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eFigure 2. Risk of bias assessments of included trials



eFigure 3. Forest plot for postoperative acute pain at 6 hours

Control Mean Difference Mean Difference
Study or Subgroup Mean [10 gg int] snpmdml Total_Mean [100-point] SD [100-point] Total Weight IV, Random, 95% C! [100-point] Ye Random, 95% C1 [100-point]
Yoon et al. (2001) 418 199 16 586 165 15 06% ~16.80 (-29.64, -3.96] zw —
Fassoulaki et al. (2002) 2236 1308 22 27.09 2238 45 08% 4.73(-13.25,3.79) 2002 1
Rorarius et al. (2004) 339 191 38 451 221 37 0m% 1120 [-20.56, -1.84) 2004 -
Turan et al. (2004c) 32 172 43 1225 08% ~11.80 (19.96, -3.64] 2004 -
Kim et al. (2004) 42 252 21 37 158 20 06% 5.00(-7.81,17.81) 2004 T
Pandey etal. (2004b) 35 23 28 61 1728 07% -26.00 [-36.59, -15.41) 2004
Turan etal. (2004a) 92 95 25 255 20 25 08% -16.30 [-24.98, -7.62] 2004 =
Pandey etal. (2004a) 265 30 153 425 2618 306 09% -16.00[-21.59, -10.41] 2004
Ménigaux ot al. (2005) 17.67 884 20 2306 884 20 09% 2005 -
Pandey et al. (2005a) 205 1236 40 50 10 20 09% -2050(:26.32.-14.68) 2005
Radhakrishnan et al. (2005) 25 176 30 40 238 30 0% -15.00 (-25.59, -4.41] 2005
Pandey etal. (2005b) 365 1298 80 62 132 08% -25.50 [-31.87,-19.13] 2005 -
Tuncer et al. (2005) 19 228 30 24 1715 06% -5.00(-16.73,6.73] 2006 -1
Fassoulaki et al. (2006) 3973 2531 25 4463 1959 28 06% -4.90(-17.19,7.39] 2006 —T
Turan et al. (2006) 341 26 20 574 63 20 05% -23.00(-38.49, -7.51] 2006 —
A-Mujadi et al. (2006) 2 12 37 33 1535 08% -8.30(-14.60, -2.00) 2006 =
Mikelsen et al. (2006) 18 6 2 21 5 21 09% -3.006.14,0.14] 2006 )
Tsitsopoulos et al. (2007) 245 83 20 25 16 20 08% -8.00(-14.25, 1.75] 2007 -
Prabhakar et al. (2007) 525 109 10 3 196 10 06% ~12.50(-26.40, 1.40] 2007 —
Montazeri et al. (2007) 573 193 35 705 183 35 07% -13.20 (-22.01, -4.39] 2007 ag
Said-Ahmed (2007) 2 13176 60 42 120 09% +16.00 [-21.86, -10.14) 2007 -
Jokela et al. (2008b) 198 3809 56 30 2682 29 06% -10.20 (-24.16,3.76] 2008 —
Huot et al. (2008) 20 258 23 125 161 28 06% 7.50 (461, 19.61) 2008 s
Metry et al. (2008) 2052 1449 67 33 15 34 08% -10.78 [-16.90, -4.66) 2008 -
Jokola ot al. (2008a) 841 175 56 9 1052 20 09% -0.59-5.50,4.32) 2008 T
ttichaikuthol (2009) 363 183 38 56 243 40 07% -19.70(-29.22, -10.18] 2009 —
Clarke et al. (2009) 357 109 29 1385 67 7 04% ~10.28 (-30.45,9.89] 2009 -
Chang et al. (2009) 33 16 39 a7 20 38 08% -4.00(-12.10,4.10] 2009 =T
Sen et al (2009a) 325 1029 20 5175 1571 40 08% -19.25(-25.89, -12.61) 2009 -
White et al. (2009) 40 07 81 40 0 27 06% 0.00(-13.14, 13.14] 2009 -T-
Kang et al. (2009) 72 168483 75 72 19 25 08% 000(-8.37,8.37) 2009 -
Jeon et al. (2009) 535 208 32 642 214 26 07% —
Sekhavat et al. (2009) 379 208 49 766 24 49 08% -
$Sen et al. (2009b) 161 142 30 20 173 20 08% -t
Schulmeyer (2010) 35 3085 39 49 3295 41 06% 750 -31.48,-352] 2010 —
Clendenen et al. (2010) 10 21 2 7 19 24 06% 3.00(-8.46, 14.46] 2010 -
Doha et al. (2010) 18 1730 33 129 08% -15.00 -22.28, 2010 -
Bang et al. (2010) a8 102 23 604 98 23 09% 15,60 [-21.41,-979] 2010 -
Kazak et al. (2010) 11 4 30 16 730 09% -5.00(-7.88, 2.12) 2010 -
Ame et al. (2010) 4808 231 50 50.77 2128 100 08% -269(-10.15,4.77] 2010 r
Srivastava et al. (2010) 53 4525 60 71.06 4548 60 05% -18.06 (-34.29, -1.83] 2010 —
Parkh et al. (2010) 29 730 44 6 30 09% -15.00(-18.30, -11.70] 2010 -
Menda et al. (2010) 45 1m0 65 1330 08% -20.00(-26.09, -1391] 2010 -
Gonano et al. (2011) 21 "2 2 1220 08% 1.00(6.13,8.13] 2011 T
Khan et al. (2011) 435 1395 150 68 1125 09% -24.50(-29.36, -19.64] 2011 -
Kuhnle et al. (2011) 222 21 4 271 184 41 08% -4.90(-1345,365] 2011 1
Moore et al. (2011) 1966 1663 21 4185 2331 23 06% -2219[-34.08, -10.30] 2011 —
Ucak et al. (2011) 387 182 20 554 125 20 07% -16.70 (-26.38, 2011 —
Khahi et al. (2011) 331 153 32 453 183 32 08% 1220 (2046, -394] 2011 -
Ozgencil et al. (2011) 238 798 60 13 109 30 09% -9.50 (-13.69, -5.11] 2011 -
Kim etal. (2011a) 55 23 42 53 % 42 07% 2.00(-8.56, 12.56] 2011 -
Przesmycki et al. (2011) 268 76185 50 30 5 24 09% -3.206.11,-029] 2011 b
Yicel et al. (2011) 39 682 60 44 1030 09% -5.00 897, -1.03] 2011 -1
Vahedi etal. (2011) 61.1 209 3% 568 244 40 O7% 430(-5.89, 14.49] 2011 T
Spreng etal. (2011) 1188 11.84 22 14.69 978 24 0.8% -2.81[-9.12,3.50) 2011 =
Fassoulaki et al. (2012) 60 265 30 67 228 37 06% -7.00(-19.00,5.00] 2012 —
Almian etal. (2012) 25 15 40 51 17 40 08% -26.00(-33.03, -18.97) 2012 -
Gianesello et al. (2012) 252 74 30 397 79 30 09% 1450 (-18.37, -10.63) 2012 -
YaDeau et al. (2012) 61 192 28 65 19 28 0T% -0.40(1041,961] 2012 -+
Khahi (2012) 534 4469 2 516 5544 32 03% 1.80 2287, 26.47) 2012 -
Rimaz et al. (2012) 41 17 25 53 12 25 08% -12.00(-20.16, -3.84] 2012 -
Sundar et al. (2012) 203 61 30 2 61 30 09% -1.70(-4.79,1.39) 2012 1
Kinney et al. (2012) 287 2% 57 275 256 63 07% 1.20(-8.05, 10.45] 2012 b
Foroozanfard et al. (2012) 306 15 25 606 1825 07% -30.00 (-39.18, -20.82] 2012 —
Behdad etal. (2012) 38 96 30 662 187 31 08% -28.20(-34.12, -2228] 2012 -
Rodgers (2012) 385 205 48 409 238 46 O7% -2.40(-1140,6.60] 2012 -T
Akarsu et al. (2012) 173 52 30 497 67 30 09% -32.40 (-35.43, -29.37) 2012 -
Shortetal. (2012) 3025 2161 84 3951 2195 42 08% -9.26(-17.35,-1.17) 2012 -
Chaparro et al. (2012) 61 23 50 56 25 49 07% 5.00(-3.96,13.96] 2012 —
Ajori et al. (2012) 40 0 69 6 28 69 O7% -23.00[-32.68, -13.32) 2012 -
Aydogan et al. (2013) 125 85 30 125 71 30 09% 0.00(-3.96,3.96] 2013 r
Eskandar et al. (2013) 31 102 40 45 154 40 09% -14.00 (19.72, -828] 2013 -
Mardani-Kivi et al. (2013) 48 219 55 69 2177 53 08% -21.00(-29.29, -12.71) 2013 -
Sagit et al. (2013) 244 1712 96 368 181 47 08% -12.40 (118,61, -6.19] 2013 -
Kumar et al. (2013) 412 16 25 424 1945 50 08% -1.20(-8.25,5.85) 2013 T
Akhavanakbari et al. (2013) 606 15 30 913 602 30 09% -30.70 (-35.34, -26.06] 2013 -~
Frouzanfard et al. (2013) 356 15 25 656 18 25 07% -30.00 (-39.18, -20.82] 2013 -
Khan et al. (2013) 4352 779 34 69.71 1235 09% -26.19(-30.95, -21.43] 2013 -
Tung et al. (2014) 20 15 20 30 238 20 06% -1000(-21.58, 1.58) 2014 —
George etal. (2014) 415 1892 59 51 20 30 08% -350(12.13,5.13] 2014 -t
Kogucu etal. (2014) 29 12 29 42 21 31 08% -13.00-21.59, -4.41] 2014 e
Mahoori et al. (2014) 30 158 26 568 114 25 08% -26.80 (-34.44, -19.16] 2014 -
Singla et al. (2014b) 4243 251 171 4363 3309 84 08% 1.20(:9.79,7.39) 2014 T
Singla et al. (2014a) 296 188 302 31 191 101 09% -140(-5.69,289) 2014 1
Nast et al. (2014) 45 78 20 463 46 20 09% 30-5.27,267) 2014 b
Prasad et al. (2014) 414 85 30 5055 695 60 09% -9.15[-12.66, -5.64] 2014 -
Rajendran et al. (2014) 3885 638 60 3 73 30 09% -26.15(-29.22, -23.08] 2014 -
Ercan et al. (2014) 9 129 16 15 24 17 06% -6.00(-18.79,6.79) 2014 -
Ik et al. (2014) 347 89 30 38.15 77246 60 09% -345(-7.1,029) 2014 1
Hamal et al. (2015) Fids "7 28 217 21 28 0% 0.00-9.26, 9.26) -1
Mahran et al. (2015) 557 935 30 58 1055 60 09% 1
Park et al. (2015) 50 1918 23 57 25 25 06% 7.00(-19.55, 5.55) -t
Kumar et al. (2015) 273 104 30 443 207 30 08% -17.00-26.29, -8.71) 2015 e
Batista et al. (2015) 194 195 36 45 287 3% 07% -25.60-35.63, -15.57) 2015 —
Valadan et al. (2015) 2 29 20 43 2 20 04% -15.00(-33.93,3.93] 2015 —
Ziyaeifard et al. (2015) 59.7 1095 30 667 1345 30 08% -7.00-13.12, -0.88) 2015 -1
Mansor et al. (2015) 84 31 25 138 24 09% -6.40(7.14, -3.66) 2015 N
Faraji ot al. (2015) 472 750 464 63 50 09% 080(-1.81,341) 2015
Wei et al. (2015) " 1415 26 256 22 28 0% 11,60 (-22.19, -1.01] 2016 —
Lee et al. (2015) 329 85 21 45 132 20 08% 1160 [-18.43,-4.77) 2015 -
Ray etal. (2015) 56.16 1424 30 7 129 30 08% -2084 [-27.72,-13.96] 2015 -
Damshenas et al. (2016) 2 19 20 286 114 08% 3601137, -
Ahiskakioglu et al. (2016a) 97 148 30 198 204 30 07% 1010 [-19.12, -1. —
Ahn etal. (2016) a7 27 30 7% 1530 07% -28.00(-39.05, -16.95] 2016 —
Mardani-Kivi et al. (2016) 49 12 37 54 86 3 09% -5.00-9.83,-0.17) 2016 1
Olmedo-Gaya et al. (2016) 336 244 30 42 28 30 06% -8.40(-21.69, 4.89] 2016 -t
Rajappa et al. (2016) 329 62 90 38 124 45 09% +5.10(-8.94,1.26) 2016 -
Mohamed et al. (2016) 261 78 45 202 15 15 08% 4.10(-10.35,2.15] 2016 -1
Vasigh et al. (2016) £ 5 38 49 786 76 09% -15.00(-17.38, -1262] 2016 -
Knhetarpal ot al. (2016) 3135 233 60 283 1M1 30 08% 3.05(-3.86,9.96] 2016 -
Nikhil et al. 2016) 16.9 47 30 317 35 30 09% -14.80 [-16.90, -12.70] 2016 -
Ahiskaloglu et al. (2016b) 1 87 20 214 15 20 08% 1040 [-16.72, -4.08) 2016 -
Zarei et al. (2016) 431 847 70 498 208 35 06% 6701 21) 2016 -
El Kenany et al. (2016) 3550 104 90 4553 855 45 09% 0.94(-1324, 664 2016 -
Parveen et al. (2016) 32 41 40 355 5 40 09% -3.50(-6.50, -1.50) 2016 1
Park et al. (2016) 3 12 2 42 10 22 08% 1100 [-17.62, -4.38) 2016 -
Shimony et al. (2016) 96 122 45 128 133 43 09% -320[-854,2.14) 2016 1
Fujita et al. (2016) 4358 1779 60 5059 2006 20 08% 7.01(-15.59,1.57) 2016 -
Mishra et al. (2016) 37.75 2087 60 31 15 30 08% 6.75(0.06, 13.44] 2016 ~
Bhosale et al. (2017) 33 3 30 %5 617 60 09% -3.50:5.39, -1.61) 2017 N
Hafez et al. (2017) 35 19 30 29 9 15 08% 6.00(-0.24, 12.24) 2017 ~
Kochhar et al. (2017) 219 83 25 384 101 25 09% 1050 [-15.62, -5.38) 2017 -
Anand et al. (2017) 2083 152 30 39.53 1527 30  08% -9.70 (17.41,-1.99) 2017 -
Rupniewska-Ladyko et 17 13 57 20 1256 09% .00 (-7.61,161) 2017 1
Kim etal. (2017) 38 19 30 56 14 30 08% -18.00 [-26.45, -9.55) 2017 -
Kiatchai et al. (2017) 35 232 61 45 20 58 07% -10.00 (-19.47, -053] 2017 -
Asgari et al. (2017) 21 9 60 309 97 22 09% -9.90-14.55, -5.25) 2017 -
Maghsoud et al. (2017) 306 1619 50 4853 251 120 08% -17.93-24.28, -11.58] 2017 -
Abdelfatiah ot al. (2018) 215 88 35 75 88 35 09% -10.00 [-14.12, -5.88) 2018 -
Total (95% CI) 5499 4710 100.0% +10.39 [12.00, 8.77) '
Heterogeneity: Tau® = 70.81; Chi* = 1389,07, df = 128 (P < 0.00001); I* = 91% 'T\s'o_—._mn‘

Test for overall effect: Z = 12.61 (P < 0.00001) Favours gabapentinoid  Favours control



eFigure 4. Forest plot for postoperative acute pain at 12 hours
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eFigure 5. Forest plot for postoperative acute pain at 24 hours

Control Mean Difference WMean Difference
or Sul Total_Mean [101 S0 [ Total 95% €1 [1 1] Year IV, Random, 95% C1 [100-point]

Yoon et al. (2001) 272 161 16 383 207 15 04% “11.10(:24.21,201) 2001 —
Fassoulaki et al. (2002) 2004 1266 2 2841 2487 45 06% -8.37 (-17.36,062) 2002 —
Turan et al. (2004a) 37 69 25 44 101 25 0% 1070 [-15.49, -5.91] 2004 -
Turan et al. (2004c) 154 72 16 7 25 0% -0.60 [4.48, 328) 2004
Pandoy ot al. (2004a) 65 61 153 103 554 306 10% -3.80[4.95, -266) 2004 .
Kim ot al. (2004) 46 88 21 16 20 04% 1200 (1.4, 25.44) 2004 —
Pandey et al. (20045) 12 1328 2 12 28 08% -9.00 [-15.55, -2.45) 2004 |
Pandoy ot al. (20050) 2575 1507 80 45 20 o7% -19.25(-26.22, -12.28) 2005 -
Ménigau et al. (2005) 2094 1“3 20 3834 1767 20 08% -5.40-15.34, 454) 2005 =
Pandey et al. (2005a) 255 1850 40 30 10 20 or% 1350 (-20.74, -6.26] 2005 -
Fassoulaki et al. (2006) 4163 2% 25 4163 259 28 05% 0.00(-12.18, 12.18] 2006 -
A-Mujadi et al. (2006) 23 2 % 35 135 08% 12,00 [-17.31,-6.69) 2006 e
Mikketsen et al. (2006) 21 6 2 21 7 277 0% 000[-3.64,364] 2006
Adam et al. (2006) 32 85 27 77 108 26 08% 4.501-9.75,075) 2006 -
Turan et al. (2006) 202 79 20 265 192 20 05% -6.30-17.80, 520) 2006 -1
Prabhakar et al. (2007) 545 0110 65 163 10 05% +12.00 (-23.88,-0.12) 2007 —
Tsitsopoulos ot al. (2007) 25 83 20 2% 99 20 08% -0.60(-6.16, 5.16] 2007 T
Montazeri ot al. (2007) 445 1764 3 65 %7 35 0% -21.90(:32.23, -11.57) 2007 I
Said-Ahmed (2007) 1633 831 & 2% 12 20 08% -8.67(-14.33,-301) 2007 -
Motry ot al. (2008) 2199 1246 €7 35 1M 0% 1101 [-15.76, 6.26] 2008 -
Huot et al. (2008) 40 204 2 75 242 28 04% 1250 249, 27.49] 2008 —
Jokela et al. (2008a) 1048 423 s 1 B4 2 08% -0.5216.58, 5.54] 2008 T
ichaikuithol (2009) 214 1467 38 44 184 40 OT% +13.00(-20.37, -5.63) 2009 -
Clarke et al. (2009b) 3841 %79 29 51 218 7 03% 1459 (-33.27, 4.09] 2009 -
Jeon et al. (2009) 541 202 2 563 201 26 06% -220(-12.62,822) 2009 -
White o al. (2009) 3333 2398 81 20 27 0s% 13.3314.15, 2251) 2009 -
Sekhavat et al. (2009) 0. 45 49 527 211 49 07% “1260(-19.77,-543) 2009 -
Sen ot al. (2009a) 6 805 20 189 1468 40 08% +10.90 [-16.66, 6.14] 2009 -
Kang et al. (2009) 47 144746 75 47 1725 0r% 0.00(-7.43,7.43) 2009 T
Chang et al. (2009) 21 18 39 18 1438 07% 3.00(4.19,10.19] 2008 -
‘Son ot al. (20095) 18 46 13 109 29 09% +11.2015.50, 6.90] 2009 -
Clarke ot al. (2009a) 3489 429 76 294 2435 38 06% 5.75(:3.72,1522] 2009 —
Schulmeyer (2010) 324 3208 39 485 3105 41 04% +16.10[-29.95, -225) 2010 —]
Rapchuk et al. (2010) 45 n3 2z 50 81 277 05% -5.00(-17.38, 7.38] 2010 -1
Parkh et al. 2010) 37 7 % 6 30 0% -9.00(-12.30, -5.70) 2010 -
Srivastava et al. 2010) 301 41%6 €0 2593 4359 60 04% -15.83[:31.14,-052) 2010 —
Burke et al. 2010) 352 313 18 37 281 20 0% 1.80(-19.45, 1585) 2010 -1
Bang et al. (2010) 38 99 28 388 95 23 08% 7.00[-12.61,-1.39) 2010 -1
Ane et al. (2010) 2692 1923 0 2789 1983 100 08% -0.97-7.57,563) 2010 T
Menda ot al. (2010) B 0 56 10 %0 08% 4.00(-9.06,1.06] 2010 i
Kazak et al. (2010) 1 2 " 5 30 10% 3.004.93,-107) 2010 1
Clendenen et al. 2010) 3 % 39 27 24 o0a% -8.00(-2259, 650) 2010 -
Doha ot al. (2010) 21 19 30 2% 16 29 06% -3.00(:11.95,5.95] 2010 -+
Knahi et al. (2011) 21 159 32 288 159 32 07% -0.70-8.49, 7.09) 2011 T
Kim et al. (2011a) 35 77 a2 a5 04 2 07% 1250 (20,67, 433] 2011 —
Vahedi et al (2011) 253 195 3% 34 72 &0 05% -8.70(-19.27, 187) 2011 —
Yicel et a. (2011) 25 762 €0 273 9 30 0% -2.30(:6.05, 145) 2011 1

etal. (2011) 166 596 50 20 4 26 10% -340[5.71,-1.09] 2011 1
Spreng et al. (2011) 2343 1538 2 2605 1366 24 O7% -262(11.06,582) 2011 -
Kran et al. (2011) 2083 98 150 35 8 25 09% 5.17[-8.68, -166] 2011 -
Kubnlo et al. (2011) 254 29 4 29 %8 41 06% -3.60(-14.16, 6.96] 2011 -
Ucak et al. (2011) .5 178 20 523 146 20 0% +15.80 (-26.89,-5.71) 2011 -
Gonano et al. (2011) 2 2 2 2% 1220 0r% 0.00[7.44,7.44) 2011 T
Moore et al. (2011) 2067 w2 4135 213 23 05% 20,68 [-32.48, -8.88) 2011 —
Ozgendi etal. (2011) 1 893 €0 15 77 30 0%% ,-044) 2011 4
Kinney et al. (2012) 52 20 s 50 % 63 06% 200(-7.89,1189] 2012 1
Aor et al. (2012) 2 8 6 ° 13 69 09% +7.00(-10.60, -340] 2012 -
Aarsu et al. (2012) 16 5 213 78 30 0% -5.30(:8.62,-1.98] 2012 N
Short et al. (2012) 3541 2125 84 35.96 B 42 07% -0.55-7.81,671) 2012 7
Pakravan et al. (2012) 39 25 50 47 40 50 04% -8.00(:21.07,507) 2012 —
Craparro et al. (2012) 53 88 %0 54 24 49 08% +1.00(-10.90, 890] 2012 -1
Bendad etal. (2012) 23 5 2 427 42 31 08% -17.40(:22.71,1208) 2012 -
Gianesolo ot al. (2012) 124 7 % 153 41 0 0% -2.90(5.80,0.00) 2012 1
Fassoulaki et al. (2012) 45 %2 2 56 66 37 05% ~11.00(:23.70, 1.70) 2012 -
Brindley (2012) 463 05 20 u9 %6 17 03% 11.40(-7.00,20.80) 2012 T
Jan etal. 2012) 30 72 2 4 135 20 08% 13.00[-19.71,-629) 2012 -
Aumian et a. (2012) 6 8 40 16 15 40 08% +10.00 [15.27, 4.73) 2012 -
Sundar et al. 2012) 207 74 0 20 64 30 09% 0.70[-2:80,420) 2012
Rimaz et al. (2012) 25 725 2 7 25 0% -1.00 4.8, 288) 2012
Knahi (2012) 29 085 X2 247 1923 32 05% 2201031, 1471) 2012 -T-
Foroozanfard et al. (2012) 06 55 25 171 125 25 08% ~16.50 (-21.85, -11.15) 2012 -
YaDoau et al. (2012) 19 21 2 308 188 28 05% 310822, 1442) 2012 T
Eskandar et al. (2013) 21 79 40 195 83 40 0% 1.50-2.05, 5.06) 2013 r
Frouzantard et al. (2013) 56 58 25 172 127 25 08% 1160-17.07,6.13) 2013 -
Aydogan et al. (2013) 10 79 8 41 20 0% 200(-1.18, 518 2013 r
Paul etal. (2013) 95 0 =2 82 39 49 0% 13.00(0.63, 2663) 2013 ——
Knan et al. (2013) 85 74 M 23 12 35 09% -15.80[-20.27,-11.33) 2013 -

anakbari ot al. (2013) 256 767 0 573 822 30 0% -31.70(:35.72, -2768) 2013 -

Siddiqui et al. (2013) 578 AT 587 217 3% 06% 05,825) 2013 T
Mardan-Kiv et al (2013) 4 185 55 6 1451 53 08% 26,-1874) 2013 -
Mishea ot al. 2013) I 7 2 8 25 04% 000(-14.97, 1497) 2013
Sagit etal. 2013) 877 1091 % 209 145 47 0% 1213 [-16.81,-7.45] 2013
Mahoor et al. (2014) 4 7 25 12 123 25 08% 720[12.75, -1.65) 2014
Singla et al. (20140) 3499 32 a7 211 101 08% 2.01[7.00,2.98) 2014
George et al. (2014) 3747 59 4 0 28 05% 553(17.69,653) 2014
Meok ot al. (2014) 632 6 1022 1527 63 09% 3.90(-8.26, 0.46) 204
Tung et al. (2014) 5 20 28 179 20 07% 17,50 (:25.83,-9.17) 2014
Singla et al. 2014c) 5367 29 528 2207 19 09% 087368, 5.42) 2014
Rajendran et al. (2014) 6435 868 €0 €03 8 0 09% X 2014
Kogucu et al. (2014) 3 8 2 32 o3 0w ~19.00 (23 84, -14.16] 2014
Bekaw et al. (2014) 785 615 €0 13 63 30 10% -34516.19,-071) 2014
Prasad et al. (2014) 58 96 30 5275 1319 80 09% ~16.95 (:21.74,-12.16] 2014
Ercan et al (2014) 6 96 16 o 0 17 Not estimable 2014
Singia et al. (2014b) 4522 2429 171 4836 2539 84 08% -3.14[-9.68, 340) 2014
Karbic et al. (2014) 1 27 0 2 2678 30 04% 7.00(:20.85, 6.56] 2014
Kikg et al. (2014) 0 o 375 517 60 Not estimable 2014
Carvalno et al. (2014) 39 216 W 469 21 93 08% 7.90[114.33, -147) 2014

2014) 58 214 8 6 175 17 07% -6.00(-13.07, 107) 2014
Lee etal. (2015) 13 08 21 4 1“2 20 o7% -8.70[-16.45, -0.95] 2015
Matsutani et al. (2015) 279 78 U 512 215 M 08% -23.30-32.68, -13.92] 2015
Lunn et al. 2015) 4 2172 183 42 2401 91 08% ~1.006.85, 4.85) 2015
Mahran et al. (2015) 40 108 0 428 1057 60 09% -2.80(-7.50, 190] 2015
Paul et al. (2015) 849 2 48 ae 54 05%
Mansor et al. (2015) 6 3 25 6 3 24 10%
Ziyaeifard et al. (2015) 183 822 2 1315 30 08%
Hamal et al. (2015) 219 4 2 277 1728 0%
Batista ot l. (2016) 77 128 3% 328 218 3% 07%
Faraj et al. (2015) 3 86 %0 344 79 50 0%
Woi et al. (2015) 13 %5 2% 97 2116 23 05%
Park ot al. 2015) 4 07 2 52 25 25 04% X
Monks et al (2015) 40 252 100 47 1985 o7 08% 7.00[-13.32,068) 2015
Ray etal. (2015) 37 125 0 40 6625 30 02% -3.00(:27.13,21.13] 2015
Kumar ot al. (2015) 7 104 320 503 99 30 08% -21.60(:26.74, -16.46] 2015
Aniskaliogh et al. (2016a) 51 151 30 i7a 186 0 07% -12.30(-2087,-373) 2016
Khetarpal et al. (2016) 2035 1514 €0 27 98 30 08% ~13.35[-18.54, -8.16) 2016
Zarei etal. 2016) 69 1262 70 57 103 35 09% 120[-3.31,571) 2016 r
Fujta et al. (2016) 4403 1702 6 4172 1456 29 07% 231 [452,9.14) 2016 r
ElKenany et al. (2016) 3112 328 %0 304 237 45 10% 072024, 168) 2016
Olmedo-Gaya et al. (2016) 23 22 2 373 21 30 04% -8.00(-22.25,6.25) 2016 -
‘Shimony et al. (2016) 15 71 45 26 159 43 07% -7.60[-14.50,-0.70) 2016
Aniskaliogh ot al. (2016b) 33 6 20 55 38 20 0% -2205.31,091) 2016 1
Parveen etal. (2016) 423 58 40 425 71 40 09% -0.20-3.04, 284) 2016
Mishra et al. 2016) 199 1621 €0 2% 246 0 05% 6.10(15.12,292) 2016 -
Vasigh et al. (2016) 7 3 12 445 76 10% -5.00(:6.38, -362] 2016 -
Rafappa et a. (2016) 4215 8 %0 442 92 45 0% -20515.21,1.11) 2016 1
Mohamed et al. (2016) 274 824 45 274 76 15 0% 000454, 45¢] 2016
Arn etal. (2016) 33 0 61 15 30 06% -28.00(-37.53, -18.47) 2016 —

etal. (2016) 47 53 5 86 M 08% -6.00[-11.63,-037) 2016 -
Park ot al. 2016) 16 7 2 2 7 2 0% -6.00(-10.19,-181) 2016 -
Nkhi ot al. (2016) 10 41 * 76 0 0% 4.0017.09, 2016 1
Hafez ot al. (2017) 25 855 30 52 82 15 08% 2650 (-31.66, -21.34) 2017 -
Maghsoudi et al. (2017) 81 1759 0 4519 25 120 08% 7.00[13.42,-0.76) 2017 -1
Kochhar ot al. (2017) 20 o 2 20 o 2 Not ostimablo 2017
Rezaeian (2017) 27 98 35 511 107 35 09% 2140(-26.21,-16.59) 2017 =
Kiatchai et al. (2017) 40 2 et 45 29 58 08% -5.00(-14.43, 2017 =1
Asgari et al. 2017) 133 1428 €0 304 65 2 0% -19.07[:23.59, -14.55] 2017 -
Bouzia etal. (2017) 1125 141 € 15 15131 08% 6251228, -022) 2017 -1
Anand et a. (2017) 359 12% 0 4053 153 0 07% 2017 -1
Kim et al. (2017) 26 6 0 35 15 30 07% E 85,-1.15) 2017 -
Brosale etal. (2017) 20 4 2 25 384 60 1.0% 250(4.23,-077) 2017
Abdelfatiah et al. (2018) 5 65 35 175 32 35 10% 1250 (-14.90, -10.10) 2018 -
Total (95% C1) 6593 5481 1000% 667 (-7.83,-5.50) |
Heterogeneity: Tau* = 36.14; Chi = 1158.82, df = 137 (P < 0.00001); = LT ]
Test for overall effect: Z = 1122 (P < 0.00001) £ gabapentinoid  Favours control



eFigure 6. Forest plot for postoperative acute pain at 48 hours

Gabapentinoid Control Mean Difference Mean Difference
Study or Subgrou Mean [100-point] SD [100-point] Total Mean [100-point] SD [100-point] Total Weight IV, Random, 95% CI [100-point] Year 1V, Random, 95% CI [100-point]
Fassoulaki et al. (2002) 13.71 971 22 26.23 19.08 45 1.9% -12.52(-19.41, -5.63] 2002 -
Meénigaux et al. (2005) 24.05 18.65 20 28.96 17.18 20 14% -4.91(-16.02, 6.20) 2005 -1
Mikkelsen et al. (2006) 25 5 22 22 8 27 22% 3.00[-0.67, 6.67] 2006 ™
Adam et al. (2006) 376 209 27 333 248 26 1.2% 4.30(-8.07, 16.67] 2006 T
Fassoulaki et al. (2006) 24.76 14.97 25 28.03 20.68 28 1.5% -3.27 [-12.92, 6.38] 2006 -1
Turan et al. (2006) 206 19.8 20 221 208 20 12% -1.50 [-14.09, 11.09] 2006 -1
Jokela et al. (2008a) 13.04 19.34 56 8 28.92 29 1.3% 5.04 -6.64, 16.72] 2008 T
Jeon et al. (2009) 46.6 204 32 53.2 248 26 13% -6.60 [-18.47, 5.27) 2009 -
Kang et al. (2009) 20 8.9518 75 21 1 25 21% -1.00 [-5.76, 3.76] 2009 T
Clarke et al. (2009b) 13.57 14.2 29 18.7 2238 7 0.8% -5.13[-22.79, 12.53] 2009 e
Chang et al. (2009) 15 12 39 14 10 38 2.1% 1.00[-3.93, 5.93] 2009 T
Clarke et al. (2009a) 28.78 23.29 76 19.42 17.75 38 18% 9.36 (1.66, 17.06] 2009 ~
Srivastava et al. (2010) 23 4161 60 30.67 42.16 60 1.0% -7.67 [-22.66, 7.32] 2010 e
Clendenen et al. (2010) 27 21 23 22 23 24 1.2% 5.00 [-7.58, 17.58] 2010 T
Menda et al. (2010) 48 10 30 52 9 30 21% -4.00 [-8.81,0.81] 2010 =
Rapchuk et al. (2010) 35 233 27 30 17.3 27 14% 5.00 [-5.95, 15.95] 2010 T
Amr et al. (2010) 18.08 13.08 50 2712 115 100 22% -9.04 [-13.31,-4.77] 2010 -
Moore et al. (2011) 17.14 17.73 21 3227 22.15 23 13% -15.13 (-26.94, -3.32] 2011 -
Kuhnle et al. (2011) 19.9 18.6 41 271 222 41 1.6% -7.20[-16.07, 1.67] 2011 =
Ucak et al. (2011) 266 13 20 428 239 20 1.3% -16.20 [-28.12, -4.28] 2011 -
Spence et al. (2011) 426 239 26 403 234 31 12% 2.30[-10.04, 14.64] 2011 T
Kim et al. (2011a) 25 1.9 42 325 203 42 18% -7.50 [-14.62, -0.38] 2011 e
Short et al. (2012) 25.38 21.62 84 345 21.47 42 17% -9.12[-17.09, -1.15] 2012 -
Brindley (2012) 396 18.8 20 38 159 17 1.4% 1.60 [-9.58, 12.78] 2012 T
Jain et al. (2012) 24 3.6 20 34 77 20 22% -10.00 [-13.73, -6.27] 2012 -
Gianesello et al. (2012) 33 46 30 5 5 30 23% -1.70 [-4.13,0.73] 2012 1
Kinney et al. (2012) 50 22 57 51 25 63 1.7% -1.00 [-9.41,7.41] 2012 T
Fassoulaki et al. (2012) 44 26.1 30 47 2486 37 12% -3.00 [-15.25, 9.25] 2012 -
Chaparro et al. (2012) 42 24 50 42 212 49 16% 0.00 (-8.92, 8.92] 2012 -T-
YaDeau et al. (2012) 41.2 276 28 19.2 20 28 1.2% 22.00(9.38, 34.62] 2012 -
Pakravan et al. (2012) 22 20.54 100 35 30 50  16% -13.00 [-22.24, -3.76] 2012 -
Bornemann-Cimenti et al. (2012) 377 54 13 36.9 6.9 13 21% 0.80[-3.96, 5.56] 2012 T
Rodgers (2012) 209 157 48 258 208 46 1.8% 4.90 (-12.37, 2.57) 2012 -
Paul et al. (2013) 56 34 52 57 37 49 1.1% -1.00[-14.88, 12.88] 2013 -1
Siddiqui et al. (2013) 45 19.8 36 45.6 22.46 36 1.5% -0.60[-10.38, 9.18] 2013 T
Singla et al. (2014c) 36.39 2245 289 36.7 2307 149  21% -0.31[-4.83,4.21] 2014 T
Vahabi et al. (2014) 10.2 6.8 60 14.2 7.7 60 23% -4.00 [-6.60, -1.40] 2014 N
Meek et al. (2014) 23.49 21.31 67 29.27 251 63  1.7% -5.78 -13.81, 2.25) 2014 e
Singla et al. (2014a) 28.99 2205 302 28 2211 101 21% 0.99(-3.99,5.97] 2014 T
Singla et al. (2014b) 40.82 2582 17 37.85 27.04 84 1.8% 2.97(-3.99,9.93] 2014 ™
Clarke et al. (2014) 60 18.76 88 56 26.32 7 18% 4.00(-3.07,11.07] 2014 -
Tung et al. (2014) 17.5 1.6 20 325 203 20 15% -15.00 [-25.25, -4.75] 2014 -
Kosucu et al. (2014) 2 4 29 14 7031 23% -12.00 -14.86, -9.14] 2014 -
Carvalho et al. (2014) 336 212 a3 35.6 245 93 1.9% -2.00 [-8.58, 4.58] 2014 T
Paul et al. (2015) 54 36 48 535 36 54 11% 0.50 [-13.50, 14.50] 2015 -1
Monks et al. (2015) 34 252 100 36 19.85 97 1.9% -2.00[-8.32,4.32] 2015 T
Lee et al. (2015) 333 9.7 21 425 133 20 1.8% -9.20 [-16.35, -2.05] 2015 -
Ray et al. (2015) 18.33 13.21 30 22.83 206 30 16% -4.50-13.26, 4.26] 2015 -
Park et al. (2015) 56 23.98 23 58 25 25 11% -2.00[-15.86, 11.86] 2015 -1
Wei et al. (2015) 1" 17.21 26 23 3 23 1.9% 8.70 [1.97, 15.43] 2015 —
Ahn et al. (2016) 30 17 30 45 15 30 17% -15.00 [-23.11, -6.89] 2016 -
Shimony et al. (2016) 127 16.1 45 14.7 156 43 1.9% -2.00[-8.62,4.62] 2016 T
Fujita et al. (2016) 3143 1992 60 37.63 1953 30 16% -6.20 -14.82, 2.42] 2016 —
El Kenany et al. (2016) 28.03 4.06 20 26.58 4.87 45  2.4% 1.45[-0.20,3.10) 2016
Benton et al. (2016) 44 21.98 54 42 2931 54  15% 2.00 (-7.77,11.77) 2016 T
Rezaeian (2017) 74 6.5 35 26.2 91 3 22% -18.80 [-22.50, -15.10] 2017 -
Leung et al. (2017) 30 30 335 40 30 343 2.1% -10.00 [-14.52, -5.48] 2017 -
Kim et al. (2017) 16 12 30 21 12 30 20% -5.00 [-11.07, 1.07) 2017 -
Borde et al. (2017) 27 2 37 22 2 34 24% 5.00 [4.07,5.93] 2017 N
Total (95% CI) 3434 2778 100.0% -3.13 [-5.10, -1.15] \
Heterogeneity: Tau® = 42.41; Chi* = 476.61, df = 58 (P < 0.00001); I* = 88% 100 50 50 100

Test for overall effect: Z = 3.10 (P = 0.002) Favours gabapentinoid ~ Favours control



eFigure 7. Forest plot for postoperative acute pain at 72 hours

Gabapentinoid Control Mean Difference Mean Difference

Study or Subgrou, Mean [100-point] SD [100-point] Total Mean [100-point] SD [100-point] Total Weight IV, Random, 95% CI [100-point] Year 1V, Random, 95% CI [100-point]
Fassoulaki et al. (2002) 14.14 1435 22 2368 19.95 45 29% -9.54 (-17.90, -1.18] 2002 -
Turan et al. (2006) 122 91 20 1.4 8.2 20 39% 0.80 [-4.57, 6.17] 2006 T
Mikkelsen et al. (2006) 23 7 22 19 7 27 43% 4.00[0.06, 7.94] 2006 [~
Fassoulaki et al. (2006) 26.94 2531 25 2721 22.86 28 1.8% -0.27 [-13.31,12.77) 2006 -
Jokela et al. (2008a) 11.55 16.84 56 4 10.52 29 37% 7.55[1.71,13.39] 2008 I~
White et al. (2009) 23.33 2031 81 20 30 27 20% 3.33(-8.82, 15.48] 2009 T
Jeon et al. (2009) 54.3 205 32 527 18.5 26 25% 1.60 [-8.45, 11.65] 2009 T
Rapchuk et al. (2010) 43 203 27 30 17.3 27 25% 13.00 (2.94, 23.06] 2010 -
Amr et al. (2010) 13.85 9.23 50 25.96 1058 100 4.5% -12.11[-15.40, -8.82] 2010 -
Kuhnle et al. (2011) 10 115 41 15.6 20 41 3.3% -5.60 [-12.66, 1.46] 2011 ]
Ucak et al. (2011) 207 81 20 333 198 20 27% -12.60 [-21.98, -3.22] 2011 -
Fassoulaki et al. (2012) 37 28 30 36 251 37 1.9% 1.00[-11.88, 13.88] 2012 -
Chaparro et al. (2012) 31 213 50 31 201 49 3.0% 0.00 [-8.16, 8.16] 2012 T
Pakravan et al. (2012) 7 13.48 100 10 15 50 4.0% -3.00 [-7.93, 1.93] 2012 1
Paul et al. (2013) 44 26 52 41 28 49 24% 3.00 [-7.55, 13.55] 2013 T
Singla et al. (2014a) 2267 20.02 302 23 201 101 42% -0.33[-4.85,4.19] 2014 T
Singla et al. (2014b) 36.43 25.09 96 38.26 25.83 45  27% -1.83(-10.89, 7.23] 2014 -
Clarke et al. (2014) 55 28.14 88 57 26.32 77 3.0% -2.00 [-10.31, 6.31] 2014 -
Singla et al. (2014c) 29.18 2791 289 32 22.26 7% 37% -2.82(-8.80, 3.16) 2014 |
Tung et al. (2014) 10 129 20 275 20.7 20 23% -17.50 [-28.19, -6.81] 2014 -
Meek et al. (2014) 8.48 1284 67 8.76 1566 63  4.0% -0.28[-5.22, 4.66] 2014 T
Clarke et al. (2015) 26.6 76.48 83 37.7 94.65 79 06% -11.10 [-37.68, 15.48] 2015 -1
Park et al. (2015) 56 4 23 54 4 25 48% 2.00[-0.27,4.27] 2015 g
Matsutani et al. (2015) 2786 18.1 34 475 15.8 34 3.0% -19.90 [-27.98, -11.82] 2015 -
YaDeau et al. (2015) 39.59 2483 83 376 26.05 28 22% 1.99 [-9.04, 13.02] 2015 T
Paul et al. (2015) 44 28 48 42 34 54 20% 2.00(-10.04, 14.04] 2015 T
Lunn et al. (2015) 24.49 17.02 183 26 14.41 91 4.4% -1.51[-5.36, 2.34] 2015 h
Miyazaki et al. (2016) 207 229 33 304 202 34 24% -9.70 [-20.05, 0.65) 2016 -
Benton et al. (2016) 37 2565 54 39 2565 54 26% -2.00 [-11.68, 7.68] 2016 -1
Shimony et al. (2016) 1.1 143 45 1.3 13.9 43 37% -0.20 [-6.09, 5.69] 2016 T
Rezaeian (2017) 4 49 35 9.1 56 35 47% -6.10(-7.57, -2.63] 2017
Leung et al. (2017) 30 30 299 30 30 291 4.1% 0.00 [-4.84, 4.84] 2017 T
Total (95% CI) 2410 1724 100.0% -2.21[-4.43,0.02] [

ity: Tau? = . = = - 12 = 769 b 4 i §
Heterogeneity: Tau? = 25.50; Chi? = 127.39, df = 31 (P < 0.00001); I = 76% boo 4o 5 00

Test for overall effect: Z = 1.95 (P = 0.05) Favours gabapentinoid Favours control



eFigure 8. Forest plot for postoperative subacute pain

Gabapentinoid Control Mean Difference Mean Difference
Study or Subgroup Mean [100-point] SD [100-point] Total Mean [100-point] SD [100-point] Total Weight 1V, d 95% CI [100-point] Year 1V, Rand 95% CI [100-point]
Nikolajsen et al. (2006} 30 27.39 18 225 1999 18 2.5% 7.50 [-6.79, 23.79] 2006 -
$en eral. (2009a) 16 05 20 15.9 421 a0 71X -14.30 [-15.62, -12.98] 2009 -
$en etal. (2009b) 10 55 30 19.5 148 29 5.9% -9.50 [-15.23, -3.77] 2008 -
Burke et al. (2010} 98 11 18 213 217 20 40% -11.70 [-22.48, -0.92] 2010 —]
Ucak etal. (2011} 2.1 B 20 6.6 7.7 20 66X -4.50 [-8.26, -0.74] 2011 -
Moore et al. 2011} 275 B8 21 27.5 116 23  57% 0.00 [-6.05, 6.05] 2011 -
Kim et al. 20113} 10 58 42 17.5 15.1 42 §.2% -7.50 [-12.39, -2.61] 2011 -
Glaneselio et al. 2012} 80 85 30 70 B2 30 &3% 10.00 [5.51, 14.49] 2012 -
Joshl et al. (2013} 1 07 20 15 08 20 7.2% -0.50 [-0.97, -0.03] 2013
Mishra et al. (2013} 12 0 25 40 21 25 48X -28.00 [-37.12, -18.88] 2013 —_—
Cavalho et al. (2014} 33 24 93 50 30 93 5.1x% -17.00 [-24.81, -9.19] 2014 —
Clarke et al. (2014} 13 2 BB 10 2 77 7.2% 3.00 [2.39, 3.61] 2014
YaDeau et al. 2015} 15.31 18.98 83 18.4 2398 28 43X -3.09 [-12.87, 6.69] 2015 -
Matsutanl et al. (2015} 10.3 123 34 30.1 153 34 55% -19.80 [-26.40, -13.20] 2015 -
Zarel et al. (2016} 4.15 877 70 03 17 35 7.0% 3.85 [1.72,5.98] 2016 -
Shimony et al. (2016} 12.8 216 45 15.1 28 43  41x% -2.30 [-12.78, B.18] 201& —r
Miyazaki et al. 2016} 9.7 259 33 9.7 169 34 41 0.00 [-10.51, 10.51] 2016 -1
Bowzla et al. 2017} 20 5.653 &2 325 B8 31 &7% -12.50 [-15.90, -9.10] 2017 -
Total (95% CI) 750 642 100.0% -5.82 [-9.03, -2.61] ¢
Heterogenetty: Tau® = 37.13; Chi* = 740.68, df = 17 (P < 0.00001); F = 98X 4_100 _5‘0 t 100=

Test for overall effect: Z = 3.56 (P = 0.0004)

50
Favours [gabapentinoid] Favours [control]



eFigure 9. Forest plot for postoperative chronic pain

Gabapentinoid Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Fassoulaki et al. (2002) 12 22 23 4  66% 1.04 [0.65, 1.68] 2002 T
Nikolajsen et al. (2006) 9 16 9 18  5.0% 1.13[0.60, 2.12] 2006 -
Fassoulaki et al. (2006) 9 25 22 27 57% 0.44 [0.25, 0.77] 2006 -
Acin et al. (2009) 0 70 3 67 0.4% 0.14 [0.01,2.60) 2009 +
Clarke et al. (2009a) 21 54 10 28 53% 1.09 [0.60, 1.98] 2009 T
Buvanendran et al. (2010) 0 113 6 109 0.4% 0.07 [0.00,1.30] 2010 1
Kim et al. (2010) 10 47 13 47  42% 0.77 [0.38, 1.58] 2010 B
Amr et al. (2010) 32 50 57 100 94% 1.12[0.86, 1.47) 2010 ™
Pesonen et al. (2011) 1 27 8 30 0.8% 0.14 [0.02, 1.04] 2011 R |
Moore et al. (2011) 2 16 4 20 1.3% 0.63[0.13, 2.99] 2011 -1
Ucak et al. (2011) 7 20 9 20 3.9% 0.78[0.36, 1.68] 2011 .
Macheridou et al. (2012) 4 19 9 19  27% 0.44 [0.16, 1.20] 2012 N
Kinney et al. (2012) 40 57 42 63 9.7% 1.05[0.83, 1.34] 2012 T
Fassoulaki et al. (2012) 5 27 10 35 2.9% 0.65[0.25, 1.67] 2012 -1
Gianesello et al. (2012) 5 30 8 30 2.7% 0.63[0.23, 1.69] 2012 .
Grosen et al. (2014) 18 37 14 30 6.2% 1.04 [0.63, 1.73] 2014 T
Singla et al. (2014c) 17 265 6 141 3.1% 1.51(0.61,3.74] 2014 T
Kosucu et al. (2014) 1 29 12 31 0.8% 0.09(0.01,0.64] 2014 ———
Singla et al. (2014a) 3 292 0 97  04% 2.34(0.12,44.93] 2014
Tung et al. (2014) 5 20 9 20 31% 0.56 [0.23, 1.37] 2014 I
Singla et al. (2014b) 34 126 14 61 5.8% 1.18(0.68, 2.02] 2014 T
Debaecker et al. (2014) 4 41 7 42  21% 0.59[0.19, 1.85] 2014 -1
Brulotte et al. (2015) 31 50 18 49 72% 1.69[1.10, 2.59] 2015 -
Sadatsune et al. (2016) 4 18 5 19  21% 0.84 [0.27, 2.66] 2016 T
Konstantatos et al. (2016) 5 52 3 48 1.6% 1.54 (0.39, 6.09] 2016 B B
Hah et al. (2017) 21 208 18 202 53% 1.13[0.62, 2.06] 2017 T
Myhre et al. (2017) 2 36 7 34 1.4% 0.27 [0.06, 1.21] 2017 e —
Total (95% CI) 1767 1431 100.0% 0.89 [0.74, 1.07)
Total events 302 346

e 2 - . 12 = - - 12 = 0 : : L] : :
Heterogeneity: Tau? = 0.08; Chi* = 44.91, df = 26 (P = 0.01); I? = 42% 0.01 o1 1 10 100

Test for overall effect: Z = 1.24 (P = 0.22)

Favours gabapentinoid Favours control



eFigure 10. Forest plot for postoperative opioid administration at 24 hours

Gabapentinoid Control Mean Difference Mean Difference
Study or Subgrou Mean sb Total_Mean so ht IV, Random, 95% CI IV, Random, 95% CI [mg)
Yoon et al. (2001) 241 99 16 327 146 15 06% -8.60(-17.44,024] 2001 -
Fassoulaki et al. (2002) 1987 835 22 19.92 93 45 09% -0.05-4.47,4.37) 2002 T
Pandey et al. (2004b) 2335 1419 28 359 1041 28 07% -12.61(-19.13, -6.09] 2004
Kim et al. (2004) 358 2607 21 335 2079 20 03% 230[-12.10, 16.70] 2004 -
Turan et al. (2004b) 16.3 89 25 42 109 25 08%  -2570(-31.22,-20.18] 2004 e
Pandey ot al. (2004a) 21 52 153 3128 609 306 1.1% -9.18-10.25, -8.11] 2004 .
Turan et al. (2004c) 10816 5776 25  167.84 3344 25 01%  -59.68(8584,-3352 2004 ———
Ménigaux et al. (2005) 21 12 20 48 19 20 05%  -27.00(-3685,-17.15] 2005 —
Pandey et al. (2005a) 5037 2317 40 9247 4175 20 02%  -33.10(-52.76,-13.44] 2005 —
Pandey et al. (2005b) 7379 2041 80 12175 182 20 05%  -47.96[-57.10,-38.82] 2005 -
Fassoulaki et al. (2006) 203 79 25 257 112 28 08% -5.40(-10.58, -0.22] 2006 -1
A-Mujadi et al. (2006) 152 76 37 205 99 35 0%  -14.30(-18.39,-1021] 2006 -
Pandey et al. (2006) 2212 924 125 5059 82 125 1.1%  -28.47[-30.64,-2630] 2006 -
Tsitsopoulos et al. (2007) 1231 555 20 1654 846 20 09% -4.23(:8.66,0.20] 2007 -1
Takmaz et al. (2007) 67.88 212219 30 912 742 15 06%  -23.32[-31.73,-1491] 2007 -
Said-Ahmed (2007) 2367 904 60 34 95 20 0% -10.33-15.08, -5.58] 2007 -
Montazeri et al. (2007) 1543 254 a5 17.04 3 35 1.1% -2,61(-3.81,-1.21) 2007
Huot et al. (2008) 2065 2188 23 2319 28 28 03% -2.54(-16.23, 11.15] 2008 -1
Brogly et al. (2008) 25 32 2 75 97 21 0% -5.00-9.36, -0.64] 2008 -1
Metry et al. (2008) 1609 773 67 202 96 34 10% -13.11(-16.83, -9.39) 2008 -
Jokela et al. (2008a) 059 033 56 068 036 29 11% -0.08 025, 0.07) 2008
Sen et al. (2009a) 31 12 20 38 1657 40 07% -7.00(-14.35, 0.35] 2009 -
Sen etal. (20090) 106 552 30 126 538 29 0.1% -20.00 [-47.81, 7.81] 2009 -
Sava et al. (2009) 356 1414 25 547 1302 25 06%  -19.10(-26.63,-11.57] 2009 -
Clarke et al. (2009b) 32 2074 29 638 365 7 01% -30.60 [-58.67, -2.53] 2009 —
Clarke et al. (2009a) 3306 286 76 357 318 38 11% -2,64[-3.84, -1.44] 2009
Imani et al. (2009) 219 92 40 245 45 40 1.0% -2.60 5.7, 0.57) 2009 b
Ittichaikulthol (2009) 1 557 38 21.18 742 40 1.0% -14.07 [-16.90, -11.24] 2009 -
Jeon et al. (2009) 281 315 32 597 415 26 11% -3.16-5.09,-123] 2009 N
Bang et al. (2010) 444 393 2 4652 164 23 11% -2.08(:3.82,-0.34] 2010
Gianesello et al. (2010) 1 15 15 7 26 15 11% -6.00[-7.52, -4.48] 2010 -
Khademi et al. (2010) 1133 516 44 1404 604 43 11% -2.71[5.07,-0.35] 2010 N
Menda et al. (2010) 67 26 30 159 47 30 11% -9.20(-11.12,-7.28) 2010 -
Raghove et al. (2010) 34 1403 60 4196 1264 30  08% 7.96[-13.71,-2.21] 2010 -
Pavoni et al. (2010) 2 5 25 35 325 1% -10.00 (-12.29, -7.71] 2010 -
Schulmeyer (2010) 151 793 39 2307 957 41 1.0% -11.56 [-15.40, -7.72] 2010 -
Srivastava et al. (2010) 5078 896 60 7516 167 60 09%  -24.38(-29.18,-19.58] 2010 -
Ame etal. (2010) 135 05 50 215 188 100 1.1% -8.00(-8.39, -7.61) 2010 .
Doha et al. (2010) 206 66 30 2 9 29 09% -8.40[-12.44, 4.36] 2010 -
Ucak et al. (2011) 198 1076 20 2088 145 20 06% -10.08(-17.99, -2.17) 2011 -
Khan et al. (2011) 208 572 150 315 96 25 0% -10.70 [-14.57, -6.83) 2011 -
Ghai etal. 2011) 972 361 60 21 412 30 11% -11.28[-13.20, -9.36] 2011 -
Spreng ot al. (2011) 254 1881 22 3697 1975 24 04% 11,57 [-22.72,-042) 2011 —
Khahi et al. (2011) 525 265 32 56 229 32 1.1% -0.35[-1.56, 0.86) 2011
Yicel et al. (2011) 373 588 60 4697 667 30  10% -9.67[-12.48, -6.86] 2011 -
Ozgencil etal. (2011) 279 958 60 37.33 95 30 09% -9.43(-13.61,-5.25] 2011 -
Vahed et al. (2011) 394 343 36 41 376 40 11% -0.16-1.78, 1.46] 2011
Spence et al. (2011) 975 658 26 952 475 31 10% 0.23-2.80,3.26] 2011
Soltanzadeh et al. (2011) 25 09 30 4 15 30 11% -1.50(-2.13, -0.87) 2011
Przesmycki et al. (2011) 31492 55368 50 321 28418 24 1.1% -0.61(-2552,1.30] 2011
Macheridou et al. (2011) 1857 663 17 325 1126 17 08% -13.93(:20.14, -7.72) 2011 -
Nella et al. (2012) 3 2 25 10 4 25 11% -7.00(-8.75, -5.25] 2012 -
Macheridou et al. (2012) 368 597 20 21 1782 20 06% -18.43 -26.67, -10.19] 2012 -
Deniz ot al. (2012) 444 28 25 512 21 26 04% -6.80(-19.14, 5.54] 2012 -
Alietal. (2012) 2025 114 30 195 1005 30 0.8% 0.75(-4.61,6.11] 2012 T
YaDeau et al. (2012) 1635 1285 28 198 895 28 08% -3.45(:9.25,2.35] 2012 =1
Ginar et al. (2012) 314 102 26 232 12 26 08% 8.20[2.15,14.25] 2012 ~
Fassoulaki et al. (2012) 21 12 30 3 1 37 07% -12.00(-18.71,-5.29) 2012 -
Akarsu et al. (2012) 262 516 30 3067 608 30 1.0%  -1347[-16.32,-1062] 2012 -
Pandey et al. (2012) 6206 1642 35 9898 2384 35 05%  -36.92(4651,-27.33] 2012 -
Short et al. (2012) 62 1121 84 79 642 42 10% -1.70[-4.78,1.38] 2012 1
Sundar et al. (2012) 2417 1789 30 2517 1815 30 05% 1.00(-10.12, 8.12) 2012 -
Rimaz ot al. (2012) 238 18 25 5245 104 25 06%  -18.65(-26.80,-10.50] 2012 -
Jain et al. (2012) 386 1.18 20 72 297 20 1.1% -3.60 [-5.00, -2.20) 2012 N
Kinney et al. (2012) 5595 5845 57 5005 47.35 63 02% -3.10(-22.26, 16.06] 2012 b
Brindley (2012) 1153 139 20 26.02 17.28 17 0.5% ~13.49 -23.72, -3.26] 2012 -
Khahi (2012) 625 062 32 572 079 32 11% 053(0.18, 0.88) 2012
Misra et al. (2013) 75 25 36 1208 815 37 1.0% -4.58(-7.33,-1.83] 2013 -
Paul et al. (2013) 279 229 52 27 19 49 06% 0.90(-7.29,9.09] 2013 T
Mardani-Kivi et al. (2013) 5 4508 55 74 495 53 11% -2.40[4.20, -0.60] 2013
Maleh et al. (2013) 25 26 40 27 27 40 11% -0.201.36,0.96] 2013
Khan et al. (2013) 3647 1391 34 3647 1391 35 07% 0.00 (6.5, 6.56] 2013 T
Frouzanfard et al. (2013) 12 029 25 52 28 25 11% -
Eskandar et al. (2013) 338 689 40 464 572 40 1.0% -
Bharti et al. (2013) 21 22 20 49 34 20 1.1% 1
Aydogan et al. (2013) 707 27 30 121 54 30 11% -
Clarke ot al. (2014) 38 2124 88 48 1983 77 07% -
Eman etal. (2014) 199 65 20 351 55 20 10%  -1520[-1893,-1147) 2014 -
Srivastava et al. (2014) 674 1378 31 10027 2144 30 05%  -32.87[41.95,-2379] 2014 -
Singla et al. (2014b) 7602 6574 171 8393 6679 84 02% -7.91(:25.26, 9.44) 2014 e
Tung et al. (2014) 1175 549 20 1475 484 20 10% -3.00(-6.15, 0.15] 2014 b
Joseph et al. (2014) 3865 1804 25 421 1587 50 06% -3.45(-11.78, 4.88] 2014 -T
Grosen et al. (2014) 1333 2049 30 748 1287 37 06% 5.85(-2.57, 14.27) 2014 —
Bekawi ot al. (2014) 46 591 60 148 16 30 11% -10.20[-11.80, -8.60] 2014 -
George et al. (2014) 4892 2213 59 54 262 30 04% -5.08[-16.02, 5.36] 2014 -1
Pandey ot al. (2014) 6072 1169 72 6749 1156 35 09% 8.77(-11.46, -2.08] 2014 ~
Kosucu etal. (2014) 259 83 29 4 1131 09%  -18.10(2301,-13.19] 2014 -
Hamal et al. (2015) 1483 556 26 2471 1299 26 08% -9.88-15.31, 4.45] 2015 -
Paul et al. (2015) 1967 163 48 2112 144 54 0.8% -1.45[-7.45, 455) 2015 T
Park et al. (2015) 099 16306 23 621 37 25 1% -5.22:6.82,-362) 2015 "
Lee et al. (2015) 4362 752 21 578 2248 20 05% -14.18-24.54, -3.82) 2015 -
Ommid et al. (2015) 194 61 20 301 49 20 1.0% -10.70[-14.13, -7.27) 2015 -
Ziyaeifard et al. (2015) 126 1230 18 15 30 11% 0.80(0.11, 1.49] 2015
Clarke et al. (2015) 3935 2336 83 5343 2348 79 07% -14.08-21.30, -6.86] 2015 -
Kumar et al. (2015) 24 869 30 5103 1015 30 09% 27.03 [-31.81,-22.25] 2015 -
Mahran et al. (2015) 2023 68 30 2877 1033 60 1.0% -8.54[-12.11,4.97) 2015 -
Batista et al. (2015) 2042 391 36 2324 297 36 11% -2.82(4.42,-122] 2015 1
Nikhil et al. (2016) 94 47 30 3263 795 30 10%  -2323(-2653,-19.93 2016 -
Mishra et al. (2016) 1808 603 60 3397 406 30 1.1%  -15.89(-18.00,-13.78] 2016 -
Khan et al. (2016) 1464 37 25 182 25 25 11% -3.56 5,32, -1.80] 2016 N
Mohamed et al. (2016) 622 346 45 16.67 45 15 11% -1045-12.94, -7.96] 2016 -
Mardani-Kivi et al. (2016) 368 3 37 8 464 34 1.1% 4,32 -6.15, -2.49) 2016 N
Shimony et al. (2016) 325 01 45 473 223 43 11% -1.48[-2.15,-081] 2016
Vasigh et al. (2016) 1.9 44 38 2645 604 76 1.1%  -1455[-16.50,-12.60] 2016 -
Aiskalioglu et al. (2016b) 2601 2466 20 5094 2616 20 03% -24.93[-40.69, -9.17) 2016 —_
ElKenany et al. (2016) 895 509 90 129 433 45 11% -3.95-5.60, -2.30] 2016 N
Zarei et al. (2016) 619 462 70 626 43 35 11% -0.07 186, 1.72] 2016
Park et al. (2016) 744 338 21 10 01 2 11% -2.86[4.31,-1.41] 2016 1
Pourfakhr et al. (2016) 25 17 25 2975 16907 50 1.1% -0.48(1.29,0.34] 2016
Gautam et al. (2016) 1028 403 60 768 42 30 11% 260(0.57,4.63) 2016 r
Ahiskalioglu et al. (2016a) 295 2138 30 48.13 2761 30 04% ~18.63 [-31.13, -6.13] 2016 .
Khalii (2017) 2438 814 32 242 828 64 10% 0.18(:3.29,365] 2017
Eidy etal. (2017) 1581 492 72 1784 338 36 11% -2.03[-361,-045] 2017
Bouzia et al. (2017) 1607 222 62 2125 417 31 1% -5.18[:6.75, -361) 2017 -
Kim et al. (2017) 8 130 88 08 30 11% -0.80[-1.26, -0.34] 2017
Anand et al. (2017) 1377 747 30 3517 706 30 1.0%  -2140(-25.08,-17.72] 2017 -
Manorema et al. (2017) 1208 346 25 1692 93¢ 50 1.0% -4.84-7.76,-1.92) 2017 -
Total (95% CI) 4807 4253 100.0% -7.90 [-8.82, 6.98] |

: Tau* = 19.21; Chit = = . L S P

. Tau® = 19.21; Chi* = 4832.11, df = 116 (P < 0.00001); I* = 98% 100 50 50 100

Test for overall effect: Z = 16.86 (P < 0.00001) F-v'oun Gabapentinoid  Favours contro



eFigure 11. Forest plot for postoperative opioid administration at 48 hours

Mean Difference

IV, Random, 95% CI [mg

10

Gabapentinoid Control Mean Difference

Study or Subgroup Mean [mg] SD [mg] Total Mean[mg] SD [mg] Total Weight IV, Random, 95% Cl [mg] Year
Meénigaux et al. (2005) 29 22 20 69 40 20 17% -40.00 [-60.01, -19.99] 2005
Adam et al. (2006) 9 46 27 10.5 46 26  7.1% -1.50 (-3.98, 0.98] 2006
Fassoulaki et al. (2006) 284 121 25 35 157 28  51% -6.60 (-14.10, 0.90] 2006
Clarke et al. (2009b) 69.1 341 29 95.2 59.7 7 04% -26.10 [-72.03, 19.83] 2009
Sava et al. (2009) 54 186 25 79 205 25 3.8% -25.00 [-35.85, -14.15] 2009
Clarke et al. (2009a) 51.38 71 76 49.36 382 38 72% 2.02[0.01,4.03) 2009
Clendenen et al. (2010) 38.25 30 23 48 315 24 21% -9.75 (-27.33, 7.83] 2010
Rapchuk et al. (2010) 1355 5745 27 1562 6097 27 0.8% -20.70 [-52.30, 10.90] 2010
Belhaj et al. (2010) 31.1 284 13 43.2 244 13 1.7% -12.10 [-32.45, 8.25) 2010
Spence et al. (2011) 18.96 662 26 16.45 5.1 31 6.9% 2.51(-0.60, 5.62) 2011
YaDeau et al. (2012) 352 2325 28 345 3135 28 28% 0.70 [-13.76, 15.16] 2012
Gianesello et al. (2012) 3 2 30 9.5 25 30 74% -6.50 [-7.65, -5.35] 2012
Fassoulaki et al. (2012) 30 194 30 47 21 37 42% -17.00 [-26.69, -7.31] 2012
Short et al. (2012) 125 1065 84 16.5 1444 42 62% -4.00 [-8.93, 0.93] 2012
Bomemann-Cimenti et al. (2012) 38.62 1219 13 58.03 11.91 13 44% -19.41[-28.67, -10.15] 2012
Joshi et al. (2013) 13.56 12.05 20 33.42 1042 20 53% -19.86 [-26.84, -12.88] 2013
Siddiqui et al. (2013) 9829 7779 36 112.11 6999 36 0.7% -13.82 [-48.00, 20.36] 2013
Paul et al. (2013) 56.5 482 52 57.2 366 49 23% -0.70 [-17.33, 15.93] 2013
Paul et al. (2015) 41.47 269 48 49.06 279 54  39% -7.59 (-18.23, 3.05] 2015
Lee et al. (2015) 70.19 1263 21 85.7  23.21 20 36% -15.51[-27.03, -3.99] 2015
Fujita et al. (2016) 14.57 1248 60 21.43 15.71 29 55% -6.86 (-13.39, -0.33] 2016
Ahn et al. (2016) 1126 2836 30 164.14 3203 30 26% -51.54 [-66.85, -36.23] 2016
Kim et al. (2017) 9.6 12 30 10.6 12 30 74% -1.00 [-1.61,-0.39] 2017
Abdelfattah et al. (2018) 2543 919 35 44.14 549 35 6.8% -18.71[-22.26, -15.16] 2018
Total (95% CI) 808 692 100.0% -9.79 [-12.81, -6.78]

Heterogeneity: Tau® = 31.71; Chi* = 308.61, df = 23 (P < 0.00001); I* = 93%

Test for overall effect: Z = 6.36 (P < 0.00001)

Favours gabapentinoid Favours control
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eFigure 12. Forest plot for postoperative opioid administration at 72 hours

Mean Difference

IV, Random, 95% CI [mg] Year

11

Mean Difference
IV, Random, 95% CI [mg]

Gabapentinoid Control
Study or Subgrou Mean [mg] SD [mg] Total Mean [mg] SD [mg] Total Weight
Freedman et al. (2008) 204 16.2 40 69 19.2 40 27.0%
Paul et al. (2013) 66.3 54 52 725 471 49 21.0%
Rajendran et al. (2014) 29.15 11.42 60 773 4.02 30 282%
Paul et al. (2015) 55.8 39.1 48 60.71 372 54 23.7%
Total (95% CI) 200 173 100.0%

Heterogeneity: Tau* = 286.68; Chi* = 47.09, df = 3 (P < 0.00001); I* = 94%
Test for overall effect: Z = 3.23 (P = 0.001)

-48.60 [-56.39, -40.81] 2008
-6.20 [-25.93, 13.53] 2013
-48.15[-51.38, -44.92] 2014
-4.91(-19.77,9.95] 2015

-29.18 [-46.89, -11.47]
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eFigure 13. Forest plot for postanesthesia care unit length of stay

Control

0.58
0.29
0.48
0.08
0.05
0.39

08
0.78
0.25

0.2

21 0.6%
38 132%
27 72%
20 17.4%
14 16.8%
31 7.0%
63  44%
91 9.3%
18 9.7%
60 14.4%

Gabapentinoid

Study or Subgrou Mean [hours] SD [hours] Total Mean [hours] SD [hours] Total Weight
Brogly et al. (2008) 1.27 22 22 1.25
Chang et al. (2009) 0.62 022 39 0.65
White et al. (2009) 1.29 063 81 12
Gonano et al. (2011) 0.37 0.07 20 0.46
Hegarty et al. (2011) 0.46 0.1 18 0.37
Spence et al. (2011) 0.84 049 26 0.84
Kinney et al. (2012) 23 1 57 2
Lunn et al. (2015) 1.41 056 183 1.47
Francois et al. (2015) 1.34 039 36 1.32
Bhosale et al. (2017) 0.67 023 30 0.81
Total (95% Cl) 512

Heterogeneity: Tau? = 0.01; Chi* = 33.73, df = 9 (P < 0.0001); I* = 73%

Test for overall effect: Z = 0.22 (P = 0.83)

383 100.0%

Mean Difference
IV, Random, 95% ClI [hours] Year

0.02[-0.93, 0.97)
-0.03[-0.15, 0.09)
0.09 [-0.14, 0.32)
-0.09 [-0.14, -0.04]
0.09(0.03, 0.15)
0.00 [-0.23, 0.23)
0.30 [-0.03, 0.63)
-0.06 [-0.24,0.12)
0.02[-0.15, 0.19)
-0.14 [-0.24, -0.04]

-0.01 [-0.09, 0.07]

2008
2009
2009
2011
2011
2011
2012
2015
2015
2017

Mean Difference
1V, Random, 95% ClI [hours;

12

—
-

J—
——
——

+

.
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eFigure 14. Forest plot for intensive care unit length of stay

Control

Gabapentinoid

Study or Subgroup Mean [hours] SD [hours] Total Mean [hours] SD [hours] Total Weight IV, Random, 95% Cl [hours] Year

Soltanzadeh et al. (2011) 57.6
Pesonen et al. (2011) 36
Sundar et al. (2012) 78.48
Joshi et al. (2013) 76.8
Ziyaeifard et al. (2015) 78.8
Shimony et al. (2016) 58.32

Total (95% CI)

Heterogeneity: Tau? = 0.00; Chi* = 3.96, df = 5 (P = 0.56); I* = 0%

Test for overall effect: Z = 0.08 (P = 0.94)

144
19.2
25.92
4248
1.5
100.56

30
29
30
20
30
45

184

60
36
67.2
732
796
55.2

14.4
26.4
22.08
16.32
8.1
59.04

30 24.8%
31 9.8%
30 89%
20 33%
30 521%
43 1.1%
184 100.0%

Mean Difference

13

Mean Difference

-2.40 [-9.69, 4.89)
0.00[-11.63, 11.63]
11.28 [-0.90, 23.46]
3.60 -16.34, 23.54]

-0.80 [-5.83, 4.23)
3.12[-31.15, 37.39)

0.14 [-3.49, 3.78]

2011
2011
2012
2013
2015
2016

1V, Random, 95% ClI [hours
—a—

gl

-50

25 50

25

o
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eFigure 15. Forest plot for hospital length of stay

Gabapentinoid Control Mean Difference Mean Difference
Study or Subgroup Mean [hours] SD [hours] Total Mean [hours] SD [hours] Total Weight IV, Random, 95% Cl [hours] Year 1V, Random, 95% CI [hours’
Turan et al. (2006) 189.6 648 20 2016 69.6 20 04% -12.00 [-53.68, 29.68] 2006
White et al. (2009) 277 14 81 273 128 27 171% 0.04 [-0.53, 0.61] 2009
Sen et al. (2009a) 72 1.2 20 72 14.41 40 11.6% 0.00 [-4.50, 4.50] 2009 1
Clendenen et al. (2010) 3.5 14 23 43 71 24 14.3% -0.80[-3.70, 2.10] 2010
Menda et al. (2010) 156 12 30 144 12 30 9.1% 12.00 [5.93, 18.07] 2010 -
Buvanendran et al. (2010) 721 18.8 113 73.2 156 115 116% -1.10[-5.59, 3.39] 2010 7
Pesonen et al. (2011) 180 744 29 1944 69.6 31 0.5% -14.40 [-50.92, 22.12] 2011 I
Joshi et al. (2013) 228 984 20 206.4 324 20 27% 21.60 [6.76, 36.44] 2013 -
Siddiqui et al. (2013) 195.36 85.12 36 2316 185.84 36 0.2% -36.24 [-103.01, 30.53] 2013 I
Paul et al. (2013) 936 312 52 105.6 456 49 26% -12.00 [-27.33, 3.33] 2013 e
Ercan et al. (2014) 53.1 10.2 16 498 6.6 17 9.4% 3.30 [-2.60,9.20] 2014 -
Singla et al. (2014b) 109.9025 63.0828 167 95.53 306525 82 4.0% 14.37 [2.73, 26.02) 2014 —
Singla et al. (2014c) 82.23 3961 289 78.74 298 149 8.4% 3.49(-3.12,10.10] 2014 ™
Tung et al. (2014) 391.2 1704 20 398.4 2136 20 0.0% -7.20 (-126.95, 112.55] 2014
Paul et al. (2015) 115.44 384 48 100.8 31.2 54 3.1% 14.64 [0.96, 28.32] 2015 —
Shimony et al. (2016) 199.2 186.48 45 189.6 207.36 43 0.1% 9.60[-72.92, 92.12] 2016 D
Leung et al. (2017) 105.6 816 350 98.4 552 347 48% 7.20[-3.14,17.54] 2017 .
Total (95% CI) 1359 1104 100.0% 2.96 [0.28, 5.63]
Heterogeneity: Tau? = 10.86; Chi? = 41.90, df = 16 (P = 0.0004); I* = 62% _1'00 _5'0 0 5'0 160

Test for overall effect: Z = 2.16 (P = 0.03) Favours gabapentinoid ~ Favours control
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eFigure 16. Forest plot for ataxia or fall

Gabapentinoid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Al-Mujadi et al. (2006) 0 37 0 35 Not estimable 2006
Paech et al. (2007) 19 41 9 45 19.2% 2.32[1.18,4.53] 2007 -
Nutt et al. (2009) 0 27 2 62 1.7% 0.45[0.02, 9.07] 2009
Kazak et al. (2010) 0 30 0 30 Not estimable 2010
Fassoulaki et al. (2012) 6 33 0 34 1.9% 13.38[0.78, 228.47] 2012 T
YaDeau et al. (2012) 4 28 6 26  93% 0.62[0.20, 1.95] 2012 R
Nutthachote et al. (2014) 0 27 0 27 Not estimable 2014
Nofal et al. (2014) 0 42 0 44 Not estimable 2014
Singla et al. (2014b) 2 194 0 98  1.6% 254 (0.12, 52.37] 2014
Ray et al. (2015) 0 30 0 30 Not estimable 2015
Monks et al. (2015) 27 100 29 97 27.9% 0.90 [0.58, 1.41] 2015 -
Hetta et al. (2016) 8 81 0 30 1.9% 6.43[0.38, 108.05] 2016 >
Hah et al. (2017) 89 208 66 202 36.5% 1.31[1.02, 1.69] 2017 il
Leung et al. (2017) 0 350 0 347 Not estimable 2017
Total (95% CI) 1228 1107 100.0% 1.31 [0.88, 1.95]
Total events 155 112 )

Heterogeneity: Tau? = 0.09; Chi* = 11.65, df = 7 (P = 0.11); I = 40%

Test for overall effect: Z = 1.35 (P = 0.18) 0.01 0.4 1 10 100

Favours gabapentinoid Favours control



eFigure 17. Forest plot for delirium

Gabapentinoid Control

Study or Subgroup Events

Pesonen et al. (2011) 0 29 2
Vahedi et al. (2011) 0 36 1
Borde et al. (2017) 0 37 1
Leung et al. (2017) 84 350 72
Total (95% CI) 452

Total events 84 76

31 0.8%
41 0.7%
35 0.7%
347 97.7%

454 100.0%

Heterogeneity: Tau? = 0.00; Chi* = 2.32, df = 3 (P = 0.51); I’ = 0%

Test for overall effect: Z = 0.81 (P = 0.42)

Risk Ratio

Total Events Total Weight M-H, Random, 95% CI Year

16

Risk Ratio
M-H, Random, 95% CI

0.21[0.01,4.26] 2011
0.38[0.02,9.01) 2011
0.32[0.01, 7.50] 2017
1.16 [0.88, 1.53] 2017

1.12 [0.85, 1.47]

01 1 10 100

0.01

Favours gabapentinoid Favours control



eFigure 18. Forest plot for visual disturbance

17

Gabapentinoid Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Dirks et al. (2002) 4 31 3 34 22% 1.46 [0.36, 6.02] 2002 —
Rorarius et al. (2004) 2 38 1 37 0.8% 1.95 [0.18, 20.57] 2004 —
Kim et al. (2004) 2 21 0 20 0.5% 4.77(0.24, 93.67] 2004
Al-Mujadi et al. (2006) 0 37 0 35 Not estimable 2006
Turan et al. (2006) 3 20 0 20 0.5% 7.00[0.38, 127.32] 2006 I
Paech et al. (2007) 8 41 3 45  28% 2.93(0.83, 10.29] 2007 T
Said-Ahmed (2007) 5 60 1 20 1.0% 1.67 [0.21, 13.43] 2007
Jokela et al. (2008a) 25 56 3 29 36% 4.32(1.42,13.10) 2008 e
Jokela et al. (2008b) 13 56 3 28  32% 2.17[0.67, 6.98] 2008 T
Chang et al. (2009) 4 39 0 38  0.5% 8.78 [0.49, 157.62] 2009 -
Buvanendran et al. (2010) 1 106 0 110 04% 3.11[0.13, 75.56] 2010
Kazak et al. (2010) 0 30 0 30 Not estimable 2010
Kim et al. (2010) 3 47 0 47  0.5% 7.00[0.37,131.89] 2010 *
Tirault et al. (2010) 0 66 1 134 04% 0.67 [0.03, 16.27] 2010
Burke et al. (2010) 2 18 0 20 0.5% 5.53[0.28, 107.96] 2010 g
Hegarty et al. (2011) 3 14 2 18  1.6% 1.93[0.37, 10.01] 2011 R
Ozgencil et al. (2011) 2 60 0 30 0.5% 2.54[0.13, 51.31] 2011
Khahi et al. (2011) 0 32 0 32 Not estimable 2011
Kim et al. (2011b) 1 55 0 28  04% 1.55 [0.07, 36.95] 2011
Kim et al. (2011a) 1 42 0 42  04% 3.00[0.13, 71.61] 2011
Nimmaanrat et al. (2012) 2 27 3 29 1.5% 0.72[0.13,3.96] 2012 D
Ali et al. (2012) 6 30 0 30 06% 13.00 [0.76, 220.96] 2012 T
Akarsu et al. (2012) 3 30 4 30 22% 0.75[0.18, 3.07] 2012 S
Alimian et al. (2012) 0 40 0 40 Not estimable 2012
Ghai et al. (2012) 0 60 0 30 Not estimable 2012
Fassoulaki et al. (2012) 9 35 2 33 21% 4.24(0.99, 18.21] 2012 |
Gianesello et al. (2012) 0 30 0 30 Not estimable 2012
Sarakatsianou et al. (2013) 1 20 0 20 04% 3.00[0.13, 69.52] 2013
Akhavanakbari et al. (2013) 0 30 0 30 Not estimable 2013
Aydogan et al. (2013) 1 30 0 30 04% 3.00(0.13, 70.83] 2013
Eskandar et al. (2013) 4 40 0 40 0.5% 9.00 [0.50, 161.86]) 2013 -
El Rahmawy et al. (2013) 0 43 0 43 Not estimable 2013
Paul et al. (2013) 12 52 7 49  6.2% 1.62 [0.69, 3.77] 2013 T
Koyuncu et al. (2013) 0 30 0 30 Not estimable 2013
Tung et al. (2014) 2 20 0 20 0.5% 5.00 [0.26, 98.00] 2014
Nutthachote et al. (2014) 0 27 1 27 04% 0.33(0.01,7.84] 2014
Ray et al. (2015) 0 30 0 30 Not estimable 2015
Esmat et al. (2015) 12 50 0 25 06% 12.75[0.79, 206.87] 2015 T
Mansor et al. (2015) 0 25 0 24 Not estimable 2015
Paul et al. (2015) 6 48 7 54  43% 0.96 [0.35, 2.67] 2015 -1
Lunn et al. (2015) 29 183 5 91 5.3% 2.88[1.15,7.20] 2015 —
Mahran et al. (2015) 0 30 0 60 Not estimable 2015
El Kenany et al. (2016) 16 90 0 45  0.6% 16.68 [1.02, 271.88] 2016 "
Ahiskalioglu et al. (2016b) 2 20 1 20 0.8% 2.00[0.20, 20.33] 2016
Ahn et al. (2016) 1 30 0 30 04% 3.00[0.13,70.83] 2016
Hetta et al. (2016) 34 81 3 30 36% 4.20(1.39, 12.66] 2016 e
Fujita et al. (2016) 0 60 0 30 Not estimable 2016
Mohamed et al. (2016) 3 45 0 15  0.5% 2.43(0.13,44.61] 2016
Sanders et al. (2017) 1 35 0 36 04% 3.08 [0.13, 73.23] 2017
Anand et al. (2017) 3 30 0 30 0.5% 7.00[0.38, 129.93] 2017 N
Kiatchai et al. (2017) 16 61 7 58  6.7% 2.17 [0.96, 4.90] 2017 |
Hah et al. (2017) 63 208 45 202 40.6% 1.36 (0.98, 1.89] 2017 el
Kim et al. (2017) 2 30 1 30 0.8% 2.00[0.19, 20.90] 2017 —
Kochhar et al. (2017) 0 25 0 25 Not estimable 2017
Total (95% Cl) 2494 2143 100.0% 1.89 [1.53, 2.33] ¢
Total events 307 103

e 2 — - Chiz = = = - 12 = 09 ; + + i
Heterogeneity: Tau? = 0.00; Chi* = 31.49, df = 39 (P = 0.80); I = 0% 0.01 01 10 100

Test for overall effect: Z = 5.92 (P < 0.00001)

Favours gabapentinoid Favours control



eFigure 19. Forest plot for respiratory failure

18

Gabapentinoid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Pandey et al. (2004a) 0 153 7 306 3.5% 0.13[0.01,2.31) 2004
Pandey et al. (2005b) 7 80 1 20 6.9% 1.75(0.23, 13.42] 2005 e —
Al-Mujadi et al. (2006) 0 37 0 35 Not estimable 2006
Huot et al. (2008) 1 23 0 28 29% 3.63[0.15, 84.98] 2008
Agarwal et al. (2008) 1 27 0 29 29% 3.21[0.14, 75.68] 2008
Srivastava et al. (2010) 0 60 1 60 2.8% 0.33(0.01, 8.02] 2010
Tirault et al. (2010) 0 66 0 135 Not estimable 2010
Schulmeyer (2010) 0 39 0 41 Not estimable 2010
Chowdhury et al. (2010) 0 100 0 100 Not estimable 2010
Menda et al. (2010) 0 30 0 30 Not estimable 2010
Bang et al. (2010) 2 23 4 23 11.2% 0.50 [0.10, 2.47] 2010 _— 1
Ghai et al. (2011) 0 60 0 30 Not estimable 2011
Spreng et al. (2011) 1 22 0 24 29% 3.26 [0.14, 76.10] 2011
Pesonen et al. (2011) 1 29 0 31 2.9% 3.20[0.14, 75.55] 2011
Gianesello et al. (2012) 2 30 3 30 97% 0.67 [0.12,3.71] 2012 I B
Kinney et al. (2012) 1 57 0 63 2.8% 3.31(0.14, 79.67] 2012
Alietal. (2012) 0 30 0 30 Not estimable 2012
YaDeau et al. (2012) 3 28 2 26 9.8% 1.39(0.25, 7.68] 2012 N I —
Rastogi et al. (2012) 0 60 0 30 Not estimable 2012
Akarsu et al. (2012) 0 30 1 30 29% 0.33[0.01,7.87] 2012
Joshi et al. (2013) 0 20 0 20 Not estimable 2013
Talikoti et al. (2013) 0 30 0 30 Not estimable 2013
Sarakatsianou et al. (2013) 0 20 0 20 Not estimable 2013
Bharti et al. (2013) 0 20 0 20 Not estimable 2013
Aydogan et al. (2013) 0 30 0 30 Not estimable 2013
NM (2013) 2 27 0 27 32% 5.00 [0.25, 99.51] 2013
Singla et al. (2014c) 1 327 1 167  37% 0.51[0.03, 8.11] 2014 ———
Rajendran et al. (2014) 0 60 0 30 Not estimable 2014
Prasad et al. (2014) 0 30 0 60 Not estimable 2014
Ogunnaike (2014) 1 23 0 24 29% 3.13[0.13,73.01] 2014
Bafna et al. (2014) 0 60 0 30 Not estimable 2014
Singla et al. (2014b) 0 194 1 98 28% 0.17 (0.01,4.12) 2014 +
Nutthachote et al. (2014) 0 27 0 27 Not estimable 2014
Tiwari et al. (2014) 0 30 0 90 Not estimable 2014
Grosen et al. (2014) 0 46 0 45 Not estimable 2014
Heidari et al. (2015) 0 30 0 60 Not estimable 2015
Miyazaki et al. (2016) 0 33 1 34 29% 0.34 [0.01, 8.13] 2016
El Kenany et al. (2016) 0 90 0 45 Not estimable 2016
Akhan et al. (2016) 0 20 0 60 Not estimable 2016
Gautam et al. (2016) 0 60 0 30 Not estimable 2016
Mishra et al. (2016) 5 60 6 30 235% 0.42[0.14, 1.26) 2016 i
Samal et al. (2017) 0 30 0 30 Not estimable 2017
Total (95% Cl) 2251 2108 100.0% 0.79 [0.46, 1.35] >
Total events 28 28
Heterogeneity: Tau® = 0.00; Chi* = 12.14, df = 17 (P = 0.79); I = 0% 0.01 o1 10 100

Test for overall effect: Z = 0.86 (P = 0.39)

Favours gabapentinoid Favours control




eFigure 20. Forest plot for postoperative nausea and/or vomiting
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eFigure 21. Forest plot for dizziness

Gabapentinoid  Control Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight M.H, Random, 95% CI M-H, Random, 95% CI
Yoon et al. (2001) 10 i 9 15 17% 1.04(0.59, 1.83] 2001 ]
Dirks et al. (2002) 8 31 oM 2% 080(0.37,1.72) 2002
Dierking et al. (2004) 2 15 32 21% 1.26(0.80, 1.98] 2004
Turan et al. (2004a) 6 2 125 02% 6.00[0.78, 46.29) 2004
Turan et al. (2004b) 6 2 4 25 or% 150(048, 4.68] 2004
Pandey et al. (2004b) 1 2 0 28 01% 3.00(0.13,70.64) 2004
8 21 9 20 13% 0.85(0.41,1.76] 2004
6 38 437 06% 146(045,4.76] 2004
2 2 125 02% zwlom zoen 2004
7 20 4 15 08% 2008
7 20 120 03% 100[095 swm 2006
0 a7 0 3 Not estimable 2006
12 8 10 38 13% 1.20(0.59, 2.44] 2006
5 30 2 15 04% 1.25(0.27, 5.70] 2007
1 5 0 35 01% 3.00(0.13,71.22) 2007
12 60 3 20 o7% 1.33(0.42, 4.25] 2007
Turan et al. (2007) 2 20 0 20 01% 5.00(0.26, 98.00] 2007
Jokela et a. (2008a) 31 56 8 29 15% 2.011.06,3.79] 2008
Jokela ot al. (2008) a7 56 18 28 25% 1.03(0.74, 1.44] 2008
Mohammadi et al. (2008a) 2 4 0 80 01%  9.88[049,20101) 2008
Nutt et a. (2009) 6 21 6 62 08% 230081, 6.
Clarke ot al. (2009a) 8 39 8 35 10% 0.90(0.38, 2.
Grover et al. (2009) 10 2 721 12% 1.20(0.55, 2.60] 2009
Michaikulthol (2009) 13 8 13 40 15% 1.05(0.56, 1.97] 2009
Jeon et al. (2009) 2% 2 21 26 28% 1.01(0.78, 1.29] 2009
Acin et al. (2009) 5 70 0 70 01%  11.00[062 19524) 2009
Son et al. (2009a) 2 20 5 40 04% 0.80(0.17,3.77) 2009
White et al. (2009) 17 8 127 03% 5.67(0.79, 40.60] 2009
Bang etal. (2010) 3 23 3 23 04w 1.00(0.22,4.45] 2010
Buvanendran et al. (2010) 18 106 12 110 14% 156(0.79,3.07] 2010
Chowdhury et al. (2010) 4 100 5 100 06% 0.80(0.22,2.89) 2010
Kim et al. (2010) u a4 6 47 10% 2.33[0.98,5.59) 2010
Kazak et al. (2010) 0 0 0 3 Not estimable 2010
Burke et al. (2010) 2 8 3 20 03% 0.74(0.14,3.94) 2010
Clendenen et al. (2010) 19 23 18 24 26% 1.10(0.82, 1.48] 2010
Wang etal. (2010) 6 6 8 84 09% 1.33(0.50, 3.54] 2010
Peng et al. (2010) 37 % 17 46 20% 1.04(0.66, 1.64] 2010
Srivastava et al. (2010) 5 60 7 60 07% 0.71(0.24,213] 2010
Tirault et al. (2010) 1 66 1135 01% 205(0.13,32.19] 2010
Schulmeyer (2010) 0 £ o 4 Not estimable 2010
Hegarty etal. (2011) 5 18 5 18 08% 1.00(0.35, 2.87) 2011
Ozgencil et al. (2011) 17 60 6 30 1% 142(062,322] 2011
Khan et al. (2011) 5 150 125 02% 0.83(0.10, 6.84] 2011
Konli et al. (2011) 58 100 14 50 20% 2.07(1.29,3.33) 2011
Kim et al. (2011b) 5 56 128 02% 250(0.31,2039) 2011
Ucak et al. (2011) 2 20 120 02% 200(0.20,2033) 2011
Ghai etal. (2011) 1 60 13 03% 7.00[0.97,50.74) 2011
Yiicel et al. (2011) 21 60 8 30 14% 1.31(0.66, 2.61] 2011
Kim et al. (2011a) 2 42 15 42 19% 140(0.84, 2.32] 2011
Spreng et al. (2011) 2 22 4 24 04% 055(0.11,2.69] 2011
Fassoulaki et al. 2012) 19 3B 1 38 7% 1.99(1.12,354] 2012
Bala et al. (2012) 3 66 0 3 0% 355(0.19,66.81) 2012
Almian et al. (2012) o 40 [ Not estmable 2012
Gianesello et al. (2012) 2 30 330 03% 067(0.12,3.71) 2012
Jain et al. (2012) 2 20 0 20 0% 5.00(0.26, 98.00) 2012
Ghai et al. (2012) 18 60 130 03% 9.00[1.26,64.24) 2012
Neogi et al. (2012) 1 0 0 30 o1% 3.00(0.13,70.83] 2012
Kinney et al. (2012) 9 57 7 63 09% 142(0.57,357] 2012
Rimaz et al. (2012) 2 2 125 02% 200(0.19,2067) 2012
Akarsu et al. (2012) 1 30 2 0 02% 050(0.05,5.22) 2012
Sundar et al. (2012) 0 30 0 Not estmable 2012
Bendad et al. (2012) 4 30 1031 02% 413(0.49,34.89) 2012
Nimmaanrat et al. (2012) 7 27 14 29 2% 054(0.26, 1.13) 2012
MardaniKivi et al. (2013) 7 55 4 53 06% 1.69(0.52, 5.43] 2013
Talkoti et al. (2013) 6 30 0 30 01%  1300(076,22096] 2013
Khezri et al. (2013) 1 40 0 80 01% 593025 14231) 2013
Lee etal. (2013) 2 £ 6 35 04% 032(0.07,1.50] 2013
Akhavanakbari et al. (2013) 0 30 0 3 Not estmable 2013
Bhart etal. (2013) 3 20 0 20 01%  7.00{0.38,127.32) 2013
Sagitetal. (2013) 2 % 15 47 18% 0.82(0.48, 1.40] 2013
Sarakatsianou et al. (2013) 13 20 0 20 01%  27.00(171,42536) 2013
Aydofgan et al. (2013) 1 30 0 30 01% 3.00(0.13,70.83) 2013
Azomati et al. (2013) 1" 50 14 50 15% 1.00(0.53, 1.87] 2013
El Rahmawy et al. (2013) 0 43 [ Not estmable 2013
Eskandar et al. (2013) 0 40 8 40 1% 125(0.55, 2.84] 2013
Kavitha et al. (2013) 2 28 4 28 04% 050(0.10, 251) 2013
Paul etal. (2013) 29 52 28 49 25% 098(0.69, 137) 2013
Nutthachote et al. (2014) 10 27 8 27 12% 125(0.58, 2.68] 2014
Rajendran et al. (2014) 7 60 3 30 o06% 1.17(0.32,4.19] 2014
Tung et al, (2014) 6 20 120 02% anu[ors 45‘2] 2014
64 317 16 108 19% 36(0.82, 2014
Clarke ot al. (2014) 2 88 12 77 04% o1s|nu: s:q 2014
Khurana et al. (2014) 4 60 0 30 01% 457 (0.25,8226) 2014
Singla et al. (2014b) 45 1% 16 98 18% 142(0.85,2.38] 2014
Singla et al. (2014c) 103 327 37 167 25% .97) 2014
Ayatolah et al. (2014) 2 15 415 04% ] 2014
Bekawi etal. (2014) 33 60 25 30 27% 066(0.50, 0.87] 2014
Meck ot al. (2014) 10 67 2 83 04% 470(1.07,2063) 2014
Nasr et al. (2014) 1 20 3 20 02% 033(0.04,2.94] 2014
Nofal et al. (2014) 0 4 0 44 Not estmable 2014
Grosen et al. (2014) u 47 30 a4 27% 1.06(0.81, 1.39] 2014
Kumar et al. (2015) 1 30 0 30 01% 300(0.13,70.83) 2015
Lee etal. (2015) 0 21 120 01% 032(0.01,7.38) 2015
Park et al. (2015) 18 23 2 24 28% 0.85(0.67,1.09) 2015
Heidari et al. (2015) 1 30 0 80 01% 59002514072 2015
Francols et al. (2015) 0 36 o 18 Not estmable 2015
Bala et al. (2015) 3 66 0 MU 0% .66 (0.19, 68.82) 2015
Brulotte et al. (2015) 5 50 3 47 05% 157(040, 6.20] 2015
Faraji et al. (2015) 3 50 6 50 05% 050(0.13, 1.89] 2015
Matsutani et al. (2015) 3 4 134 02% 3.00(0.33,27.42] 2015
Mahran et al. (2015) 0 30 0 8 Not estmable 2015
. (2015) 2 30 2 30 03% 1.00(0.15,6.64] 2015
Paul et al. (2015) 20 48 21 54 21% 0.83(0.54, 128) 2015
Mansor et al. (2015) 16 2 9 24 16% 7 (094 3091 2015
Monks et al. (2015) 4 100 42 97 25% 31] 2015
Wei et al. (2015) 2 2 2 23 03% .14,6.79) 2015
Miyazaki et al. (2016) 1 33 0 U 01% 309(0.13,73.20] 2016
Shimony et al. (2016) 2 50 0 50 01% 50002510158 2016
Mardani-ivi et al. (2016) 6 a7 8 3 09% 0.69(0.27, 1.78] 2016
Mohamed et al. (2016) " 45 115 03% 367(052,26.08) 2016
Saxena et al. (2016) 3 60 0 30 01% 3.56(0.19,66.72) 2016
16 2 8 130 03% 8.52(1.20,60.34) 2016
Khetarpal et al. (2016) " 60 430 08% 1.38(0.48, 3.96] 2016
Fujta et al. (2016) 1 60 0 29 01% 1.48(0.06, 35.15] 2016
El Kenany et al. (2016) 20 % 0 45 0.1%  2073(1.28,335.04] 2016
Olmedo-Gaya et al. (2016) 0 30 0 30 Not estimable 2016
Park et al. (2016) 3 21 2 2 03% 1.57(0.29, 8.49] 2016
Rajappa etal. (2016) 70 %0 2 45 05%  17.50[4.49,68.13) 2016
Sebastian et al. (2016) 12 45 145 03%  1200(1.63,8847] 2016
Vasigh et a. (mo) 13 38 18 76 16% 144(0.79, 2.63] 2016
7 60 6 30 08% 058(0.21,1.58) 2016
3 18 119 02% 3.17(0.36,27.72) 2016
14 30 11 30 16% 1.27 (0,69, 2.33) 2016
1 20 120 01% 1.00 (0,07, 14.90] 2016
4 35 135 02% 4.00[0.47,34.02) 2017
47 61 40 58 29% 1.12(0.90, 1.39] 2017
5 a0 130 o02% 5.00(0.62,40.28) 2017
3 60 0 30 01% 356(0.19,66.72) 2017
52 208 42 202 24% 120(0.84,1.72] 2017
16 9 12 39 16% 1.33(0.73, 2.44] 2017
2 27 1031 02% 230(0.22,23.94) 2017
6 30 2 30 04% 3uo[ou 13.69) 2017
1 2 9 50 03% 022(0.03, 1.66] 2017
Borde etal. (2017) 5 a7 134 02% 459 |ose ann 2017
Total (95% C1) 6645 5400 100.0% 125[1.12,1.39)
Total events 1491 853
- = < YR . Sa—ra—m
Heterogeneity: Tau® = 0.08; Chi* = 198,81, df = 122 (P < 0.0001); YT rra—r

Test for overall effect: Z = 4.17 (P < 0.0001) Favours Gabapentinoid Favours control



eFigure 22. Funnel plot for postoperative pain at 6 hours
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eFigure 23. Funnel plot for postoperative pain at 12 hours
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eFigure 24. Funnel plot for postoperative pain at 24 hours
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eFigure 25. Funnel plot for postoperative pain at 48 hours
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eFigure 26. Funnel plot for postoperative pain at 72 hours
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eFigure 27. Funnel plot for postoperative subacute pain
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eFigure 28. Funnel plot for cumulative dose of opioids administered within 24 hours following

surgery
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eFigure 29. Funnel plot for cumulative dose of opioids administered within 48 hours following
surgery
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eFigure 30. Funnel plot for postoperative hospital length of stay
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eFigure 31. Funnel plot for chronic pain
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eFigure 32. Funnel plot for visual disturbance
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eFigure 33. Funnel plot for respiratory failure
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eFigure 34. Funnel plot for postoperative nausea and vomiting
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eFigure 35. Funnel plot for dizziness
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