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Figure 1. Network diagram for prevention of PPH 2 500 mL by mode of birth (vaginal birth).
The nodes represent an intervention and their size is proportional to the number of trials
comparing this intervention to any other in the network. The lines connecting each pair of
interventions represent a direct comparison and are drawn proportional to the number of
trials making each direct comparison.
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Figure 2. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by mode
of birth (vaginal birth).
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Figure 3. Cumulative rankograms comparing each of the uterotonic drugs for prevention of
PPH 2 500 mL by mode of birth (vaginal birth). Ranking indicates the cumulative probability
of being the best drug, the second best, the third best, etc. The x axis shows the relative
ranking and the y-axis the cumulative probability of each ranking. We estimate the SUrface
underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the higher its
rank among all available drug options.
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Figure 4. Network diagram for prevention of PPH 21000 mL by mode of birth (vaginal birth).
The nodes represent an intervention and their size is proportional to the number of trials
comparing this intervention to any other in the network. The lines connecting each pair of
interventions represent a direct comparison and are drawn proportional to the number of
trials making each direct comparison.
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Figure 5. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by mode
of birth (vaginal birth).
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Figure 6. Cumulative rankograms comparing each of the uterotonic drugs for prevention of
PPH 2 1000 mL by mode of birth (vaginal birth). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.
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Figure 7. Network diagram for prevention of PPH 2 500 mL by mode of birth (caesarean
section). The nodes represent an intervention and their size is proportional to the number
of trials comparing this intervention to any other in the network. The lines connecting each
pair of interventions represent a direct comparison and are drawn proportional to the
number of trials making each direct comparison.
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Figure 8. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by mode
of birth (caesarean section).
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Figure 9. Cumulative rankograms comparing each of the uterotonic drugs for prevention of
PPH 2 500 mL by mode of birth (caesarean section). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.
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Figure 10. Network diagram for prevention of PPH 2 1000 mL by mode of birth (caesarean
section). The nodes represent an intervention and their size is proportional to the number
of trials comparing this intervention to any other in the network. The lines connecting each
pair of interventions represent a direct comparison and are drawn proportional to the
number of trials making each direct comparison.
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Figure 11. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by mode
of birth (caesarean section).
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Figure 12. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by mode of birth (caesarean section). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.

100
|

80
|

60
|

Cummulative probability (%)
40

20
|

Ranking



Figure 13. Network diagram for prevention of PPH 2 500 mL by prior risk for postpartum
haemorrhage (low risk). The nodes represent an intervention and their size is proportional
to the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 14. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by prior
risk for postpartum haemorrhage (low risk).
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Figure 15. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL by prior risk for postpartum haemorrhage (low risk). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 16. Network diagram for prevention of PPH 2 1000 mL by prior risk for postpartum
haemorrhage (low risk). The nodes represent an intervention and their size is proportional
to the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 17. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by prior
risk for postpartum haemorrhage (low risk).
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Figure 18. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by prior risk for postpartum haemorrhage (low risk). Ranking indicates
the cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 19. Network diagram for prevention of PPH 2 500 mL by prior risk for postpartum
haemorrhage (high risk). The nodes represent an intervention and their size is proportional
to the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 20. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by prior
risk for postpartum haemorrhage (high risk).

Comparison RR (95% Cl)
Oxytocin vs Placebo or no treatment - 0.48 (017 1.40
E]'éﬁgd e 280 {0137: 2'1.3&)
Netwark 0.81(0.32, 2.04)
ﬁregr&rg&tnneﬂaxmcm vs Placeboorno treatment  _{_ 1.07 (0.20, 5.90)
Carbetocinvs Placebo orno treatment - 0.75 (0.30. 185
hrect - 013 0:n1:1zaE
MNetwork 0.54 (0.21, 1.35
Hlest&%rrokstol*-Oxﬂomnvs Placebo orno treatment - 0.56 (0.22, 1.48)
Hgst&%r&smlus Placebo or notreatment -+ 0.89 (0.34, 2.32)
IIiE‘]regn?vrgrtf‘tr|ne\.'s Flacebo or notreatment - 1.02(0.30, 3.48)
m%c\:rtgpkle prostaglandinsvs Placebo orno freatment 117 (018, 7.47)
Eﬁ&?&mnwomocm vs Chortocin —h— 133(0.31,579)
Carbetocinvs Oxytocin o

i Q.67 (0.46, 0.98
Nrect - 035 EU.‘H, 1.10E
Netwaork 0.67 (0.49, 0.91
Misoprostol+Oxytocinys Cxytocin o 0.70 (0.54. 0.91)
Indiréct ¢ p > {53 Eoino: 7 68e+15)
MNetwork 0.70(0.54, 0.91)
Misoprostol vs Oxytocin P 107 (0.92 1.25
indirect T 218 Eoﬁasj 7130}
Netwaork 1.11(0.88, 1.41
E[go&netrineus(lxmcin 1S 140 (0.71 277
indirect - 055 Eoﬁn5j aﬁsnE
Network 1.26 (0.56, 2.84
mgﬁgrbkle prostaglandinsvs Oxytocin —— 1.45(0.28, 7.48)
garb;.tocin vs Ergometrine+QOxytocin -t 050 (0.13, 1.91)
Inlé?rect -y > 055 EU:UU: 228e+28)
Netwark 0.50(0.12,2.10)
Misoprastal+Oxytocinvs Ergometrine+Oxytocin
N et ot ot 9 ot —r 0.53(0.12,2.33)
Hbstsv%r&stolvs Ergometrine+Quxytocin —— 0.83(0.19, 3.67)
Ergometrine vs Ergometrine+Oxytocin
Nregtwork g o - 0.95(0.18, 5.06)
Bje%able prostaglandinsvs Ergometrine+Oxytocin . 1.09(0.66, 1.81)
Indirect € T * 087 {0100: h)
MNetwaork 1.09 (0.53, 2.25)
Hgs&;gjr&stoh(lxﬂocmvs Carbetocin p 1.05 (0.7, 1.57)
Misoprostolvs Carbetocin - 231152 350
indirect . 143 {034: 21 BE
MNetwork 1.67(1.15,2.41
Ergometrine vs Carbetocin
Hetwork > 1.90 (0.80, 4.49)
Hgﬁgme prostaglandinsvs Carbetocin e 218 (0.4, 10.90)
Hgs&%r&stolus Misoprostol+Ouxgtocin e 158 (111,2.26)
Ergometrine vs Misoprostol+Oxytocin
Hetwork Hisor o > 1.80 (0.77, 4.21)
Injectabl taglandi i tol+0 i
P[l]ﬁwgrke prostaglandinsvs Misoprostol+Oxytocin o 2,07 (0.40, 10.88)
EEP:anetrinevs Misoprostol —— 0.50 (0.05. 5.34
Indirect T 127 Eoﬁszj 3ﬁ1nE
Netwaork 1.14 (0.49, 2.62
méﬁgrbkle prostaglandinsvs Misoprostol —— 131(0.25,6.82)
Injectable prostaglandinsvs Ergometrine
Network oo g -1 1.15(0.19,7.14)

I I
110



Figure 21. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL by prior risk for postpartum haemorrhage (high risk). Ranking indicates
the cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 22. Network diagram for prevention of PPH 2 1000 mL by prior risk for postpartum
haemorrhage (high risk). The nodes represent an intervention and their size is proportional
to the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 23. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by prior
risk for postpartum haemorrhage (high risk).
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Figure 24. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by prior risk for postpartum haemorrhage (high risk). Ranking indicates
the cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 25. Network diagram for prevention of PPH 2 500 mL by healthcare setting (hospital
setting). The nodes represent an intervention and their size is proportional to the number of
trials comparing this intervention to any other in the network. The lines connecting each
pair of interventions represent a direct comparison and are drawn proportional to the
number of trials making each direct comparison.
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Figure 26. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by
healthcare setting (hospital setting).
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Figure 27. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL by healthcare setting (hospital setting). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.

100
1

60 80
| | |

40

Cummulative probability (%)
20
|

0
!

Ranking



Figure 28. Network diagram for prevention of PPH 2 1000 mL by healthcare setting (hospital
setting). The nodes represent an intervention and their size is proportional to the number of
trials comparing this intervention to any other in the network. The lines connecting each
pair of interventions represent a direct comparison and are drawn proportional to the
number of trials making each direct comparison.
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Figure 29. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by
healthcare setting (hospital setting).
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Figure 30. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by healthcare setting (hospital setting). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.
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Figure 31. Network diagram for prevention of PPH 2 500 mL by healthcare setting
(community setting). The nodes represent an intervention and their size is proportional to
the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 32. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by
healthcare setting (community setting).
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Figure 33. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL by healthcare setting (community setting). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 34. Network diagram for prevention of PPH 2 1000 mL by healthcare setting
(community setting). The nodes represent an intervention and their size is proportional to
the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 35. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by
healthcare setting (community setting).
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Figure 36. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by healthcare setting (community setting). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 37. Network diagram for prevention of PPH 2 500 mL restricted to misoprostol
studies that use a low dose (less or equal to 500 mcg). The nodes represent an intervention
and their size is proportional to the number of trials comparing this intervention to any
other in the network. The lines connecting each pair of interventions represent a direct
comparison and are drawn proportional to the number of trials making each direct
comparison.
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Figure 38. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL restricted
to misoprostol studies that use a low dose (less or equal to 500 mcg).
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Figure 39. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL restricted to misoprostol studies that use a low dose (less or equal to 500
mcg). Ranking indicates the cumulative probability of being the best drug, the second best,
the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 40. Network diagram for prevention of PPH 2 1000 mL restricted to misoprostol
studies that use a low dose (less or equal to 500 mcg).The nodes represent an intervention
and their size is proportional to the number of trials comparing this intervention to any
other in the network. The lines connecting each pair of interventions represent a direct
comparison and are drawn proportional to the number of trials making each direct
comparison.
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Figure 41. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL restricted
to misoprostol studies that use a low dose (less or equal to 500 mcg). Figure 66. Figure

Comparison RR (95% CI)

Oxytocin vs Placebo or no treatment

Direct + 081 (0.51,072)
Indirect —— (.55 (0.37, 0.81)
Network + 0.60 (0.51,0.70)
Ergometrine+0xytocin vs Placebo orno treatment

Direct — ] 0.44 (0.18, 1.05)
Indirect —- 0.48 (0.37, 0.65)
Network - 0.48 (0.38, 0.62)
Carbetocin vs Placebo or no treatment

Network —— (.55 (0.34, 0.93)
Misoprostol+Oxytocin vs Placebo or no treatment

Network - 0.52 (0.40, 0.68)
Misoprostol vs Placebo or no treatment

Direct —— 0.65 (0.42, 1.01)
Indirect - 0.65 (0.50, 0.85)
Network -+ .52, 0.82)

Ergometring vs Placebo or no treatment
Direct _— 0.09 (0.01,0.72)
Indirect — 0.74 (0.33, 1.65)
Network —— 0.56 {0.27,1.18)

Injectable prostaglanding ve Placebo or no treatment
Direct

Indirect

Network

— 0.36 (0.04,3.24)
0.50 (0.22,1.12)
0.48 (0.22, 1.05)

Ergometring+0xytocin vs Oxytocin
Direct 0.73 (0.57, 0.93)
- 1.02 (0.70,1.48)

0.1 (0.68, 1.00)

Indirect
Network

[P
——
—
-+
-
Carbetocin ve Oxytocin
Direct — 0.73 (0.45,1.18)
Indirect —_— 0.:28 (0.12, 0.67)
Network —r (.94 (0.57,1.54)
Misoprostol+Oxytocin vs Oxytocin
Direct -+
Indirect
Network -
—_—
—_
—
—
—_—

0.87 (0.69, 1.08)
0.98 (0.40,2.45)
0.87 (0.70, 1.08)

Mizoprostol vs Oxytocin
Direct

Indirect

Network

B 1.03 (0.81,1.31)
— 121 (0.84, 1.76)
o 1.08 (0.89,1.32)

Ergometrine vs Oxytocin

Direct re— 1.30 (0.52,3.27)
Indirect — 0.45 {0.12,1.67)
Network — 0.94 (0.45, 1.96)

Injectable prostaglandins vs Oxytocin
Direct

Indirect

Network

1.43 (020, 10.31)
0.69 (0.30, 1.61)
0.81 (0.37,1.74)

Carbetocin vs Ergometring+Oxylocin

Direct 0.34 (0.13, 0.88)
Indirect 1.29 (0.98,1.70)
Network 1.18 (0.70, 1.90)

Migoprostol+Oxytocin ve Ergometrine+Oxytocin

Direct 1.41 (0.68,2.94)
Indirect 1.04 (0.75,1.45)
Network 1.08 (0.80, 1.45)

Misoprostol vs Ergometring+Oxytocin

Direct 162 (1.06,2.46)
Indirect 1:20 (0.87, 1.67)
Network 1.34 (1.04,1.73)

Ergometring vs Ergometrine+Oxytocin

Network 1.16 (0.54,2.48)

Injectable: prostaglandins vs Ergometrine+Oxytocin

Direct 0.80 (0.17,3.78)
Indirect 2.00 (0.42,9.53)
Network 0.98 (0.47,2.11)

Misoprostol+Oxytocin vs Carbetocin

Network 0.93 (0.5, 1.59)

Misoprostol vs Carbetocin

Direct 2:31 (0.62, 8.64)
Indirect 1.12 (0.35, 1.48)
Network 1.16 (0.69, 1.95)

Ergometrine vs Carbetocin
Network 1.00 (0.42,2.42)
Injectable prostaglanding vs Carbetocin
Network 0.86 (0.35,2.13)

Misoprostol vs Misoprostol+Oxytocin

Direct 1.85 (1.03,3.33)
Indirect 1.40 (0.80, 1.53)
Network | 1.25 (0.84, 1.68)

Ergometrine vs Misoprostol+Oxytocin
Network 1.08 (0.50,2.32)
Injectable prostaglanding vs Misoprostol+Oxytocin
Network 0.82 (0.42,2.05)

Ergometrine vs Misoprostol
ct

Dires 1.93 (0.34, 10.85)
Indirect 0.33 (010, 1.14)
Network 0.87 (0.41,1.83)

Injectable prostaglandins vs Wisoprostol

Network — 0.74 (0.34, 163}
Injectable: prostaglandins vs Ergometrine:

Direct 5.00 (0.25,99.16)
Indirect —_— 0.62 (0.20,1.83)
Network —_— 0.85 (0.30,2.41)




Figure 42. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL restricted to misoprostol studies that use a low dose (less or equal to
500 mcg). Ranking indicates the cumulative probability of being the best drug, the second
best, the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 43. Network diagram for prevention of PPH 2 500 mL restricted to misoprostol
studies that use a high dose (600 mcg or more). The nodes represent an intervention and
their size is proportional to the number of trials comparing this intervention to any other in
the network. The lines connecting each pair of interventions represent a direct comparison
and are drawn proportional to the number of trials making each direct comparison.
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Figure 44. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 restricted to
misoprostol studies that use a high dose (600 mcg or more).

Comparison RR (85%Cl)
Oxytocin ve Placebo or no treatment

Direct * 0.61(0.52,0.71)
Indirect —+ 0.57 (0.43, 0.76)
Network -+ 0.59 (0.45,0.70)
Ergometrine+Oxytocin vs Placebo or no treatment

Direct -~ 0,37 (0.30, 0.45)
Indirect ba 0.45(0.34,0.58)
Network - 0.42(0.33,0.53)
Carbetocin vs Placebo or no treatment

Direct — 0.75(0.30, 1.85)
Indirect —+ 0.42 (0.30, 0.58)
Network - 0.44 (0.32, 0.60)
Misoprostol+0Oxytocin vs Placebo or no treatment

Network -+ 0.42 (0.32,0.55)

Mizoprostol vs Placebo or no treatment
Direct - 0.78 (0.62, 0.857)
Indirect -+ 0.57 (0.43, 0.74)
Network - 0.65 (0.53, 0.80}

Ergometrine ve Placebo or no treatment

Direct —— 0.24 (0.14, 0.42)
Indirect — 0.64 (0.47, 0.87)
Network —+ 0.56 (0.42,0.75)
Injectable prostaglandins ve Placebo or no treatment

Direct _ 0.55 (0.22,1.35)
Indirect — 0.55(0.38, 0.51)
Network I 0.59 (0.38,0.87)

Ergometrine+Oxytacin vs Oxytocin
Direct - 0.72 (0.57,0.81)
Indirect — 0.72 (0.53,0.88)
Network - 0.72 (0.58, 0.87)

Carbetocin v Oxytocin
Direct

-+ 0.75 (0.58, 0.88)
Indirect 1 0.76 (0.35, 1.65)
Network -+ 0.75 (0.58, 0.97)
Wisoprostol+Oxytocin vs Oxytocin

Direct hs 0.71 (0.58, 0.85)
Indirect A 1.87 (0.61,5.73)
Network -+ 0.72 (0.58, 0.87)
Mizoprostol vs Oxytocin

Direct ™ 1.10 {0.85, 1.43)
Indirect ™ 1.18(0.88, 1.58)
Network - 1.11 (0.95,1.31)
Ergometrineg ws Oxytocin

Direct ™ 1.31 (0.85, 1.89)
Indirect ] 0.73(0.52,1.03)
Network - 0.95 (0.73,1.23)
Injectable prostaglandins vs Oxytocin

Direct — 0.84 (0.26,2.71)
Indirect -+ 1.02 (0.6, 1.57)
Metwork - T 1.00 (0.68, 1.45)
Carbetocin vs Ergometrine+0xytocin

Direct — 0.98 (0.44,2.09)
Indirect -+ 1.05 (0.76, 1.47)
Metwork -1 1.04 (0.77,1.42)
Misoprostol+0Oxytocin vs Ergometrine+0xytocin

Direct -1 1.39 (0.65,2.59)
Indirect - 0.92 (0.68, 1.24)
Network -+ 1.00(0.76, 1.30)
Misoprostol vs Ergometrine+0xytocin

Direct ™ 1.40 (0.97,2.02)
Indirect -+ 1.57 (1.22,2.01)
Metwork -+ 1.55(1.23,1.85)
Ergometrine vs Ergometrine+0xytocin

Direct 017 (0.01, 4.06)
Indirect ™ 1.34 (0.98, 1.83)
Network - 1.32(0.897,1.79)
Injectable prostaglandins vs Ergometrine+0xytocin

Direct e 1.29 (0.92,1.79)
Indirect b 1.56 (0.88,2.73)
Network ™ 1.35(0.56,2.02)
Mizoprostol+Oxytocin vs Carbetocin

Metwork - 0.56 (0.70,1.32)
Misoprostol vs Carbetocin

Network —— 1.4%(1.10,2.00)
Ergometrine vs Carbetocin

Network ™ 1.27 (0.88, 1.82)
Injectable prostaglandins vs Carbetocin

Network T— 1.33 (0.85,2.10)
Mizoprostol vs Misoprostol+0xytocin

Network - 1.55(1.20,2.00)
Ergometring vs Misoprostol+Oxytocin

Network = 1.32(0.85,1.83)
Injectable prostaglandins vs Misoprostol+Oxytocin

Metwork T+ 135 (0.51,2.13)
Ergometring vs Misoprostol

Direct T 0.88 (0.65, 1.18)
Indirect — 0.84 (0.58,1.21)
Metwork - 0.85 (0.65,1.11)

Injectable prostaglandins vs Misoprostol
irect

Dire: > {3.00(0.77,219.11)
Indiract — 0.81 (0.54,1.20)
Network - 0.50 (0.61,1.34)
Injectable prostaglandins vs Ergometrine

Direct o 1.42 (0.64,317)
Indirect —r 0.86 (0.51,1.44)
Metwork T 1.05(0.70,1.58)




Figure 45. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL restricted to misoprostol studies that use a high dose (600 mcg or more).
Ranking indicates the cumulative probability of being the best drug, the second best, the
third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 46. Network diagram for prevention of PPH 2 1000 mL restricted to misoprostol
studies that use a high dose (600 mcg or more). The nodes represent an intervention and
their size is proportional to the number of trials comparing this intervention to any other in
the network. The lines connecting each pair of interventions represent a direct comparison
and are drawn proportional to the number of trials making each direct comparison.
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Figure 47. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL restricted
to misoprostol studies that use a high dose (600 mcg or more).

Comparison RR (95% Cl}

Oxytocin vs Placebo or no treatment

Direct - 0.61 (0.51,0.72)
Indirect el 0.55 (0.35, 0.78)
Network -+ 0.59 (0.50, 0.71)
Ergometrine+Oxytocin vs Placebo orno treatment

Direct — 0.44 (0.18, 1.05)
Indirect - 0.49 (0.35, 058)
Network - 0.48 (0.36, 0.63)

Carbetocin vs Placebo or no treatment
Hetwork —— 0.50 (033, 0.77)

Misoprostol+Oxytocin vs Placebo or no treatment
Network 0.53 (0.38,0.71)
Misoprostol vs Placebo or no treatment
Direct

Indirect

Network

r 0.76 (0.51,1.14)
0.65 (0.43,1.01)
0.73 (0.58, 0.93)

—
—
—
Bl
Ergometrine vs Placebo or no freatment
Direct —_— 0.09 (0.01,0.72)
Indirect — 063 (0.28,1.38)
Hetwork — 0.49 (0.23,1.03)

Injectable prostaglandins vs Placebo or no treatment

Direct _— 0.36 (0.04, 3.24)
Indirect — 0.53 (0.23,1.21)
Network —T 0.51(0.23,1.12)

Ergometring+Oxytocin vs Oxytocin
Direct - 0.73 (0.57,0.83)
Indirect —-— 112 (0.73,1.72)
Hetwork -+ 0.81 (0.63,1.03)

Carbetocin vs Oxytocin

Direct —r 0.73 (0.45,1.19)
Indirect —_— 0.26 (0.10, 0.68)
Network — 0.85 (0.56, 1.29)
Misoprostol+Oxytocin vs Oxytocin

Direct h 0.87 (0.68,1.08)
Indirect T 3.00 (0.76, 11.82)
Metwork -4 0.20 (0.70,1.13)

Misoprostol vs Oxytocin
Direct — 1,14 (0.83,1.58)
Indirect T 1.21 (0.83,1.74)
Hetwork [ 1.23 (0.97,1.57)

Ergometrine vs Oxytocin
1.30 (0.52, 3.27)
0.38 (0.11, 1.28)
0.83 (0.40, 1.71)

Indirgct
Network

Injectable prostaglandins vs Dxytocin

Direct e e 1.43 (0.20,10.31)
Indirgct —_— 0.72 (0.30,1.70)
Network —— 0.86 (0.40, 1.87)
Carbetocin vs Ergometrine+Oxytocin

Direct —_—— 0.34 (0.13, 0.88)
Indirect 129 (0.88,1.71)
Network — 1.05 (0.67,1.64)

e
—

Misoprostol+Oxytocin vs Ergometrine+Oxytocin

Direct T 1.41(0.68,294)

Indirect - 1.05 (0.3, 1.52)

Network — 1.10 (0.79, 1.53)

Misoprostol vs Ergometrine+0xytocin

Direct 1.43 (0.43, 4.80)
Indirect —-— 1,53 (1.11,2.12)
Hetwork - 153 (1.12,2.08)

Ergometrine vs Ergometrine+0xytocin

Network b 1.02 (0.48,2.18)
Injectable prostaglandins vs Ergometrine+Oxytocin

Direct g — 0.80 (0.17,3.78)
Indirect e . a— 2.39(0.55,10.35)
Network - 1.07 (0.50,2.27)
Misoprostol+Oxytocin vs Carbetocin

Network -1 1.05 (0.65, 1.68)
Misoprostol vs Carbetocin

Network — 1.46 (1.00,2.12)
Ergometring vs Carbetocin

Hetwork I 0.88(0.43,222)
Injectable prostaglandins vs Carbetocin

Network e 1.02 (0.43, 2.43)
Misoprostol vs Misoprostol+Oxytocin

Network [ 1.39 (1.00, 1.84)
Ergometring vs Misoprostol+Oxytocin

Hetwork . 0.83 (0.43,2.00)
Injsctabls prostaglandins vs Misoprostol+Oxytocin

Hetwork s e 0.97 (0.44,217)
Ergometrine vs Misoprostol

Direct e an m— 0.67 (0.14, 3.08)
Indirect — 0.66 (0.28, 1.57)
Network —_—— 0.67 (0.32,1.41)
Injectable prostaglandins vs Misoprostol

Direct 5.00 (0.25,95.18)
Indirect —_— 0.53 (0.23, 1.24)
Network —_— 0.70(0.32,1.55)
Injgctable prostaglandins vs Ergomstring

Direct 5.00(0.25,99.16)
Indirect —_— 0.72(0.24,222)
Hetwork S 1.05 (0.37,2.94)




Figure 48. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL restricted to misoprostol studies that use a high dose (600 mcg or more).
Ranking indicates the cumulative probability of being the best drug, the second best, the
third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 49. Network diagram for prevention of PPH 2 500 mL restricted to oxytocin studies
that used an intramuscular or intravenous bolus of any dose. The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making
each direct comparison.
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Figure 50. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 restricted to
oxytocin studies that used an intramuscular or intravenous bolus of any dose.

Comparison RR (85% Cly

Oxytocin ve Placebo or no treatment
Direct

Indirect

Metwork

061 (0.52,0.71)
056 (0.41,077)
058 (0.47,0.71)

Ergometrine+0xytocin ve Placebo orno treatment
Direct

Indirect

Network

0.37 (0.30, 0.48)
0.41(0.31,055)
0.40 (0.31,0.52)

Carbetocin ve Placebo or no treatment
Direct

Indirect

Network

— 0.75 (0.30, 1.85)
0.41(0.27,061)
0.4 (0.30, 0.63)

Misoprostol vs Placebo or no treatment
Direct

Indirect

Network

0.75 (0.5, 0.94)
0.56 (0.43,0.74)
0.62 (0.50,0.77)

Ergometrine vs Placebo or no treatment
Direct

Indirect

Network

024 (0.14,0.42)
0.72 (0.53,0.89)
0.62 (0.46, 0.84)

-+
-+
-~
-
—-—
-
—
—
—
-~
-
-
—
-
-
Injectable prostaglandins vs Placebo or no treatment
Direct —_—— 0.55(0.22,1.35)
Indirect —— 0.62 (0.40, 0.98)
Metwork —— 051 (0.40,0.92)
-+
-+
-
—
-
-
—
—
—
—
—

Ergometrine+Oxytocin vs Oxytocin
Direct

Indirect

Network

0.79 (0.61,1.03)
0.65 (0.49, 0.86)
0.70 (0.57, 0.88)

Carbetocin vs Oxytocin
Direct

Indirect

Network

+ 0.83(0.71,1.22)
0.57 (0.33,0.99)
0.75 (0.54, 1.05)

Misoprostol vs Oxytocin
Direct

Indirect

Network

hi

1.05 (0.84,1.30)
- 1.13 (0.88, 1.49)
1.07 (0.92,1.25)

¥

Ergometrine vs Oxytocin

Direct re— 126 (0.74,2.13)
Indirect - 0.98 (0.70,1.38)
Network - 1.08 (0.82,1.41)

Injectable prostaglandins ve Oxytocin

Direct — 0.84 (0.28,2.71)
Indirect —— 1.09 (0.70, 1.68)
Network — 1.05(0.71,1.56)

Carbetocin vs Ergometrine+0xytocin

Direct — 0.96 (0.44,2.09)
Indiirect — 111 (0.74,1.66)
Network — 1.08 (0.75, 1.56)

Misoprostol vs Ergometrine+Oxytocin
Direct - 175 (1.35,2.26)
Indirect - 1.35 (1.02,1.80}
Network - 1.54 (1.25,1.88)

Ergometrine vs Ergometrine+0xytocin

Direct € 017 (0.04, 4.08)
Indiirect - 157 (1.15,2.15)
Network —— 154 (1.13,2.10)

Injectable prostaglandins vs Ergometrine+Oxytocin

Direct - 1.29 (0.92,1.79)
Indirect —t— 177 (1.04,3.01)
Network [ 1.51(1.03,2.22)

Misoprostol vs Carbetocin

Direct — 2.31(1.82,3.50)
Indirect T 1.25 (0.86, 1.83)
Metwork e— 142 (1.01,2.01)
Ergometrine vs Carbetocin

Network e 1.43 (0.94,2.18)

Injectable prostaglandins vs Carbetocin
Metwork - 1.40 (0.85,2.30)

Ergometrine vs Misoprostol

Direct —— 1.18 (0.79,1.75)
Indirect — 071 (0.48,1.10)
Network -+ 1.00 (0.77,1.30)

Injectable prostaglandins ve Misoprostol

Direct —— 1.80 (0.57, 4.52)
Indiirect —r 0.82 (0.52,1.27)
Network - 0.98 (0.67,1.45)

Injectable prostaglandins vs Ergometrine

Direct —— 142 (0.64,317)
Indiirect —— 0.77 (0.46,1.30)
Network — 0.98 (0.64, 1.50)




Figure 51. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 restricted to oxytocin studies that used an intramuscular or intravenous bolus
of any dose. Ranking indicates the cumulative probability of being the best drug, the
second best, the third best, etc. The x axis shows the relative ranking and the y-axis the
cumulative probability of each ranking. We estimate the SUrface underneath this

Cumulative RAnking line (SUCRA); the larger the SUCRA the higher its rank among all
available drug options.
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Figure 52. Network diagram for prevention of PPH 2 1000 mL restricted to oxytocin studies
that used an intramuscular or intravenous bolus of any dose. The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making
each direct comparison.
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Figure 53. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 restricted to
oxytocin studies that used an intramuscular or intravenous bolus of any dose.

Comparison RR (85% CI)
Oxytocin vs Placebo or no treatment
Direct - 0.61 (0.51,0.72)
Indirect - 0.50 (0.39, 0.65)
Network -+ 0.57 {0.50, 0.65)
Ergometrine+Oxytocin vs Placebo orno treatment
Direct —_— 0.44 (0.18, 1.05)
Indirect -+ 0.50 {039, 0.65)
Network -+ 0.50 (0.39, 0.63)
Carbetocin vs Placebo or no treatment
Network - 0.56 (0.4, 0.68)
Misoprostol vs Placebo or no treatment
Direct sl 0.73 (0.58, 0.95)
Indirect - 0.78 (0.63, 0.98)
Network - 0.76 (0.65, 0.88)
Ergometrine vs Placebo or no treatment
Direct —_— 0.08 (0.01,0.72)
Indirect —_— 0.78 (036, 167)
Network —_— 0.60 (0.29, 1.23)
Injectable prostaglandins vs Placebo or no treatment
Direct — 0.36 (0.04, 3.24)
Indirect —_— 0.55 (0.25,1.21)
Network —_— 0.53 (0.25,1.13)
Ergometrine+Oxytocin vs Oxytocin
Direct - 0.80 (0.61,1.06)
Indirect — 0.97 (0.70,1.34)
Network -+ 0.87 (0,70, 1.07)
Carbetocin vs Oxytocin
Direct + 1.02 (0.86,1.22)
Indirect —_— 0.35 (0,16, 0.77)
Network + 0.57 (0.82, 1.16)
Mizoprostol vs Oxytocin
Direct - 135 (1.17,1.55)
Indirect H— 1.25 (0.97, 1.60)
Network - 132 (1.17,1.48)
Ergometring vs Oxytocin

ires _— 152 (0147, 492)
Indirect —— 0.79 (0.31,2.01)
Network —_— 1.05 (0.51,213)
Injectable prostaglandins v Oxytocin
Direct —_— 1.43 (0.20,10.31)
Indirect —_— 0.78 (0.34, 1.60)
Network —_— 0.92 (0.43,1.96)
Carbetocin vs Ergometrine+Oxylocin
Direct R — 0.34 {0.13,0.85)
Indirect T 124 (0,94, 1.64)
Network -~ 1.12 (0.86, 1.46)
Mizoprostol vs Ergometrine +Oxytocin
Direct —— 1,60 (1.07,237)
Indirect — 1.49 (1.09,2.04)
Network - 153 (1.23,1.80)
Ergometrine vs Ergometrine+0xytocin
Network —_— 121 (0.58,2.52)
Injectable prostaglandins vs Ergometrine+Oxxytocin
Direct —_—— 0.80 (0.17,3.78)
Indirect _ 2.38 (0.55, 10.08)
Network . 1.06 (0.51,2.23)
Misoprostol vs Carbetocin
Direct —_— 2.31 (062, 364)
Indirect -+ 1.34 (1.09,1.68)
Network -~ 1.36 (1.10,1.68)
Ergometrine vs Carbetocin
Network —_— 1.08 (0.52,2.24)
Injectable prostaglandins vs Carbetocin
Network —_— 0.95 (0.44, 2.08)
Ergometrine vs Misoprostol
Direct —_——— 1.25 (0.45, 3.48)
Indirect —_— 0.28 (0.07, 1.08)
Network 079 (0.39,161)
Injectable prostaglandins vs Misoprostol
Direct 5.00 (0.25,98.16)
Indirsct —_— 0.54 (0.24,1.21)
Network —_— 0.70 (0.33, 1.48)
Injeciable prostaglandins vs Ergometring
Direct 5.00 (0.25, 59.16)
Indirect _— 061 (0:20,1.81)
Network —— 0.88 (0.32,2.41)

T I




Figure 54. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 restricted to oxytocin studies that used an intramuscular or intravenous
bolus of any dose. Ranking indicates the cumulative probability of being the best drug, the
second best, the third best, etc. The x axis shows the relative ranking and the y-axis the
cumulative probability of each ranking. We estimate the SUrface underneath this
Cumulative RAnking line (SUCRA); the larger the SUCRA the higher its rank among all
available drug options.
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Figure 55. Network diagram for prevention of PPH 2 500 mL restricted to oxytocin studies
that used an intravenous bolus plus an infusion of any dose. The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making
each direct comparison.
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Figure 56. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 restricted to
oxytocin studies that used an intravenous bolus plus an infusion of any dose.

Comparisan RA (95% C))

Oxytocin vs Placebo or no treatment

Network 0.52(0.24,1.12)

Ergometrine+0xytocin vs Placebo or no treatment

Direct 0.37 (0.30, 0.46)
Indirect 0.40 (0.26, 0.60)
Network 0.39(0.98,0.54)

Carbetocin vs Placebo or no treatment

Direct — 0.75 (0.30,1.85)
Indirect 0.31(0.16, 0.58)
Network 0.38 (0.2, 0.67)

Misoprostol v Placebo or no treatment

Direct 0.75 (0.59, 0.94)
Indirect 0.52(0.33,0.82)
Network 0,63 (0.47,0.84)

Ergometrine vs Placebo or no treatment

Direct 0.24 (0.14,0.42)
Indirect 0.76 (0.52, 1.1}
Netwaork 0.61(0.41,0.89)

Injectable prostaglandins vs Placebo or no treatment

Direct o 0.55 (0.2, 1.35)
Indirect 0,66 (0.39,1.13)
Network 0,64 (0.40, .03}

Ergometrine+0xytocin vs Oxytocin

Network — 0.74 (0.35, 1.58)

Carbetocin vs Oxytocin

Direct 0.60 (0.38, 0.95)
Indirect —— 1.95(0.27,14.10)
Network — 0.73 (0.34, 1.56)

Misoprostol vs Oxytocin

Direct 1.39(1.01,1.92)
Indirect 0.43 (0.06,3.38)
Netwaork 121 (0.58,2.52)

Ergometrine vs Oxytocin
Metwork

Injectable prostaglandins vs Oxytocin

[

le—

—— 1.16 (0.53,2.56)
Network —

1.23 (0.53,2.86)

Carbetocin vs Ergometrine+Oxytocin

Direct — 0.6 (0.44,2.09)
Indirect — 1.00 (0.48,2.08)
Hetwork — 0.88 (0.57,1.71)

Misoprostol vs Ergometrine+Oxytocin

ol J IFRER ++* t Hl He |

Direct -+ 1.75 (1.35,2.28)
Indirect H— 1.34 (0.81,2.21)
Network - 163 (1.25,2.13)

Ergometrine vs Ergometrine+Oxytocin

Direct 0.17 (0.01,4.06)
Indirect —— 162 (1.10,2.38)
Network — 1.57 (1.07,2.30)

Injectable prostaglanding vs Ergometrine+Oxytocin

Direct L— 129 (0.82,1.79)
Indirect —_— 222 (1.18,4.18)
Network —— 1,65 (1.07,2.56)

Misoprostol vs Carbetocin

Direct —— 2.31 (1.52, 3.50)
Indirect —— 1.28 (0.63,2.64)
Network —— 1,66 (0.96, 2.86)

Ergometrine vs Carbetocin
Metwork “—— 1.59 (0.86, 2.95)

Injectable prostaglandins vs Carbetocin
Metwork i 1,66 (0.85, 3.29)

Ergometrine ve Migoprostol

Direct —— 118 (0.79,1.75)
Indirect —_— 032 (0.17,0.61)
Network - 0.96 (0.71,1.30)

Injectable prostaglandins vs Misoprostol

Direct — — 160 (0.57, 4.52)
Indirect — 0.34 (0.50, 1.40)
Metwork —— 1.01 (0.65, 1.59)
Injectable prostaglandins vs Ergometrine:

Direct —— 1.42 (0.64,3.47)
Indirect —_— 0.83 (0.45, 1.56}
Metwork — 1.06 (0.65,1.72)




Figure 57. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 restricted to oxytocin studies that used an intravenous bolus plus an infusion
of any dose. Ranking indicates the cumulative probability of being the best drug, the
second best, the third best, etc. The x axis shows the relative ranking and the y-axis the
cumulative probability of each ranking. We estimate the SUrface underneath this

Cumulative RAnking line (SUCRA); the larger the SUCRA the higher its rank among all
available drug options.
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Figure 58. Network diagram for prevention of PPH 2 1000 mL restricted to oxytocin studies
that used an intravenous bolus plus an infusion of any dose. The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making
each direct comparison.
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Figure 59. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 restricted to
oxytocin studies that used an intravenous bolus plus an infusion of any dose.

Comparison RR (35%Cly

Oxytocin ve Placebo or no treatment
Network —_— 0.45 (0.15,1.41)

Ergometrine+0xytocin vs Placebo or no treatment

Direct e | 0.44 (0.18,1.05)
Indirect —— 0.48 (0.25,0.78)
Hetwork —— 0.47 (0.33,0.68)

Carbetocin vs Placebo or no treatment
Network o — 0.20 {0.08, 0.46)

Migoprostol ve Placebo or no treatment

Direct -+ 0.73 (0.56, 0.95)
Indirect —_— 0.54 (0.27,1.10)
Network - 0.71 (0.55, 0.90)

Ergometrine vs Placebo or no treatment

Direct —_— 0.08 (0.01,0.72)
Indirect —— 0.76 (0.29, 1.99)
Network —r 0.52 (0.22,1.25)

Injectable prostaglandins vs Placebo or no treatment

Direct —_— 0.36 (0.04,3.24)
Indirect —_—— 0.50 (0.20,1.22)
Hetwork —_— 0.48 (0.21,1.08)

Ergometrine+0xytocin vs Oxytocin
Metwork —_— 1.03 (0.33, 3.16)}

Carbetocin v Oxytocin

Direct —_— 0.59 (0.14,2.38)
Indirect 0.16 (0.01, 2.80)
Network —_— 0.44 (0.13,1.47)

Misoprostol vs Oxytocin

Direct —— 1.35 (0.45, 4.10)
Indirect + 5.08 (0.20, 130.44)
Network — 1.54 (0.51, 4.58)

Ergometring vs Oxytocin
Network —_— 1.14 (0.28, 4.55)

Injectable prostaglandins vs Oxytocin
Metwork —_— 1.04 (0.27, 4.04)

Carbetocin v Ergometrine+Oxytocin

Direct —_— 0.34 (0.13, 0.86)
Indirect —_— 0.67 (0.17,2.67)
Network —_— 0.42 (0.19,0.93)

Misoprostal vs Ergometrine+Oxytocin
Direct —— 161 (1.08,2.40)
Indirect —— 128 (0.71,2.37)
Network —— 1 50 {1.07,2.08)

Ergometring vs Ergometrine+0xytocin
Network —_— 1.11(0.45,2.74)

Injectable prostaglanding vs Ergometrine+0Oxytocin

Direct —_———— 0.80 (0.17,3.78)
Indirect —_— 225 (0.44, 11.55)
Metwork —_— 1.01 (0.47,2.21)

Mizoprostol vs Carbetocin

Direct —_— 231 (0.62,8.64)
Indirect —_— 4.47 (1.62,12.36)
Network —_— 3.52 (1.56,7.94)

Ergometrine vs Carbetocin
Network T—+— 261 (0.81,8.43)

Injectable prostaglandins vs Carbetocin
Network T—+— 238 (0.80,7.15)

Ergometrine vs Misoprostol

Direct —_— 1.25 (0.45, 3.48)
Indirect —_— 0.09 (0.01, 0.58)
Network —_— 0.74(0.32,1.74)

Injectable prostaglanding vs Misoprostol

Direct 5.00 (0.25, 99.16)
Indirect —_— 0.53 (0.23,1.26)
Network —_— 0.68 (0.30, 1.54)

Injectable prostaglandins vs Ergometrine

Direct + 5.00 (0.25, 99.18)
Indirect —_— 062 (0.18,2.12)
Network —_— 0.91 (0.28, 2.86)




Figure 60. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 restricted to oxytocin studies that used an intravenous bolus plus an
infusion of any dose. Ranking indicates the cumulative probability of being the best drug,
the second best, the third best, etc. The x axis shows the relative ranking and the y-axis the
cumulative probability of each ranking. We estimate the SUrface underneath this

Cumulative RAnking line (SUCRA); the larger the SUCRA the higher its rank among all
available drug options.
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Figure 61. Network diagram for prevention of PPH 2 500 mL restricted to oxytocin studies
that used an intravenous infusion only of any dose. The nodes represent an intervention
and their size is proportional to the number of trials comparing this intervention to any
other in the network. The lines connecting each pair of interventions represent a direct
comparison and are drawn proportional to the number of trials making each direct
comparison.
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Figure 62. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 restricted to
oxytocin studies that used an intravenous infusion only of any dose.

Comparison RR (95%Cly

Oxytocin vs Placebo or no treatment

Network 0.60 (0.45, 0.80)

Ergometrine+0xytocin vs Placebo or no treatment

Direct 0.37 (030, 0.46)
Indirect 041 (0.29, 0.58)
Network 0.40 (0.30, 0.51)

Carbetocin vs Placebo or no treatment

Direct - 0.75 (0.30, 1.85)
Indirect 032 (0.21, 0.49)
Hetwork 0.36 (0.24, 0.54)

Misoprostol ve Placebo or no treatment

Direct 0.75 (0.59, 0.94)
Indirect 0.53 (0.37, 0.76)
Network 0.65 (0.52, 0.82)

Ergometrine vs Placebo or no treatment

Direct 0.24 (0.14, 0.42)
Indirect 0.76 (0.57, 1.07)
Network 0.63 (0.46, 0.87)

Injectable prostaglandins vs Placebo or no treatment

Direct 0.55 (0.22, 1.35)
Indirect .65 (0.42, 1.02)
Network 0.63 (0.42, 0.95)

Ergometrine+Oxytocin vs Oxytocin

Direct 0.51 (0.34, 0.76)
Indirect 0.72 (0.52, 0.99)
Network 0.66 (0.51, 0.87)
Carbetocin vs Oxytocin

Direct 0.58 (0.37, 0.59)
Indirect 0.64 (0.3, 1.08)
Network 061 (0.42,0.87)

Misoprostol v Oxytocin

Direct y 1.08 (096, 1.21)
Indirect — 0.99 (0.59, 1.65)
Network > 1.10(0.90, 1.33)

Ergometrine vs Oxytocin

Direct — 150 (0.74,3.03)
Indirect — 0.99 (0.70, 1.39)
Metwork - 1.05 (0.77, 1.45)

Injectable prostaglanding ve Oxytocin

Network — 1.06 (0.70, 1.62)

Carbetocin vs Ergometrine+0xytocin

N T T 22 N TS ++{ +++ ity ++l HE oy

Direct — 0.96 (0.44, 2.09)
Indirect - 0.91 (0.5, 1.41)
Hetwork B 0.92 (0.62, 1.35)

Misoprostol vs Ergometrine+0xytocin
Direct - 1.75 (1.35,2.26)
Indirect —— 1.50 (1.04,2.15)
Network -+ 1,65 (1.33, 2.04)

Ergometrine vs Ergometrine+0Oxytocin

Direct € 017 (0.01, 4.06)
Indirect - 163 (1.18,2.25)
Network - 159 (1.15,2.19)
Injectable prostaglandine ve Ergometrine+Oxytocin

Direct H— 120 (0.92, 1.79)
Indirect — 2417 (1.24,3.31)
Network —— 1,60 (1.10,233)
Misoprostol ve Carbetocin

Direct —— 231 (1.52,3.50)
Indirect —— 162 (1.06, 2 49)
Network —— 1.80 (1.26, 2.58)
Ergometrine vs Carbetocin

Network — 173(1.12,268)
Injectable prdstaglanding ve Carbetocin

Metwork —— 1.75 (1.05,2.89)
Ergometrine vs Wisoprostol

Direct s 1.18 (0.79, 1.75)
Indirect — 0.38 (0.22, 0.67)
Hetwork - 0.96 (0.74, 1.25)
Injectable prostaglandins vs Misoprostol

Direct —— 160 (0.57,4.52)
Indirect — 0.81 (0.53, 1.26)
Network - 0.97 (0.66, 1.42)
Injectable prostaglanding vs Ergometrine

Direct —— 1.42 (0.64,3.17)
Indirect —— 0.32 (0.4, 1.39)
Network - 1.0 (0,66, 1.54)




Figure 63. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 restricted to oxytocin studies that used an intravenous infusion only of any
dose. Ranking indicates the cumulative probability of being the best drug, the second best,
the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 64. Network diagram for prevention of PPH 2 1000 mL restricted to oxytocin studies
that used an intravenous infusion only of any dose. The nodes represent an intervention
and their size is proportional to the number of trials comparing this intervention to any
other in the network. The lines connecting each pair of interventions represent a direct
comparison and are drawn proportional to the number of trials making each direct
comparison.
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Figure 65. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 restricted to
oxytocin studies that used an intravenous infusion only of any dose.

Comparison RR (85% CI)

Oxytocin ve Placebo or no treatment
Network -T 0.81 (0.57,1.15)

Ergometrine+Oxytocin vs Placebo or no treatment

Direct —_— 0.44 (0.18,1.05)
Indirect —— 0.50 (0.33,0.76}
Network - 0.48 (0.35,0.67)

Carbetocin vs Placebo or no treatment
Network — 0.1% (0.09,0.38)

Misoprostol vs Placebo or no treatment

Direct —~ 0.73 (0.56, 0.95)
Indirect —— 0.56 (0.30,1.02)
Network -~ 0.71 (0.58,0.88)

Ergometrine vs Placebo or no treatment

Direct _— 0.09 (0.04,0.72}
Indirect —_— 073 (0.31,1.73)
Network — 0.54 (0.24,1.19)

Injectable prostaglandine ve Placebo or no treatment

Direct —_— 0.35 (0.04,3.24)
Indirect —_—— 0.51 (0.21,1.20)
Network —_— 0.42 (0.22,1.08)

Ergometrine+Oxytocin vs Oxytocin

Direct — 0.49 (0.28,0.87)
Indirect —— 0.64 (0.39,1.07)
Network —— 0.60 (0.41,0.86}

Carbetocin vs Oxytocin

Direct —_— 017 (0.04,0.72)
Indirect —_—— 0.25 (0.11,0.58)
Network —_— 0.23 (0.11,0.47)

Misoprostol vs Oxytocin

Direct — 0.90 (0.68,1.22)
Indirect — 0.67 (0.28,1.52)
Network — 0.88 (0.65,1.17)

Ergometrine vs Oxytocin

Direct e 1.00 (0.22, 4.49)
Indirect —_— 0.57 (0.22,1.45)
Network — 0.66 (0.30, 1.48)

Injectable prostaglandine ve Oxytocin

Network — 0.60 (0.265,1.35)

Carbetocin ve Ergometrine+0xytocin

Direct —_— 0.34 (0.13, 0.86}
Indirect —_— 0.45 (0.16,1.25)
Network —_— 0.38 (0.19,0.77)

Nigoprostol ve Ergometrine+Oxytocin
Direct
Indirect -

161 (1.08,2.40)
1.31 (0.83,2.05)
Network 1.47 (1.09,1.59)
Ergometrine vs Ergometrine +0xytocin
Network —_— 1.12 (0.49,2.53)
Injectable prostaglandins ve Ergometrine+Oxytocin
Direct —_—
Indirect

0.80 (0.17,3.78}
218 (0.44,11.02)
1.00 (0.47,2.14)

Network —

—

4

—

l—
Misoprostol vs Carbetocin
Direct —_— 231 (0.62,864)
Indirect —_— 4,85 (2.04,10.62)
Network —_— 3.82 (1.50,7.69)
Ergometrine vs Carbetocin
Network ——— 2.50 (1.03,8.15)
Injectable prostaglandine ve Carbetocin
Network . A— 261 (0.94,7.22)

—

Ergometrine vs Misoprostol

Direct — 1.25 (0.45,3.48)
Indirect —_— 0.16 (0.03,0.80}
Network — 0.76 (0.35,1.64)

Injectable prostaglandine ve Misoprostol

Direct 5.00 (0.25,98.16)
Indirect — 0.54 (0.24,1.26)
Network —— 0.68 (0.31,1.51)

Injectable prostaglandins vs Ergometrine

Direct 5.00 (0.25,99.16)
Indirect — 0.63 (0.20,2.01)
Network — 0.90 (0.31,2.62)




Figure 66. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 restricted to oxytocin studies that used an intravenous infusion only of any
dose. Ranking indicates the cumulative probability of being the best drug, the second best,
the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 67. Network diagram for prevention of PPH 2 500 mL by quality of studies (high
quality trials). The nodes represent an intervention and their size is proportional to the
number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 68. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL by quality
of studies (high quality trials).

Comparison RR (95% Cly

Oxytocin vs Placebo or no treatment
Direct | 0.56 (0.46, 0.69)

Indirect + 0.63 (0.44, 0.90)
Network - 0.60 (0.46, 0.79)
Ergometrine+Oxytocin vs Placebo or no treatment

Network hd 0.42(0.29, 0.61)
Carbetocinvs Placebo or no treatment

Direct - 0.75(0.30, 1.85)
Indirect * 0.51(0.34, 0.76)
Network . 0.54(0.37, 0.77)
Misoprostol+Oxytocin vs Placebo or no treatment

Network . 0.48 (0.34, 0.68)
Misoprostol vs Placebo or no treatment

Direct + 0.72 (056, 0.94)
Indirect - 0.69 (0.44, 1.08)
Network - 0.71(0.55, 0.91)
Ergometrine vs Placebo or no treatment

Network — 0.15(0.04, 0.59)
Injectable prostaglandins vs Placebo or no freatment

Direct g 0.55(0.22, 1.35)
Indirect — 0.55 (0.09, 3.55)
Network g 0.55(0.21, 1.42)
Ergometrine+Oxytocin vs Oxytocin

Direct - 0.74(0.55, 0.99)
Indirect hg 0.55(0.31, 0.98)
Network - 0.70 (053, 0.92)

Carbetocinvs Oxytocin
Direct 0.95(0.79, 1.13)
Indirect -+ 0.67 (0.34, 1.35)

Network 4 0.89 (067, 1.17)
Misoprostol+Oxytocin vs Oxytocin

Direct « 0.78 (0.63, 0.97)
Indirect -+ 1.19(0.42, 3.37)
Netwaork . 0.80 (0.64, 1.00)
Misoprostol vs Oxytocin

Direct a 1.10(0.88, 1.37)
Indirect . 146 (098, 217)
Network d 1.17 (0.98, 1.40)
Ergometrine vs Oxytocin

Direct — 0.25(0.07, 0.88)
Indirect 1.76 (0.00, )
Network —— 0.25 (0.07, 0.96)
Injectable prostaglandins vs Oxytocin

Direct -+ 0.91(0.33, 2.48)
Indirect — 0.90 (0.16, 4.92)
Network - 0.91(0.34, 2.38)

Carbetocinvs Ergometrine+Oxytocin
Direct -+ 1.32 (0.51, 3.40)
>
»

Indirect 1.27 (0.85, 1.90)
Network 1.27 (0.88, 1.85)
Misoprostol+Oxytocin vs Ergometrine+Oxytocin

Direct * 2.00(1.07, 3.75)
Indirect 9 1.01 (069, 147)
Network 4 1.14(0.81, 162)

Misoprostol vs Ergometrine+Oxytocin

Direct hd 248 (155, 3.97)
Indirect . 1.49(1.05, 2.11)
Network * 168 (1.23, 2.28)
Ergometrine vs Ergometrine+Oxytocin

Network — 0.36 (0.09, 1.41)
Injectable prostaglandins vs Ergometrine+Oxytocin

Network - 1.30 (0.48, 3.54)
Misoprostol+Oxytocin vs Carbetocin

Network < 0.90 (0.63, 1.28)
Misoprostol vs Carbetocin

Direct * 2.31(1.52, 3.50)
Indirect d 1.12(0.80, 1.57)
Network > 1.32(0.97, 1.80)
Ergometrine vs Carbetocin

Network - 0.29(0.07, 1.11)
Injectable prostaglandins vs Carbetocin

Network -+ 1.02(0.38, 277)
Misoprostol vs Misoprostol+Oxytocin

Direct . 1.41(0.89, 2.25)
Indirect g 1.48(1.08, 2.02)
Network d 147 (1.11,1.94)
Ergometrine vs Misoprostol+Oxytocin

Network — 0.32(0.08, 1.23)
Injectable prostaglandins vs Misoprostol+Oxytocin

Network -+ 1.14(0.42, 3.06)
Ergometrine vs Misoprostol

Network —— 0.22 (0.06, 0.83)
Injectable prostaglandins vs Misoprostol

Network - 0.77 (029, 2.04)
Injectable prostaglandins vs Ergometrine

Netwaork hnas 3.58 (0.69, 18.49)




Figure 69. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL by quality of studies (high quality trials). Ranking indicates the cumulative
probability of being the best drug, the second best, the third best, etc. The x axis shows the
relative ranking and the y-axis the cumulative probability of each ranking. We estimate the
SUrface underneath this Cumulative RAnking line (SUCRA); the larger the SUCRA the
higher its rank among all available drug options.
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Figure 70. Network diagram for prevention of PPH 2 1000 mL by quality of studies (high
quality trials). The nodes represent an intervention and their size is proportional to the
number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 71. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL by
qguality of studies (high quality trials).

Comparison RR (95% Cl)
Oxytocin vs Placebo or no treatment
Direct — 0.70 (0.46, 1.07)
Indirect - 0.50 (0.37, 0.67)
-
Network 0.56 (0.44, 0.71)
Ergometrine+Oxytocinvs Placebo orno treatment
Neghﬁork ot - 0.43 (0,30, 0.62)
Carbetocinvs Placebo orno treatment —
MNetwork 0.57 (0.42, 0.76)
Misoprostol+Cwtocinvs Placebo orno treatment
r:JehN%rk o - 0.55 (0.37, 0.82)
Misoprostolvs Placebo or no treatment
Direct - 0.68 (0.52, 0.89)
Indirect - 0.96 (0.61, 1.50)
-
Network 0.74 (0.60, 0.93)
Injectable prostaglandinsvs Placebo orno treatment
Direct — 1 0.36 (0.04, 3.24)
Indirect = - 0.34 (0.01, 11.27)
Network A 0.36 (0.04, 2.90)
Ergometrine+Oxytocinvs Oxytocin
Direct 1 0.77 (0.59, 1.01)
Indirect T 0.87 (0.35, 2.17)
Network 1 0.78 (0.60, 1.02)
Carbetocinvs Oxytocin
Direct T 1.03 (0.86, 1.23)
Indirect * 0.59 (0.15, 2.29)
MNetwork T 1.02 (0.85, 1.22)
Misoprostol+Cigtocinvs Oytocin
Diredt o o -+ 0.98 (0.71, 1.36)
Indirect * 1.17 (0.38, 3.61)
Network T 0.99 (0.72,1.37)
Misoprostolvs Owytocin
Diredt o * 1.35 (1.18, 1.56)
Indirect - 1.18 (0.75, 1.84)
Metwork - 1.34 (1.17, 1.53)
Injectable prostaglandinsvs Oxytocin
Dijrect P g o S 0.64 (0.06, 6.57)
Indirect 0.67 (0.03, 16.36)
MNetwork * 0.65 (0.08, 5.25)
Carbetocinvs Ergometrine+Oxytocin
Direct * 0.69 (0.11, 4.38)
Indirect e 1.33(0.97, 1.84)
Network ™ 1.31 (0,95, 1.80)
Misoprostol+Omxytocinvs Ergometrine+Oxytocin
Direct 1 1.58 (0.62, 4.02)
Indirect T 1.24 (0.78, 1.95)
Network ™ 1.28 (0.85, 1.92)
Misoprostolvs Ergometrine+Cxytocin
E)ired — 240 (1.06, 5.44)
Indirect - 165 (1.21, 2.26)
Network - 172 (1.28,231)
Injectable prostaglandinswvs Ergometrine+Ogytocin
Network R 0.83 (0.10, 6.85)
Misoprostol+Crytocinvs Carbetocin
r:JehN%rK o - 0.98 (0.68, 1.41)
Misoprostolvs Carbetocin
E)ireg - 2.31(0.62, 8.64)
Indirect ™ 1.30 (1.04, 1.62)
+
Network 1.31(1.05, 1.64)
Injectable prostaglandinsvs Carbetocin
Network E—— 0.64 (0.08,5.19)
Misoprostolvs Misoprostol+Owmytocin
E)irect ' T 1.56 (0.74, 3.30)
Indirect ™ 1.30 (0.89, 1.89)
—
Network 1.35(0.96, 1.89)
Injectable prostaglandinsvs Misoprostol+Oxytocin
Network * — 0.65 (0.08, 5.40)
Injectable prostaglandinsvs Misoprostol
Network — T 0.48 (0.06, 3.92)
T T




Figure 72. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL by quality of studies (high quality trials). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 73. Network diagram for prevention of PPH 2 500 mL restricted to studies with
funding source at low risk of bias (public or no funding). The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making
each direct comparison.
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Figure 74. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL restricted
to studies with funding source at low risk of bias (public or no funding).

Comparisen RR (95% Cl)
Oxytocin vs Placebo or no treatment
Diréct * 0.59 (0.47,0.74
Indirect b 0.70 (0.44,1.13
Network “ 0.63 (0.46, 0.85
Ergometrine+0xytocin vz Placebo or no treatment
i 0.37 (0.30, 0.45
Indirect - 0.37 (0.15, 0.94
Netwaork * 0.37 (0.22, 0.61
Carbetocin vs Placebo or no treatment
Network + 0.60 (0.32, 1.10)
Mizoprostol+0xytocin vs Placebo or ne treatment
Network 0.52 (0.31, 0.86)
Misoprostol vs Placebo or no treatment
Direct N 0.73 (0.56, 0.96
ndirect * 0.40 (0.26, 0.63,
etwork - 053 (0.38,0.73
Ergometrine vs Placebo or no treatment
Direct - 0.24 (0.14, 0.42
ndirect + 0.98 (0.46, 2.08
etwork | 0.54 (0.29, 0.99
Injectable prostaglandins vs Placebo or no treatment
Netwaork + 7.29(1.13,46.90)
Ergometring+0xytocin vs Oxytocin
}irgect "yt "t -+ 0.36 (0.14, 0.89
ndirect - 0.67 (0.37,1.23
etwork 0.59 (0.35, 1.1
Carbetocin vz Oxytocin
Direct hi 0.99 (0.52, 1.06
ndirect - 0.56 (0.09, 3.62
etwork b 0.96 (0.56, 1.64
Misoprostol+Oxytocin vs Oxytocin
I}irec% ot ot b 0.34 (0.66, 1.07)
Indirect > 257 (0.00,1.26e+28)
Network " 0.83 (0.36, 1.23)
Wisoprostol vs Oxytocin
I}ireca ok h 0.87 (0.68, 1.11
Indirect - 0.77 (0.42, 1.40
Network “ 0.84 (0.65,1.09
Ergometrine vs Oxytocin
Dil'ggct ot - 0.25(0.07,0.88
Indirect T 1.11 (0.57, 217
Network - 0.86 (0.47,1.58
Injectable prostaglandins vs Oxytocin
D-l]rgct P g ot — 13.&0&0.?? 219.11;
Indirect —_T 9.3&[ .06, 135799
Netwaork — 11.66 (1.84, 74.04)
Carbetocin vs Ergometrine+Oxytocin
ire g oyt - 1.00 (0.20, 4.89
Indirect - 1.78 (0.80, 3.97
Network a 162 (073,334
Mizoprostol+Oxytocin vs Ergometrine+Oxytocin
Network r 1.40(0.72,2.73)
Misoprostol vs Ergometrine+0xytocin
I}irec% g ek - 0.78(0.13,4.53
Indirect r 152 (085,272
Network g 1.42 (0.61, 2.48
Ergometrine vs Ergometrine+0Oxytocin
%wur + 1.45 (0.67,3.13)
Injectable prostaglandins vs Ergometrine+Oxytocin
Netwaork b 19.72 (2.91,133.81)
Misaprostol+Oxytocin vs Carbetocin
Netwpurk ot - 0.87 (0.44, 1.69)
Misoprostol vs Carbetocin
Network 4 0.33 (0.49, 1.59)
Er%umetrine vs Carbetocin
Netwaork - 0.90 (0.40,2.02)
Injectable prostaglandins vs Carbetocin
Ném-.-urk P g — 12.21(1.78,83.64)
Misoprostol vs Misoprostok-Oxytocin
Network b 1.1 (0.63, 1.62)
Ergometrine vs Misoprostol+Oxytocin
%wur + 1.04 (0.50,2.15)
Injectable prostaglandins vs Misoprostol+Oxytocin
Ném-.-urk P g P oyt — 14.09 (2.13,93.30)
Ergometrine vs Misoprostol
D-ig P T 2,08 (0.44,9.92
Indirect - 0.356 (0.17,0.74
Network 1 1.02 (056, 1.86
Injectable prostaglandins ve Misoprostol
Dljrect i 13.00 (0.77, 219.11&
Indirect - 15.90 (0.11, 2300.48)
Network — 13.69 (2.19, 86.08)
Injectable prostaglanding vs Ergometring
D|]rect . g g T 13.00 (0.77, 219.1%
Indirect —_— 14.82 (0.09, 2359.99)
Network — 13.56 (2.08, 38.42)
T T




Figure 75. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL restricted to studies with funding source at low risk of bias (public or no
funding). Ranking indicates the cumulative probability of being the best drug, the second
best, the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 76. Network diagram for prevention of PPH 2 1000 mL restricted to studies with
funding source at low risk of bias (public or no funding). The nodes represent an
intervention and their size is proportional to the number of trials comparing this
intervention to any other in the network. The lines connecting each pair of interventions
represent a direct comparison and are drawn proportional to the number of trials making

each direct comparison.
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Figure 77. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL restricted
to studies with funding source at low risk of bias (public or no funding).
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Oxytocin vz Placebe or no treatment
hrect : 052 1038, 0 88
ndire: . . .
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Network - 0.19 (0.05, 0.69°
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Network - 215 (0.28,16.29)
Ergometrine+0xytocin vs Oxytocin
B — 03400121
ndire: . . .
Network - 0.80 (0.47,1.37
Carbetocin vs Oxytocin
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Wisoprostol vs Oxytocin
B : A
ndire: . .84 1.
Network r 1.28 (1.01, 1.60°
Ergometrine ws Oxytocin
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Network - 378 (0.50, 28.63)
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Network b 0.91 (0.61,1.37)
Wisoprostel vs Carbetocin
Network q 1.23 (0.92,1.63)
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Ne%wurk gl 0.33 (0.09,1.19)
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etwork T 3564 (0.48, 27.80)
Wisoprostol vs Misoprostol+Oxytocin
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Injectable prostaglandins vs Misoprostol+Oxytocin
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Figure 78. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL restricted to studies with funding source at low risk of bias (public or no
funding). Ranking indicates the cumulative probability of being the best drug, the second
best, the third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 79. Network diagram for prevention of PPH 2 500 mL restricted to studies with an
objective method of measuring blood loss. The nodes represent an intervention and their
size is proportional to the number of trials comparing this intervention to any other in the
network. The lines connecting each pair of interventions represent a direct comparison and
are drawn proportional to the number of trials making each direct comparison.
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Figure 80. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL restricted
to studies with an objective method of measuring blood loss.

Comparison RR (25% CI)
Cnoytocin ws Placebo or no trestment
Direct - 10.62 (0.51, 0.75]
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Carbetocin vs Placebo or no treatment
Metwork - 0.44 (0.31, 0.63)
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Indirect — .64 (0.39, 1.03
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Network 7 0.75 (0.56, 0.
Misoprostol-Cegytocin vs Ounytocin
Direct - 10.68 (0.55, 0.84]
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Figure 81. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL restricted to studies with an objective method of measuring blood loss.
Ranking indicates the cumulative probability of being the best drug, the second best, the
third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 82. Network diagram for prevention of PPH 2 1000 mL restricted to studies with an
objective method of measuring blood loss. The nodes represent an intervention and their
size is proportional to the number of trials comparing this intervention to any other in the
network. The lines connecting each pair of interventions represent a direct comparison and
are drawn proportional to the number of trials making each direct comparison.
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Figure 83. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL restricted
to studies with an objective method of measuring blood loss.
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Figure 84. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL restricted to studies with an objective method of measuring blood loss.
Ranking indicates the cumulative probability of being the best drug, the second best, the
third best, etc. The x axis shows the relative ranking and the y-axis the cumulative
probability of each ranking. We estimate the SUrface underneath this Cumulative RAnking
line (SUCRA); the larger the SUCRA the higher its rank among all available drug options.
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Figure 85. Network diagram for prevention of PPH 2 500 mL restricted to large studies
(> 400 participants). The nodes represent an intervention and their size is proportional to
the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.
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Figure 86. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 500 mL restricted
to large studies (> 400 participants).
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Figure 87. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 500 mL restricted to large studies (> 400 participants). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 88. Network diagram for prevention of PPH 2 1000 mL restricted to large studies
(> 400 participants). The nodes represent an intervention and their size is proportional to
the number of trials comparing this intervention to any other in the network. The lines
connecting each pair of interventions represent a direct comparison and are drawn
proportional to the number of trials making each direct comparison.

Ergometrine

Ergometrine plus Oxytocin

Injectable prostaglandins

Misoprostol

Carbetocin

Misoprostol plus Oxytocin
P P o Placebo or no treatment

Oxytocin



Figure 89. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analysis for prevention of PPH 2 1000 mL restricted
to large studies (> 400 participants).
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Figure 90. Cumulative rankograms comparing each of the uterotonic drugs for prevention
of PPH 2 1000 mL restricted to large studies (> 400 participants). Ranking indicates the
cumulative probability of being the best drug, the second best, the third best, etc. The x
axis shows the relative ranking and the y-axis the cumulative probability of each ranking.
We estimate the SUrface underneath this Cumulative RAnking line (SUCRA); the larger the
SUCRA the higher its rank among all available drug options.
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Figure 91. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for prevention of PPH 2 500 mL (all
comparisons).
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Figure 92. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for prevention of PPH 2 1000 mL (all
comparisons).
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Figure 93. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for prevention of maternal death (all
comparisons).
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Figure 94. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for prevention of severe maternal
morbidity: Intensive care admissions (all comparisons).
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Figure 95. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and

comparisons).

indirect) analyses for

additional

Comparison RR (35% Cl
Osytocinvs Placabo or o treatrment
Direct —_— 0.43 (0.37, 0.58)
Indirect —_—— 0.43 (0.29, 0.63)
Network — 0.42 (.32, 0.56)
Ergametrine+ Oxytocin vs Placebo of no treatment

jrect —_—— 0.19 (0.15, 0.24)
Indiract —_— 0.32 (0.22, 0.47)
Network —_—— .28 (D.20, 0.39)
Garbetocin vs Placebo or no treatment
Dirsct —_— 049 (2.12, 0.32)
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Misoprostol+Oxytocin vs Placeba of no traatment
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Network —_— D.41 (D.27, 0.61)
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Direct —— 148 (0 82, 2 69)
Indireet — 0.77 (052, 1.15)
Natwork — 0.85 (0,59, 1.22)
Misaprostol v Ergometring +Oxytacin
Diract —— .87 (1.49, 2.36)
Indirect 1+—— 1.36 (0.95, 1.93)
Network —— 160 (121, 2.09)
Ergametrine ve Ergometrine+Oxytocin
Netwerk F—e— 148 (0.99, 2.22)
Injectabla prostaglandins vs Ergometrina+Oxytocin
Direct 1.07 (0.6, 7.35)
Indirect — 0.83 (D.44, 1.5¢)
Netwerk — 0.84 (D.45, 1.53)
Misoprostol+ Oxptocin vs Carbetocin
Direet Fe— 119 (0.74, 1.93)
Indirect —— 1.26 (0,85, 1.86)
Natwork —— 1.25 (0.6, 1.80)
Misoprostol vs Cartetocia
Direct —————————  3.96(155, 10.07)
Indirect —_— 227 (1.6, 3.10)
Netwerk —_— 234 (172, 3.98)
Ergometrine vs Carbetocin
Network —_— 217 (142, 332)
Injectable prostaglandins v Casbetacin
Network —— 123 (D67, 2.29)
Misoprostol vs MisoprostolOxytocin
Diract —_— 1.89 (1.26, 2.83)
Indirsct —_— .86 (1.33, 2.66)
Natwork —_— .87 (1.38, 2.65)
Ergametrine v& Misoprostol+Oxytocin
Netwerk —_— 174 (1.4, 267)
Injectabla prostaglandins vs Misoprostal+Oxytocin
Network: — 0.99 (0 53, 1.84)
Ergamatrine vs Misoprostol
Direct — 1.04 (D.68, 1.60)
Indirect —_— 0.6 (D.38, 1.24)
Network — 0.53 (.67, 1.28)
Injectabla prostaglandins vs Mizoprostol
Diract —— 1.02 (0.28, 3.69)
Indiract —_— 0.31(0.15, 0.66)
Natwork —_—— 0.53 (0.30, 0.93)
Injectable prostaglandins va Ergomstrine
Diract —_— 0.76 (D.40, 1.51)
Indirect —_—— 0.37 (0.6, 0.83)
Natwork —_—— 0.57 (0.31, 1.03)

T T
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Figure 96. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for blood transfusion (all comparisons).

Comparison RR (95% CI)
Oxytocin vs Placebo or no treatment
Direct —e] 0.75(0.51,1.12)
Indirect —_—— 0.42(0.23,0.75)
Network —_— 0.60(0.41,0.87)
Ergometrine+Oxytocin vs Placebo or no treatment
Direct —_— 0.34(0.18,0.66)
Indirect — 0.58 (0.35,0.98)
Network e 0.46 (0.31,069)
Carbetocin vs Placebo or no treatment
Network —_— 0.48 (0.26.0.89)
Misoprostol+Oxylocin vs Placebo of no treatment
Network — 0.30(0.19,0.50)
Misoprostol vs Piacebo or no treatment
Oirect —_— 0.46 (0.15,1.47)
Indirect —— 0.53(0.34,0.84)
Network — 0.52(0.35,0.80)
Ergometrine vs Placebo or no treatment
Direct R E— 0.34(0.04,328)
Indirect —_— 0.72(0.31,167)
Network ——1 0.66(0.30, 1.45)
Injectable prostaglandins vs Pracebo or no treatment
Network —_— 0.39(0.14.1.08)
Ergometrine+ Oxytocin vs Oxytocin
Direct e 0.88 (0.53, 1.44)
Indirect —e—] 064 (0.41,1.00)
Network —— 0.77 (0.58,1.03)
Carbetocin vs Oxytocin
Oirect —_— 0,68 (0.38,1.22)
Indirect —_— 062(0.21,1.85)
Network — 0.81(0.49,1.32)
Misoprostol+Oxytocin vs Oxytocin
Direct —— 0.50(0.37.0.67)
Indirect —_— 0.77 (0.27.2.26)
Network 0.51(0.37.0.70)
Misoprostol vs Oxytocin
Oirect 0.81(0.65,1.00)
Indirect ——— 1.02(0.89,1.77)
Network — 0.88(0.68,1.13)
Ergometrine vs Oxytocin
Oirect —— 1.44(0.20,10.23)
Indirect —_— 1.01(0.38,268)
Network —_—— 1.11(0.54,2.28)
Injectable prostaglandins vs Oxytocin
Direct 1.01(0.04.23.65)
Indirect S 0.49(0.16.1.52)
Network —_— 0.66(0.25.1.72)
Carbetocin vs Ergometrines Oxytocin
Direct —_—r— 1.42(0.42,4.82)
Indirect 097 (0.52,1.81)
Network cmeie— 1.04 (0,60, 1.80)
Misoprostol+Oxytocin vs Ergometrine+Oxytocin
Direct —_— 0.89(0.36.2.19)
Indirect — 061(0.38,097)
Network —— 0.66 (0.43,1.00)
Misoprostol vs Ergometrine+Oxytocin
Direct — 1.41(091.221)
Indirect — 0.90(0.57.1.42)
Network o 113 (0.82,1.56)
Ergometrine vs Ergometrine+Oxytocin
Network —— 1.43(0.67,3.05)
Infectable prostagiandins vs Ergometrine+Oxytocin
Direct —_——— 065 (0.17.253)
Indirect p— 1.04(0.29,378)
Network —_— 0.85(0.32.222)
Misoprostol+Oxytocin vs Carbetocin
Direct —_—t — 4.00 (0.45, 35.46)
Indirect ——] 0.56(0.32.0.97)
Network — 063(0.36,1.11)
Misoprostol vs Carbetocin
Orrect 297 (0.12,71.85)
Indirect —_ 1.06(0.61,1.86)
Network —— 1.08(0.62,1.90)
Ergometrine vs Carbetocin
Network —_— 1.37 (0.57.329)
Injectabie prostagtandins vs Carbetocin
Network —_—— 0.81(0.28.2.39)
Misoprostol vs Misoprostol+Oxytocin
Direct —_— 2.97(1.40.6.30)
Indirect —— 1.44(0.93,2.23)
Network — 1.72(1.16,2.56)
Ergometrine vs Misoprostol+Oxytocin
Network —— 2.18(0.99,4.78)
Injectable prostaglandins vs Misoprostol+Oxytocin
Network —_—— 1.29(0.47.3.55)
Ergometriine vs Misoprostol
Direct —— 1.71(0.65,4.50)
Indirect —_— 0.78(0.24,2.54)
Network —t— 127 (0.62,260)
Injectable prostaglandins vs Misoprostol
Orrect — 0.88 (0.14,5.39)
Indirect —_— 061(0.19,2.01)
Network —_— 0.75(0.29,197)
Injectable prostagiancins vs Ergometrine
Direct 1.01(0.04,23.58)
Indirect ———— 0.35(0.08,1.44)
Network —_— 0.59(0.20.1.79)
I I

3



Figure 97. Forest plot with relative risk ratios and 95% ClIs from pairwise, indirect and
network (combining direct and indirect) analyses for mean blood loss (ml) (all
comparisons).

Comparison Mean Differences (95% Cl)

Oxytocin vs Placebo or no treatment

Direct - -118.62 (-141.40, -95.64)
Indirect —er -27.19(-79.51,25.14)
Network - -56.98 (-98.15,-15.82)
Ergometrine+Oxytocin vs Placebo or no treatment

Direct —r -35.02 (-101.63, 31.59)
Indirect —— -93.76 (-147.66,-39.86)
Network —— -82.24 (-130.59, -33.89)
Garbetocin vs Placebo or no treatment

Direct —_— -274.00 (-591.60, 43.60)
Indirect —— -135.26 (-190.62, -79.71)
Network —— -138.37 (-193.24, -83.50)

Misoprostol+Oxytocin vs Placebo or no treatment

Network -145.20(-201.65, -89.03)

Misoprostol vs Placebo or no treatment

Direct -42.07 (-52.47,-31.68)
Indirect -88.01 (-148.00, -20.81)
Network -66.33 (-106.96, -25.60)

Ergometring vs Placebo or no treatment

Direct r -50.64 (-119.92, 18.65)
Indirect -52.53 (-105.09, 0.02)
Network -52.16 (-99.32, -4.99)

Injectable prostaglandins vs Placebo or o treatment

Direct — -95.17 (-296.09, 105.75)
Indirect -91.44 (-155.66, -27.22)
Network -87.43 (-144.93, -29.93)

Ergometrine+Oxytocin vs Oxytocin

Direct o -10.31 (-40.32, 19.70)
Indirect -34.53(-79.23,10.17)
Network -25.26 (-59.15, 8.64)

Carbetocin vs Oxytocin

Direct -02.73 (-154.97,-30.49)
Indirect -68.57 (-147.48,10.33)
Network -81.39 (-119.91,-42.87)

Misoprostol+Oxytocin vs Oxytocin

Direct -87.26 (-157.83,-16.69)
Indirect — 65.33 (-268.87. 156.20)
Network -88.31(-127.08, -49.54)

Misoprostol vs Oxytocin

Direct -8.90 (-23.45,5.65)
Indirect - 46.35(-52.97, 40.26)
Network -9.34(-31.08,12.39)

Ergometrine vs Oxylocin

R I R TR *h Ht 4, H‘ it *

Direct - 8.09(-17.83, 34.00)
Indirect - 3.07 (-39.95, 46.00)
Netwrk >- 4.82(-28.00, 37.64)
Injectable prostaglandins vs Oxytocin

Direct — -15.83 (-152.28, 120.62)
Indirect r -35.05(-91.18,21.09)
Network r -30.45 (-77.41,16.51)
Carbetocin vs Ergometrine+Oxytocin

Direct -44.08 (-82.41,-5.75)
Indirect 6360 (-121.44,-5.95)
Network -56.13 (-100.58, -11.69)
Misoprostol+Oxytocin vs Ergometrine-+ Oxytocin

Direct -16.00 (-40.24,8.24)
Indirect 68.72 (-122.49,-14.04)
Network 63.05 (-113.73,-12.38)
Misoprostol vs Ergometrine+Oxytocin

Direct \d 2286 (4.50,41.22)
Indirect — 478 (-40.68, 50.24)
Network - 15.91(-19.44, 51.27)
Ergometrine vs Ergometrine+Oxytocin

Direct d 20.10(5.76, 34.44)
Indirect ro— 30.97 (-14.18,76.12)
Network ro— 30.08 (-13.06, 73.22)
Injectable prostaglandins vs Ergometrine+Oxytocin

Direct —_— -26.18 (-104.63,52.27)
Indirect —— 0.84(-56.98, 58.67)
Network p— -6.19(-50.05, 48.67)
Misoprostol+Oxytocin vs Carbetocin

Network - -6.92 (61.36,47.51)
Misoprostol vs Carbetocin

Network —— 72.05(29.07,115.02)
Ergometrine vs Carbetocin

Network —— 86.21 (36.68,135.75)
Injectable prostaglandins vs Carbetocin

Network f—— 50.94(-8.69, 110.57)
Misoprostol vs Misoprostol+Oxytocin

Direct - 48.00 (24.68,71.32)
Indirect —— 81.60(35.65,127.72)
Netwrk —— 78.97 (34.99,122.95)
Ergometrine vs Misoprostol+Oxytocin

Network —— 93.13 (42.62, 143.65)
Injectable prostaglandins vs Misoprostok+Oxytocin

Network —— 57.86 (279, 118.52)
Ergometrine vs Misoprostol

Direct > 11.66/(-0.85, 33.17)
Indirect -— 16.36 (-33.99, 66.71)
Network - 1417 (17.49, 45.83)
Injectable prostaglandins vs Misoprostol

Direct -1 52.90(-39.74, 145.71)
Indirect —— -44.82 (-98.76,9.12)
Network —- 21.10 (-68.03,25.82)
Injectable prostaglandins vs Ergometrine

Direct - -16.08 (-57.17,25.00)
Indirect —— 79.13 (-166.52,-1.74)
Network -t -35.27 (-80.16,9.62)
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Figure 98. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for change in haemoglobin
measurements before and after birth (g/L) (all comparisons).

Comparison Mean Differences (35% CI)

Oxytocin vs Placebo or no freatment

Direct —_— -2.68(-4.47,-0.89)
Ingirect —_— -168 (-3 99, 062)
Hetwork D ——— 214(-387,-0.41)

Ergometrines+Oxytocin vs Placebo or no treatment

Direct _— -3.57 (6.50.-0.63)
Indirect —_— 3.00(-534,-0.64)
Network —_— -3.21(-5.13.-1.29)

Carbetocin vs Placebo of no ireatment
Direct —_— -3.40(-7.23,0.43)
Indirect —_— 447 (671,-2.23)
Metwork —_— 433 (642, -2 23)

Misoprostol+Oxytocin vs Placebo or no treatment
Network —_— -4.67 (6.77.-2.5T)

Misoprostol vs Placebo or no treatment

Direct —_— ,1.52)
Indiect —_— 263 (4.04,0.11)
Network —_— -2.22(-3.94,-0.50)
Ergometring vs PIacebo or no treatment

Direct . -0.50 (0.58, 0.42)
Indirect —_— 1.34(-3.83,1.15)
Hetwork —_— A7 (337,1.08)
Injectable prostaglanding vs Placebo or no treatment

Direct - 0.90 (0.56, 1.24)
Indiect _— -3.10(-7.00,0.80)
Network _ 154 (-4.59,1.52)
Ergometrines+Oxytocin vs Oxytocin

Direct —_— 223(-524,077)
Indirect —_— -0.39(-2.07,1.29)
Network —_— -1.07 (-2.38,0.25)
Carbetocin vs Oxylocin

Direct —_— -1.66 (-2.81,0.50)
indirect —_— 3.27(-5.69,-0.84)
Hetwork —_— 218 (357,0.70)
MisoprostokORytoin vs Oytocin

Direct —_— 259 (-3.70,1.48)
Indirect —_— 248 (-5.85,1.50)
Hetwork —_— 263 (380, 1.26)
MISOProstol vs Oxytocin

Direct — 014 (-0.74,0.47)
indirect — 0.03(-2.08,2.14)
Hetwork —_— -0.08(-0.87,0.82)
Ergometrine vs Oxytocin

Direct - 0.42(-0.30,1.13)
Indirect B B — 1.20(-0.78,3.17)
Network —_— 0.98(-0.74,269)
Injectabie prostagianding vs Oxytocin

Hetwork —_ 0.60(223,3.44)
Carbetocin vs Ergametrine+Orytocin

Direct —_— 267 (432, 0.82)
Indirect —_— 0.00(-204,223)
Network —_— 142 (-2.70,0.46)
Misoprosiok+Oxytocin vs Ergometrine+Oxylocin

Direct —_— 0.50(-1.72,0.72)
Ingirect —_— 1.73(-3.70.0.24)

Hetwork —_—

46(-319,027)

Misoprastol vs Ergometrine +Oxytocin

Direct —_— 1.09(.0.49,2.67)
Indirect —_ 084(115,2.82)
MNetwork - 0.99(-0.36,2 33)

Ergometrine vs Ergometrine+Orytocin
Network —— 2.04(0.03,4

Injectable prostaglandins vs Ergometrine +Oxytocin
Network RN 1,67 (134, 467)

MisoprostolsOnytocin vs Carbelocin

Direct —_— -1.70(-372.0.32)
Ingirect —_— -0.16(-2.09.1.76)
Notwork —_— 0.34(-2.14,1.46)

Misoprastol vs Carbetocin
Hetwork —_— 2.10(0.53,368)

Ergomelring vs Carbetocin
Hetwork —_— 3.16(1.01,531)

Injectable prostaglandins vs Carbetocin

Network — 279(0.32,5.90)
Misoprastol vs Misoprostol+Oxytacin

Direct —— 0.27(0.42,0.96)
Indirect —_— (1.54,492)

Hetwork —_— 2.45(0.97,3.93)

Ergometring vs MisoprostoOxy1oein
Network _— 3.50(1.41, 5.59)

Injectable prostaglandins vs Misoprostol:Oxytacin

Hetwork [—— 3.13(0.06,6.20)

Ergometrine vs Misoprostol

Direct —_— 0.91(-0.43,2.26)
Indirect 1.65(-1.87.5.17)
Network —_ 1.05(:0.51,262)

Injectable prostaglandins vs Misoprostol

Direct —_— 2.28(1.35,5.90)
Ingirect 1,88 (6,26, 2.49)
Network —_— 0.68(-2.05,3.42)

Injectable prostaglandin vs Ergometrine

Direct -1.28(-6.58.4.01)
Indirect 1.23(:3.43,5.88)
Network —_— -0.37 (-3.16.2.41)
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Figure 99. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for breastfeeding at discharge (all
comparisons).

Comparison RR (95% Cl)

Oxytocin vs Placebo or no treatment

Direct 1.00 (0.95, 1.05)
Indirect 1.04 (0.99, 1.08)
Network 1.02 (0.98, 1.06)

Ergometrine+QOxytocin vs Placebo or no treatment

Direct 1.03 (0.99,1.07)
Indirect b 0.98 (0.93,1.04)
Network 1.01(0.97,1.05)

Carbetocin vs Placebo or no freatment
Network 4 0.96 (0.87, 1.06)

Ergometrine+Oxytocin vs Oxytocin

Direct 4 0.99 (0.96, 1.01)
Indirect 1.03(0.97,1.10)
Network 0.99 (0.96, 1.03)

Carbetocin vs Oxytocin

Direct 4 0.94 (0.86,1.03)
Indirect € > 0.95(0.00,=)
Network 4 0.94 (0.86,1.03)

Carbetocin vs Ergometrine+Oxytocin
Nefwork 4 0.95 (0.86, 1.04)
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Figure 100. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for nausea (all comparisons).

Comparison RR (95% Cly

Qxytocin vs Placebo or no treatment

Direct — 0.82(0.47,1.42)
Indirect — 0.98 (0.53, 1.83)
Network — 0.8 (0.53,1.48)

Ergometrine+Oxytocin vs Placebo or no freatment

Direct 1.95 (1.98, 2.76)
Indirect 1.72 (0.89, 3.33)
Network 1.78 (1.03, 3.08)

Carbetocin vs Placebo or no treatment
Network — 0.88 (0.48,1.61)
Misoprostol+Oxytocin vs Placebo or no treatment

Network 1 1.66 (0.81, 3.36)
Misoprostol vs Placebo or no treatment

Direct -1
Indirect -
Network -1

118 (0.76,1.78)
1.30 (0.63, 2.67)
1.24(0.75,2.06)

Ergometrine vs Placebo or no treatment

Direct 42.10(2.55, 694.80)
Indirect 1.67 (1.08, 3.40)
Network 2.11(1.18, 3.80)

Injectable prostaglandins vs Placebo or no trealment
Direct —_— 0.36 (0.02, 8.46)
2.23(0.97,5.00)

1.98 (0.89, 4.43)

Indirect
Network

Ergometrine+Oxytocin vs Oxytocin
Direct

Indirect

Network

1.72 (0.84,3.53)
2,35 (1.49, 3.69)
2,03 (1.47, 2.80)

Carbetocin vs Oxytocin
Direct

Inairect —*
Network B

1.11(0.76,1.56)
0.79 (0.43,1.46)
1.00 (0.71,1.41)

Misoprostol+Oxytocin vs Oxytocin
Direct

Indirect —
Network

2.21 (119, 4.10)
1.03 (0.36, 2.97)
1.88 (114, 3.00)

WMisoprostol vs Oxytocin

Direct 1.22 (0.93, 1.60)
Indirect 2.13(1.34, 3.38)
Network 1.41(1.10,1.81)

-
o
—e—
le—
lo—
te—
lo—
—_——
|
—_—
l——
|
lo—
——
-
-
-
—_—
—
——
le-
B
Ergometrine vs Oxylocin
Direct —_— 4.56 (1.1, 16.44)
Indirect — 2.00 (1.28, 3.10)
Network —- 2.40 (165, 3.49)
Injectable prostaglandin vs Oxytocin
Direct ——
Indirect —_—
Network ——
lo—
—_—
l—
le—
—_—
——
—
lo—
Fe—
—
——
| -
o—
l—
-
—
-
—_—
o
o—

1.17 (0.40, 3.41)
2,00 (1.36, 6.57)
2.25 (1.16, 4.39)

Carbetocin vs Ergometrine+Oxytocin

Direct —— 0.29 (0.19, 0.45)
Indirect —e 0.67 (0.40,1.12)
Network —-— 0.49(0.33,0.74)
Misoprostol+ xytocin vs Ergometrine+Oxytocin

Nefwork — 0.93 (0.52,1.65)
Misoprostol vs Ergometrine+Oxylocin

Direct - 0.71 (061, 0.84)
indirect — 0.69 (0.4, 1.07)
Network ] 0.70 (0.49,0.99)
Ergometring vs Ergometring +Oxytocin

Network 1.18(0.75,1.87)
Injectable prostaglandins vs Ergometrine+Oxytocin

Direct

Indirect —
Network —

5.06 (1.12, 22 86)
0.84(0.39,1.81)
1.11 (0.5, 2.25)

Misoprostol+Oxylocin vs Carbetotin

Direct -
Indirect

Network

1.21(0.62,2.39)
2,15 (1,12, 4.14)
1.87 (1.08, 3.30)

Misoprostol vs Carbetocin

Direct —e 0.99 (0.47, 2.08)
Indirect 1.48 (0.96, 2.27)
Network 1.41(0.94,2.11)

Ergometrine vs Carbetocin
Network 2.40(1.47,3.92)
Injectable prostaglandins vs Carbetocin
Network 225(1.08,4.71)

Misoprostol vs Misoprostol +Oxylocin

Direct -1 1.83(0.73,4.57)
Indirect e 063 (0.35,1.15)
Network — 0.75 (0.44, 1.30)

Ergometrine vs Misoprostol+Oxytocin
Network

1.28 (0.69, 2.36)

Injectable prostagiandins vs MISOprostol+Oxytocin
Network 1.20 (0.53,2.74)
Ergometrine vs Misoprostol
Direct

Indirect

Network

1.53 (116, 2.04)
3.10 (1.55, 6.20)
1.70 (122, 2.36)

Injectable prostaglandins vs Misoprostol
Direct —_—
Indirect

Network 1

(0.06,0.92)
2.60 (1.30, 5.22)
1.60 (0.82, 3.00)

Injectable prostaglandins vs Ergometrine
Direct

Indirect —
Network —

1.70 (098, 2.94)
0.42 (0.16, 1.14)
0.94 (0.48,1.82)




Figure 101. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for vomiting (all comparisons).

Comparison RR (95% C1)
Oxytocin vs Placebo or no treatment
Direct —t— 1.40 (0.44, 4.41)
Indirect — 0.93(0.53,1.64)
Network — 0.98 (0.58,1.66)
Ergometrine+Oxytocin vs Placebo or no treatment
Direct —— 2.15(1.46,2.18)
Indirect —_— 3.66 (1.80,7.44)
Network — 288(1.73,4.78)
Carbetocin vs Placebo of no treatment
Network — 0.91(0.49,1.68)
Misoprostol+Oxytocin vs Placebo or no treatment
Network —— 2,07 (1.08,3.97)
Misoprostol vs Placebo of no treatment
Direct o 1.41(0.92,2.16)
Indirect —— 1.48(0.73,3.03)
Network —— 161(0.98,262)
Ergometrine vs Piacebo or no treatment
Direct ——— 2667 (1.52, 432.78)
Indirect — 2.10(1.15,2.81)
Network — 2.31(1.28,4.18)
Injectable prostaglandins vs Placebo or no treatment
Network —_— 3,69 (1.65,8.26)
Ergometrine+ Oxylocin vs Oxytocin
Direct — 3.05(1.76.5.29)
Indirect — 2.77(1.75,4.38)
Network - 293(2.08,4.13)
Carbetocin vs Oxytocin
Direct — 0.90(0.63,1.50)
Indirect - 1.00(0.51.1.95)
Network - 0.93(0.64,1.35)
Misoprostol+Oxytocin vs Oxytocin
Direct —— 2.24(1.52,3.31)
indirect —t 1.48(0.52,4.27)
Network —— 2.11(1.39,3.18)
Misoprostol vs Oxytocin
Direct - 1.51(1.19,1.91)
indirect — 2.73(1.66,4.50)
Network - 163(1.25,2.14)
Ergometrine vs Oxytocin
Direct —— 3.83(1.10,13.28)
Indirect — 1.83(1.18,2.84)
Network - 2.36(1.56,3.55)
Injectable prostaglandins vs Oxytocin
Direct —_ 248(057,10.73)
Indirect —_— 4.07 (1.93,8.60)
Network —_— 3.76(1.90,7.42)
Carbetocin vs Ergometrine+Oxytocin
Direct —— 0.27 (0.16, 0.46)
indirect —_— 0.34(0.20,061)
Network —— 0.32(0.20,0.49)
Misoprostol+Oxytocin vs ErgometrinesOxytocin
Direct —_— 1.04(0.23,4.77)
Indirect —t 0.68(0.39,1.20)
Network —t 0.72(0.43,1.20)
Misoprostol vs Ergometrine+Oxytocin
Direct — 0.72(0.50,1.04)
Indirect —— 0.50 (0.32.0.78)
Network —— 0.56 (0.39,0.79)
Ergometrine vs Ergometrine+Oxytocin
Network —.t 0.80 (0.50,1.29)
Injectable prostaglandins vs Ergometrine+Oxytocin
Direct — 0.92(0.40,2.13)
Indirect —— 1.49 (0.64,3.46)
Network —— 1.28 (0.64,2.57)
Misoprostol+Oxytocin vs Carbetocin
Direct —— 1.33(0.58.3.09)
indirect —e— 2.56(143,4.57)
Network —— 2.27(1.34,2.85)
Misoprostol vs Carbetocin
Direct —— 1.48(0.55,3.99)
Indirect —— 1.80(1.13,2.85)
Network —— 176(1.14.272)
Ergometrine vs Carbelocin
Network — 2.54(1.49,4.34)
Injectable prostaglandins vs Carbetocin
Network —_—— 4.05(1.90,8.65)
Misoprostol vs Misoprostol+ Oxytocin
Direct —— 1.39(0.51,3.62)
Indirect — 0.69(0.41,1.17)
Network —ef 0.78 (0.48,1.25)
Ergometrine vs Misoprostot+Oxytocin
Network — 112(0.63,1.98)
injectable prostaglandins vs Misoprostol+ Oxytocin
Network +—— 178(0.81,3.92)
Ergometrine vs Misoprostol
Direct <o 122(0.81.1.83)
Indirect —— 3.28(1.56,6.89)
Network —— 1.4 (1.01,2.06)
Injectable prostaglandins vs Misoprostol
Direct 1.31(0.01,163.15)
Indirect — 2.83(1.35,5.96)
Network — 2.30(1.18,4.49)
Injectable prostaglandins vs Ergometrine
Direct —— 2.70(0.97.7.55)
indirect — 0.72(0.26,2.04)
Network +— 1.60 (0.82.3.10)
I I




Figure 102. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for hypertension (all comparisons).

Comparison RR (95% Cl)
Oxytocin vs Placebo or no treatment

Network —— 0.84 (0.11, 6.57)
Ergometrine+Oxytocin vs Placebo or no treatment

Network -— 2.08(0.26, 17.16)
Carbetocin vs Placebo or no treatment

Network —_— 1.04 (0.08, 13.13)
WMisoprostol vs Placebo or no treatment

Network - 1.27(0.15, 10.44)
Ergometrine vs Placebo or no treatment

Direct -+ 7.19(2.83, 18.24)
Indirect * + > 3.06 (0.00, =)
Network - 7.18(1.59, 32.52)

Injectable prostaglandins vs Placebo or no treatment
Network —— 1.17 (0.08, 18.30)

Ergometrine+Oxytocin vs Oxytocin

Direct —-_— 2.00(0.29, 13.97)
Indirect [=—t— 5.16 (0.63, 42.13)
Network - 248 (0.89, 6.88)

Carbetocin vs Oxytocin

Network - 1.24 (0.28, 5.56)
Misoprostal vs Oxytocin

Direct —— 3.64 (0.60, 22.27)
Indirect - 1.01(0.28, 3.66)
Network -~ 1.50 (049, 4.61)

Ergometrine vs Oxytocin

Direct —— 13.39 (2.01, 89.49)
Indirect + 1242 (0.91, 168.67)
Network - 8.54 (212, 34.48)
Injectable prostaglandins vs Oxytocin

Network —_— 1.40(0.09, 20.66)
Carbetocin vs Ergometrine+Oxytocin

Direct -+ 0.56 (0.2, 1.39)
Indirect ¢ + > 0.22 (0.00, =)
Network - 0.50 (0.15, 1.66)
Misoprostol vs Ergometrine+Oxytocin

Direct = 0.50 (0.18, 1.41)
Indirect - 1.29(0.15, 10.74)
Network -“* 0.61(0.25, 1.45)
Ergometrine vs Ergometrine+Oxytocin

Network - 3.45(0.79, 15.05)
Injectable prostaglandins vs Ergometrine+Oxytocin

Network —_—r 0.56 (0.04, 8.67)
Misoprostal vs Carbetocin

Network - 1.21(0.28, 5.35)
Ergometrine vs Carbetocin

Network [~ 6.69 (0.90, 52.70)
Injectable prostaglanding vs Carbetocin

Network —_— 1.13(0.05, 24.38)
Ergometrine vs Misoprostal

Direct —— 7.55(0.94, 60.53)
Indirect —— 5.21(0.77, 35.30)
Network —— 5.68 (1.30, 24.79)
Injectable prostaglandins vs Misoprostol

Network —— 0.93(0.06, 14.27)
Injectable prostaglandins vs Ergometrine

Direct —— 0.16(0.02, 1.37)
Indirect ¢ > 0.01(0.00, =)
Network — 0.16(0.02, 1.62)
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Figure 103. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for headache (all comparisons).

Comparison RR (95% CI)

Oxytocinvs Placebo or no treatment
Direct — 1.56 (0.52, 4.74)
140 (0.59, 3.31)

145 (0.74, 2.81)

Indirect —_
Netwark —

Ergometrine+Oxytocin ve Placebo or no treatment
Direct -1
Indirect —

1.65 (0.78, 3.48)
1.51(0.60, 3.82)
Network - 1.57 (0.80, 3.06)
Carbetocin vs Placebo or no treatment
Direct

5.00 (0.25, 99.16)
1.32 (0.62, 2.80)
1.3 (0.6, 2.82)

Indirect —
Netwark -

Misaprostol + Oxytocin vs Placebo or no treatment

Netwark — 2.14 (0.52, 8.77)

WMisaprostol vs Placebo or no treatment

Direct — 0.94 (0.32, 2.77)
Indirect — 162 (0.72, 3.66)
Network - 141 (0.71, 2.81)

Ergometrine vs Placebo or no treatment
Direct

7.19 (0.37, 138.91)
253 (1.04, 6.16)
2.73 (1.1, 6.50)

Indirect
Netwark

Injectable prostaglandins ve Placebo or no treatment
Network —_ 2.55 (0.43, 14.99)
Ergometrine+Oxytocin ve Oxytocin
Direct -1
Indirect —e

1.26 (0.79, 1.99)
0.87 (0.48, 1.58)
Network - 1.08 (0.73, 1.61)

Carbetacin vs Oxytocin

Direct - 0.84 (0.63, 1.12)
Indirect - 1.46 (0.68, 3.25)
Netwark — 0.94 (0.66, 1.33)

Misoprostol + Oxytacin vs Oxytocin
Direct  — 1.26 (0.26, 6.23)
1.90 (0.27, 13.36)

148 (0.42, 5.18)

Indirect
Netwark —

Misoprostol vs Oxytacin

Direct — 0.88 (0.54, 1.42)
Indirect —1 1.13 (0.60, 2.33)
Netwark -4 0.98 (0.68, 1.40)

Ergometrine vs Oxytocin

Direct 1 5.63 (0.93, 33.96)
Indirect — 1.34 (0.65, 2.76)
Network 1.89 (1.02, 3.50)
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Netwark e 1.76(0.33, 9.31)

Carbetocin vs Ergometrine+Oxytocin

Direct — 141 (0.45, 4.38)
Indirect — 0.68 (0.39, 1.20)
Netwark — 0.86 (0.54, 1.38)

Misaprostol +Oxytacin vs Ergometrine +Oxytocin

Network e 1.36 (0.37, £.02)

Misoprostol vs Ergometrine+Oxytocin

Direct — 0.91(0.47, 1.76)
Indirect —e 0.90 (0.48, 1.68)
Network — 0.90 (0.59, 1.38)

Ergometrine vs Ergometrine+Oxytocin
Netwark

1.74 (0.87, 3.48)

Injectable prostaglandins vs Ergometrine+Oxytocin
Network e 1.63 (0.30, 8.84)
Misaprostol+ Oxytocin vs Carbetocin

Direct —_ 2.00 (0.37, 10.79)
1.30 (0.24, 7.13)
1.58 (0.45, 5.58)

Indirect
Netwark —

Misoprostol vs Carbetocin
Direct
Indirect —

1.19 (0.71, 1.99)
1.00 (0.58, 1.73)
Netwark — 1.04 (0.66, 1.66)
Ergometrine vs Carbetocin
Network 2.02(1.02, 3.97)
Injectable prostaglandins vs Carbetocin

Network —_ 1.88 (0.35, 10.25)
Misaprostol vs Misoprostol+Oxytocin

Network —_— 0.66 (0.18, 2.41)
Ergometrine v MisoprostolsOxytocin

Network — 1.28 (0.32, 5.15)
Injectable prostaglandins ve Misoprostol+Oxytocin
Network 1.19 (015, 9.54)
Ergometrine vs Misoprostol

Direct —
Indirect

170 (0.70, 4.12)
4.03 (1.35, 12.06)
Network 1.93(1.09, 3.42)
Injectable prostaglandins v Misoprostol

Netwark — 1.81(0.34, 9.51)

Injectable prostaglandins vs Ergometrine

Direct e 2.00 (0.39, 10.31)
Indirect 0.10 (0.00, 2.43)
Netwark —_— 0.93(0.18, 4.72)




Figure 104. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for fever (all comparisons).

Comparison RR (95% CI)

Oxytocin vs Placebo or no treatment

Network —

1.06 (0.51,2.21)
Ergometrine+Oxytocin vs Placebo or no treatment
Network — 0.74(0.28,1.95)
Carbetocin vs Placebo or no treatment
Network — 1.14(0.36,3.50)
Misoprostol+QOxytocin vs Placebo or no treatment
Network 3.33(1.49,7.41)

Misoprostol vs Placebo or no freatment

Direct 409(201,832)
Indirect 0.49 (0.00, 202 19)
Network 4.10(2.09, 8.05)

Ergometrine vs Placebo or no treatment
Network — 0.82 (0.35,1.89)
Injectable prostagladins vs Placebo or no treatment
Network — 119 (0.30,4.77)
Ergometrine+Oxytocin vs Oxytocin
Direct -
Indirect ——
Network —

1.08 (0.48, 2.43)
0.54(0.22,1.32)
0.70 (0.35,1.42)

Carbetocin vs Oxytocin

Direct — 1.58 (0.27,9.35)
Indirect — 0.77 (0.18,3.42)
Network — 1.07 (0.43, 2.60)

Misoprostol+ Oxytocin vs Oxytocin

Direct 2.99 (200, 4.45)
Indirect 5.43 (1.48, 19.95)
Network 3.14(2:20,4.49)

Misoprostol vs Oxytocin

Direct 3.75(2.73,5.15)
Indirect 6.49 (2.24,18.76)
Network 3.87 (2.90,5.16)

Ergometrine vs Oxytocin

Direct 2497(097.9.05)
Indirect — 0.63(0.35,1.16)
Network — 0.77 (0.44, 1.35)

Injectable prostagladins vs Oxytocin

Direct — 2.00(0.18,21.71)
Indirect e 0.96 (0.24, 3.87)
Network — 112(0.33,3.86)

Carbetocin vs Ergometrine+Oxytocin

Network — 1.53 (0.49, 4.75)

Misoprostol+ Oxytocin vs ErgometrineOxytocin

Direct 2.80(1.61,5.54)
Indirect 6.25(2.26,17.35)
Network 4.47(213,9.41)

Misoprostol vs Ergometrine+Oxytocin

Direct 5.33 (2.87,9.88)
Indirect T 5.08 (0.96, 26.84)
Network 6.51(2.78,10.92)

Ergometrine vs Ergometrine+Oxytocin

Network — 1.10(0.48,2.53)
Injectable prostagladins vs Ergometrine+Oxytocin

Network — 1.60 (0.40, 6.43)

Misoprostol+ Oxytocin vs Carbetocin

Direct 8.50 (1.99, 36.28)
Indirect - 2.01(0.67,6.06)
Network 2.92(1.13,7.55)

Misoprostol vs Carbetocin

Direct 2.55(1.41,4.64)
Indirect 5.07 (1.40,18.39)
Network 3.60 (1.42,9.13)

Ergometrine vs Carbetocin

Network — 0.72(0.25, 2.08)
Injectable prostagladins vs Carbetocin

Network —_ 1.04(0.23,4.79)

Misoprostol vs Misoprostol+Oxytocin

ST eyt PR T B

Direct - 0.97 (0.62,1.53)
Indirect B 1.33(0.81,219)
Network T 1.23(0.80,1.89)

Ergometrine vs Misoprostol+Oxytocin
Network —_—r 0.25(0.13,0.47)

Injectable prostagladins vs Misoprostol+Oxytocin
Network —_— 0.36(0.10,1.28)

Ergometrine vs Misoprostol

Direct - 0.24(0.17,0.33)
Indirect —_— 0.74(0.09,6.21)
Network —— 0.20(0.12,0.33)

Injectable prostagladins vs Misoprostol

Direct —— 0.08 (0.01, 0.39)
Indirect —_— 093(0.18,4.86)
Network —_—— 0.29(0.09.098)

Injectable prostagladins vs Ergometrine
Direct _— 4.52 (0.76, 26.80)
lo—ro
T

Indirect —— 0.54(0.07,4.38)
Network —_ 1.45 (0.42, 5.00)




Figure 105. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for shivering (all comparisons).

Comparison RR (95% CI)

Oxytocin vs Placebo or no treatment
Network —r 0.70(0.41,1.20)

Ergometrine+Oxytocin vs Placebo or no treatment
Network —_— 0.96 (0.49, 1.89)

Carbetocin vs Placeba of notreatment
Network —— 0.54(0.26,1.11)

Misoprostol+Osylocin vs Placebo o no treatment
Network —— 252(1.35,4.71)

Misoprostol vs Placebo o no treatment

Direct - 204(2.38,3.64)
Indirect 0.68 (0.00, 189.25)
Network — 291(1.78,4.77)

Ergometrine vs Placebo or no treatment
Network — 091(0.49,169)

Injectable prostaglandins vs Placebo or no treatment
Network — 0.35(0.12,1.02)

Ergometrine+Oxytocin vs Oxytocin

Direct — 0.96 (0.60,1.53)
Indirect —— 1.57 (0.90,2.73)
Network T 1.38 (0.86, 2.22)
Carbetozin vs Oxytocin

Direct —T 0.78(0.49,1.23)
Indirect — 0.70(0.31,157)
Netwark — 0.77 (0.46,1.29)
Misoprostol+Oxytocin vs Oxytocin

Direct - 3.38(2.50,4.57)
Indirect —_— 6.34(2.26, 17.78)
Netwark - 3.62(2.59,5.05)
Misoprostal vs Orytocin

Direct - 4.02(3.23,4.99)
Indirect —_— 5.48(2.47,12.47)
Network - 4.18(3.34,5.23)
Ergometrine vs Oxytocin

Direct r—t— 1.73(0.93,3.25)
Indirect +— 1.24(0.79,1.95)
Network e 1.31(0.86, 1.99)

Injectable prostaglandins vs Owytocin

Direct —_— 091(0.11.7.73)
Indirect —_— 0.36(0.11,1.14)
Network —_— 0.50(0.19, 1.31)

Carbetocin vs Ergometrine+Oytocin

Direct —— 0.45(0.26,0.80)
Indirect —— 0.63(0.29,1.37)
Network —— 0.56(0.31,1.02)

Misoprostol+Orylocin vs Ergomelrine+Oxylacin

Direct - 295(2.02, 429
Indirect —_— 2.46(1.24,487)
Network —_— 263(158,452)

Misoprostal vs Ergometrine+Oxytocin

Direct - 271(1.95,3.76)
Indirect —_— 3.48(1.42,8.58)
Network - 3.04(1.91,483)

Ergometrine vs Ergometrine+Oxytocin
Network —_— 0.95(0.53,1.71)

Injectable prostaglandins vs Ergometring+Orytocin
Network —_— 0.36/(0.13,1.04)

Misoprostol+Oxylocin vs Carbetocin

Direct —_— 7.83(3.43,17.88)
Indirect —— 421(2.23,7.94)
Network —— 468(263,8.32)

Misoprostol vs Carbetocin

Direct —_— 3.46 (167,7.17)
Indirect — 5.83(3.34,10.52)
Network —— 5.41(3.18,9.19)

Ergometrine vs Carbetocin
Network —— 1.69(0.89,3.21)

Injectable prostagiandins vs Carbetocin
Network —_— 0.64(0.22,1.91)

Misoprostol vs Misoprostal+ Oxytocin

Direct o 094(072,122)
Indirect ot 1.18(0.77.183)
Network -~ 1.16(0.79,1.70)

Ergomelrine vs Misoprostol+Oxytocin
Network —— 0.36(0.21,061)

Injectable prostaglanding vs Misoprostol+Oxytocin
Network —_—— 0.14(0.05,0.38)

Ergometrine vs Misoprostol

Direct - 0.34(0.26, 0.44)
Indirect —_—t 0.50(0.11,2.23)
Network —_ 0.31(0.22,0.45)

Injectable prostagianding vs Misoprostol

Direct —_— 0.04(0.01,0.21)
Indirect —_— 0.20(0.07,0.57)
Netwark —_— 0.12(0.05,0.31)

Injectable prostagiandins vs Ergometrine

Direct — 0.38(0.16,0.91)
Indirect —_— 0.30(0.07.1.17)
Network — 0.38(0.15.1.00)




Figure 106. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for abdominal pain (all comparisons).

Comparison RR (35% ClI)

Oxytocinvs Placebo or no treatment

Direct L 0.89 (0.80, 1.00)
Indirect > 1.25 (0.68, 2.27)
Network 3 1.01(0.70, 1.44)

Ergometrine+Oxytocin vs Placebo or no treatment
Network > 1.40 (0.83, 2.36)

Carbetocin vs Placebo or no treatment
Network p 114 (0.75, 1.73)

Misoprostol+Oxytocin vs Placebo o no treatment
Network re= 1.94 (0.82, 4.57)

Misaprostol vs Placebo or no treatment

Direct -+ 0.98 (0.29, 3.37)
Indirect < 0.87 (0.54, 1.41)
Network p 1.03(0.71, 1.50)

Ergometrine vs Placebo or no treatment

Direct e 2.05(1.04, 4.08)
Indirect - 2.51(0.63, 11.85)
Network - 214 (1.04, 4.41)

Injectable prostaglandins vs Placebo or no treatment
Network - 1.42 (0.40, 5.10)

Ergometrine+Oxytocin vs Oxytocin
Network > 139(0.91, 2.13)

Carbetocin vs Oxytocin

Direct > 1.18 (0.97, 1.44)
Indirect -+ 0.90 (0.44, 1.84)
Network 4 113 (0.90, 1.44)

Misoprostol+Oxytocin vs Oxytocin

Direct [ 1.93(1.01, 3.67)
Indirect € > 0.90(0.00, .)
Network - 1.93(0.89, 4.20)

Misoprostol vs Oxytocin

Direct L 0.91{0.79, 1.06)
Indirect > 117 (0.7, 1.93)
Network y 1.02 (0.80, 1.31)

Ergometrine vs Oxytocin
Network [ 2.13(0.98, 4.62)

Injectable prostaglandins vs Oxytocin
Network —— 1.41(0.39, 5.09)

Carbetocin vs Ergometrine+Oxytocin

Direct + 0.57 (0.36, 0.91)
Indirect 2 1.11(0.68, 1.80)
Network 4 0.81(0.53, 1.25)

Misoprostol+Oxytocin vs Ergometrine+Oxytacin
Network » 1.38 (0.57, 3.35)

Misoprostol vs Ergametiine+Oxytocin

Direct L 0.80 (0.79, 1.02)
Indirect -+ 0.47 (0.25, 0.88)
Network L 0.74 (0.50, 1.08)
Ergometrine vs Ergometrine+Oxytocin

Network - 1.53 (0.65, 3.60)
Injectable prostaglandins vs Ergometrine+Oxytocin

Network -+ 1.01(0.27, 3.80)
Misoprostol+Oxytocin vs Carbetocin

Network 1= 1.70 (0.75, 3.84)
Misoprostol vs Carbetocin

Direct o 0.65 (0.52, 0.80)
Indirect 3 1.09 (0.79, 1.50)
Network 4 0.90 (0.67, 1.22)
Ergometrine vs Carbetocin

Network - 1.88 (0.84, 4.19)
Injectable prostaglandins vs Carbetocin

Network - 1.25(0.34, 4.55)
Misoprostol vs Misoprostol+Oxytocin

Network - 0.53(0.24, 1.20)
Ergometrine vs Misoprostol+Oxytocin

Network - 1.10(0.37, 3.31)
Injectable prostaglandins vs Misoprostol+Oxytocin

Network —— 0.73(0.16, 3.28)
Ergometrine vs Misoprostol

Direct —_—— 1.68 (0.04, 65.80)
Indirect - 1.71(0.70, 4.19)
Network [ 2.08 (0.9, 4.50)
Injectable prostaglandins vs Misoprostol

Direct — 0.99 (0.20, 4.80)
Indirect —— 3.25(0.29, 36.07)
Network - 1.38 (0.39, 4.90)
Injectable prostaglandins vs Ergometrine

Direct — 1.70 (0.07, 40.44)
Indirect — 0.93 (0.0, 22.45)
Network —-- 0.66(0.19, 2.30)




Comparison

Figure 107. Forest plot with relative risk ratios and 95% Cls from pairwise, indirect and
network (combining direct and indirect) analyses for diarrhea (all comparisons).
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1.04 (0.68, 1.57)
326 (1.25, 8.49)
124 (0.84, 1.84)

1.39 (0.64, 3.01)

23.70 (7.55, T4.45)
8.35(3.13, 22.27)
12.99 (616, 27.39)

122 (0.70, 2.13)
132 (062, 3.32)
1.23 (0.76, 1.98)

1.38 (0.60, 3.17)

12.84 (5.50, 29.96)

1.04 (0.46, 2.34)
1,67 (0.34, 8.08)
112 (0.56, 2.25)

9.03 (1.70, 48.00)
11.90 (4.95, 28.60)
10.47 (5.02, 21.82)

10.09 (2.75, 37.00)
10.16 (2 88, 35 85)
933 (3.94, 22.10)




Additional data from trialists

First Author

Adanikin

Al-Sawaf

Pub
Year

2012

2013

Additional data

Additional data retrieved from Adanikin A, Orji E, Adanikin P, Olaniyan
O. Comparative study of rectal misoprostol to oxytocin in preventing
postpartum haemorrhage post caesarean section. International
Journal of Gynecology and Obstetrics 119S3 (2012) S825:

Objectives: In patients with risk factors for primary postpartum
haemorrhage, it is generally considered good practice to administer
an adjunctive uterotonic agent after the active management of the
third stage of labour. Oxytocics that have been used in this adjunctive
context include oxytocin infusion or rectal misoprostol as practised in
our centre. Although this practise is popular in our environment,
objective comparative assessment of these prophylactic measures is
lacking. This study thus set out to compare the efficacy of both
measures, the result of which may engender a change in the current
practice in our centre and elsewhere or indeed strengthen it.
Materials: Oxytocin, Rectal misoprostol. Placebo (Lactose tablet;
Normal saline). Methods: In this comparative study, 218 parturients
who delivered by caesarean section received 5 IU of intravenous
oxytocin after cord clamping and were further randomized to receive
either 600mcg rectal misoprostol and a placebo infusion intravenously
or placebo rectally and an oxytocin infusion. 4 hours post-operative
blood loss was estimated by application of pads of known weight.
Results: The mean immediate 4 hours post-operative blood loss was
not significantly different between the rectal misoprostol and oxytocin
infusion group (106.65+30.64 ml versus 109.02+27.55 ml; p=0.553)
and the change between the pre-operative and postoperative
hematocrit was similar. No patient developed primary postpartum
haemorrhage in the study. There was no statistically significant
difference in the incidence of pyrexia and shivering. Conclusions:
Post-caesarean section rectal misoprostol has comparative efficacy to
oxytocin infusion in preventing postpartum haemorrhage after
caesarean section. Misoprostol which can be stored at high
temperatures and has a shelf life of several years should be favoured
as ideal adjunctive uterotonic in developing countries with a tropical
climate and limited refrigeration capabilities that is needed to maintain
the potency of oxytocin.

Response to email queries:

PPH > 500 ml No. Events Total No. Women
Control 8 39
Misoprostol 3 28
Oxytocin 2 37
PPH > 1000 ml No. Events Total No. Women
Control 6 39
Misoprostol 2 28

Oxytocin 1 37
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2014

2011
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Change in Hb after Delivery (g/dl) Mean Hb Change SD Total No. Women

Control 1.3 0.6 39
Misoprostol 1.3 0.9 28
Oxytocin 1.2 0.9 37

Response to email queries:

Thanks for including my study in urban met analysis. The answers to
u r questions are .

l.all pt included in the study were admitted through emergency and
ops. After complet history and examination pt with history of privious ¢
. section. ,traumatic ppg. ,bleeding disorders. ,history of prolonged
difficult labour, placenta previa, placetal abruption, history of pph.
,multiple gestation and women having BMi more than 30 were
excluded. However all other pt with full term pregnancy and who came
to labour room in spontaneous onset of labour resulting in
spontaneous vaginal delivery without episiotomy were included in the
study.

2.as | expand before that high risk pt were not included in study so no
death and major morbidity been noted.

Response to email queries:

Hypertension 3rd Stage 30-60 mins 3rd Stage 60-120 mins Total of Patients
Intervention (Carbetocin) 0 0 0

Control (Syntometrine) 7 7 7 (these are
the same patients)

Response to email queries:

Carbetocin Oxytocin

1 Nausea 2Nausea

2 Nausea+Flushed 3 Vomiting

1 Nausea+Headache 1 Vomiting+Trigeminy
1 Nausea+Abdominal pain 1 Nausea+Headache
2 Nausea+Vomiting 2 Nausea+Vomiting

1 Nausea+Vomiting+Sweating 1 Nausea+Vomiting+SOB
1 Nausea+Vomiting+Tremors1 Nausea+Flushed+Tremors
1 Nausea+Vomiting+Flushed+Hypotension 1
Nausea+Vomiting+Flushed+Tremors

1 Tightness throat 2 Dizziness

2 Dizziness 1 Dizziness+Flushed+Sweating
1 Flushed 2 Hypotension

2 Hypotension 2 Tremors

1 Hypotension+SOB 1SOB

1 ST Depression 1 Blurred vision

1 Tachycardia 1 Metallic taste

1 Tremors+Tachycardia 1 Painin arm

1 Metallic taste+SOB+Wheezing 1 Abdominal pain+SOB
1 Metallic taste+POF 1 Backache

1 Headache 1 Headache

n=22 n=26
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SOB = Shortness OF Breath
POF = Pressure Over Forehead

Attachment to response to email queries:

Vomiting (generally) Events Total

Misoprostol 35(6.1) 569
Oxytocin 19(3.3) 570
Vomiting (severe) Events Total
Misoprostol 8(1.4) 569
Oxytocin 3(0.5) 570
Morbidity (extensive vaginal repair) Events Total
Misoprostol 11(1.9) 570
Oxytocin 8(1.4) 570

Response to email queries:

We did not document the routine drugs used in the active
management of labour in each case. At two sites in South Africa (East
London and Dora Nginza, Port Elizabeth), and in Uganda the routine
was oxytocin 10u IM. At the third site in SA (Rob Ferreira) oxytocin 5u
IM was used in 60/155 and oxytocin-ergometrine (5u/0.5mg) was
used in 85/155. In Nigeria either oxytocin or ergometrine was used,
but we don’t have the details. As this was a randomized trial, we
expected the routine management to be evenly distributed between
the randomized groups.

Response to email queries:

Random number tables were used from the statistical text-book by
Fleiss (1981). The first number was selected from the table by a
disinterested observer and the numbers were then allocated in blocks
of 100, following in sequence.

Duration 3rd Stage Mins 0-20 21-40 41-60 61-80 81-100 102-120 >120 Mean
SD/CI Total

Intervention (Active) 674 11 4 0 2 8 6 11.26
19.62 705

Control (Physiological) 670 41 7 1 4 1 0 11.56

841 724

Change in Hb (g/dl) Mean Change SD/CI Total Number of Patients
Intervention (Active) +0.91 1.19 618

Control (Physiologocal) +0.47 1.27 645

Response to email queries:

Four women in the misoprostol group and none in the oxytocin group
experienced fever (defined as ?38° C); this was entered onto the form
as a dichotomous variable and we have no information regarding the
actual temperature (or whether any woman experienced a
temperature of ?40° C). One woman in the oxytocin group had
retained placenta and a blood transfusion; this was the only case of



Bhullar

Bugalho

Chaudhuri

Chhabra

Dansereau

El Behery

2004

2001

2012

2008

1999

2015

transfusion and required ICU admission for monitoring. There were no
other complications (e.g., organ failure) and no maternal deaths.

58/329 women receiving oxytocin (17.6%) had second stage of labor
>=30 minutes.

53/323 women receiving sublingual misoprostol (16.4%) had second
stage of labor >=30 minutes.

1 woman receiving oxytocin and no women receiving sublingual
misoprostol had a third stage of labor >=30 minutes.

Response to email queries:

| don’t have the raw data anymore, but | am certain we did not have
any maternal deaths.

Additional data extracted from published Cochrane review(s)
Additional data extracted from published Cochrane review(s)

Response to email queries:

You know this was low dose study in low risk cases for prophylaxis.
So the answers are:

The number of women (n/N) in each study group (if any) who needed
major surgery - nil

The number of women (n/N) in each study group (if any) who needed
ICU admission - nil

The number of women (n/N) in each study group (if any) who had
hyperpyrexia (T>40) - nil

The number of women (n/N) in each study group (if any) who had vital
organ failure - nil

The number of women (n/N) in each study group (if any) who had an
estimated blood loss >1000mls - nil

The number of women (n/N) in each study group (if any) who died - nil

Response to email queries:

Thank you again for your interest. What | meant to clarify previously is
that the paper should have stated that “two patients in each group had
a [severe] postpartum hemorrhage [requiring blood transfusion]”.
Because of the difficulty in assessing estimated blood loss, we had
decided -before the beginning of the study- to not use that variable but
rather, to use the judgment of the surgeon (blinded to the study drug),
as to whether the patient needed additional oxytocic (required in all
cases of PPH). Clearly more than two patients per group had a PPH
greater than 500 or even 1000 ml. The exact number is not available
though as we decided not to use that outcome of PPH in our study.

Response to email queries:

PPH > 500 ml Events
Carbetocin 6
Oxytocin 19
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Major morbidity or death
Carbetocin 0
Oxytocin 3

I confirm that we actually excluded cases listed below from our study:
congenital fetal anomalies, placenta previa, diabetes, hypertension,
preeclampsia, cardiac disorders, general anaesthesia

Response to email queries:
| will address below your queries as follows:

Any maternal deaths: no

Maternal ICU admissions: no

Hysterectomies: no

Maternal fever >40C: there were 16/179 cases developed pyrexia <40
C in misoprostol group; none exceeded 40C.

Blood loss of >1000mls: yes some cases in the placebo group had a
total perioperative blood loss >1000 ml

Response to email queries:

There was no death recorded in either group

None of the study participants required additional surgery such as
hysterectomy or arterial ligation to treat massive postpartum
hemorrhage.

There was only one ICU admission in the misoprostol group for non-
hemorrhage related condition but due to postpartum eclampsia.

No participants in each study group developed hyperpyrexia of
temperature > 400C

No participants developed major organ failure

Three participants from the oral misoprostol group had massive
postpartum hemorrhage greater than 1000ml while only one
participants in the methylergometrine group developed massive
postpartum hemorrhage. However, all the four patients who
developed massive hemorrhage responded very well with additional
oxytocics and did not require surgical interventions.

There were no women who experienced hyper-pyrexia (T 40) or vital
organ failure, or who needed ICU admission, in either the intervention
or control group.

Additional data retrieved from an unpublished text entitled “Double-
blind randomized controlled trial comparing the effect of carbetocin
with oxytocin for the prevention of postpartum hemorrhage among
high risk women following vaginal delivery.”

Results
The study was conducted over a 4-month period (from May 2011 to

August 2011). There were a total of 272 deliveries in our hospital
during the study period, of which, 111 delivered vaginally. 75 women



were finally recruited into the study. Nine women in the carbetocin
group and six women in the oxytocin group failed to have a paired
hemoglobin test to measure the change in hemoglobin 24 hours after
delivery because they refused further blood extraction. These 15
women were excluded, and we therefore had 30 women each in the
carbetocin and oxytocin arm in the analysis that was randomly
assigned to receive either of the two different interventions.

There was no significant difference between the two groups in their
demographic characteristics (Table 1). Most of the participants were
college degree holders with an average age of 30 years. The average
age of gestation was 38 weeks for the carbetocin group while almost
39 weeks in the oxytocin group. It was also observed that about two
thirds were multigravid women for both groups.

The average hemoglobin count 24 hours after delivery of the
participants for the oxytocin group (-1.1) seems to have a greater drop
than those in the carbetocin group (-0.6) (Table 2).

Participants in the carbetocin group exhibited a relatively lower
average estimated blood loss than those in the oxytocin group (296 cc
and 493 cc respectively). There was no case of postpartum
hemorrhage between the two groups. The distribution of exposure to
additional agents revealed that 9 out of 10 patients in the oxytocin
group needed additional uterotonic agents. In contrast, 90% of the
participants in the carbetocin group did not need any additional agent
after drug administration. In addition, it was noted that almost all of the
patients in the oxytocin group needed a uterine massage compared to
a negligible number of those in the carbetocin group. Meanwhile, none
of the patients needed blood transfusion. (Table 3)

Carbetocin immediately (1min) took effect to the patients in the
carbetocin group while those patients in the oxytocin group waited for
some time (30 min or more) for oxytocin to take effect (Table 3).

Adverse effects are presented in Table 4. The incidences of headache
and hypogastric pain were similar in between groups. There were no
nausea, vomiting, facial flushing or pain in the injection site noted.

20% percent or 6 out of 30 women in the carbetocin group had
tachycardia (defined as maternal pulse $100) within 60 minutes
postdelivery and were significantly higher than the 10% (3 out of 30)
recorded in the oxytocin group however, the difference was
statistically insignificant. The mean blood pressure values at different
intervals after delivery of each group are also shown in Table 4 though
no statistical difference was observed between the two interventions.

To determine if there is a significant difference between the two drugs,
we will need to perform independent sample T-Test. Prior to
performing the test, we need to satisfy its assumptions which is as
follows: (a) normality of the data, (b) homogeneity / constancy of
variance. (Appendix A).



Based on the results in Table 5, we can conclude that there's a
significant difference between the Carbetocin and Oxytocin since the
p-values for the Estimated Mean Blood Loss and Mean difference of
the Hemoglobin count are approximately zero (< LOS = 0.05).

Looking at the mean difference of the hemoglobin count, having a
value of 0.57 implies that carbetocin garnered a significantly lower
change in the hemoglobin count after 24 hours.

The mean difference of the estimated blood loss, with value of -
197.33, denotes statistically lower blood loss for patients exposed to
carbetocin than those who were exposed to oxytocin.

Table 1 Baseline Characteristics of Patients

o Carbetocin Oxytocin
Characteristics (N =30) (N =30)
Age * 30 30
Age of Gestation * 383 386
Epidural Analgesia =~ 100 100
Previous Postpartum Hemorrhage ** 6.7 6.7
Augmentation with syntocinon ™ 76.7 73.3
Episiotomy ** 100 100
Normal Vaginal Delivery * 100 100

College Grad 596.7 73.3
College Undergrad 267 23.3
Educational Level = High School Grad 3.3 0
High School UnderGrad 33 1]
Post Grad 10 3.3
idy ** Primigravida 333 26.7
Gravidity Multigravida 66.7 73.3

* - Based on Mean
** _ Based on Percenitages (%)

Table 2 Primary outcome (peripartum hemoglobin concentration)

Characteristics Carbetocin Oxytocin Mean
(N = 30) (N = 30) Difference
Mean Hemoglobin count on admission (g/dl) * M8 121 03
Mean Hemoglobin count 24 hrs after delivery (g/fdii ™ 11.2 11 02
Mean fall in hemoglobin (g /dl) * -0.6 -1.1 0.5

* - Based on Mean

Table 3 Secondary outcomes

Carbetocin Oxytocin
(N =30) (N=30)

Characteristics

Estimated Blood Loss *

Mean Estimated Blood Loss (cc) 2865 4833
Blood loss = 500mL - -
Blood loss = 1000mL

Additional agent **

Methergin 6.7 a0
Mone 90 0
Ouytocin 3.3 10
i o No 90 16.7
Uterine Massage Yes 0 233
Blood Transfusion ** No 100 100
Time drug has effected ** Upon Drug Injection - 67
1 Min 433 33
5 Min 30 33
15 Min 33 16.7
30 Min - 233
1 Hr - 10
G Hr - 267
24 Hr 233 -

*Data are presented as mean (5D).
**Data are presented as n (%)

Table 4 Adverse reactions



Characteristics Carbetocin Oxytocin

(N = 30) (N = 30)

Headache * 33 33
Hypogastric Pain * 233 267
IMean systolic blood pressure immediately after delivery ** 1168 (17) 1182 (14)
Mean diastolic blood pressure immediately after delivery = 66.8 (9.7) 67.5 (7.5)
IMean systolic blood pressure 5 minutes after delivery ™ 1138 (9.1) 1163 (8.5)
Mean diastolic blood pressure 5 minutes after delivery ** 64 (5.9) 635 (49)
Mean systolic blood pressure 30 minutes after delivery ** 1141 (9) 1158 (98)
Mean diastolic blood pressure 30 minutes after delivery ™ 64.5 (5.9) 654 (6.4)
Mean systolic blood pressure 60 minutes after delivery ** 1146 (10.1) 1141 (12.2)
Mean diastolic blood pressure 60 minutes after delivery ™ 66.3 (8.2) 656 (6.4)
Pulse Rate after delivery ** 886 (8.8) 826 (8.7)
Pulse Rate 30 minutes after delivery ** 874 (8.6) 832 (11.7)
Pulse Rate 60 minutes after delivery ** 863 (82) 84 (105)

* - Based on Percentages (%)
** - Based on Mean (Std Dev)

Table 5 T-Test for independent samples means

Independent Samples T - Test for Equality of Means
T Test Statistic Degrees of P-Value Mean
Freedom Difference
agrir:;zii?]f(:oum 499 58 =0.001 057
Egg;n(acts}d Blood -8.93 58 =0.001 -197.33

Appendix A Q-Q plot of estimated blood loss
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Appendix A Q-Q plot of difference of preoperative hemoglobin count
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Response to email queries:

Regarding your query on the incongruity on 30 parturients receiving
oxytocin with mean blood loss of 493ml but O cases more than 500ml,
it was because the estimated blood loss during delivery was
measured only through eyeballing of the gauzes used. And in the
estimation, we did not include the bleeding coming from repair of the
laceration. That is why one of our recommendations for future studies
is to measure the actual blood loss using a more accurate device of
measurement. And also, since the estimation of blood loss is often
inaccurate during delivery, it was agreed that a fall in hemoglobin be
used as a primary outcome assessing the efficacy of the uterotonic
agents in reducing postpartum hemorrhage.

Response to email queries:

PPH 500- 1000 ml Events Total
Misoprostol 33 50
Oxytocin 26 50
PPH > 1000 ml Events Total
Misoprostol 12 50
Oxytocin 13 50

None of our patients had major morbidity. There were no deaths
neither.

Additional data extracted from published Cochrane review(s)
Response to email queries:

Misoprostol (n=36) Placebo (n=37) RR 95% ClI p
> 500ml 8 (22%) 15 (41%) 0.55 0.27-1.13 0.15
>1000ml 2 (5.6%) 5(14%) 0.41 0.09-1.98 0.23
Add.oxytocic 2 (5.6%) 7 (19%) 0.29 0.07-1.32 0.08

Response to email queries:
I've checked the original data: all 9 pyrexias were between 39 and
39.9, none 40 or more.

The only severe morbidity we recorded were the 9 laparotomies, of
whom one had hysterectomy.

There was no overlap of data. The Nigeria site in Hofmeyr 2011 was
University College Hospital, Ibadan. Fawole 2011 included two other
hospitals in Ibadan and other Nigerian sites. Univ college hospital
occurs in the title as that is bukola's base, but was not a site.

Additional data also retrieved from Hofmeyr GJ, Gllmezoglu AM,
Novikova N, Linder V, FerreiraS, Piaggio G. Misoprostol to prevent
and treat postpartum haemorrhage: a systematic review and meta-
analysis of maternal deaths and dose-related effects. Bulletin of the
World Health Organization 2009;87.666-677.
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Additional data also retrieved from Hofmeyr GJ, FerreiraS, Nikodem
VC, Mangesi L, Singata M, Jafta Z, Maholwana B, Mlokoti Z,
Walraven G, Gulmezoglu AM. Misoprostol for treating postpartum
haemorrhage: a randomized controlled trial [[ISRCTN72263357]. BMC
Pregnancy and Childbirth 2004, 4:167.

Response to email queries:

No blood loss more than 1000ml in any group.
No transfusion or maternel death in the 2 groups.

Response to email queries:

“Calculated” blood loss:

Misoprostol (n=24) Oxytocin (n=19)
> 500 ml 18 15
>1000 ml 13 11
“Estimated” blood loss:

Misoprostol (n=28) Oxytocin (n=28)
> 500 ml 18 10
>1000 ml 1 14

Response to email queries:

There was on postpartum blood loss > 1000ml in both group. Range
of blood loss was 20-790ml in misoprostol group and 40-790 in
oxytocin group. There was no maternal death recorded though
participants were followed up only in the early puerperium. There was
no major morbidity. The only morbidity recorded was retained
placenta that warranted manual removal of placenta. The two cases
occur in oxytocin group and none in misoprostol group.

Response to email queries:

Regarding your queries, | write to confirm that NO women in either
group needed major surgery or ICU admission, nor did any have
hyperpyrexia, massive bleeding over 1000 mL or major organ failure.

Response to email queries:

The method of randomisation was made by our Statistical department,
and | believe it was a computer-generated sequence.

Response to email queries:

PPH > 500 ml Events
Sublingual Misoprostol 34
Intravenous Oxytocin 27
PPH > 1000 mi Events

Sublingual Misoprostol 4
Intravenous Oxytocin 5



Blood loss (ml) Mean SD/CI Total

Sublingual Misoprostol 667.12mls 213.38 50
Intravenous Oxytocin 649.90mls  251.15 50
Change in Hb (%) Mean  SD/CI Total
Sublingual Misoprostol 4.5 3.3 50
Intravenous Oxytocin 4.3 2.97 50

Response to email queries:

Parsons 2007 Duration of 3" Stage >30 Mins Mean (Mins) SD Cl Total
Intervention 3 6.95 6.11(SD) 6.13-7.76 (Cl) 218
Control 2 6.18 4.62(SD) 5.57-6.79(Cl) 222

Response to email queries:

The data on estimated blood loss is the visually estimated blood loss
in the OR. As you can read in the article we believe these data are of
limited value and have based our analyses of blood loss on change in
Hb instead. A strict perioperative IV fluid protocol was followed, of
course.

PPH >500 ml Events Total

Oxytocin 4 26

Carbetocin 6 25

Placebo 8 25

Rosseland 2013 PPH > 1000 ml Events  Total

Oxytocin 0 26

Carbetocin 0 25

Placebo 0 25

Change in Hb (g/dI) Mean  SD/CI Total
Oxytocin -0.82 0.67 26

Carbetocin -0.50 0.82 25

Placebo -0.84 0.53 25

Change in Hb (%) Mean  SD/CI Total
Oxytocin 27.9 14.1 26

Carbetocin 25.6 13.6 25

Placebo 15.7 16.5 25

Response to email queries:

For fever, there wasn't any patient lost to follow up because each
round of study lasted only 24 hours, and throughout this period, the
Sadig 2011 patients were hospitalized (admitted).
For fever, we have full data set, but some of the data were published
elsewhere (an act that will probably sound strange to you).

There wasn't death in the study (another fact that may probably sound
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strange, despite the global reports on maternal mortality in Nigeria).

There were differences in baseline characteristics like age, parity, etc.
however, we thought to have minimize the effects of these differences
through randomization of treatment - even though what was done was
not the literary meaning of the term ‘randomization’ since we did not
initially consider a specific patient population. However, we suggested
further studies (in my reports) whereby baseline characteristics are
made uniform between the two groups. In case of baseline treatment
with oxytocin; there is clear demarcation in that the Misoprostol group
had no pretreatment with oxytocin.

Response to email queries:

Because our aim of this study was prevention of PPH not treatment of
PPH, therefore we had not mortality or morbidity in our study
population, also we used of hemoglobin as indicator of blood loss
instead of measurement of blood loss volume.

Response to email queries:

We did not find hyperpyrexia (T>40), vital organ failure, ICU
admission, surgery, or who died, in either the intervention or control
group of this study.

Response to email queries:

PPH > 500 ml: Events
Misoprostol 0O
Oxytocin 0

PPH >1000 ml: Events
Misoprostol 0

Oxytocin 0
Death: Events
Misoprostol 0
Oxytocin 0

Morbidity: Events
Misoprostol  fever 13, shivering 10,nausea 1, vomiting 1
Oxytocin nausea 1, vomiting 1

Response to email queries:

PPH > 500ml Event Total
Misoprostol 15 60
Oxytocin 33 60

PPH> 1000mI| Event Total
misoprostol 1 60
oxytocin 2 60



Death Event Total

Misoprostol 0O 60
Oxytocin 0 60
Morbidity Events  Total
Misoprostol 0O 60
Oxytocin 0 60

Response to email queries:

3rd stage >30 mins Mean (mins) SD CI

misoprostol 6.15 3.76 5.62-6.69
Walley 2000 oxytocin 7.30 13.08 5.40-9.19

3rd stage >30 mins Events Total

Misoprostol 0 194

Oxytocin 2 185

Response to email queries:
Carbetocin vs oxytocin in non-elective C/S

PPH>500m| Events total

Carbetocin 42 59
Oxytocin 37 53
PPH>1000m| Events Total
Carbetocin 6 59
Whigham 2014 Oxytocin 6 53

Active labour at time of C/S

PPH>500mI Events Total

Carbetocin 22 30
Oxytocin 19 28
PPH>1000m| Events Total
Carbetocin 4 30
Oxytocin 3 28

Response to email queries:
Zachariah 2006
We did not have any maternal deaths in any of the study groups.



