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COMT rs4633 association with acute postsurgical opioid use (dominant)

CT+TT CcC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI Year IV, Random, 95% ClI
Henker 2013 7.31 5.87 45 499 4.8 25 13.4% 0.42[-0.08, 0.91] 2013
Baber 2015 0.82 0.12 64 0.79 0.12 34 16.5% 0.25[-0.17,0.67] 2015 =
Zhang 2015 10.02 4.99 65 11.3 4.9 50 18.8% -0.26 [-0.63, 0.11] 2015 - =1
Tan 2016 259.46 193.62 477 288.58 204.47 496 34.5% -0.15[-0.27, -0.02] 2016 —a
Matic 2020 31.71 12.63 95 30.34 13.33 30 16.8% 0.11 [-0.30, 0.52] 2020 -
Total (95% Cl) 746 635 100.0% 0.02[-0.21, 0.24] ’
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Heterogeneity: Tau? = 0.03; Chi? = 8.96, df = 4 (P = 0.06); I> = 55%

Test for overall effect: Z=0.14 (P = 0.89)
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COMT rs4633 association with acute postsurgical opioid use (recessive)

T CC+CT Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD_Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Henker 2013 6.64 6.5 22 6.41 5.2 48 15.2% 0.04 [-0.46, 0.55] 2013
Baber 2015 0.84 0.13 13 0.8 0.12 85 12.1% 0.33[-0.26, 0.91] 2015
Zhang 2015 9 3 14 10.8 516 101 12.9% -0.36 [-0.92, 0.20] 2015
Tan 2016 234.75 177.97 95 278.59 201.49 878 39.0% -0.22[-0.43, -0.01] 2016 —
Matic 2020 3299 13.32 32 30.83 12.59 93 20.8% 0.17 [-0.23, 0.57] 2020 =
Total (95% CI) 176 1205 100.0% -0.05 [-0.28, 0.18] ’

(')

Heterogeneity: Tau? = 0.02; Chi* = 6.10, df =4 (P = 0.19); I = 34%

Test for overall effect: Z = 0.44 (P = 0.66)
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COMT rs4633 association with acute postsurgical pain score (dominant)

CT+TT cC Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI Year 1V, Random, 95% ClI
Henker 2013 6.8 2.75 45 564 282 25 9.8% 0.41[-0.08, 0.91] 2013
Baber 2015 22.89 14.02 64 25.08 11.32 34 13.2% -0.17 [-0.58, 0.25] 2015
Zhang 2015 211 312 65 20.9 2.2 50 16.2% 0.07 [-0.30, 0.44] 2015
Tan 2016 121 082 477 125 092 496 60.8% -0.05[-0.17,0.08] 2016
Total (95% ClI) 651 605 100.0% 0.00 [-0.16, 0.17]
Heterogeneity: Tau? = 0.01; Chiz = 3.82, df = 3 (P = 0.28); 12 = 22% 0 5 3 0=5 |

Test for overall effect: Z=0.03 (P = 0.98)
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Decreased Pain Score Increased Pain Score

COMT rs4633 association with acute postsurgical pain score (recessive)

T CC+CT Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Henker 2013 6.14 3.02 22 6.5 273 48 12.1% -0.13[-0.63, 0.38] 2013
Baber 2015 20.72 14.34 13 241 1297 85 9.0% -0.26 [-0.84, 0.33] 2015
Zhang 2015 211 2.9 14 21 274 101 9.9% 0.04 [-0.52, 0.59] 2015
Tan 2016 118 0.77 95 124 088 878 69.0% -0.07 [-0.28, 0.14] 2016 —i—
Total (95% Cl) 144 1112 100.0% -0.08 [-0.26, 0.09] *
Heterogeneity: Tau? = 0.00; Chi? = 0.55, df = 3 (P = 0.91); I?= 0% -O: 5 L 0=5

Test for overall effect: Z=0.92 (P = 0.36)
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COMT rs4633 association with chronic postsurgical pain score

Std. Mean Difference

Study or Subgroup Std. Mean Difference SE Weight IV, Random, 95% CI Year IV, Random, 95% CI
Belfer 2015 -0.35 0.1423  21.9% -0.35[-0.63, -0.07] 2015
Machoy-Mokrzynska 2019 0.19 0.1684 20.4% 0.19[-0.14, 0.52] 2019 I
Hoofwijk 2019 0.2557 0.1448 21.8% 0.26 [-0.03, 0.54] 2019 T
Knisely 2019 -0.5482 0.2125 17.9% -0.55[-0.96, -0.13] 2019 - =
Matic 2020 -0.16 0.2117  18.0% -0.16 [-0.57, 0.25] 2020 - 1
Total (95% Cl) 100.0% -0.11 [-0.42, 0.20] ’
ity: 2 = . i2 = = = <12 = 769 t U + t
Heterogeneity: Tau? = 0.09; Chi? = 16.54, df = 4 (P = 0.002); I> = 76% '1 _0'5 (') 015 1'

Test for overall effect: Z=0.70 (P = 0.48)

Supplemental Figure 4: Forest plots of associations of COMT rs4633 allele with

postsurgical pain
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