% 0.41 [0.02, 9.68] m—
Subtotal (95% CI) 4273 1956 100.0% 1.09 [0.65, 1.83] L 2
Total events 100 58

Heterogeneity: Tau’ = 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 ¢o-amaoxiclav) versus placebo

Fuhr 2006 1 a7 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 i7 1] 315 17.3% 4.74 |0.24, 95.33] ;—
Subrotal (95% CI) 124 138 100.0% 0.85 [0.25, 2.97]

Total events 5 [

Heterogeneity: Tau® = 0.00; Chi' = 1.71, df = 2 (P = 0.43); I" = 0%
Test for overall effect: Z = 0.25 (P = 0.80)

1.5.3 Beta lactum (including co-amaoxiclav) versus placebo

Cox 1995 5§ 31 0 31 15.0% 11.00[0.6%, 190.79) A
Kemyon 2001 24 1205 3 613 B5.0%  4.07 [1.23, 13.46) —t
Subtotal (95% CI) 1236 644 100.0% 4.72 [1.57, 14.23]

Total events 29 3

Heterageneity: 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 3 613 26.3% 1.89 [0.53, 6.75] -T=
McGregor 1991 2 26 4 27 16.5% 0.52 [0.10, 2.60] o
Mercer 1992 & 106 12 114 57.2% 0.72 [0.31, 1.69] t
Subroral (95% CI) 1322 754 100.0% 0.88 [0.45, 1.69]

Total events 21 19

Heterogeneity: Tau® = 0.01; Chi* = 2,03, df = 2 (P = 0.36) FF = 2%

Test for overall effect: 2 = 0.39 (P = 0.70)

1.5.5 Other antibiotic versus placebo

Crable 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) .
Owalle 5alas 1997 4] 42 1 43 2.5% 0.34 [0.01, B.14] ——
Svare 1997a o 30 1 37 2.5% 0.41 [0.02, 9.68] —_—
Subtotal (95% CI) 402 421 100.0% 0.89 [0L54, 1.47] L
Total events 25 30

Heterogeneity: Tau’ = 0.00; Chi' = 0.61, df = 3 (P = 0.89); I' = 0%
Test for overall effect: 2 = 0.47 (P = 0.64)

o001 o1 1 o 1000

Figure 13: Birth before 37 weeks' gestation

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kemyon 2001 J049 3584 1041 1225 843 1.00 [0.97, 1.03)
MeCregor 1991 28 28 27 27 13.0% 1.00 [0.93, 1.07]
Svare 1997a 27 0 34 37 2.7% 0.98 [0.84, 1.14]
Total (95% CI ib42 1289 1O00uDrs 1.00 [0.98, 1.03]
Total events 3104 1102
Hettrogentity: Tau’ = 0.00; Chi' = 0.08, df = 2 (P = 0.96) I = 0% :ru 1 + u=$ i t ' T

Test for overall effect Z = 0.03 (P = 0.95)
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Figure 14:

Study or Subgroup

Birth within 7 days of randomisation

Risk Ratio
Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI|

Treatment Caontrol
Events Total Events Total

Fuhr 2006 17 a7 3 58  5.4% 0.66 [0.42, 1.02]
Grable 1996 A 1 | 21 29 6.6% 0.76 [0.51, 1.12] —T
Johnston 1990 22 40 37 45 9% 0.67 [0.49, 0.91] ———
Kenyon 2001 2067 3584 775 1225 27.4% 0.91 [0.87, 0.96) u|
Lockwood 1993a 22 38 i3 37 94% 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 21.8% 0.76 [0.67, 0.85) -
Total (95% CI) 4145 1820 100.0% 0.79 [0.71, 0.89] +
Total events 2388 1221
Heterogeneity: Tau® = 0,01: Ch¥ = 16,94, df = 6 (P = 0,010}, I = 65% = y t —
Test for overall effect: £ = 3.99 (P < 0.0001) 0.1 os 1 2 510
1.4.2 Maternal outcomes
Figure 15: Maternal death
Treatment Cantrol Risk Ratio Risk Ratio

Stiidy or Subgraup

Eviéents Total Events Total Weight M-H, Random, 95% Cl

M-H, Randam, 95% CI

1.1.1 Any antibiotic versus placebo

Johnston 1990
Mercer 1997
Svare 1997a
Subtotal (95% CI)
Total events

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.1.2 All penicillin (excluding co-amoxiclav) versus placebo

Johnston 1990
Subtotal (95% CI)

Total events

Heterogeneity. Not applicable
Test for overall effect: Not applicable

1.1.5 Other antibiotic versus placebo

Mercer 1997
Svare 19G97a
Subtotal (95% CI)
Tatal evenes

Heterogeneity: Not applicable
Test for overall effect: Mot applicable

0 40 o 45 Not estimalble
0 299 o 312 Not estimalye
0 30 ] 37 ot estimakle

369 394 Not estimable
0 o

0 40 o 45
40 45
0 o

Not estimakble
Mot estimable

0 299 o 312 Wt estimable
0 i0 o 37 Not estimalble

329 349 Not estimable
0 o

0.10.2 05 2 5 10
Fawvours treatment Fawours control

Figure 16: Maternal infection after delivery prior to discharge
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
Garcia 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] T
Svare 1997a 2 30 1 37 0.3% 2.47 [0.23, 25.91] e
Total (95% CI) 3943 1604 100.0% 0.91 (0.80, 1.02) L
Total events 729 306
- ! - - - - I + + <

Heterogeneity. Tau® = 0.00; Chi* = 1.06,df = 3 (P = 0.79). I' = 0% boor o1 0 1000

Test for overall effect: 2= 1.61 (P = 0.11)
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Figure 17:

Study or 5ubgroup

Ernest 1994
Garcia 1995
Grable 1996
Johnston 1990
Kurki 1992
Lockwood 1993a
McGregor 1991
Mercer 1992
Meércer 1997
Owvalle 5alas 1997
Svare 1997a

Total (95% CI}
Total events

Test for overall effect: £ = 2,18 (P = 0.03)

Figure 18:

Study or Subgroup

Kenyvon 2001
Mercer 1997
Svare 1997a

Total (95% Cl)

Chorioamnionitis
Treatment Control Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Random, 95% CI M~-H, Random, 95% CI
3 FF a 67  6.4% 0.29 [0.08, 1.03] |
i 30 1 30 2.5% 3.00[0.33, 27.23] =
4 31 &8 28 7.9% 0.47 [0.16, 1.39] ——
3 40 16 45 7.2% 0.21 |0.07, 0.67) —
1 50 7 51 2.9% 0.15 [0.02, 1.14] 3
10 35 10 37 12.4% 1.06 |0.50, 2.23] —_—
Fa 28 [ 27 9.4% 1.13 [0.43, 2.92] —_—
18 105 22 112 15.9% 0.87 |0.50, 1.53) ———
89 299 101 312 22.3% 0.71 |0.55, 0.93] -
2 42 11 45 5.2% 0.19 |0.05, 0.83)
[ 30 5 37 7.9% 1.48 [0.50, 4.38] A —
767 792 100.0% 0.66 [0.46, 0.96] *
i 126 ) 196 .
Heterageneity: Tau® = 0.14; Chi' = 18.29, df = 10 (P = 0.05% I = 45% ho1 o1 ] o 100
Major adverse drug reaction
Treatment Control Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Random, 95% CI M=H, Random, 95% CI
0 3584 0 1225 Not estimable
0 299 0 312 Mot estimable
0 30 1] 7 Not estimable
3913 1574 Mot estimable
0 o

Total events

Heterogeneity: Not applicable
Test for overall effect: Not applicable
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Figure 19: Antibiotics therapy versus either placebo or no antibiotics therapy

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.1.1 New Subgroup
Amon 1988a 2 43 6 39 1.5% 0.30 [0.06, 1.41)] _—
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) o —
Cox 1995 1 31 5 31 0.8% 0.20 [0.02, 1.61) —
Garcia 1995 2 30 5 30 1.5% 0.40 [0.08, 1.90] Sp——
Grable 1996 0 31 2 29 0.4% 0.19 [0.01, 3.75]) o
Johnston 1990 3 40 4 45 1.8% 0.84 (0.20, 3.54) w———
Kenyon 2001 226 3584 82 1225 61.2% 0.94 (0.74, 1.20]) E
Kurki 1992 1 57 1 58 0.5% 1.02 [0.07, 15.88) r—
Lockwood 1993a 3 37 3 35 1.6% 0.95 (0.20, 4.38) ——
Magwali 1999 8 82 11 86 4.9% 0.76 (0.32, 1.80) ——
McGregor 1991 6 28 0 27 0.5% 12.55 [0.74, 212.52) ———
Mercer 1992 6 106 10 114 3.8% 0.65 (0.24, 1.71) i
Mercer 1997 19 299 18 312 9.4% 1.10 [0.59, 2.06] o=
Morales 1989 5 42 3 37 2.0% 1.47 [0.38, 5.73) e [
Ovalle Salas 1997 7 42 6 43 3.6% 1.19 [0.44, 3.26) o e
Owen 19932 4 59 7 58 2.7% 0.56 [0.17, 1.82]) ———
Svare 1997a 2 30 2 37 1.0% 1.23 (0.18, 8.25] e —
Subtotal (95% CI) 4604 2268 100.0% 0.89 [0.74, 1.08) L
Total events 299 172
Heterogeneity: Tau® = 0.00; Chi’ = 12.87,df = 17 (P = 0.75). ¥ = 0%
Test for overall effect: Z = 1.18 (P = 0.24)
4.1.2 Antibiotics versus no treatment (no placebo)
Amon 1988a 2 43 6 39 11.0% 0.30 [0.06, 1.41) ——
Camli 1997 3 15 4 16 15.0% 0.80 [0.21, 3.00] ——
Christmas 1992 1 48 3 46 5.3% 0.32 (0.03, 2.96)
Magwali 1999 8 82 11 86 35.5% 0.76 (0.32, 1.80) -
Morales 1989 5 42 3 37 14.1% 1.47 [0.38, 5.73) sy s
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 34
Heterogeneity: Tau® = 0.00; Chi’ = 2,97, df = 5 (P = 0.70). I’ = 0%
Test for overall effect: Z = 1.45 (P = 0.15)

0.001 0.1 10 1000
Figure 20: Intraventricular haemorrhage

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Amon 1988a 4 42 ] 6 6.2% 0.57[0.17. 1.87] —
Christmas 1992 2 48 3 45 3.0%  0.63 [0.11.3.57] =
Fuhr 2006 ] a7 2 58 2.2%  0.25[0.01. 5.00]
Johnston 1990 5 40 14 45 12.7%  0.40(0.16, 1.02] e
Lockwood 19934 5 37 7 36 6.8% 0.69[0.24, 1.99] i
Mercer 1992 57 299 68 312 64.2% 0.87 [0.64.1.20] =
Cwen 1993a 1 59 S 58  4.9% 0.20[0.02, 1.63] -
Total (95% CI) 572 590 100.0% 0.73 [0.56, 0.95] &
Total events 2 74 105 :
Heterogeneity: Chi' = 5.05, df = 6 (P = 0.54) I = 0% Eo1 o1 10 100

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

Fawours experimental Favours control

Figure 21: 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
Amon 1988a 1 42 6 38 7.7% 0.15[0.02, 1.20]) F
Christmas 1992 2 48 0 45 0.6% 4.69(0.23,95.19)
Lockwood 1993a 2 37 3 36 3.7% 0.65(0.12, 3.66) e
Mercer 1997 46 299 67 312 80.5% 0.72[0.51,1.01) '.
Owen 1993a 2 59 6 58 7.4%  0.33[0.07, 1.56) =
Total (95% CI) 485 489 100.0%  0.67 [0.49,0.91) £ 2
Total events 53 82

. i3 " b 3 i '
Heterogeneity: Chi’ = 4.57, df = 4 (P = 0.33); F = 12% ko1 oh o Too

Test for overall effect: Z = 2.52 (P = 0.01)

Favours experimental Favours control
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Treatment

Delivery delayed 2 7 days

Control

Risk Ratio

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

Risk Ratio
M-H, Fixed, 95% CI

Figure 22:
Amon 19882 20
Christmas 1992 20
Fuhr 2006 30
Johnston 1990 18
Lockwood 1993a 16
Mercer 1997 133
Total (95% Cly
Total events 237

43 11 9 B.6%

48 7 46 5.3%
47 26 58 17.3%
40 8§ 45 5.6%
i8 4 i7 3.0%
299 83 312 60.3%
515 537 100.0%

139

Heterogeneity: Chi’ = 6.49, df = 5 (P = 0,261 F = 23%
Test for overall effect Z = 6.76 (P < 0.00001)

1.65 [0.91, 2.99]
2.74[1.28, 5.85]
1.42 [1.00, 2.04)
2.53(1.24, 5.18)
389 ([1.44, 10.56]
167 [1.34, 2.09)

1.80 [1.52, 2.13)

Fawours experimental Fawours control

- -Iiilf
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0.1 10

1.5 Identifying infection in women with P-PROM

Figure 23:

membranes — Positive likelihood ratio for C-reactive protein

Positive likelihood ratio
o5 B 88 L83

100

Predictive value of monitoring women with preterm pre-labour rupture of

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful
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Figure 24: Predictive value of monitoring women with preterm pre-labour rupture of
membranes — Negative likelihood ratio for C-reactive protein

Negative likelshood Fatia

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful
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Figure 25: Predictive value of monitoring women with preterm pre-labour rupture of
membranes — Positive likelihood ratio for white blood cell count
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>12,500 >12,500 >13,000 >16,000 >20,000
cells/mm3 (at cellsfmm3  cells/mm3 (within  cells/mm3 cells/mm3 (on
birth) 72h) admission/24-48h
before birth)

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 26: Predictive value of monitoring women with preterm pre-labour rupture of
membranes — Negative likelihood ratio for white blood cell count
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Negative likelihood ratio
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=12,500 »12,500 >13,000 >16,000 >20,000
cellsfmm3 (at cellsfmm3  cells/mm3 (within  cells/mm3 cellsfmm3 (on
birth) 72h) admission/24-48h
before birth)

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful
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Figure 27: Predictive value of monitoring women with preterm pre-labour rupture of
membranes — Positive likelihood ratio for fetal heart rate

60
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Positive likelihood ratio

10

Abnormal Abnormal Mon-reactive CTG FHR >160bpm  FHR >160bpm FHR >170bpm (on
antenatal CTG  antenatal CTG admission)
(last before birth) (last before birth)

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 28: Predictive value of monitoring women with preterm pre-labour rupture of
membranes — Negative likelihood ratio for fetal heart rate
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful
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1.6 ‘Rescue’ cervical cerclage

No forest plots were generated for this review question

1.7 Diagnosing preterm labour for women with intact
membranes

Figure 29: Positive likelihood ratio of Bishop score to diagnose pre-term birth within 48
hours
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Figure 30: Negative likelihood ratio of Bishop score to diagnose pre-term birth within
48 hours
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 31: Positive likelihood ratio of Bishop score to diagnose pre-term birth within 7
days
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Figure 32: Negative likelihood ratio of Bishop score to diagnose pre-term birth within 7
days
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Figure 33: Positive likelihood ratio of pIGFBP-1 to diagnose pre-term birth within 48
hours
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Figure 34: Negative likelihood ratio of pIGFBP-1 to diagnose pre-term birth within 48
hours
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Figure 35: Positive likelihood ratio of pIGFBP-1 to diagnose pre-term birth within 7 days
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Figure 36: Negative likelihood ratio of pIGFBP-1 to diagnose pre-term birth within 7
days
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Figure 37: Positive likelihood ratio of fetal fibronectin to diagnose pre-term birth within
48 hours
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 38: Negative likelihood ratio of fetal fibronectin to diagnose pre-term birth within
48 hours
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Figure 39:  Positive likelihood ratio of fetal fibronectin to diagnose pre-term birth within
7 days
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Figure 40: Negative likelihood ratio of fetal fibronectin to diagnose pre-term birth within
7 days
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Figure 41:  Positive likelihood ratio of fetal fibronectin and digital examination to
diagnose pre-term birth within 7 days
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 42:  Negative likelihood ratio of fetal fibronectin and digital examination to
diagnose pre-term birth within 7 days
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Figure 43:  Positive likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 48 hours
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 44: Negative likelihood ratio of cervical length (measured by transvaginal
ultrasound) to diagnose pre-term birth within 48 hours
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

33



PTLB Appendices | & J

Positive likelihood ratio of cervical length (measured by transvaginal

ultrasound) to diagnose pre-term birth within 7 days

Figure 45
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful
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Negative likelihood ratio of cervical length (measured by transvaginal

Figure 46:

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

Figure 47:

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

score of 4-7
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

35



PTLB Appendices | & J

Figure 48: 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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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 49: 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

10

0.1
[y ] (] [y ]
— — —
LA [F8 LA
] fed [ 8]
23 23 23
n 3 3 n 3
2o =84 2o
mj’ mﬂ' mj’
3 3 3
P Py P
@ @ @

Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful
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Figure 50: 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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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 51: 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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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 52: 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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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 53: Positive likelihood ratio for fetal fibronectin score and Bishop score to
diagnose pre-term birth within 7 days
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Figure 54: Negative likelihood ratio for fetal fibronectin score and Bishop score to
diagnose pre-term birth within 7 days
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful

Figure 55:  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 56: 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 57: Positive likelihood ratio for fetal fibronectin to diagnose pre-term birth within
48 hours in women with different cervical lengths
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful;, Red: not useful
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Figure 58:  Negative likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 48 hours in women with different cervical lengths
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Colours indicate diagnostic thresholds — Green: very useful; Yellow: moderately useful; Red: not useful

Figure 59: 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 60:  Negative likelihood ratio for fetal fibronectin to diagnose pre-term birth
within 7 days in women with different cervical lengths
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1.8.1 Different gestations
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Figure 61:  Fetal and neonatal mortality
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Figure 62:
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Figure 64: Chronic lung disease

Treatment Contrel Risk Ratio
Study o Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.3.1 In all babies

Armorim 1999 1 100 & 100 9 5% 0.20 [0.02, 1.68]
Garite 1992 k] 33 9 40 156% 1.1 [0.54, 2.70]
Kari 1994 B 85 1 TG 20% 536066, 43.56]
Morales 1989 ] ar 19 T8 384% 0.38 [0.18, 0.81)
Sitwar 1996 24 54 16 42 345% 147 [0.72,1.900
Tasusch 1979 1] 54 1] 69 Mol estimable
Subtotal (95% C1) 413 405 100.0%  0.86(0.61,1.22]
Tolal evenls 48 50

Heterogenaity Chi®=11.35, df= 4 (P = 0.02), F= 65%
Testfor cvarall efect Z= 0.84 (P = 0.400

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

Morales 1983 3 8T 41 T8 100.0% 0.50[0.23, 0.76]
Subtotal (95% CI) 87 T8 100.0% 0.50 [0.33, 0.76]
Total events 3 41

Heterogengity: Mot applicable

Test for overall effect Z= 3,28 (F = 0.0010)

Figure 65: Need for mechanical intervention

—
e e———
R —

o

B &

0102 05 i RT:
Favours reatment  Favaurs control

Treatment Controd Risk Ratio Risk Ratio
Study of Subgroup  Evenls Tolal Events Total Weight M-H, Fixed, 85% CI M-H, Fixed, 95% Cl1
1.4.1 Iin all babies
Amorim 1999 28 100 45 100 T23%  062[042,091) -
Block 1977 5 &7 12 %3 00%  0.39[0151.03
Dexiprom 1999 15 105 16 101 00% 090047 1.73
Garite 1992 14 24 19 28 2TT% 089 [0.58, 1.37) —
Parto 2011 T 144 1 13 00% 182[017,19.83)
Subiotal (95% C1) 124 129 1000% 070 [0.52,0.93] -
Total évents 47 [ ]

Hetgrogeneity. Chi"= 150 af=1 (P=021),F=37%
Tes! for owerall efect Z= 2 42 (P = 0.02)

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

Dreiprorm 1999 15 105 168 101 100.0% 090047, 1.73
Sublotal [85% CI) 105 101 1000%  0.90 [0.47, 1.73)
Tolal events 15 16

Heterogenety. Not apphicable

Testfor pveradl efect Z=0.31 (P= 075
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Figure 66:  Neonatal sepsis (systemic infection in first 48 hours of life)

Treatmenl Controd Risk Ratio Risk Ratio
Study or Subgroup  Events Toial Events Total Weight M-H, Fixed, 95% Cl IM-H, Fixed, 95% Cl
1.%.1 In all babies
Amorirm 1539 13 100 28100 426% 046 (026, 0.84) ——
Collaborative 1981 4 307 10 288 154%  039([12,1.23) I
Deenciprom 1990 11 105 T 101 171% D96 [dd, 213 —
Gamsu 1983 4 130 7 132 106% 058017193 —_——
Parsons 1988 1] 13 o 2 Kot estirmable
Parte 2011 6 144 9 131 143% 061022 1.66) T
Subiotal {95% C1) 809 785 100.0%  0.57(0.39,0.83) -
Total events €] i
Helerdgangity Chi'= 2.58, @f= 4 (P = 0.63), P= 0%
Testfor cverall afect Z= 2.91 (F = 0.004)
1.5.2 In babies born from pregnancies complicated by premature rupture of membranes at 15t dose
Dexipron 1999 11 105 11 101 1000% 096 [044, 2137
Farsons 1988 ] FE] ] i1 Mol esbirmabie
Subtotal (25% Cl) 128 123 100.0%  0.96 [0.44, 2.12)
Tolal events " "

Hetereaenaity Mot applicable
Test for overall effeck 2= 010 (F = 0.92)

0102 05 : 5 10
Favours treatmenl Favours control

Figure 67:  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
Amorim 1999 1 &0 2 34 84%  0.23([0.03 3.01) *
Collaborative 1321 9 200 15 206 486% 0.62 [0.28,1.38) —a—
Kan 1994 5 50 7 32 81% 046016, 1.32] —
Ligging 1972a 3 129 2 107 T72% 1.24[0.21,7.31]
Schutte 1980 2 a1 2 35 T.8% 0.69[0.10, 4.64]
Subtotal (95% CI) 490 414 100.0%  0.60 [0.34, 1.03) -
Total events 20 28
Heterogeneity, Chi®= 1,31, df= 4 (P = 0.86), F= 0%
Test for overall effect £=1.85 (P=0.07)

0102 05 2 5 10

Favours treatment Fawvours control

Figure 68:  Visual 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% Cl
1.7.1 In all babies
Kar 1994 z 50 3 32 278% 043[008 241 * -
Schutte 1980 T 50 B M TiI% 0.59(0.24, 1.49] B
Subtotal (95% CI) 100 66 100.0%  0.55(0.24,1.23] -
Total events 9 1

Heterogeneity, Chi*= 011, df=1 (P=0.74), F= 0%
Test for overall effect Z= 1.45(P=0.15)

0102 05 1 2 5 10
Favours trealment Favours control
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Figure 69: 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 1994 1 50 1 32 1000%  064([0.04,987 4 =
Schutte 1980 1] 50 0 34 Mot estimable
Subtotal (95% CI) 100 66 100.0%  0.64 [0.04,9.87] =—
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.32 (P=0.75)
0102 08 2 & 10

Favours treatment Favours conftrol

Figure 70:  Neurodevelopment 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
1.9.1 In all babies
Kari 1994 3 50 3 32 1000% 064014, 298] l
Subtotal (95% CI) 50 32 100.0%  0.64[0.14, 2.98]
Total events 3 3
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.57 (F = 0.57)
0102 05 2 5 10

Favours treatment Favours confrol

Figure 71: 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  EO T34 434% 032[010,1.03 —— 88—
Collabarative 1381 7 206 12 218 566% 062025 1.54] —a—
Subtotal (85% CI) 266 252 100.0%  0.49 [0.24, 1.00] -~
Total events 11 19
Heterogeneity, Chi¥= 074, di=1 (P=0.29), F= 0%
Test for overall effect 2=1.97 (P = 0.05)

0102 05 2 5 10
Favours treatment Favours conftrol
Figure 72: 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 8 N 13 219 716%  064[0.27,1.51) —il—
Liggins 197 2a 5 144 4 114 251%  089[0.27, 360 l[
Schutte 1980 3 54 0 36 34% 4.71[0.25 8857 *
Subtotal (95% CI) 409 360 100.0%  0.86 [0.44, 1.69] -d-
Total events 16 17
Heterogeneity; Chi*= 180, di=2{(P=041),F=0%
Test for overall effect £=0.43 (P =0.67)

0102 05 2 5 10
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Figure 73:  Behavioural/learning difficulties in childhood

Treatment Controi Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.12.1 In all babies
Schufte 1980 ] LT 7 36 100.0% 0.86 [0.35, 2.09)
Subtotal (95% CI) 54 36 100.0% 0.86 [0.35, 2.09]
Total events 9 T

Heterageneity: Mot applicable
Testfor overall effect Z= 034 (P=0.74)

Figure 74: Maternal mortality

: 1 4 - 4 4 |
01 02 os 1 2 5 10
Favours treatment  Favours control

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.13.1 In all women
Amorirm 1999 1 110 1108 100.0% 0.98[0.06, 1550 * ¢
Dexiprorm 1999 1] 8 0 18 Mot estimable
Schutte 1980 0 a0 0 a1 Mot estimable
Subtotal (95% CI) 188 177 100.0% 0.98 [0.06, 15.50] =—————
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect 2= 0.01 (F =099

i i i
T T 1

[ i L
0102 0.5 2 5 10
Favours treatment Favours control

Figure 75: Side-effects of therapy in women

Treatment Controd Risk Ratio Risk Ratio

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

1.14.1 In all women

Schutte 1980 1] a0 0 1 Mot estimahble

Subtotal (95% CI) 50 51 Hot estimable

Total events 1] ]

Heterogeneity: Mot applicable

Test for overall effect Mot applicable
E L 4 'l 4 |
0102 05 2 5 10

Favours treatment Favours control
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Figure 76: Puerperal 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
1.3.1 Im all women
Armaorim 1995 g 110 13 108 2304%  0.68(0.30,153) —
Dexiprom 1999 &4 102 7 o102 162% 057017, 1.89) —_—
Garite 1892 10 33 5 38 108%  2.30(0.88, 6.06) T
Lewis 1996 2 38 4 38 9.3% 0.51 [0.10, 2.64) +
Gublan 2001 9 72 2 BT 48% 419[0.94, 18.68) T
Schutte 1930 1 50 1 &1 23% 1.02[0.07,15.86) + *
Sibver 1996 11 38 5 36 121%  203[0.78,5.28) N B —
Taeusch 1979 11 52 T BB 143%  1.99(0.83, 474
Subtotal (95% CI) 496 507 100.0%  1.35 [0.83, 1.85] -
Total events 57 4

Heterogeneity, Chi*= 1097, di= 7 (P =014}, F= 35%
Test for overall effect Z= 159 (P=011)

1.3.4 In women with pregnancies complicated by premature rupture of membranes at 15t dose

Dexiprom 1999 4 102 T 102 49.7% 057 [0.17,1.89) —

Lewis 1496 2 38 4 39 281%  0.51[0.10,2.64) * i

Qublan 2001 g 72 2 B6r  14.7% 4.19[0.94, 18.68) T
Schutte 1980 1 30 1 27 75% 050[0.08 13.70) + +
Subtotal (95% CIj 242 235 100.0%  1.11 [0.55, 2.25] —ai—

Total evens 16 14

Heterogenegity, Chi*= 509, df= 3 (P=017);F=41%
Test for overall effect 2= 030 P =077)

0102 0§ i 5 10
Favours treatment Favours control

1.8.2 Repeat courses

This section was updated and replaced in 2022. Please see the NICE website for the
updated guideline
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1.9 Magnesium sulphate for neuroprotection

Figure 77: 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
Crowther et al., 2003 L] 529 11 626 505% 0.81 [0.34, 1.95]
Marret et al, 2007 ) 352 3 336 140%  064[0.11,378 S E—
Rouse etal, 2008 5 1179 8 1252 355% 066 [0.22, 2.037) ——
Total (95% CI) 2160 2214 100.0%  0.74 [0.39, 1.40] £ 3
Total evenls 16 22

i = - i Es k : - :
Heterogeneity, Chi*= 011, df= 2 (P = 0.95); F= 0% ool 01 10 100

Test for overall effect 2= 0.94 (P =035

Favours MgS04  Favours control

Figure 78: Neonatal mortality: before discharge
Magnesium Sulphate Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Crowiher et al., 2003 76 629 92 626 476%  082([0.62 1.09)
Marret et al, 2007 k) | 352 32 336 169%  092[0.58 1.48
Rouse et al., 2008 ] 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 1495

I f 3 = = - 5 } 1 t 1
Heterogeneity, Chi*= 312, df= 2 (P=0.21); P= 36% ool 01 i 10 100

Testfor overall effect Z= 029 (F=077)

Figure 79:
Magnesium Sulphate Placebo

Study or Subgroup Events

Risk Ratio

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

Favours Mg304  Favours control

Neonatal/paediatric mortality: between discharge and follow-up

Risk Ratio
M-H, Fixed, 95% CI

Crowther et al, 2003 2 629 4 626 196% 0.50 [0.09, 2.71]
Rouse et al, 2008 18 1174 17 1252 BD.4% 112[0.58, 217]
Total (95% CI) 1808 1878 100.0%  1.00 [0.55, 1.84]
Total events 20 21

Heterogeneity, Chi*= 077, df=1 (P=0.38); F= 0%
Test for overall effect Z=0.01 (F=1.00

om0 1 10 100
Favours Mg304 Favours conirol

Figure 80:  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% Cl M-H, Fixed, 95% CI
Crowther et al, 2003 a7 629 107 626 445%  081[062,1.05

Marret et al,, 2008 34 352 38 336 162%  085(0551.32

Mittendorf et al., 2002 2 30 1 23 04% 193[0.19,2018

Rouse etal, 2008 103 1179 96 1252 38.8%  1.14[0.87,1.49]

Total (95% CI) 2190 2243 100.0%  0.95[0.80,1.13]

Total events 226 242

Heterogeneity, Chi®= 3.82, df= 3 (P=0.29), F= 22%
Testfor overall effect Z= 0L60 (F = 0.55)
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Figure 81: Findings on cranial ultrasound: grades Ill or IV intracranial haemorrhage
Magnesium Sulphate Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Crawiher et al, 2003 49 596 50 586 56.2%  0.96 [0.66,1.40]
Mittendorf et al., 2002 ] 30 2 19 28% 019(001,387] *
Rouse etal, 2008 23 11z 38 1184 #1.0% 064 [0.38,1.07] -
Total (95% CI) 1738 1799 100.0%  0.81 [0.50, 1.09] *
Total events 72 an
. _ —_ ! » et I L : ']
Heterogeneity Chi*= 2.46, df= 2 (P =0.29), F=18% T i 10 100

Testfor overall effect Z=137 FP=0.17)

Favours MgS04 Favours control

Figure 82:  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% Cl M-H, Fixed, 95% CI
Crowther et al, 2003 22 506 21 586 443%  1.03[0.57,1.85 S
Mittendor et al., 2002 1 30 0 29 11% 290[012 68.50]
Rouse etal, 2008 21 112 27 1184 547%  0.83[0.47,1.46]
Total (95% CI) 1738 1799 100.0%  0.94 [0.63, 1.40]
Total events 44 48
?Elixgeneﬁ t;“m-? g.zan, g:}: 2 ipuzru.ﬁa}; F= 0% TR 1 oy
estfor overall effect 2= 0.30 (F = 0.76) Favours MgS04 Favours control
Figure 83: 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% CI
Crowiher et al, 2003 36 620 42 621 289%  0.86[0.56,1.3
Marret et al., 2008 22 347 30031 M2%  0.70[0.41,1.19 —a
Mittendor et al., 2002 3 30 0 29 04% 6.77[0.37, 12565 +
Rouse et al, 2008 41 1133 T4 1203 495%  0.59([0.41,085] -
Total (95% CI) 2130 2184 100.0%  0.71 [0.56, 0.91] &
Total events 102 146
Heterogeneity, Chi®= 4.02, df= 3 (P = 0.26); F= 25% TTEEX ] 100

Test for overall effect Z=2.71 (F = 0.007)

Favours MgS04 Favours control

Figure 84: 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% Cl M-H, Fixed, 95% CI
Crowiher et al., 2003 15 B20 21 B20 362%  0.71[0.37,1.37] —-
Rouse et al,, 2008 20 1041 38 1095 B38%  055[0.32 095 -
Total {95% CI) 1661 1715 100.0%  0.61 [0.40,0.92] L 2
Total events 35 59
s ¥ s = L - } 3 i
IR O S A6 T 5373 T
estfor overall effect 2= 2.33 (F=0.02) Favours Mg304 Favours conirol
Figure 85:  Maternal death
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 0 535 0 527 Mot estimable
Marret et al., 2007 i} 286 1 278 1000% 0320001, 7.92) .
Rouse et al, 2008 1] 1096 0 1145 Mot estimable
Total (95% CI) 1917 1950 100.0%  0.32[0.01,7.92] N —
Total events 0 1
Heterogeneity, Mot applicable 'ﬂ_m I].rI i 1'n Iﬂﬂ'

Testfor overall effect: Z= 0.69 (P = 0.49)
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Figure 86:  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, 264) |
Rouse et al., 2008 833 1078 140 1125 49.9% 6.2 [5.30, T.27) |
Total (95% CI) 1613 1652 100.0% 3.82 [1.38, 10.59] e
Total events 1309 334
Heterogeneity: Tau® = 0.54; Chi*= 10357, di=1 (P « 0.00001); F= 99% o1 oq 0 100

Test for overall effect: Z= 253 (P = 0.01)

Favours MgS04 Favours control

Figure 87: Maternal adverse effects: leading to stopping of infusion
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
Crowther et al, 2003 78 535 28 527 B43% 274 (181,415 =
Rouse et al, 2008 45 1078 16 1125 357%  2.94 [1.67,5.16) -
Total (95% CI) 1613 1652 100.0%  2.81[2.01,3.93] *
Total events 123 44

s ¥ s = L - } 3 i
Heterogeneity: Chi®*= 0,04, df= 1 (P = 0.85); #= 0% TR 5 00

Test for overall effect Z= 6.06 (F < 0.00001)

Figure 88:

Favours MgS04 Favours conirol

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
Crowiher et al., 2003 0 535 0 527 Mot estimable
Marret et al, 2007 0 286 0 278 Mot estimable
Total (95% CI) 821 805 Not estimable
Total events 0 0
Heterogeneity, Mot applicable om0 PR

Test for overall effect: Mot applicable
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.10 Tocolysis

Figure 89:

Comparison
Placebo/control v.

Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Ouxytocin receptor blockers
Alcoholethanol

Other treatments
Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments
Magnesium sulfate v.

Betamimetics

Calcium channel blockers
Nitrates

Ouxytocin receptor blockers
Alcoholethanol

Other treatments
Betamimetics v.

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcoholethanol

Other treatments

Calcium channel blockers v.
Nitrates

Oxytocin receptor blockers
Alcoholethanol

Other treatments

Nitrates v.

Oxytocin receptor blockers ——ea———

biily %m& JmLhm bidldy

Neonatal mortality

Qdds Ratio (95% Crl)

1.1(0.39, 3.4)
1.5(0.56, 4.1)
1.0 (0.49, 2.1)
062 (0.21,1.8)
0.98 (0.016, 62.)
0.73(0.23,2.2)
23(0.41, 14)
0.56 (0.1, 2.6)

E—
b
-

1.3(0.45 3.8)
0.90 (0.32, 2.4)
0.55(0.16, 1.7)
0.86 (0.013, 56.)
064 (0.16, 2.4)
21(029, 14)
0.49 (0.078, 2.7)

0.68 (0.26, 1.8)
0.42 (0.3, 1.2)
0.65 (0.010, 42.)
0.49 (0.13, 1.7)
16 (0.24, 10.)
0.37 (0.065, 1.8)

061 (025, 1.4)
0.96 (0.016, 57.)
0.71(0.26, 1.8)
2.3 (0.4, 12)
0.54 (010, 2.6)

1.6 (0.024, 1.1e+02)
1.2 (0.36, 3.8)

3.7 (0.60, 25))

0.89 (0.15, 5.1)

0.74 (0.011, 50)

Alcoholethanol —_—a— 2.4(0.030, 1.9e+02)

Other treatments —_—— 0.57 (0.0071, 44)

Oxytocin receptor blockers v.

Alcoholiethanol T 32(049 22)

Other treatments . 0.76 (0.12, 4.7)

Alcohollethanol v.

Other treatments | —a—r ; 0.24 (0.031,1.6)
0.007 1 200

favours treatment in bold
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Figure 90:

Comparison
Placebol/control v.

Prostaglandin inhibitors —
Magnesium sulfate —
Betamimetics e
Calcium channel blockers —
Nitrates —e—

—

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.
Alcohol/ethanol

Other treatments
Alcohol/ethanol v.

Other treatments

—
— o
—d
o
— e
—q
—
[E——
—

| H Hﬁ fel M’T ottt HT'TT? TASAASS

Perinatal mortality

Odds Ratio (95% Crl)

0.72 (0.22, 2.3)
1.2(0.35,3.7)
1.0(0.48, 2.)
0.76 (0.25, 2.2)
0.10 (0.0030, 1.1)
0.86 (0.25, 2.6)
26(0.50, 14)
2.0(0.41,9.7)

16(0.44, 6.3)
1.4(0.43, 4.5)
1.1(0.25, 4.3)
0.14 (0.0036, 1.9)
12(0.24, 5.4)
3.6 (0.54, 25.)
2.8(0.41, 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)
2.2(0.34, 16)
17(0.26, 12)

0.75 (0.31, 1.8)
0.10 (0.0031, 1.1)
0.85 (0.28, 2.4)
26(0.57, 13)
2.(0.42,9.7)

0.13 (0.0037, 1.6)
1.1(0.27, 4.4)
3.4 (0.60, 21)
2.6 (0.43, 16.)

8.4 (0.65, 3.16+02)
26. (1.6, 1.2e+03)
20. (1.2, 8.7e+02)

3.0 (0.50, 22)
2.3(0.37, 16.)

0.77(0.13, 4.9)

T
0.002

1
2000
favours treatment in bold
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Figure 91:

Comparison
Placebo/control v.

Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Prostaglandin inhibitors v.

Magnesium sulfate
Betamimetics

Calcium channel blockers
Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Magnesium sulfate v.

Betamimetics

Calcium channel blockers
Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

Betamimetics v.
Calcium channel blockers
Oxytocin receptor blockers

Alcohol/ethanol
Other treatments

Calcium channel blockers v.

Oxytocin receptor blockers
Alcohol/ethanol
Other treatments

Oxytocin receptor blockers v.

Alcohol/ethanol
Other treatments

Alcohol/ethanol v.
Other treatments

T

cL. lm cL,,,L <L|c|>+<|9 ‘L|$$$1 il,kiafpm

Respiratory distress syndrome

Odds Ratio (95% Crl)

11(0.68,1.9)
12(0.76,1.9)

0.88 (0.65, 1.2)
0.81(0.50, 1.3)
0.96 (0.66, 1.4)
25(0.78,9.1)

0.75 (0.26, 2.2)

11(0.69,1.7)
0.78 (0.49, 1.3)
0.71(0.41,1.3)
0.85(0.52, 1.4)
2.2(0.65, 8.4)
0.66 (0.20, 2.2)

0.73 (0.47,1.2)
0.67 (0.41, 1.1)
0.80 (0.51, 1.3)
2.1(0.62,7.9)

0.63 (0.19, 2.0)

0.92 (0.61, 1.4)
11(0.77,15)
2.9(0.92,9.8)
0.85 (0.28, 2.6)

12(0.73,1.9)
31(0.93,11)
0.93 (0.28, 3.0)

26 (0.80, 9.5)
0.79 (0.25, 2.4)

0.29 (0.057, 1.5)

1
20

favours treatment in bold
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Figure 92: Intraventricular haemorrhage

Comparison Odds Ratio (95% Crl)

Placebo/control v.

Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers

0.76 (0.35, 1.6)
0.69 (0.33, 1.4)
0.79 (0.51, 1.2)
0.40 (0.21, 0.74)

Nitrates 0.34 (0.081, 1.1)
Oxytocin receptor blockers — 0.82(0.48,1.4)
Other treatments 0.14 (0.016, 0.77)

Prostaglandin inhibitors v.

Magnesium sulfate
Betamimetics
Calcium channel blockers

0.91 (0.54, 1.5)
1.0 (0.53,2.1)
0.53 (0.27, 1.0)

Nitrates — 0.45 (0.096, 1.7)
Oxytocin receptor blockers B— 1.1(0.48,2.4)
Other treatments 0.19 (0.023, 0.94)

Magnesium sulfate v.

Betamimetics
Calcium channel blockers

1.2 (0.58, 2.3)
0.58 (0.30, 1.1)

Nitrates — 049 (011, 1.9)
Oxytocin receptor blockers o— 12053, 27)
Other treatments 0.21 (0.026, 0.95)

Betamimetics v.
Calcium channel blockers

l M M¢ Mcb Mm MW

0.50 (0.30, 0.83)

Nitrates = 043(0.11,1.4)
Oxytocin receptor blockers 10(063,1.7)
Other treatments 0.18 (0.021, 0.96)
Calcium channel blockers v.
Nitrates — 0.85(0.20, 3.0)
Oxytocin receptor blockers —e— 21(1.0,41)
Other treatments — 0.36 (0.042,1.9)
Nitrates v.
Oxytocin receptor blockers —e—— 2.4 (068, 10)
Other treatments — 0.42 (0.037,3.7)
Oxytocin receptor blockers v.
Other treatments —e— 017 (0.019, 0.98)
I 1
0.01 1 20

favours treatment in bold
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Figure 93:

Comparison
Placebol/control v.

Mothers with adverse events requiring cessation of treatment

Odds Ratio (95% Crl)

Magnesium sulfate —a— 16. (1.9, 1.8e+02)
Betamimetics —a— 13e+02( 19, 1.3e+03)
Calcium channel blockers —Q— 52 (035, 57)
Nitrates — e 5.6 (0.26, 1.6e+02)
Oxytocin receptor blockers —T&— 3.1(0.31,23)
Magnesium sulfate v.
Betamimetics —e— 80(22 34)
Calcium channel blockers —a— 0.32 (0.045, 1.4)
Nitrates —e— 0.34 (0.013, 9.2)
Oxytocin receptor blockers —a— 0.19(0.019, 1.1)
Betamimetics v.
Calcium channel blockers —a— 0.039 (0.0059, 0.14)
Nitrates —a— 0.042 (0.0015,1.2)
Oxytocin receptor blockers —o— 0.023 (0.0033, 0.091)
Calcium channel blockers v.
Nitrates — 1.1(0.039, 49)
Oxytocin receptor blockers —er— 0.59 (0.071, 5.3)
Nitrates v.
Oxytocin receptor blockers —B—— 054 (0013, 15)
[ |
0.001 1 2000

57

favours treatment in bold



PTLB Appendices | & J

Figure 94:  Delay of birth by at least 48 hours
Comparison Qdds Ratio (95% Crl)
Placebol/control v.
Prostaglandin inhibitors —e— 31015 71)
Magnesium sulfate —e— 21(11,41)
Betamimetics —— 20(1.2, 3.6)
Calcium channel blockers —e— 20(1.1,3.8)
Nitrates —a— 0.89 (0.40, 2.0)
Oxytocin receptor blockers —e— 19(1.0,37)
Alcohol/ethanal ——e— 083(012 56)
Other treatments —— 1.1(0.38, 3.2)
Prostaglandin inhibitors v.
Magnesium sulfate —e 0.67 (0.33, 1.3)
Betamimetics —e 0.65(0.32, 1.3)
Calcium channel blockers —e 0.64 (0.31, 1.3)
Nitrates —e— 0.28 (0.100, 0.78)
Oxytocin receptor blockers —a 0.61(0.26, 1.4)
Alcohol/ethanal —_— 026 (0035 19)
Other treatments —— 0.35(0.099,12)
Magnesium sulfate v.
Betamimetics —— 097 (057 1.7)
Calcium channel blockers —&— 0.96 (0.96, 1.6)
Nitrates —a— 043 (017, 1.1)
Oxytocin receptor blockers —4 0.92 (0.45,1.9)
Alcohol/ethanal —_—e—1 040 (0057, 27)
Other treatments —— 053(017 1.7)
Betamimetics v.
Calcium channel blockers —— 0.99 (0.65, 1.5)
Nitrates —— 044 (019 10)
Oxytocin receptor blockers —g— 0.95(0.54, 1.6)
Alcohol/ethanol —_—s— 0.41 (0.082, 2.6)
Other treatments —e— 0.54 (0.18, 1.6)
Calcium channel blockers v.
Nitrates s 0.44 (019, 1.0)
Oxytocin receptor blockers —g— 0.96 (052, 1.7)
Alcohol/ethanal —_—t 041 (0080, 27)
Other treatments —e— 0.54(0.18, 1.6)
Nitrates v.
Oxytocin receptor blockers +—e— 22(085 55)
Alcohol/ethanol —a—— 093(012,7.0)
Other treatments —— 1.2(0.34, 4.5)
Oxytocin receptor blockers v.
Alcoholfethanol —_—s 0.43(0.062, 3.)
Other treatments ——— 0.57 (0.19, 1.8)
Alcohol/ethanol v.
Other treatments re——— 1.3(0.21,8.6)

1

I
0.03
favours treatment in bold

1

9
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Figure 95:  Neonatal sepsis

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

Prostaglandin inhibitors —o— 1.6(0.33,9.3)
Magnesium sulfate — o 19043, 11)
Betamimetics o 1.1(0.25,6.6)
Calcium channel blockers — 083(018,47)
Oxytocin receptor blockers & 1.2(022,71)
Other treatments o— 1.3(0.21, 8.0)
Prostaglandin inhibitors v.

Magnesium sulfate o— 12(063,624)
Betamimetics — 0.72(029,18)
Calcium channel blockers 052(023,11)
Oxytocin receptor blockers 073(025,21)
Other treatments 0.81 (0.065, 9.)
Magnesium sulfate v.

Betamimetics 0.59 (026, 1.3)
Calcium channel blockers 0.43 (0.21, 0.86)

Oxytocin receptor blockers

Other treatments
Betamimetics v.

Calcium channel blockers
Oxytocin receptor blockers
Other treatments

Calcium channel blockers v.

Oxytocin receptor blockers
Other treatments

Oxytocin receptor blockers v.

Other treatments

[
0.05

20

(

(
0.60 (0.22, 1.6)
0.67 (0.056, 7.0)

0.72 (0.42, 1.2)
1.0 (0.55, 1.9)
1.1(0.093, 12.)

1.4 (0.65, 3.0)
1.6(0.13, 17))

1.1(0.086, 13)

favours treatment in bold
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Figure 96:  Gestational age at birth

Comparison Mean difference (95% Crl)
Placebo/control v.
Prostaglandin inhibitors —e— 2313, 33)
Magnesium sulfate —a— 1.3(0.29, 2.3)
Betamimetics —e— 1.2(0.40,2.1)
Calcium channel blockers —a— 1.7(0.69, 2.7)
Nitrates —e— 1.7 (052, 2.8)
Oxytocin receptor blockers —t— 068 (13 27)
Prostaglandin inhibitors v.
Magnesium sulfate —a— -1.0 (-2.0, -0.039)
Betamimetics —e— -1.1 (=21, -0.054)
Calcium channel blockers —e+ -0.64 (-1.7,0.42)
Nitrates —e1— -0.67 (-2., 0.67)
Oxytocin receptor blockers ——e&—— -1.6(-3.8,052)
Magnesium sulfate v.
Betamimetics —e— -0.040 (-0.99, 0.91)
Calcium channel blockers —e— 0.40(-051,1.3)
Nitrates —e— 0.36 (-0.88, 1.6)
Oxytocin receptor blockers —at+— -0.61(-2.7,15)
Betamimetics v.
Calcium channel blockers -o— 0.44 (-0.32,1.2)
Nitrates —1— 0.40(-054, 1.4)
Oxytocin receptor blockers —eT— -0.57 (-26,1.5)
Calcium channel blockers v.
Nitrates —g— -0.033(-1.2,11)
Oxytocin receptor blockers —e— -1.0 (3., 0.99)
Nitrates v.
Oxytocin receptor blockers —e—— -098(-3.1,12)
| |
-4 0 4

favours treatment in bold

.11 Fetal monitoring

1.11.1 EFM versus IA

No forest plots were generated for this review question

1.11.2 Use of FSE

No forest plots were generated for this review question

1.11.3 CTG interpretation

No forest plots were generated for this review question

1.11.4 Blood sampling

No forest plots were generated for this review question
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.12 Mode of birth

1.12.1 Planned immediate caesarean section versus planned vaginal delivery in
singletons

1.12.1.1 Neonatal outcome

Figure 97: Perinatal death

Flanned C5 Flanned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Evenis Tolal Weight M-H, Fixed, 95% CI M-, Fined, 95% I
L. Eresch
Zlatnike 1993 1 15 5 20 56,7 0.2F[0.03, 1.73] —a—
Penn 1556 a 5 1 8  14.4% 0.50(0.02, 10.34] —
Subtotral (953% CI) 23 28 TLO% 028 [0U05, 1.49] i
Tatal events 1 [

Hererogeneiny Chi' = 0,19, df = 1 (F = 066K 1 = 0%
Tast for owgrall effect £ = 1.500F = 0.13)

1.3.2 Cephalic

Wallsce 1934 1 13 i 15 219.0% 0.33 [0.03, 3.29] —_—

Subtotrsl (95% CIp 21 18 29.0% 0.33 (003, 3.29) -~

Taotal events 1 2

Hergrogensity. Not apphcable

Tast for owitrall effect £ = 0.95 (F = 0.34)

Taotal (95% Ch 46 43 100.0% 0.29 [LO7, 1.14) e o

Total events F [

Heterogeneity: Chi' = 0,20, df = 2 (P = 090K = 0% 0.001 0.1 it 1000

Test for overall effect I = 177 (P = 0.08)

Favours caesaredn Secrmsn Fawours vaginal delie
Tt for subgroup diferences: T = 0.01, 8f = 1 (P = 0.90) F = 0% ' vap i

Figure 98: Intracranial pathology (outcome not pre-specified)

Flammed C5 Flanned vagimal delivery Risk Ratip Risk Ratip
Study or Subgroup  Events  Tatal Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C|
LASE Breech
Zlatnk: 1993 Q 15 3 20 E6.8%  0.16[0.00, 2.86] —a—
Viegas 1985 1] 12 L ] 15 Mot estmable
Penn 19946 1 3 0 4 E9%  L1.7% (020, £9.40] e —
Sibrarsl (95% CI 33 39 757 058 (012, 2.86) i
Tonal gvents 1 3

Heterogeneity: Chi' = 2,35, df = 1 (P = 0,13k F = 57%
Test for owerall effect £ = 067 1P = 0.50

1.15.2 Cephali

Wallace 1584 i 23 ] 15 1435 1960022, 17.00] —
Subtatal (95% CI} 23 15 24.3% 196 022, 17.10] - -l -
Tatal #vents 3 |

Hererogeneiny. Mot apphcable
Test for owerall effect 2 = 061 P = 0.54)

Tenal {35% CH 36 54 100 0.9 [027, 3.14) f

Total events 4 4

Heterogenaity. Chi’ = 2,78, df = 2 (P = 0,25k 1 = 25%

Test for owerall effect: 7 = 0.14 (P = 0.89)

Test for subgroup diferences: Chi’ = 078, df = 1 0P = 0.38) P = 0%

0.001 0.1 1 17} 1000
Favours caesarean secion Fivours vaginal deleny
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Figure 99:  Hypoxic ischemic encephalopathy
Flanned €5 PFlanned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Evenis Total Weight M-H, Fixed, 95% C1 M-H, Fined, 95% Ci
L5 Breech I
Pern 1996 1 5 1] 7 100.0%  £.00 (020, 82.001) I .
Subtotal (95% CI 3 7 10000%  4.00 j0.20, 82.01)
Total ewents 1 o
Heterogentity. Not applcable
Test for overall effect 7 = 0.90(F = 0.37)
1.5.2 Cephalic
Subtlotal (95% CIp o L] Mot estimable
Tatal events Q L]
Hererogenziny. Mot apphcable
Test for owerall effect: Mot applicable
Total 195% Ch 5 7 1000%  4.00 j0.20, 82.01) | —
Todal events 1 o
Humrogenaiy: Not appicabi ba1 B % T

Tesr for overall effect I = 0.90 P = 0.37)
Test for subgroup differences: Not applcable

Figure 100:

Respiratory distress syndrome

Favours caesarean sedman Favours vaginal deliery

Flanned €5 Flanned vaginal delivery Risk Ratio Risk Ratio

Study or Subgroup  Events  Tatal Evenis Total Weight B-H, Fixed, 5% CI B~ M, Fined, 95% Ci
L1210 Breech
Vibgas 1985 1 12 3 15 16.6% 042 (005, 3.51] [
Zlatnilg 1993 5 15 ¥ 20 53.2% 062 [0.25, 1.50] ~{l-
Subtotal (95% CI) 1] 35 69.A% 0.57 [0.25, 1.30] i‘i—
Total events ] 12
Heterogenaity: Chi' = 0,11, of = 1 (P = 0,74k F = 0%
Test for owerall effect 2 = 1.33 0P = 0.18)
1.12.2 Cephalic
Wallace 1984 3 13 4 15 30.2% 049 (013, 1.58] ——
Subtotal (95% CIp Fad 15 Io2% 0.49 (013, 1.88) e
Tuatal events 3 4
Heterogeneity: Not applcable
Test for owerall effect 2 = 104 F = 0.30)
Tatal (95% CD 53 50 100U 0.55 (027, L.10] i
Tanal events k] 16

e a i
Haterogenalty. Chi' = 016, df = 2 (P = 0.52k 1 = 0% 0001 .1 10 1000

Test for overall effect £ = 169 (P = 0.09)

Favpurs caesarean secton Fivours vaginal delieny

Test for subgroup differendes: Chi' = 0.04, df = 1 (F = 0.85) F = 0%

1.12.2 Immediate caesarean section versus planned vaginal delivery in singletons

1.12.2.1 Maternal outcomes

Figure 101:

Postpartum haemorrhage

Flanned C5 Flanned wvagimal delivery Risk Ratip Risk Ratip
Study or Subgroup  Events  Tatal Evenis Total Weight M-H, Fixed, 95% CI M-, Fized, 95% Ci
2.4.1 Breech
Viegas 1985 1. 12 0 15 100.0% 3.69 (0,16, 83.27 — R
Tlatnik 1993 Q 13 1] in ot estmabile
Lumiey 1985 a i L] 1 Mot estimable
Subrotral (95% CI k18 36 100.0% 3.69 (016, B3.2T| o —
Tenal gvents 1 L]
Huterogeneity. Mot applcable
Test for owerall effect £ = 0. 82 (P = 0.41)
2.4.2 Caphalic
Wallzge 1984 Q &3 o 1% et astmable
Subtotal (95% CI) 21 15 Mol estimable
Tatal events 1] 1]
Heerogeneity: Nat apphcable
Test for owerall effect: Mot applicable
Tanal (35% Ch 54 51 100u0% 369 (0.6, 83.27)

Tadal gvencs 1 0
Heterogenaity. Mot applcable

Test for owerall effect: 2 = 082 iP = 0.41)

Test for subgroup differences: Notl apphcabile
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Figure 102: Maternal wound infection

Flanned €5 Flanned vaginal delivery Risk Ratio Risk Ratio
Study or Subgroup  Events  Taotal Evenis Totlal Weight M-H, Fixed, 5% CI M-, Fined, 95% CiI
16,1 Breech
Ilamnik 1993 1] 15 1 20 TE.I¥X 037 [0.02, 8.51] ——
Vmgas 1985 1 12 L] 15 23.9% 3.69(0.16, 83.17) e e —
Subtoral (953% Ciy E1 ] 35 1004 116 [0.18, 7.70) - i
Tuotal events 1 1

Heterogeneity. Chi' = 1,04, df = 1P = 031K F = 4%
Test for owerall effect 2 = 0.16 P = 0.87)

2.6.2 Cephalic

Wallace 1984 Q i3 L 15 Mot estmakble
Subtotal (95% CI) 23 15 Mot estimable
Teotal events a L]

Henerogeneiny: Not applcable
Tush for cwerall effect Mot applcable

Tatal (95% CI 53 50 1000%  L.16 [0.18, 7.70]
Tutal events 1 1

Heterogeneity. Chi' = 1,04, df = 1 iF = 0,30k F = 4% k ¥ ¥
Test for overall eMect Z = 0.16 1P = 0871 ool 0.l ! 10
Tasn bor subgroup differendes. Not apphcable

; 1000
FaAVDIUFE CABSAFERN Setmah  Flvdirs vaginal delhen

Figure 103: Other maternal infection

Fi dC5 Pl d wvagimal delivery Risk Ratio Risk Ratio
Stwdy or Subgroup  Events  Total Events Tolal Weight M-H, Fixed, 95% Ci M-H, Fixed, 95% CI
2.7.1 Breech
Zlatndk 1993 ] 18 4 20 E94%  2.50[0.93, 6.73] +
Viegas 1985 1 12 L] 15 10.6% 3.69 (0,16, 83.27]
Subtotsl (95% Cly 10 15 100.0% 263 [LO2 6.T7E] | —
Tatal #vents 10 4

Heterogeneity: Chi' = 0,06, df = L (P = 081K F = 0%
Test for overall effect £ = 1,99 (F = 0.05)

2.7.2 Cephalic

Wallkce 1954 Q 3 o 15 ot estmable
Subtotal (95% Cip F1 15 Kot estimable
Total évents a L]

Hererogensiny: Not applcabile
Test for overall effect Mot applicable

Tonal (95% CI) 33 50 1000% 263 [1.0Z, 6.78] ——
Total #vents 10 4
Heterogeneity. Chi® = 0,06, df = 1 (P = 081K = 0% i:.s ﬂ:.?_ :'; 2:

Test for owerall effect £ = 1.99 (P = 0.05)

|
Favours CheSarean Sectddi FAvOurs vaginal delke
Test for subgroup differences: Nt applicable Ly i
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1.13 Timing of cord clamping

1.13.1 More placental transfusion (delayed clamping) versus less placental
transfusion (early clamping)

Figure 104: Infant death

More placental trams  Less placental trans Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Finved, 5% Cl M-H, Fined, 35% Cl
1.1.1 Infant death overall
Ultes 2008 a 18 i] 19 Mol estimable
Wercer 2003 a 16 a 16 Mol estimable
Kinmaond 1993 a 17 1] 19 Mol estimable
Strauss 2008 a a5 i} &0 Mot estimable
Huafrreyr 1988 ] 24 ] 14  24% GE0[0D.39,111.100
Hofrmeyr 1993 1 40 1 46 36% 1450007, 1760
Kugelman 2007 a 0 1 35 53%  039[002,9.16
Rabe 2000 a 19 1 W 56% 0350002810
McDonnell 1997 1] 13 2 23 96% 02000001, 395
Baszinger 2007 1] 15 3 24 105% 02200001, 4.04]
Oh 2002 2 16 3 17 112% 0710014, 3.70) —_—
Hosono 2008 F) 0 3 0 115%  0ET[012, 357 PN, Sa—
Wercer 2006 a 36 3 36 134% 014001, 267 *
Ranjit 7014 a 44 5 50 198% 0100001, 1.81] * o
Subtotal (95% CI) 363 399 028% 051 [0.26,1.01] i
Todal evenis 10 22
Heterogeneity, Chit= 644 df=9F=070).F=0%
Tesi for overall effect Z=1.92 (P = 0.05)
1.1.2 Uterolonic used
Hofrmeyr 1988 -} 24 i} 14 Mot estimable
WMcDonngll 1997 a 19 1 20 Mol estimable
Rabe 2000 1} 19 i 20 Mof estimable
Baezinger 2007 1 44 2 50 7.2% 0,57 [0.05, B.05]
Subtotal {95% CI) 44 50 7 05T [0L05, 6.05] e —
Todal events 1 2
Hiterogengity, Mol applicable
Testfor overall effect Z= 047 (P = 0.64)
Total [95% CI) 407 449 10000%  0.52 [0.27,0.99] -
Todal evenis 1 24
Heterogeneity Chit= 645, df= 10 (P =078).F=0% -n n n=1 1'rn

Test for overall effect 2= 1.98 (P = 0.05)
Tesifor subaroup diferences: Chi*= 001, di=1 (F= 094}, F=0%

More PT beller Less PT befler
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Figure 105: Intraventricular haemorrhage

More placental trams  Less placental trans Risk Ratio Risk Ratis
_Study or Subgroup Evenls Tadal Events Tedal Wieight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Hew Subgroup
Strauss 2008 1 45 1 B0 1.1% 1.33[0.09, 20.75)
Ranjit 2014 1] a4 1 50 18% 0330002, 9.04]
MeDonnel 1997 1] 15 1 16 19% 03500002, 808
Oh 2002 4 16 3 17 38%  1.42[(0.37 537 S
Rk 2000 1 19 ] 20 38% 0.35 004, 2.09] T
Kugelman 2007 2 30 4 35 48% 0530011, 296 —
Wercer 2003 3 16 5 16 65% 0600017, 2100 —_—
Hosana 2008 3 0 ] W ES%  0G0[0AT, 208 —
Hofrmeyr 1983 8 40 11 46 134%  0.84 (037,187 —
Huofrmeyr 1988 ] 13 10 13 167%  045[0.24, 084 -
Mercer 2006 5 36 13 36 17T0% 0380015, 087] MR
Sublotal (95% 1) 304 329 TT6% 050 [0.41,0.84] &>
Tolal evenls a5 &7
Heterogeneity Chif = 4 62, df = 10 (P = 0.92), P= 0%
Test for overall eMect Z= 288 (F=0.004)
1.2.2 Merofonic used
MeDonnel 1997 1] 15 1 16 19% 0350002, 808
Rabe 2000 4 16 3 1T 38%  1.42p0.37,5.37 —
Hofrmeyr 1988 8 13 0 13 167% 045024, 085 —
Subtatal (95% CI} 54 6 224% 061 [0.34,1.08] -
Tolal evenls 12 14
Heterogeneite Chit= 2.50,df= 2(P=0.29), F= 20%
Testfor overall effect 2= 1.71 (P = 0.09)
Total (95% CI) 358 375 100.0%  0.50 [0.44,0.81] *>
Todal events 47 m
Heterogeneity Chi*= 7.08, df=13(FP=090),F=0% n o 011 1:$ - DD:
Testfor overall effect Z= 3.34 (P = 0.0008) ; More PT beller Less PT beler
Testfor subaroup diferences: Chi*= 001, df=1 (F=092), F=0%
Figure 106: Severe intraventricular haemorrhage
More placental trams  Less placental trans Risk Ratio Risk Ratio
_ Study or Subgroup Evenls Total Events Todal Weight M-H, Fined, 35% CI M-H, Fixxed, 95% CI
1.3.1 Hew Subgroup
Mercer 2003 a 16 i] 16 Mol estimable
Rabe 2000 1] 19 1] 0 Mol estimable
Hafrmeyr 1988 2 3 ] 13 7.3% 2920015, 56.51] S
Mercer 2006 ] 6 1 I/ O174% 0330000, 783 . E—
Horfrreyr 1993 1 40 2 46 20.6% 057005 611] ey CR—
Hosono 2008 2 20 4 0 464% 050010, 243 —
Subtotal (95% CI) 154 151 92T%  0.6B [0.23, 1.96) e
Todal events 5 T
Heterogeneity, Chi®= 128, df= 3(P =073 F=0%
Tiesd for ovirall efec 2= 0.72 (P =047)
1.3.2 Merotonic used
Rabe 2000 ] 19 ] 0 Mot estimable
Hofmeyr 1988 2 23 i 13 7a% 2920015, 56.51) S
Subtotal (95% CI) 42 33 TN 292[0.15 56.51) | R
Todal evenis 2 1]
Hiteroganiity, Nol applicabla
Tesd for overall effect 2= 0.71 (P= 0.48)
Tostal (95% C1) 196 184 100.0% 0,84 [0.32, 2.22] -
Todal events 7 T
Hiteragengity Chit= 2.20, df= 4 (F = 0.70), F= 0% U}.ﬂﬂl I:Iii 1:|} SDItI

Test for overall effeck 2= 035 (P=0.73)

Test for subaroup diferences: Chi*= 0.83. of= 1 (F=0.36), F= 0%
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Figure 107:

Ventilated for respiratory distress syndrome

More placental trans ~ Less placental trans 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 New Subgroup
Strauss 2008 3 45 T 60 TA% 057 (016, 2.09)
Ranjit 2014 5 4 ] 50 99% 0710025201 —_—
Rabe 2000 a 19 g 0 103% 1.18 [0.58, 2.42] | ) —
MecDonnell 1997 9 13 | 3 O118% 1.00 (044, 2.08] —
Bagzinger 2007 -] 19 12 4 121% 0.80 038, 1.67] — el
Kinmaond 1993 13 17 13 19 161% 112075, 1.67] _—r
Subtotal (95% ) 163 196 681% 0.3 [0.69, 1.25] -
Total evenis 45 a7
Heteroganeity Chif= 225 df = 5(F = 0.81), "= 0%
Teestfor overall effect Z= 049 (P=063)
1.4.2 Merotonic used
Rabe 2000 3 45 T 60 T9% 0LST (016, 2.0%9]
McDonnell 1997 k] 3 ] 3 118% 1.00 [0Lag, 2.08] —
Baezinger 2007 B 15 12 4 121% 0.80 [0.38, 1.67] ——
Subtotal (95% CI} 83 107 31.9% 082 [0.50, 1.33) e
Tolal evenlis 18 2B
Heteragenaity Chi®= 0.60, df= 2P = 0.74).F= 0%
Testfor overall effeck 2= 0.81 (P=042)
Total (95% CI) 246 303 1000% OB [0.69, 1.15] -
Tolal evenis 63 BS
Heterogeneity: Ch= 3.24, df= 8 (P = 0.92); = 0% b1 0z 0% 0
Test for overall effect 2= 0.87 (P=0.38) More BT beller Less PT beler
Tesifor subgroup diferences: Chi*= 019, ar= 1 (F = 0.6B), I"= 0%

Figure 108: Hyperbilirubinemia
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Figure 109: Transfused for anaemia
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Figure 110: Apgar score at 5th minute < 8
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Figure 111:

More placental trans Less placental trams
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Figure 112:

Haematocrit at 24 hours after birth (%)
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1.13.2 More placental transfusion versus less placental transfusion: subgroup
analysis by strategy for more placental transfusion

Figure 113: Infant death
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Figure 114: Severe intraventricular haemorrhage
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Figure 115: Transfused for anaemia
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Appendix J: Network meta-analysis of tocolytics

J.1

J.2

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)

®© N Ok W=

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
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
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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-
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, ,, , have a binomial likelihood

r, ~ BinOmial(pik’nik)

where p; is the probability of an event and »; the total number of patients in arm « 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,) = 44+ 6

with ,, being given non-informative normal priors, Normal(0,1000), and &, =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:

é;k NN(dtik _dtil ,Tz)

where 4, represents the mean effect of the treatment in arm k in trial i, #, relative to Placebo,
and z’represents 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; )= u +d, -4,

NMA model for continuous data (EGA)

For each arm & of a trial i, the observed mean EGA, o
v.» has a normal likelihood

Vi ~ Normal(&,-k 5 )

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

J.2.5

arm k of trial i.
The mean EGA is modelled using a NMA model such that
91'/: =H; +§ik

with ,, being given non-informative normal priors, Normal(0,1000), and ¢, =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 &,
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

H[k =H; +dt _dt
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

dl‘k ~ N(mm ,T2D)
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with D, indicating the class to which treatment i 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

1,k Dy

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 » ~ n0,100) 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.

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).
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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 to 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).

J.3.3 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

Placebo/control
Prostaglandin inhibitors
Magnesium sulfate
Betamimetics

Calcium channel blockers
Nitrates

Oxytocin receptor blockers
Alcohol/ethanol

Other treatments

© 0 N O o b~ WODN -~

Table 2: Treatments with class assignments
Treatment class
Placebo

No treatment
Bed rest
Celecoxib
Indomethacin
Ketorolac
Mefenic Acid
Nimeluside
Rofecoxib

© 00 N O O A WIN -

Sulindac
Magnesium Sulfate
Beta-Mimetics

—_—
)
2 WONNMNNMNMNNDND-- o

N
N

@2015 National Collaborating Centre for Women and Children's Health
75



PTLB Appendices | & J
Network meta-analysis of tocolytics

Treatment class
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

Treatment classes are defined in Table 1
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Table 3: Posterior mean of the residual deviance ( p_ ) DIC for all models

Outcome (number 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

(102) DIC 4291 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 42.8 454 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, 1.41) -
standard deviation
within-class standard 0.65 (0.03, 1.87) 0.60 (0.03, 1.84) - -
deviation

Perinatal mortality (88) 5m * * 95.6 115.1
DIC * * 365.1 371.8

between-study

*
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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

res

DIC

between-study
standard deviation

within-class standard
deviation

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.
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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

J.4 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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J.6 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 Placebo
Indomethacin
Ketorolac
Rofecoxib
Magnesium Sulfate
Beta-Mimetics
Ritodrine
Salbutamaol
Terbutaline
Nylidrin (NOT TO BE USED FOR RANKING)
Nifedipine
Nitric Oxide
Atosiban
Other Tocolytic(s) (MOT TO BE USED FOR RANKING])

0

[ T I = T - I, T SN U Q)

12
13
14

[ B e 1 N T S S S U N

Class "Alcoholfethanol” not compared
Class B not to be used for ranking

{ Binomial likelihood, logit link
£ Fixed effects model
£ class effects - zero within-class variancs
model | & *+%% PROGRRM STRRTS
for(i im 1l:ns){ # LOOP THROUGH STUDIES
mu[i] ~ dnorm({0, .0001) $# wvague priors for all trial bkaselines
for (k in l:mnalil]l { §# LOOP THROUGE ARMS
r[(i, k] ~ dbinipli,k],nli,k]) £ binomial likelihood
{ model for linear predictor

logic(pli, k1) <— mm[i] + dlt[i,k]] - dltli,1]1]
{ expected value of the numerators
rhat[i, k] =- pli,k] * mli, k]
gDeviance contribution
dew[i,k] <— 2 * (r[i,k] * (logi(rli,k])-logi{rhac[i,k]l}}
+ (nli,kE)l-r[i,k]} * (loginli,k]l-r[i,k]} - loginl[i,kl-
rhat[i,k]1}}]

}
{ summed residual deviance contribution for this trial
resdev[i] <— sum{dev([i,l:mnalil]])
}
totresdev <- sum{resdev[]) £ Total Residual Deviance
d[1l]1<-0 £ treatment 2ffect is zero for reference treatmsnt
£ treatment 2ffects from Class - fixed class effects
for {(k in 2:nt){ dIlk] <- m[D[k]] '
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m[l] <= 0

for (k in 2:nec){ m[k] ~ dnormil, _0001) } # priors for mean class effect
£ all pairwise CRs

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

for (k in {c+l):nt) {
lorlc,kl<— dlkl-dlc]
OR[c, k] «<- expl(lorlec, kl)
}
£ select treatments to be used for ranking and economic analysis
for(k im 1:9){ dR[k] <- d[k] 1}
£ not treatment 10
for(k im 11:13){ 4dR[k-1] =<- d[k] }
£ not treatment 14
{ ranking on relative scale
for {(k im 1:ntR) |

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

fcalculate probability that treat k is h-th best
for (th in 1l:nt) { proklh,k] <- equalsirk[k],h} }
§ Provide estimates of treatment effects T[k] on the natural scale
t Given a Mean Effect, meanh, for 'standard' treatment A,
{ with precision (l/wvariance) prech
2 ~ dnorm{meani, prech)
for {k in 1:ntR) { logit{T[k]) <- A + dR[k] }
£ all pairwise CRs for classes

for {c in 1l:ine-1)3{
for (k in {c+l):nc){
lorClass[ec, k] <— m[k] - mle]
ORClass[e, k] <- expim[k] - m[ec])

#.rank 2ll classes esxcept lastc
for {(k in l:nec-1) {

£ rkClass[k] <- {(nc+l)-rankiml], k) £ events are "good”
rkClass[k] <— rank (m[l:{nc-1}1,k) £ 2vents ars "bad"
bestlClass[k] <- eguals{rkClass[k],l}) # rank=l i1s kest

# probk class k is h—-th best, probll,k]l=best[k]
for (h in l:nc-1} { probkClass[h,k] <- eguals{rkClass[k],6h}

} - g #%% PROGEARM ENDE

Data

# ns= number of studies; nt=number of reatments; ncenumber of dasses; D=mndex of casses
# ntR = number of treat for ranking

listins=28, nt=14, nc=8, meanA=-2.314, precA=0108861, ntR=12,
D=c(1.2,2,2,3. 4. 4,4, 4. 4,5 8,7, 8))

naf] t.1] tL.2] 1.2 1] 2] .3 nl1]  n[2]  nl3]  #Stedy Year
3 1 5 ] 3 1 2 2 18 12 #Cotton 1284
3 2 5 11 14 1 10 103 s 119 #Hlauser 2012
3 7 12 13 5 7 4 56 i1 58 #Goodwin

2 1 2 MA ] 1 MA 20 19 M #Panter 1980
2 1 5 MA s 4 MA 89 73 M #Cox 1980
2 1 7 M 4 2 A 55 58 M #leveno 1285
2 1 7 MA )| 21 MA ]| 380 M #CFLIG 1982
2 1 12 MA 1 2 MA T2 T4 M #Smith 2007
2 1 12 M 12 18 A 248 243 M #Romero 2000
2 2 5 MA 4 4 MA 43 52 M #Morales 1983
2 2 5 MA 2 6 MA 4 13 MA #Parilla 1987
2 2 7 ) 1 4 HA 47 50 M #Morales 1282
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2 2 7 A 3 2 MA 25 20 MA #Besinger 1801
2 2 10 MA 2 1] A a0 a0 MA #hurki 1221

2 3 5 NA 1 4] MHA 45 43 NA #5chor 1228

2 4 5 A g T A a2 102 MA #McWhorter 2004
2 ] 11 MA 3 2 A 106 110 MA #lyedl 2007

2 ] 14 NA a 2 MHA ] a1 NA #Mittendorf MAGnet 2002
2 il 12 A 3 2 A 116 120 MA #Bisits 2004

2 7 7 MA 15 4 MA 111 111 MA #Holleboom 1006
2 7 1 MNA 1 1 HA 35 35 NA #Maitra 2007

2 7 1 A 7 4 A 43 43 MA #an de Water 2008
2 7 11 MA 23 17 MA 20 b5 MA #Papatsonis (1987/2000)
2 7 13 MNA 1 3 HA &3 63 NA #Shim 2005

2 7 13 MA 5 3 MA 107 107 MA #Moutquin 2000
2 B 13 MNA 2 4 MA oo 109 MA #Frenchfdustralian 2001
2 ] 1 MNA 3 4] HA 16 20 NA #lachapojanart 2007
2 o 13 MA < 3 MA 105 101 MA #European 2001
2 1 11 MNA 0 4 MA 48 52 MA #Massar 2000

END
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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

2 2 HKetorolac

5 2 Rofecoxib

6 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 Mylidrin (MOT TO BE USED FOR RANKING)

14 5 Nicardipine

15 ] Nifedipine

16 ] Atosiban

17 5] Barigiban 1.0 (MOT TO BE USED FOR RAMKING)
18 o] Bamusiban 0.3 (NOT TO BE USED FOR RANKING)
14 B Barnusiban 10 (MOT TO BE USED FOR RANKING)
20 5] Barmusiban 3.0 (MOT TO BE USED FOR RAMKING)
21 T Ethanol (NOT TO BE USED FOR RANKING)

22 g Tocolysis (MOT TO BE USED FOR RANKING)

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

£ Binomial likelihood, logit link
i Random effects model for multi-arm trials

£ class effects - zero within-class wvariance
model { g #%% PROGEARM STARRTS
for{i im l:ms){ £ LOCOF THROUGH STUDIES
w[i,1l] =— 0O { adjustment for multi-arm trials is zero for control
arm
delta[i,1] =<- 0 $# treatment effect is =zero for control arm
mu[i] ~ dnorm{0,.0001) £ vague priocrs for all trial baselines
for (k in l:na[il) { # LOOP THROUGE ARMS
rli,k] ~ dbinipli,k],nli,k]) # binomial likelihood
logitipli,k]} <— mu[i] + deltali, k] % model for linear predictor
rhat[i,k] <- pli,k] * nl[i,k] % expected walue of the numerators
#leviance contribution
dew[i,k] <- 2 * (r[i,k] * (logi(rli,k]l)-logi{rhatc(i,k]}}
+ (nii,k]l-rli,k]} * (login[i,kl-rli,k]} - login[i,k]l-
rhat[i,k]})] i
£ summed residual deviance contribution for this trial
resdev[i] <- sumidev([i,l:malil])
for (k in 2:mnalil) { § LOOF THEROUCH REMS
i 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] <- dIlcli, k]l] - dlcli,1l]] + swli, k]

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

i adjustment for multi-arm RCTs
wli,k] =<- {deltali,k] - dicli,k]] + dIlt[i,1]1])

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

}
totresdev <- sum{resdev([]) $ Total Residual Deviance
dl[1]1=-0 %t treatment effect is zero for reference treatment
£t treatment =2ffects from Class - fizxed class effects
for {(k in 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 wariance)
m[l] «- 0O
for {(k in 2:nec){ m[k] ~ dnormi0, .0001) } # priors for mean class effect
£ all pairwise CRs
for {c im 1:i(nt-1})) {

for (k in {c+l):ont) {
lor[c,k]l<- dlkl-dlec]
OR[cz, k] <- expl(loxrle, k]l)
}
i select treatments to be used for ranking and economic analysis
for(k in 1:12){ dR[k] =- d[k] }
{ not treatment 13
for(k in 14:16){ dR[k-1] =<- d[k] }
£ not treatments 17-22
$ ranking on relatiwve scale
for {(k im 1:ntR) |

£ rk[k]<- (ntR+1l}-rank{dR[], k) § events are "good”
rk[k]l<- rank({dR[], 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) }

$ 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 ~ dnorm{meanh, prech)

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

£ 2ll 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 two

for {k in l:nc-2) {
rkClass[k] <— rank(m[l:{nc-2}1,k) £ 2vents arse "kbad"
bestClass[k] <- eguals{rkClass[k],l} # rank=l i1s kest
# probk class k is h-th best, probll,k]=best[k]
for (h in l:nc-2) | probClass[h,k] <- eguals{rkClass[k],6 h}
} g ##* PROGEAM ENDS
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# ns= number of studies; nt=number of reatments; nc=number of casses; D=index of classes
# ntR = number of treat for ranking
listins=47_ nt=22, nc=8, meanA=-1.75, precA=0555, ntR=15.
D=ci{1.2,2,2.2,2,3, 4,4 4,4 445 50866, 6487, 8)

i
[=}

1]
nL3]
1

32
1

W W s i
e
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t.2]
nl4]
17

35
10
45

SEEAEAENE E ESESE E ETE ENESESESESFESEREEVEVERSE R

EnENENESE

1.3
n[.5]
18

RESH

S e e e e e e e e

S *E

1.5] . 1]
Study

0 1
Thomton 2009
MA 1
Larsen 1830
NA i
Coftton 1984
MA 41
Klauser 2012
MA 5
Goodwin 1994
NA 2
Miebyl 1980
MA 2
Panter 1909
MA 2
Zuckerman
MNA 15
Cox 1880
MA 3
Spellacy 1979
MNA i
Larsen 1988
MA 24
Merkatz 1980
MA 24
Leveno 1938
NA a0
CPLIG 1992
MA 0
Goodwin 1984
MA 54
Romerc 2000
MNA 2
Weiner 1933
MA 1
Stika 2002
MA 1
Rasanen 1995
MNA 5
Morales 1993
MA 5
Parilla 1997
MA |
Morales 1939
MNA 3
Kurki 1881
MA 2
Schomr 1003
MNA 13
McWhorter
MA 3
Miller 1982
MA 4
Floyd 1995
MNA 24
Lyell 2007
MA 4
Essed 1978
MA 7
Gummens
NA 17
Holleboom
MA 2
Caritis 1984
MA 1
Maitra 2007
MNA 3
Cararach 2008

2] .3 4] .l nL.1]
2 ] 7 2 32
4 ] 2 MA 45
] 4 NA MNA 12
] 34 MA MA 102
8 7 3 2 56
3 NA NA MNA 15
4 MA MA MA 20
1 MA MA MA 18
1264

15 MNA MA MA aa
0 MA MA MA 15
3 MNA MA MNA 50
20 MA MA MA 122
25 MHA MA MA 55
] NA NA MNA 321
3 MA MA MA 57
o4 MA MA MA 2492
] NA NA MNA 42
1 MA MA MA 12
0 MA MA MA 10
] MNA MA MA 49
5 MA MA MA 14
12 MA MA MA a7
2 MNA MA MA 30
4 MA MA MA 45
12 MNA MA MNA a2
2004

2 MA MA MA 15
5 MHA MA MA 40
21 MNA MA MNA 106
2 MA MA MA 48
4 MHA MA MA 70
1883

12 NA NA MNA 111
1906

5 MA MA MA k|
0 MHA MA MA 35
2 NA NA MNA 3Ja
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2 10 15 N& MA NA 3 3 MA N NA 43 48
NA MA NA g Van de Water 2008

2 10 15 NA MA NA 4 4 NA M NA 28 a0
A MA N& # Al-Cattan 2000

2 10 15 NA MA A M 23 NA M NA 80 g5
NA MA NA g Papatsanis (1997/2000) 1087

2 10 16 N& MA NA i 3 MA N NA 83 g3
NA MA NA g Shim 2008

2 10 18 NA A NA 1 (] NA MA NA 22 23
MA M N& # Lin 2009

2 10 18 NA MA A 14 15 NA M NA 107 107
NA MA NA g Moutquin 2000

2 10 21 N& MA NA i 15 MA N NA 73 7B
A MA N& # Lauersen 1877

2 11 14 NA A NA a 5 NA MA NA 21 24
A M2 N& # Trabelsi 2008

2 11 16 N& MA NA 10 14 MA NA N& 89 108
NA MA NA g Frenchifustrafian 2001

2 12 15 N& MA NA 2 MA N NA 18 20
A MA N& # Lachapojanart 2007

2 12 18 NA MA A 29 17 NA M NA 105 101
NA MA NA g European 2001

2 15 15 NA MA NA i 10 MA N NA 48 52
NA MA NA g Massar 2009

2 15 18 NA MA NA 10 5 NA M NA 23 25
A 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

- 2 Ketorolac

5 2 Mimeluside

6 2 Rofecoxib

T 2 Sulindac

B 3 Magnesium Sulfate (TREATMENT IS ITS OWN CLASS)
g 4 Fenoterol

10 4 Isoxsupring

11 4 Ritodrine

12 4 Salbutamol

13 4 Terbutaline

14 4 Mylidrin {NOT TO BE USED FOR RANKING)

15 5 Micardipine

16 = Mifedipine

17 B Mitric Oxide

18 7 Atosiban

19 g Tocolysis (HOT 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 effects - zero within-class variance
model { g #&#+% PROGEARM STRRTS
orf{i inm 1l:ns){ £ LOOP THROUGH STUDIES
w[i,1l] =<— 0O { adjustment for multi-arm trials is zero for control
arm
delta[i,1l] =— 0 ¥ treatment effect is zero for control arm
mu[i] ~ dnorm{0,.0001) { vague priors for all trial baselines
for (k in l:mal[i]) { £ LOCF TEROUGH ARMS
wvar[i, k] <— powisel[i,k],2) & calculate wvarlances
prec[i, k] <- lj/war[i, k] 4 set precisions
v[i,k] ~ dnormithetali,k],precli,k]) # binomial likelihood
thetali, k] <- mul[i] + deltali, k] $ model for linear predictor

#Deviance contributicon
dev[i,k] <- (v[i,k]l-thetali,k]l)*{y[i,k]-thetali,k])*prec[i, k]

1
$ summed residual deviance contribution for this trial
resdev[i] <- sumi{dew[i,l:mnalil])
for (k in 2:ma[i]) { £ LOOFP TEROUGH RREMS
trial-specific LOR distributions
deltali,k] ~ dnorm{md[i, k], taud[i,6 k])

{ mean of LOR distributions, with multi-arm trial correction
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md[i k] <- dlcli, k]l] - dlcli,1l]] + swli, k]
{ precision of LOR distributions ({with multi-arm trial correction)
taud[i, k] <- tau *Z%¥{k-1)}/k
{ adjustment, multi-arm RCTs
wli,k] =<- {deltali,k] - dl=li,k]] + d[c[i,11]}
{ cumulative adjustment for multi-—-arm trials
swli,k] <- sum(wl[i,l:k-11)/(k-1)

}

totresdev <- sum{resdev([]) $Total Residual Deviance
di1]1=<-0 %t treatment effect is =zeroc for control arm
£ treatment =2ffects from Class - fizxed class effects
for {(k im 2:nt){ d[k] =<=- m[D[k]] 1
sd ~ dunif (0,20) { vague prior for between—-trial 5D
tau <— pow(sd,-2) § between—-trial precision = (l/between—-trial wariance)
m[l] «- 0O
for (k in 2:nec){ m[k] ~ dnorm(0, .0001) } # priors for mean class effect
£ all pairwise differsncess
for {c im 1:(nt-1})) {

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

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

{ not treatment 14

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

£ not treatment 19

# ranking on relatiwve scale

for {(k im 1:ntR) {

rk[k]l<- (ntR+l)-rank(dR[], k) # larger walues are "good"
4 rk[k]<- rank({dRI[], k) £ larger waluss 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],Rh} }

.I
£ 2ll pairwise differences for classes
for (o in 1:(mc-1)){
for (k in {c+l):nc){ diffClass[c, k] <- m[k] - m[c]

#.rank 2ll classes except £
for {k in l:nc-1) {

rkiZlass[k] <— mo-rank{m[l: {(nc-1)]1,k}) # larger wvalues are "goocd"
bestllass[k] <- eguals{rkClass[k],l} # rank=l i1s kest

# probk class k is h-th best, probll,k]=best([k]
for (h in l:nc-1) { probkClass[h,k] <- eguals{rkClass[k], 6 h}

} . g *** DPROGEAM ENDS

Data

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

list{ns=48, nt=13, nc=E, ntR=17

D=c{1,2,2,2,2,2,2,3,4. 4,4, 4 445 58,7, 8)

naf] .11 t[.2] 1.3 y[.1] ¥l 2] ¥ se[1]  =se[d] se[3] # Study  Year

3 1 a 13 22 31 331 0730013485 0475 0757071022 #
Cotton 1884

3 3 5 7 2 384 331 DA32458832 0.152113883 0 3182277
# Sawdy 2003

3 3 8 16 ME 312 3B 0450ZETIAS 0423014303 0441261304
# Klauser 2012
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2 1 3 MA
Zuckerman 1064

2 1 3 MA
MNieby 1980

2 1 3 M
Panter 1982

2 1 a MA
Ciox 1980

2 1 a A
How 2006

2 1 10 M
Casapo 1977

2 1 11 MA
CPLIG 1982

2 1 11 A
Merkatz 1980

2 1 11 MA
Leweno 1988

2 1 11 M
Larsen 1988

2 1 17 M
Srmith 2007

2 1 18 MA
Goodwin 1904

2 1 19 M
Weiner 1988

2 2 3 M
Stka 2002

2 2 a MA
Boma 2007

2 3 7 MA
Rasanen 1985

2 3 g M
Parilla 1987

2 3 11 MA
Besinger 1901

2 3 14 MA
Kurki 1821

2 3 168 M
Kashanian 201

2 a MA
Schomr 1988

2 ] a A
McWhorter 2004

2 B 13 M
Surichamom 2001

2 B 15 MA
Larmon 1988

2 B 16 A
Taherian 2007

2 ] 168 MA
Glock 1803

2 ] 16 M
2007

2 ] 11 A
Essed 1978

2 10 11 MA
Sirchiwal 2001

2 10 16 M
Rayamaijhi 2003

2 1 11 M
Holleboom 1086

2 1" 18 MA
Al-Qattan 2000

2 1" 16 A
Cararach 2008

2 1 168 M
Papatsonis (199772000)

2 1" 18 MA
Fan 2003

2 1" 16 A
Kaolks 1808

2 1 18 MA
Lin 2009
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