I™ Comparator Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year 1V, Random, 95% CI
1.2.1 6 hours
Frassanito et al. 2010 [27] 1.7 0.5 26 19 04 26 0.0% -0.20[-0.45, 0.05] 2010
Rikalainen-Salmi et al. 2012 [15] 1 1.6 27 2 24 26 0.0% -1.00[-2.10, 0.10] 2012
Janiak et al. 2022 [26] 2.8 3.9 26 1 2.4 26 100.0%  1.80[0.04,3.56] 2022 i
Subtotal (95% CI) 26 26 100.0% 1.80 [0.04, 3.56]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.00 (P = 0.05)
1.2.2 12 hours
Frassanito et al. 2010 [27] 2.4 0.5 26 3.9 0.6 26 0.0% -1.50[-1.80,-1.20] 2010
Rikalainen-Salmi et al. 2012 [15] 4 1.6 27 43 1.6 26 0.0% -0.30[-1.16, 0.56] 2012
Fredrickson and Danesh-Clough 2015 [14] 23 4 23 4 4.7 27 18.1% -1.70[-4.11,0.71] 2015 "
Niewinski et al. 2020 [25] 2.2 2.5 18 2.4 25 18 34.9% -0.20[-1.83,1.43] 2020
Janiak et al. 2022 [26] 2.2 1.6 26 1.7 3.1 26 47.0%  0.50[-0.84, 1.84] 2022 F
Subtotal (95% CI) 67 71 100.0% -0.14[-1.23,0.94]
Heterogeneity: Tau? = 0.18; Chi? = 2.47, df = 2 (P = 0.29); I> = 19%
Test for overall effect: Z = 0.26 (P = 0.80)
1.2.3 24 hours
Frassanito et al. 2010 [27] 3.2 0.4 26 4.8 0.5 26 0.0% -1.60[-1.85,-1.35] 2010
Rikalainen-Salmi et al. 2012 [15] 4.5 2.7 27 3.2 2 26 0.0% 1.30[0.02, 2.58] 2012
Fredrickson and Danesh-Clough 2015 [14] 2.7 3.2 23 23 3.9 27 8.7% 0.40 [-1.57,2.37] 2015 —
McCarthy et al. 2019 [29] 5.7 3.1 22 3.9 23 21 12.7% 1.80[0.17, 3.43] 2019 —_—
Koning et al. 2020 [24] 4.9 2.6 66 3.4 2.7 71 42.6% 1.50[0.61, 2.39] 2020 —a—
Niewinski et al. 2020 [25] 1.5 3 18 1.8 3 18 8.7% -0.30[-2.26, 1.66] 2020 — ]
Janiak et al. 2022 [26] 224 26 0.7 16 26 27.3% 1.30[0.19, 2.41] 2022 —_—
Subtotal (95% CI) 155 163 100.0% 1.23 [0.65, 1.81] R
Heterogeneity: Tau? = 0.00; Chi? = 3.87, df = 4 (P = 0.42); I = 0%
Test for overall effect: Z = 4.16 (P < 0.0001)
1.2.4 ITM vs Systemic Comparator 24 hours
Koning et al. 2020 [24] 1.5 3 18 1.8 3 18 37.7% -0.30[-2.26, 1.66] 2020 — i
Niewinski et al. 2020 [25] 4.9 2.6 66 3.4 2.7 71  62.3% 1.50 [0.61, 2.39] 2020 —l—
Subtotal (95% CI) 84 89 100.0% 0.82[-0.89, 2.53] s e
Heterogeneity: Tau? = 1.02; Chi? = 2.69, df = 1 (P = 0.10); I> = 63%
Test for overall effect: Z = 0.94 (P = 0.35)
1.2.5 ITM vs Regional Comparator 24 hours
Frassanito et al. 2010 [27] 3.2 0.4 26 4.8 0.5 26 0.0% -1.60[-1.85,-1.35] 2010
Rikalainen-Salmi et al. 2012 [15] 4.5 2.7 27 3.2 2 26 0.0% 1.30[0.02, 2.58] 2012
Fredrickson and Danesh-Clough 2015 [14] 2.7 3.2 23 23 3.9 27 17.8% 0.40 [-1.57,2.37] 2015 e
McCarthy et al. 2019 [29] 5.7 3.1 22 3.9 23 21 26.1% 1.80[0.17, 3.43] 2019 —_—
Janiak et al. 2022 [26] 2 2.4 26 0.7 16 26 56.1% 1.30[0.19, 2.41] 2022 ——
Subtotal (95% CI) 71 74 100.0% 1.27 [0.44, 2.10] -
Heterogeneity: Tau® = 0.00; Chi® = 1.16, df = 2 (P = 0.56); I = 0%
Test for overall effect: Z = 3.00 (P = 0.003)
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