Intention-to-

treat Unigue 1D Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5 Overall
Allawama2018  Al-lawama 2018 NA NA NA 1 ® 0 6 6 ! . @ owrisk
Arif 2021 Arif 2021 NA NA NA 1 ! . ® 0 . ! Some concerns
Asadpour 2018 Asadpour 2018 NA NA NA 1 @ . ® 0 . . High risk
Bagheri 2016 Bagheri 2016 NA NA NA 1 . ® 0 0 .
Balachander 2020 Balachander 2020 NA NA NA 1 ® 0 0 0 @ D1 Randomisation process
Charanthimath 2025 Charanthimath 2025  NA NA NA 1 ® ® ® @ ' @ : ovitionsiomtheintended interventions
Dang 2013 Dang 2013 NA NA NA 1 o000 . D3 Missing outcome data
Dani 2021 Dani 2021 NA NA NA i ® ' ® ® ' (O 04 Measurementof the outcome
El-Farrash 2019 El-Farrash 2019 NA NA NA 1 . ‘ . . ! @ D5 Selection of the reported result
E-Mashad 2017 El-Mashad 2017 NA NA NA 1 0 66 O
Jafari 2019 Jafari 2019 NA NA NA 1 ' 99000
Kumar 2020 Kumar 2020 NA NA NA 1 [ W N N I @
Meena 2020 Meena 2020 NA NA NA 1 oOo®e0 ' O
Oncel 2014 Oncel 2014 NA NA NA 1 ® 00 0 @
Samadi 2022 Samadi 2022 NA NA NA 1 o000
Shah 2025 Shah 2025 NA NA NA 1 ® 0 0 ! @
Sinol 2020 Sinol 2020 NA NA NA 1 . . . . ! .
Yang 2016 Yang 2016 NA NA NA 1 ! . ® @ ! .
Supplementary Figure 1 Risk of bias assessment.
Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Charanthimath 2024 3 25 3 25 106% 1.00[0.22, 4.49] I E—
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Sinal 2020 4] T a 70 18.4% 1.20[0.38, 3.749] e o —
Total (95% CI) 478 474 100.0% 0.72 [0.44,1.17] L
Tatal events 24 35
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Supplementary Figure 2 Need for surgical ligation.

Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Arif 2021 ] 7h a 7a o 20.8% 0.74[0.27, 2.08] I
Balachander 2020 4 47 4 50 12.0% 1.06[0.28, 4.01] —
Dang 2013 5 G5 4 63 16.5% 0.81 [0.26, 2.81] —
Dani 201 14 39 a 43 37 4% 1.893[0.91, 410] T
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Total events 34 30
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Supplementary Figure 3 Patent ductus arteriosus reopening rate.
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Acetaminophen Ibuprofen Risk Ratio Risk Ratio

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

Arif 2021 3 78 T A 27.3% 0.431[0.12,1.594] — &1

Asadpour 2018 ] 25 i 25 58% 0.091[0.01,1.56]

Diang 2013 2 a0 a 80 20.5% 0.251[0.05 1.14] I —
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Samadi 2022 2 45 3 45 15.6% 0.67[0.12, 3.80] e

Sinol 2020 ] 7o T 0 5.8% 0.07[0.00,1.14]

Total (95% CI) 522 519 100.0% 0.32 [0.16, 0.63] -

Total events ] 34
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Supplementary Figure 4 Gastrointestinal bleeding.
Acetaminophen Ibuprofen Risk Ratio Risk Ratio

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

Arif 2021 1 7h 2 a11.2% 0.60[0.05, 5.40] "
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Dang 2013 a a0 1 80 6.1% 0.331[0.01, 8.08]

Samadi 2022 1 45 2 45 11.3% 0.60[0.05, 5.337] e

Total (95% CI) 255 255 100.0% 0.37 [0.16, 0.81] -

Total events 7 20
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Supplementary Figure 5 Renal failure.

Favours Acetaminophen Favours [buprofen

Acetaminophen Ibuprofen Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Al-Lawama 2018 3 13 2 q §.5% 1.04[0.22 501]
Balachander 2020 15 a5 12 55 36.6E% 1.25 [0.65, 2.47]
Dang 2013 3 a0 2 a0 5.2% 1.50 [0.26, 8.74] e E—
Dani 201 2 a2 1 49 2.9% 1.88[018, 2013]
El-Mashad 2017 3 100 E 100 B.7% 0.501[0.13,1.94] —
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Samadi 2022 3 45 4 45 TT% 0.75 (018 3.16] —— E—
Sinal 2020 a 7o g 70 1.9% 0.09[0.01, 1.61]
Yang 2016 4 44 i 43 10.3% 0.781[0.22 277 . E—
Total (95% CI) 607 582 100.0% 1.10 [0.74, 1.64] L 3
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Supplementary Figure 6 Necrotizing enterocolitis.

Favours Acetaminophen Favours [buprofen
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Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Al-Lawarma 2018 ¥ 13 2 ] 8.2% 2,42 [0.69, 9.049] —
Balachander 2020 ] a5 i 85 10.2% 1.001[0.31, 3.26] -t
Diang 2013 ] a0 10 80 20.0% 0.801[0.39, 2.10] —
Dani 2021 3 a2 4 449 5.9% 071017, 3.00] I —
El-Mashad 2017 ] 100 7100 11.8% 0.71[0.23 218] [ E—
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Supplementary Figure 7 Intraventricular hemorrhage.

Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Arif 2021 13 78 14 A 26.7% 0.87 [0.44, 1.64]
Balachander 2020 32 a5 25 55 38.5% 1.281[0.89, 1.89]
Diang 2013 16 a0 28 30 31.8% 0.57[0.34,0.97] —
Sinal 2020 a 7o 2 70 2.8% 0.201[0.01, 4.04]
Total (95% CI) 280 280 100.0% 0.85[0.50,1.43] <
Total events 61 7o
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Favours Acetaminophen Favours lbuprofen
Supplementary Figure 8 Hyperbilirubinemia.

Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Balachander 2020 a a5 3 545 3.8% 0.14100.01, 2.70]
Dang 2013 4 a0 i 80 19.9% 0.801[0.22 2.87] — s
El-Farrash 2018 2 30 2 30 9.0% 1.001[0.15, 6.64]
Jafari 2014 1 16 1 14 4.5% 0.88[0.06,12.73]
Kumar 2020 11 78 i 7h 36.5% 1.76 [0.69, 4.43] T
Yang 2016 5 44 3 43 26.3% 0.81[0.27, 2.47] — .
Total (95% CI) 303 297 100.0% 1.03 [0.58, 1.82] <4
Total events 23 23
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Supplementary Figure 9 Bronchopulmonary dysplasia.

Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dang 2013 18 a0 23 80 31.0% 0.78 (046, 1.33] —
Diani 2021 12 a2 14 49 20.0% 0.811[0.42 1.57] — =
El-Mashad 2017 15 100 19 100 231% 0.791[0.43,1.46] —
Oncel 2014 12 40 10 0 17.2% 1.20[0.89, 2.44] —
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Total (95% CI) 37 314 100.0% 0.88 [0.65, 1.18] -
Total events B4 72
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Supplementary Figure 10 Sepsis.

Favours Acetaminophen Favours lbuprofen
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Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Al-Lawama 2018 1 13 1 9 117% 0.69 [0.05, 5.68] i E—
El-Mashad 2017 2 100 5 100 31.3% 0.401[0.08, 2.01] — &
Meena 2020 1 35 1] 34 8.1% 30010013, 71.24]
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Supplementary Figure 11 Pulmonary haemorrhage.
Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Balachander 2020 22 a5 il 55 49.3% 1.0 [0.66, 1.67] ——
Dang 2013 ¥ a0 9 g0 12.2% 0.7810.30,1.949] T
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Jafari 20149 2 16 ] 14 1.2% 4.41[0.23,84.79]
Kumar 2020 ¥ 7B 4 T 9.9% 1.181[0.42, 3.36] D
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Total events 53 <]
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Supplementary Figure 12 Retinopathy of prematurity.
Acetaminophen Ibuprofen Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Random, 95% CI M-H, Random, 95% CI
Al-Lawama 2018 3 13 2 ] 3.0% 1.04 [0.22 5.01] -
Arif 2021 4 78 T 7a 5.3% 0.87[0.17,1.87] —
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Supplementary Figure 13 Mortality.
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