EXPERIMENTAL CONTROL Median Median

Studies N Mean SD Q1 Median Q3 MIN MAX N Mean SD Q1 Median Q3 MIN MAX difference Difference [95%-CI] Weight
protocolized sedation

Jin 2007 21 B . 9480 20400 43320 . . 20 . 28030 49500 83510 -l -29100.00 [-53749.45; -4450.55] 36%
Curley 2015 1225 . 5300 13700 38300 . 1224 5300 17700 52900 i -4000.00 [ -6491.77; -1508.23]  20.1%
Neunhoeffer 2016 110 B . B 3000 . 100 71000 116 . . 5000 . 100 67000 | -2000.00 [ -3554.46; -445.54] 20.7%
Hanser 2020 2 . 904 1920 2687 . 33 1113 1961 3162 -4100 [ -847.47; 76547] 209%
Random effects model (HK) 1388 1393 -2027.24 [ -7474.85; 3420.36]  65.3%
Prediction interval [-11457.93; 7403.44]
Heteroganeity: I = 82.42% [54.79%; 93.17%], 1° = 3431147.35, p < 0.001

Test for effect in subgroup: t3 = -1.18 (p = 0.322)

protocolized weaning

Wilson 2021 group 2 (short wean) 68 . 24800 36200 51800 . 45 37500 52100 68100 g -15900.00  [-25892.59; -5907.41]  11.8%
Sanchez-Pinto 2018 39 . . 21600 33200 48500 . . 68 . 27100 48800 74500 . E -15600.00 [-28027.02; -3172.98]  9.5%
Wilson 2021 group 1 (ne wean) 24 . 12000 18700 26500 . 20 11100 18000 28700 70000 [ -792301; 9323.01] 133%
Wilsen 2021 group 3 (long wean) 9 . . 93400 172100 238500 . . 9 . 133500 186200 440900 . —— 5900.00 [-197369.92;209169.92]  0.1%
Random effects model (HK) 140 142 - -0711.43  [-24333.48; 4910.62] 34.7%
Prediction interval -+ [-53376.16; 33953.31]
Heterogeneity 17 = 61.29% [ 0.00%; 87.03%), <* = 70371087.38, p = 0.051

Test for effect in subgroup: (3 = -2.11 (p = 0.125)

Random effects model (HK) 1528 1535 -5549.73  [-12309.11; 1209.65] 100.0%
Prediction interval 1 [-21049.17; 9940.71]
Heterogeneity. I° = 77.71% [55.06%; 88.72%], 1° = 33144982.26, p < 0.001 —

Test for overal effect t7 = -1.94 (p = 0.093) -1e+05 0 1e+05

Test for subgroup differences: ¥ = 2.46, df = 1 (p = 0.117) Lowerin Higher in

Experimental Experimental

Supplementary Fig. 5. Forest plot of studies representing the median differences (MD) of the

cumulative dose of opioid medications. Cl, confidence interval.
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