FINAL
Route of oxytocin adminstration

Forest plots for review question: Is intravenous administration of oxytocin more
effective than intramuscular administration in the active management of the third
stage of labour?

This section includes forest plots only for outcomes that are meta-analysed. Outcomes from
single studies are not presented here; the quality assessment for such outcomes is provided in
the GRADE profiles in appendix F.

Comparison 1: IV oxytocin vs IM oxytocin

Figure 2: Primary PPH (blood loss 2 500 mL) — overall estimate

IV oxytocin IM oxytocin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Adnan 2018 97 a7 120 418 49.0% 0.81 [0.64,1.03] R
Charles 2019 16 2809 21 2104 9.8% 0.57 [0.30,1.09] T
Dragdeviren 2016 148 128 15 128 B.1% 1.00[0.51, 1.96] T
Durocher 2019 49 239 57 241 23.2% 0.87 [0.862,1.21] —
Qguz 2014 12 300 19 300 F.4% 0.67 [0.33,1.36] I
Sangkhomkhamhang 2015 (1) 5 225 11 225 45% 0.45[0.16,1.29] E—
Total (95% CI) 4218 3516 100.0%  0.78[0.66, 0.93] [
Total events 194 242
Heterogeneity: Chi*= 3.09, df= 5 (P = 0.69); F= 0% ID 0 051 150 1DU=
Testfor averall effect 2= 2.76 (P = 0.0086) Favours [IV oxytocin]  Favours [IM oxptocin]

Footnotes
(1) PPH not clearly defined by authors (measured up to 24 hours postparturm)
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Figure 3: Primary PPH (blood loss 2 500 mL) - by type of IV administration and women who
have had oxytocin in the first stage or not

IV oxytocin IM oxytocin Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 IV slow infusion
Charles 2013 11 2018 21 2104 223% 0.55[0.26,1.13] —
Dagdeviren 2016 15 128 15 128 162% 1.00[0.51, 1.96) —_—r
Durocher 2019 49 239 57 241 61.5% 0.87 [0.62,1.21] a—
Subtotal (95% CI) 2385 2473 100.0%  0.82[0.62, 1.08]
Total events 75 93

Heterogeneity: Chi*=1.64, df= 2 (P = 0.44), F=0%
Testfor overall effect: Z=1.42 (P=0.16)

1.2.2 IV bolus injection

Adnan 2018 a7 517 120 518 752%  0.81[0.64,1.03) |
Charles 2019 5 701 21 2104 BE%  0.71[0.27,1.89) A
Oguz 2014 12 300 18 300 11.3%  0.67[0.33,1.36) R
Sangkhomkhamhang 2015 (1) 5 225 1M1 225 6.9% 0.45[0.16,1.29] B
Subtotal (95% CI) 1743 3147 100.0%  0.76 [0.61, 0.95] &
Total events 119 170

Heterogeneity: Chi*=1.35, df=3 (P =072); F=0%
Testfor overall effect: Z= 2.46 (P =0.01)

1.2.3 IV bolus injection (women who have had oxytocin in the first stage of labour)

Adnan 2018 50 271 B4 275 1000%  0.79(0.57,1.10] !
Subtotal (95% CI) 271 275 100.0%  0.79[0.57, 1.10]
Total events 50 64

Heterogeneity: Not applicable
Testfor overall effect: Z=138(F=017)

1.2.4 IV bolus injection (women who have not had oxytocin in the first stage of labour)

Adnan 2018 47 248 56 243 843%  083[0.59,1.17)
Charles 2019 5 701 21 1M04 157%  0.71[0.27,1.89)
Subtotal (95% CI) 947 2347 100.0%  0,81[0.58, 1.12]
Total events 52 7

Heterogeneity: Chi*= 008, df=1{P=078); F=0%
Testfor averall effect Z=1.26 (P=0.21)

0.01 01 10 100
Favours [IV oxytocin] Favours [IM oxytocin]

Testfor subgroup differences: Chi*= 018, df= 3 (P = 0.98), F=0%
Footnotes
(1) PPH not clearly defined by authors {(measured up to 24 hours postpartum)
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Figure 4: Severe PPH (blood loss 2 1000 mL) - overall estimate

IV oxytocin IM oxytocin Peto Odis Ratio Peto Odids Ratio
Study or Subgroup Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Adnan 2018 24 517 42 518 56.5% 0.56 [0.34, 0.92] ——
Charles 2019 5 2809 9 M04 1248% 042014, 1.20] T
Dagdeviren 2016 4 128 o 128 3.6%  T.57[1.05, 54.35]
Duracher 2019 14 239 18 241 27.4% 0.77 [0.38, 1.58] —
Total (95% CI) 3693 2991 100.0% 0.65 [0.44, 0.94] <
Taotal events 47 JaLt]
Heterogeneity: Chi®=7.21, df= 3 (P=0.07); F=58% 'D.D1 Df1 1-0 1DD'

Testfor averall effect £=2.28 (P=0.02%

Favours [IV oxytocin)

Favours [IM oxytocinl]

Figure 5: Severe PPH (blood loss 2 1000 mL) - by type of IV administration and women
who have had oxytocin in the first stage or not

IV oxytocin IM oxytocin Peto Odds Ratio

Peto Odds Ratio
Peto, Fixed, 95% C1

Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% Cl
1.3.1 IV slow infusion

Charles 2019 4 2018 9 2104 27T7% 0.481[0.16,1.43]
Dagdeviren 2016 4 128 o 128 8.4% 7.7 [1.09, 54.39]
Durocher 20149 14 239 18 241 B39% 0.77[0.38,1.58]
Subtotal (95% CI) 2385 2473 100.0% 0.82 [0.46, 1.46]
Tatal events 22 27

Heterogeneity: Chi®= 5.82, df=2 (P = 0.05); I*= G6%

Test for overall effect Z= 067 (P = 0.50)

1.3.2 IV bolus injection

Adnan 2018 24 817 47 518 B892% 0.56 [0.34, 0.82]
Charles 2019 1 7o 9 204 108% 0.451[0.11,1.88]
Subtotal (95% CI) 1218 2622 100.0% 0.55 [0.34, 0.88]
Total events 28 g1

Heterogeneity: Chi®= 0.08, df=1 (P=0.77);F=0%
Testfor overall effect Z=2.591 (P =0.01)

1.3.3 IV bolus injection (Women who have had oxytocin in the first stage of labour)

Adnan 2018 10 253 28 250 100.0% 0.35[0.18, 0.69]
Subtotal (95% CI) 253 250  100.0% 0.35[0.18, 0.69]
Total events 10 28

Heterogeneity: Mot applicable
Test for averall effect 7= 3.07 (P =0.002)

1.3.4 IV bolus injection (women who have not had oxytocin in the first stage of labour)

Adnan 2018 14 253 14 280 7¥8.0% 0.99[0.46, 2.11]
Charles 2019 17 9 2104 220% 0.45100.11,1.88]
Subtotal (95% CI) 954 2354 100.0% 0.83[0.42, 1.63]

Total events 15 23
Heterogeneity, Chi*= 091, df=1 {P=0.34); F=0%
Test for overall effect: 7 =054 (P = 0.59)
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Figure 6: Need for manual removal of placenta — overall estimate

IV oxytocin IM oxytocin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Ewvents Total Ewvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
Charles 2018 a9 804 GO 2104 91.2% 0.73[0.50,1.08]
Diagdeviren 2016 128 @128 3.2% 1.00[014,718]
Duracher 2019 0 239 3 241 2.4% 014 [0.01,1.31]
Oguz 2014 2300 2 300 3.2% 1.001[0.14,7.13]
Total (95% CI) 3476 2773 100.0% 0.71[0.50, 1.01] L 2
Total events 63 BT
Heterogeneity: Chif= 2.30, df=3 (P=0.51% F=0% :D.D'I 0?1 150 le

Testfor averall effect: Z=1.89 (P = 0.06)

Favours [IV oxytocin] Favours [IM oxytocin]

Figure 7: Need for manual removal of placenta - by type of IV administration and women
who have had oxytocin in the first stage or not

IV oxytocin IM oxytocin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Ewvents Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.4.1 IV slow infusion
Charles 20149 a0 2108 B0 2104 93.9% 083 1[0.587,1.21]
Dagdeviren 2016 2 128 2 128 35% 1.00[0.14,7.18]
Durocher 2019 o 239 3 I 26% 01410.01,1.31]
Subtotal (95% CI) 2475 2473 100.0% 0.79 [0.55, 1.15] >
Total events 52 B5
Heterogeneity, Chi®= 2,44, df=2(FP=030)%;F=18%
Testfor overall effect £=123(P=022)
1.4.2 IV bolus injection
Charles 2019 a 701 B0 2104 927%  0.52[0.30,090] -
Oguz 2014 2 300 2 300 7.3% 1.001[0.14,7.13]
Subtotal (95% CI) 1001 2404 100.0% 0.55[0.32, 0.93] -.-
Total events 11 G2
Heterogeneity, Chi®= 039 df=1(P=053), F=0%
Test for overall effect £2=2.23 (F=0.03)

0.0 0.1 10 100

Favours [IV oxytocinl  Favours [IM mqtocin

Figure 8: Need for additional uterotonics during the third stage or within the first 48 hours

— overall estimate

IV oxytocin IM oxytocin Peto Odids Ratio Peto Odids Ratio
Study or Subgroup  BEvents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
Adnan 2018 128 517 140 518 63.4% 089 [0ET, 1.17]
Eiradar 2021 0 160 3 160 1.0% 013 [0.01,1.29]
Charles 2019 20 2809 23 2104 13.3% 0.64[0.35,1.18] T
Dagdeviren 2016 12 128 3 128 445% 356 [1.26,10.08] —
Duracher 2019 13 239 30 241 1245% 042023, 0.79] —_—
Meri-hejia 2016 0 21 2 22 0.6% 014 1[0.01,2.23) +
Oguz 2014 f 300 9 300 4. 7% 0BG [0.24,1.85] e
Total (95% CI) 4174 3473 100.0% 0.79 [0.63, 0.99] L 2
Total events 1749 210

Heterogeneity: Chi*= 1693, df=8 (F=0.010); F=63% f

Test for averall effect: 2= 2.07 (F=0.04)

0.01
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Figure 9: Need for additional uterotonics during the third stage or within the first 48 hours
- by type of IV administration and women who have had oxytocin in the first stage or not

IV oxytocin IM oxytocin Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% Cl
1.5.1 IV slow infusion
Charles 20149 13 2108 23 2104 401% 0.A7 [0.30,1.10] —
Dagdeviren 2016 12 128 3128 159%  3.56[1.26, 10.08] —
Durocher 2019 13 2349 0 24 440% 0,42 [0.23,0.79] ——
Subtotal (95% CI) 2475 2473 100.0% 0.67 [0.44, 1.01] e
Total ewants 38 i3]
Heterageneity: Chi®=1217, df=2 (P =0.002; 7= 84%
Test for overall effect: Z=1.89 (P = 0.06)
1.5.2 IV bolus injection
Adnan 2018 128 817 140 418 B36% 089 067, 1.17] .
Charles 20149 7T 23 2104 9.4% 0.91 [0.40,2.10] T
Meri-Mejia 2016 1] 21 2 22 0.8% 0141001, 223 +
Qguz 2014 B 300 9 300 6.2% 0.66 [0.24, 1.84] — 1
Subtotal (95% CI) 1539 2944 100.0% 0.86 [0.67, 1.11] .
Total ewants 141 174
Heterageneity: Chi*=199, df=3{F =057 F=0%
Test far overall effect: Z=1.15 (P = 0.25)
1.5.3 Combined IV bolus injection and IV slow infusion
Biradar 2021 0 160 3 160 100.0% 0.13[0.07,1.29] l
Subtotal (95% CI) 160 160 100.0% 0.13[0.01, 1.29] -
Total ewants 1] 3

Heterogeneity: Mot applicable
Test for overall effect Z=1.74 (P = 0.08)

Test for subgroup differences: ChF=3.41, df=2 (P=018), F= 41.3%

100

0.01

0.1 10
Favours [V oxytocin)  Favours [IM oxytocin]

Figure 10: Side effects - by type of IV administration and women who have had oxytocin in

the first stage or not

IV oxytocin IM oxytocin Peto Odds Ratio Peto Odis Ratio
Study or Subgroup  Events Total Events Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.6.2 I/ bolus injection
Adnan 2018 (1) 21 517 27 518 979% 0.77[0.43,1.38]
Meri-mMejia 2016 (2 1 21 ] 22 21% T.75[0.15, 390.96] *
Subtotal (95% CI) 538 540 100.0% 0.81[0.46, 1.44]
Total events 22 7

Heterogeneity: Chi#=1.30, df=1 (P =029}, F= 23%
Testfor overall effect 2= 072 (P =0.47)

Testfor subgroup differences: Mot applicahle
Footnotes

(1) Mausea, vomiting, hypotension, tachycardia, headaches, shivering

(2) Hypotension

51

0.1 1 10 100
Favours [V oxytocin]l Favours [IM oxytocin]

0.01

Intrapartum care: evidence reviews for route of oxytocin administration FINAL (September

2023)





