HC placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bolke 2019 0.81 0.24 36 0.75 0.36 36 6.4% 0.19 [-0.27, 0.66] -
Czajka 2018 9.8 1.56 61 7 2.3 59 6.7% 1.42 [1.02, 1.82] —
Dicerbo 2014 25.3 1.3e9 15 24.7 0.867 15 5.2% 0.51[-0.22, 1.24] T
Evans 2020 50.35 30.38 17 4326 37.1 19 5.5% 0.20 [-0.45, 0.86] I
Genovese 2017 8.07 1.55 60 7.52 155 60 6.8% 0.35 [-0.01, 0.71] —
Inoue 2016 0.758 0.0485 54  0.738 0.045 26 6.4% 0.42 [-0.05, 0.89] =
It 2018 0.784 0.07 10 0.779 0.06 11 4.6% 0.07 [-0.78, 0.93] -
Kim 2018 0.76  0.06 33 0.73 0.09 31 6.3% 0.39 [-0.11, 0.89] T
Koizumi 2017 432 3.248 37 0938 3.948 34 6.3% 0.93 [0.44, 1.42] I
Miyanaga 2021 0.84 0.044 33 0.816 0.044 33 6.3% 0.54 [0.05, 1.03] —
Nomoto 2020 0.74 0.06 20 0.66 0.07 19 5.4% 1.20[0.52, 1.89] —
Sangsuwan 2020 0.56 0.11 17 0.48 0.08 19 5.4% 0.82 [0.14, 1.51] I
Schwartz 2019 0.4 0.08 58 0.34 0.15 54 6.8% 0.50 [0.12, 0.88] ——
Sugihara 2015 0.758 0.109 27 0.697 0.087 26 6.0% 0.61[0.06, 1.16] —
Tak 2021 0.33 0.1 36 0.36 0.09 38 6.4%  -0.31[-0.77, 0.15] —
Yoon 2014 0.024 0.016 22 -0.029 0.016 22 4.4% 3.25[2.33, 4.18]
Zmitek 2020 1.38 0.33 16 1.59 0.68 15 5.3%  -0.39[-1.10, 0.33] T
Total (95% CI) 552 517 100.0% 0.60 [0.30, 0.89] L 3
Heterogeneity: Tau® = 0.30; Chi* = 83.88, df = 16 (P < 0.00001); I’ = 81% 14 12 ) 21
Test for overall effect: Z = 3.94 (P < 0.0001) - B placebo HC
Figure S1. Elasticity-sensitivity analysis. [26-28, 31,33-35,37,39-44,47-49]

HC placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Asserin 2015(fish) 65.28 5.933 11 52.91 6.567 11 3.5% 1.90 [0.86, 2.94]
Asserin 2015(porcine) 58.13 6.942 11 52.91 6.567 11 4.2% 0.74 [-0.13, 1.61] T
Bolke 2019 44.5 26.4 36 36.6 34.2 36 6.5% 0.26 [-0.21, 0.72] T
Dicerbo 2014 61.98 3.368 15 55.56 3.368 15 4.2% 1.85[0.98, 2.73] e —
Evans 2020 50.24 30.65 17 46.36 34.75 19 5.4% 0.12 [-0.54, 0.77] I
Inoue 2016 31.08 12.545 54 25.42 14.88 26 6.4% 0.42 [-0.05, 0.89] T
Ito 2018 60.3 8.2 10 60.9 10.7 11 4.3% -0.06 [-0.92, 0.80] . E—
Jung2021 7.38 8.2 25 2.84 6.5 25 5.9% 0.60 [0.04, 1.17]  ——
Kim 2018 61.14 11.31 33 53.02 13.59 31 6.2% 0.64 [0.14, 1.15] —
Koizumi 2017 10.891 8 37 4.017 7.62 34 6.3% 0.87[0.38, 1.36] —
Miyanaga 2021 16.181 11 33 6.315 7.405 33 6.2% 1.04 [0.52, 1.56] —
Nomoto 2020 51.7 6.5 20 41.4 9.8 19 5.2% 1.22[0.53, 1.91] —
Ping 2020 82.5 5.6 25 75.2 7.3 25 5.7% 1.10[0.51, 1.70] e
Schwartz 2019 61.31 24.53 58 62.08 28.41 55 7.0%  -0.03[-0.40, 0.34] -
Sugihara 2015 73.98 8.86 27 70.85 102 26 6.0% 0.32 [-0.22, 0.87] B
Tak 2021 209 18.7 36 2121 16 38 6.5%  -0.18 [-0.63, 0.28] T
Yoon 2014 16.289 2.875 22 12.883 2.094 22 5.3% 1.33[0.67, 1.99] —
Zmitek 2020 200 52.3 16 194.1 44.4 15 5.1% 0.12 [-0.59, 0.82] —
Total (95% CI) 486 452 100.0% 0.63 [0.37, 0.89] L 3
Heterogeneity: Tau” = 0.21; Chi* = 59.40, df = 17 (P < 0.00001); I = 71% J4 752 s é
Test for overall effect: Z = 4.77 (P < 0.00001) placebo HC

Figure S2. Hydration-sensitivity analysis. [26-28,30-31,33-35,39,40,43,44,46-50]



