Appendix G: Pregabalin Meta-analyses

Outcome and subgroup Studies | Participants | 12 | Risk Ratio (M-H, | Risk Ratio (M-H,
Fixed, 95% CI) | Random, 95% CI)

2.1 Prevalence of any pain at 3 mo., drug <24h, mixed surgical 2 156 0 0.91[0.50, 1.64] | 0.90[0.49, 1.64]

procedures

2.2 Prevalence of any pain at 3 mo., drug >24h, mixed surgical 17 2073 60 | 0.87[0.76,0.99] | 0.88[0.70, 1.10]

procedures

2.3 Prevalence of moderate/severe pain at 3 mo., drug >24h, 9 841 0 0.47[0.33,0.68] | 0.51[0.35,0.75]

mixed surgical procedures

2.4 Prevalence of any pain at 6 mo., drug >24h, mixed surgical 6 856 69 | 0.73[0.57,0.94] | 0.78[0.47, 1.28]

procedures

2.5 Prevalence of moderate/severe pain at 6 mo., drug >24h, 3 397 0 0.29[0.14, 0.58] | 0.30[0.15, 0.61]

mixed surgical procedures

2.6 Prevalence of any pain at 12 mo., drug >24h, mixed surgical 2 130 0 0.65[0.29, 1.48] | 0.65[0.29, 1.47]

procedures

2.7 Prevalence of any pain at 3 mo., abdominal/pelvic surgery 2 463 52 | 1.20[0.74,1.95] | 1.07[0.49, 2.32]

2.8 Prevalence of any pain at 6 mo., abdominal/pelvic surgery 2 336 0 1.48[0.68, 3.21] | 1.48[0.68, 3.21]

2.9 Prevalence of any pain at 3 mo., breast surgery 2 120 40 | 0.97][0.75,1.25] | 1.01[0.73,1.39]

2.10 Prevalence of moderate/severe pain at 3 mo., breast 2 120 0 0.631[0.31,1.27] | 0.63[0.31, 1.27]

surgery

2.11 Prevalence of any pain at 3 mo., cardiac surgery 3 197 0 0.25[0.13,0.50] | 0.27[0.14, 0.53]

2.12 Prevalence of any pain at 3 mo., spine surgery 3 169 0 0.9210.70,1.20] | 0.90[0.69, 1.17]

2.13 Prevalence of any pain at 3 mo., thoracotomy 3 229 82 | 1.23[0.88,1.72] | 0.99][0.34, 2.83]

2.14 Prevalence of moderate/severe pain at 3 mo., thoracotomy 3 229 27 | 0.64[0.29,1.39] | 0.69]0.22, 2.14]

2.15 Prevalence of any pain at 3 mo., total knee arthroplasty, 3 506 0 0.75[0.58,0.97] | 0.76[0.59, 0.98]

2.16 Prevalence of moderate/severe pain at 3 mo., total knee 2 321 0 0.4210.22,0.81] | 0.42[0.22, 0.82]

arthroplasty

2.17 Prevalence of any pain at 6 mo., total knee arthroplasty 2 351 61 | 0.70[0.46,1.06] | 0.73]0.37,1.45]




Analysis 2.1. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (drug administration <

24 hours)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 Thyroidectomy
Kim 2010 10 47 12 47 72.9% 0.77[0.28, 1.58] 1\—
Subtotal (95% CI) 47 47 T2.9% 0.77 [0.38, 1.58]
Total ewvents 10 1=
Heterageneity: Mat applicakle
Test for overall effect: 72 = 0.72 (P = 0.47)
2.1.2 Total Hip Arthroplasty
Martinez 2014 & 30 = 32 27 1% 1,25 [0.44, 2.76] ——
Subtotal (95% CI) 30 32 27.1% 1.28 [0.44, 3.76] i
Total ewents & )
Heterogeneity: Mat applicakle
Test for owverall effect; £ = 0.45 (P = 0.65)
Total (95% CI) 77 79 100.0% 0.91 [0.50, 1.64] -
Total ewents 1a 18
Heterogeneity, Chi® = 0.5%, df = 1 (P = O.d44d); 2 = 0% IO o1 0=1 T 1‘[3 100:

Test for averall effect: £ = 0.32 (P = 0.75%)

. - . Favours pregabalin Favours placebo
Test for subgroup differences: Chic = 0.%9, df = 1(F = 0.44), I = 0%



24 hours)

Analysis 2.2. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (drug administration >

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Breast surgery
Khan 20149 22 25 14 24 6.9% 1.11 [0.86, 1.43]
Wig 2019 18 35 20 36 7.0% 0.82[052, 1.31]
Subtotal (95% CI) 60 60 13.9% 0.97 [0.75, 1.25]
Total events 38 349
Heterogeneity: Chi? = 1.66, of = 1 (P = 0.200; I* = 40%
Test for overall effect: £ = 0.27 (P = 0.73)
2.2.2 Cardiac Surgery
Apear 2019 [ 50 25 50 8.9% 0.24[0.11, 0.53] —_—
Joshi 2013 2 20 3 20 11% Q.67 [0.12, 2.57] —
Fesonen 2011 1 27 8 30 2.7% 014 [0.02, 1.04]
Subtotal (95% CI) 97 100 12.6% 0.25 [0.13, 0.50] .
Total events 3 35
Heterngeneity: Chi? = 163, df = 2 (P = 0.443; I° = 0%
Test for overall effect: Z = 2,39 (P < 0.0001)
2.2.3 Herniorrhaphy
Singla 2015 (Post-IHR Trial) 1z 292 K a7 1.6% 1.44[0.42, 4.35] —_— T
Subtotal (95% CI) 292 97 1.6% 1.44 [0.42, 4.95] e
Total events 13 3
Heterageneity, Mot applicable
Test for overall effect: £ = 0.58 (P = 0.56)
2.2.4 Hysterectomy/Myomectomy
Fassoulaki 2012 5 27 10 35 3.1% Q.65 [0.25, 1.67] — 1
singla 2015 (Post HRT Trial 39 263 14 138 6.5% 146 [0.82, 2.80] T
Subtotal (95% CI) 290 173 9.6% 1.20 [0.74, 1.95] -
Total events 44 24
Heterogeneity, Chi2 = 2.07, df = 1 (P = 0.15%; P = 52%
Test for overall effect: Z = 0.74 (P = 0.46)
2.2.5 Spine surgery
Burke 2010 12 18 16 20 5.4% 083 [056, 1.23] -
Choi 2013 18 35 13 36 6.6% Q.87 [0.54, 1.39] —
Gianesello 2012 15 30 14 30 5.0% 107063, 1.81] -1
Subtotal (95% CI) 83 86 17.0% 0.92 [0.70, 1.20] e 3
Total events 43 49
Heterogeneity: Chi? = 0.62, df = 2 (P = 0.73); I = 0%
Test for overall effect: Z = 0.63 (P = 0.53)
2.2.6 Thoracotomy
Brulotte 2015 31 50 18 449 6.4% 165 [1.10, 2.59]
Kaonstantatos 2016 19 52 10 48 3.7% 1.75[0.91, 3.39] —
Sidiropoulou 2016 1 15 12 15 4.3% Q08001 056 ——————
Subtotal (95% CI) 117 112 14.4% 1.23 [0.88, 1.72] »
Total events 51 40
Heterogeneity: Chi? = 10,85, of = 2 (P = 0.004]; I* = 82%
Test for overall effect: £ = 121 (P = 0.23)
2.2.7 Total knee arthroplasty
Buvanendran 2010 22 113 3% 115 12.3% Q.64 [0.40, 1.02]
Singla 2015 (Post-TkaA Trial) 44 124 27 61 12.8% 0.BO[055, 1.16]
YaDeau 2015 12 22 K 7 1.6% 1.27[0.50, 3.25]
YaDeau 2015 [ 23 4 g 2.1% Q.52 [0.20, 1.39]
‘faDeau 2015 11 25 4 8 2.1% 0.BB[0.25 2.00]
Subtotal (95% CI) 307 199 31.0% 0.75 [0.58, 0.97]
Total events a5 73
Heterngeneity Chi? = 2 48, df = 4 (P = 0.65; I° = 0%
Test for overall effect: Z = 2.23 (P = 0.03)
Total (95% CI) 1246 827 100.0% 0.87 [0.76, 0.99] L
Total events 293 264

2 2 \ ' .
Heterogeneity. Chi® = 44.80, df = 18 (P = 0.0004); |° = 60% ot o1 T o o0

Test for overall effect: £ = 2.06 (P = 0.04)
Test for subgroup differences: Chi? = 21.17, df = & (P

=0.002), ' = 71.7%

Favours pregabalin Favours placebo



administration > 24 hours)

Pregabalin Placebo

Study or Subgroup  Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

Risk Ratio

Analysis 2.3. Pregabalin versus placebo comparisons, prevalence of moderate/severe pain at 3 months (drug

M-H, Fixed, 95% C|

2.3.1 Breast surgery

Khan 201% 3 25 5 24 665
Vig 2019 7 35 11 36 14.1%
Subtotal (95% CI 60 60 20.7%
Total events 10 16

Heterogeneity, Chi? = 0.03, df = 1 {F = 0.87); F = 0%

Test for overall effect; £ = L20 (P = 0.20)

2.3.2 Cardiac surgery

Arwar 2019 3 50 17 500 22.0%
Subtotal (95% CD 50 50 22.0%
Total events 3 17

Heterogeneity: Mot applicable

Test for overall effect; £ = 2.92 (P = 0.003)

2.3.3 Spine Surgery

Choi 2013 3 35 4 36 5.1%
Subtotal (95% CI 35 36 5.1%
Taotal events 3 4

Heterogeneity: Mot applicable

Test for overall effect: 2 = 0.36 (P = 0.72)

2.3.4 Thoracotomy

Brulotte 2015 7 S0 7 445 9.2%
Kaonstantatos 2016 2 52 2 48 2.7%
Sidiropoulou 2016 9] 15 5 15 7%
Subtotal (95% CI 117 112 19.0%
Taotal events k) 14

Heterogeneity: Chi? = 2.74, df = 2 (P = 0.25); P = 27%

Test for owverall effect: 2 = 1.13 (P = 0.26)

2.3.5 Total Knee Arthroplasty

Buwanendran 2010 g 113 15 115 24.4%
YaDeau 201% 2 25 2 g 3.9%
YaDeau 2015 9] 23 1 g 2.8%
YaDeau 2015 2 22 1 7 2.0%
Subtotal (95% CI) 183 138 33.2%
Tatal events 12 23

Heterogeneity, Chi? = 1.26, df = 3 (P = 0.74); I = 0%

Test for overall effect: 2 = 2.59(F = 0.010)

Total (95% CI) 445 396 100.0%
Total events 35 74

Heterogeneity, Chi? = 9.26, df = 10 = 0515 F =
Test for averall effect: 2 = 4.06 {F < 0.0001)

0%

0.58 [0.15, 2.15]
0.65 [0.29, 1.49]
0.63 [0.31, 1.27]

0.18 [0.06, 0.56]
0.18 [0.06, 0.56]

0.77 [0.19, 3.20]
0.77 [0.19, 3.20]

0.98 [0.37, 2.59]
0.92 [0.14, 6.30]
0.08 [0.01, 1.51]
0.64 [0.29, 1.39]

0.43 [0.20, 0.94]
0.32 [0.05, 1.92]
0.13 [0.01, 2.80]
0.95 [0.12, 7.77]
0.42 [0.22, 0.81]

0.47 [0.33, 0.68]

Test for subgroup differences: ChiZ = 4.49, df = 4P = 0.34), 17 = 10.9%
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Analysis 2.4. Pregabalin versus placebo comparisons, prevalence of any pain at 6 months (drug administration >

24 hours)
Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.4.1 Abdominal and/or pelvic surgery
Myvhre 2017 & E1 4 1 & 0% 1.50 [0.46, 4 .87] —
Singla 2015 (Post HET Trial) g 126 & 128 585 146 [0.52, 4.059] —_—
Subtotal (95% CI) 162 174 9.8% 1.48 [0.68, 3.21] -2l
Total events 14 10
Heterogeneity, Chi® = 000, df = 1P = 0.97); 2 = 0%
Test for owerall effect: £ = 0.98 (P = 0.22)
2.4.2 Cardiac surgery
Armwear 20149 5 S 23 S0 23.2% 0,22 [0.09, 053] —
Subtotal (95% CI) 50 50 23.2% 0.22 [0.09, 0.53] el
Total events 5 23
Heterogeneity. Mot applicakle
Test for owerall effect; £ = 2.28 (P = 0.0007)
2.4.4 Spine Surgery
Choi 2013 23 24 24 35 23.8% 099 [0.71, 1.36]
Subtotal (95% CI) 34 35 23.8% 0.99 [0.71, 1.36] I
Total events 23 24
Heterogeneity. Mot applicakle
Test for owerall effect: £ = 0.08 (F = 0.92)
2.4.5 Total Knee Arthroplasty
Buvanendran 2010 15 11z 29 115 29.0% 053 [0.30, 0,93 —i—
Singla 2015 (Post-TEA Trial) 15 G2 14 61 14.2% 1.05 [0.56, 1.99] —
Subtotal (95% CI) 175 176 43.2% 0.70 [0.46, 1.06] P
Total ewents 20 43
Heterogeneity: Chi®? = 2.56, df = 1{F = 0.115; I = 61%
Test for overall effect: £ = 1.7 (P = 0.09)
Total (95% CI) 421 435 100.0% 0.73 [0.57, 0.94] L 3
Total ewents 72 100
H e -2 I I I |
Heterogeneity, Chic = 1622, df = 5 (P = 0.006); I = 63% o1 o ] T oo

Test for owerall effect; £ = 2.42 (F = 0.02)

- 2 . Favours pregabalin Favours placebo
Test for subgroup differences: Chic = 12,67, df = 2 (P = 0.005), I = 76.3%



Analysis 2.5. Pregabalin versus placebo comparisons, prevalence of moderate/severe pain at 6 months (drug
administration > 24 hours)

Pregabalin Placebo
Study or Subgroup  Events Total Ewvents Total

2.5.1 Cardiac surgery

Armvar 2015 3 50 14
Subtotal (95% CI) 50
Total ewvents 3 14

Heterogeneity: Mat applicable
Test for overall effect: £ = 2.55 (F = 0.01)

2.5.2 Spine surgery

Choi 2013 3 34 5
Subtotal (95% CI) 34
Total ewvents 3 5

Heterogeneity: Mot applicable
Test for overall effect: 2 = 0.70 (P = 0.48)

2.5.3 Total knee arthroplasty

Buvanendran 2010 3 11z 1=
Subtotal (95% CI) 113
Total events 3 13

Heterageneity: Mat applicakle
Test far owverall effect: 2 = 2.31 (P = 0.02)

Total (95% CI) 197
Total events i 32

S0 44.0%
50 44.0%
35 15.5%
35 15.5%
112 405%
115  40.5%
200 100.0%

Heterogeneity ChiZ = 1.58, df = 2 (P = 0.45; 7 = 0%

Test for overall effect; £ = 2.47 (P = 0.0005)

Test for subgroup differences; Chi? = 1.56, df = 2 (P = 0.46), 7 = 0%

Favours pregabalin Favours placebo

Risk Ratio Risk Ratio
Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

0.21 [0.07, 0.70] —_—

0.21 [0.07, 0.70] —eali—
0.62 [0.18, 2.39] —_—

0.62 [0.16, 2.39] el
0,22 [0.07, 0.80] —-—

0.23 [0.07, 0.80] ~e—

0.29 [0.14, 0.58] -

0.01 0.1 1 10 100



Analysis 2.6. Pregabalin versus placebo comparisons, prevalence of any pain at 12 months (drug administration

> 24 hours)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.6.1 Abdominal and/or pelvic surgery
Myhre 2017 z I6 4 34 34.0% 071 [0 17, 2.94) L
Subtotal (95% CI) 36 34  34.0% 0.71 [0.17, 2.94] —el
Total ewvents 2 4
Heterageneity: Mat applicakle
Test for overall effect: 72 = 0,48 (P = 0.&3)
2.6.2 S5pine surgery
Gianesello 2012 = 30 S 30 B66.0% 063 [0.23, 1.69] —i—
Subtotal (95% CI) 30 30 66.0% 0.63 [0.23, 1.69] -
Total ewents ) ]
Heterogeneity: Mat applicakle
Test for owverall effect; £ = 0.92 (P = 0.38)
Total (95% CI) 66 64 100.0% 0.65 [0.29, 1.48] e
Total ewents ] 12
Heterogeneity, Chi® = 0.02, df = 1 (P = 0.89); 7 = 0% I '

001 01 1 10 100

Test for overall effect: £ = 1.02 (P = 0.21) Favours pregabalin Favours placebo

Test for subgroup differences: Chi? = .02, df = 1 (P = 089, I = 0%



Analysis 2.7. Pregabalin versus placebo comparisons, prevalence of any pain

pelvic surgery)

at 3 months (abdominal and/or

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Fassoulaki 2012 & 27 10 35 32.2% 085 [0.25, 1.67] —a—
Singla 2015 (Post HET Triall 9 263 14 138 &7.8% 146 [0.82, 2.60] -1l
Total (95% CI) 290 173 100.0%  1.20 [0.74, 1.95] S
Tatal events 44 24

i i = = = C 2 = : : : 1
Heterogeneity: Chis = 2.07, df = L{F = 0.15%]; | LR o1 o T o 100

Test for owerall effect: £ = 0.74 (P = Q.48

Favours pregabalin Favours placebo

Analysis 2.8. Pregabalin versus placebo comparisons, prevalence of any pain at 6 months (abdominal and/or

pelvic surgery)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Myhre 2017 & 1 4 36 41.1% 150 [0.46, 4.87] ——
Singla 2015 (Post HET Triall 8 126 & 138 55.9% 146 [0.52, 4.09] —i—
Total (95% CI) 162 174 100.0% 1.48 [0.68, 3.21] -*-
Total ewents 14 10

i 2 = - - P = : : : |
Heterogeneity, Chic = .00, df = L (P = 0,971 1° = 0% o1 o T o 100

Test for owerall effect: £ = 035 (P = 0.32)

Favours pregabalin Favours placebo



Analysis 2.9. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (breast surgery)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Fhan 2014 22 25 14 24 4965 1.11 [0.86, 1.42]
Wig 2015 1& 35 210 36 50.4% 082 [0.52, 1.21]
Total (95% CI) 60 60 100.0% 0.97 [0.75, 1.25]
Total events 28 Z9

' 2 = = = 2= : : : |
?Etter;ngenewncr# ; é.&'iﬁbclizf?- PlEPO-?EQJ.ED], = = 405 501 o1 ] o 100

estTor overall effect. = = U, (F =079 Favours pregabalin Favours placebo

Analysis 2.10. Pregabalin versus placebo comparisons, prevalence of moderate/severe pain at 3 months (breast

surgery)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Khan 2019 2 25 S 24 322.0% 0.58[0.15, 2.15] —a——
Wig 2019 7 35 11 36 E80% (6&5[0.29, 1.49] —l—
Total (95% CI) 60 60 100.0% 0.63 [0.31, 1.27] -*-
Total events 10 le
Heterogeneity: Chi® = 0.03, df = 1 (P = 0.873; 17 = 0% ' '

, 0.01 01 1 10 100
Test for overall effect: £ = 1.30(F = 0.20) Favours pregabalin Favours placebo



Analysis 2.11. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (cardiac surgery)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Apwar 2019 & 50 25 50 FO3% 0 024[0.11, 053] ——
Jashi 2013 2 20 3 20 8. 4% 0e7[012, 2.57]
Fesonen 2011 1 27 ta; 20 21.3% 0.14 [0.02, 1.04] =
Total (95% CI) 97 100 100.0%  0.25 [0.13, 0.50] -
Total ewvents 4 36

i i? = = = = f } f i
Heterogeneity: Chic = 1.63, df = 2 (F = 0.444); | 0% o1 o1 T 15 100

Test for overall effect; £ = 2. 99 (P < 0.0001)

Favours pregabalin Favours placebo

Analysis 2.12. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (spine surgery)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Burke 2010 1z 158 1a 200 31.7% 083 [0.56, 1.23]
Choi 20132 1e 35 14 i 29.1% 087 [0.54, 1.29]
Cianesello 2012 15 30 14 in 29.2% 107 [0.&3, 1.81]
Total (95% CI) &3 86 100.0% 0.92 [0.70, 1.20]
Total ewents 43 449
Heterogeneity, Chi® = 0.62, df = 2 (P = 0.73; 7 = 0% ' '

Test for overall effect: £ = 062 (P = 0.53)

001

01 1 10

Favours pregabalin Favours placebo

100

10



Analysis 2.13. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (thoracotomy)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
Brulotte 2015 21 50 18 49 44 8% 169 [1.10, 2.59] ——
Faonstantatos 2016 14 52 10 48  25.6% 1.75 [0.4], 32.349] T
Sidiropoulou 2016 1 1% 12 1% 29.6% 008 [0.0], 0.5&] L
Total (95% CI) 117 112 100.0%  1.23 [0.88, 1.72] »
Total ewents 51 40

; 2 - = R = } } f I
Heterogeneity:, Chic = 10.85%, df = 2 (P = 0.004); | 525 o1 o1 T 15 100

Test for overall effect: £ = 1.21 (P = 0.23)

Analysis 2.14. Pregabalin versus placebo comparisons, prevalence of moderate/severe pain at 3 months

Favours pregabalin Favours placebo

(thoracotomy)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Brulotte 2015 7 50 7 49 458.3% 098 [0.27, 2.59] ——
Fonstantatos 2016 2 52 2 48 14.2% 092 [0.14, &.30]
Sidiropoulou 2016 0 1% 5 1% 27.5% 0,05 001, 1.51] + L
Total (95% CI) 117 112 100.0%  0.64 [0.29, 1.39] gl
Total events i 14
Heterogeneity, Chi® = 2.74, df = 2 (P = 0251 1° = 27% =|:| o1 0=1 T 110 100:

Test for overall effect: 2 = 1.13 (P = 0.28)

Favours pregabalin Favours placebo

11



Analysis 2.15. Pregabalin versus placebo comparisons, prevalence of any pain at 3 months (total knee
arthroplasty)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buwvanendran 2010 22 113 i5 115  39.7% 0ed [0.40, 1.02] ——
Singla 2015 (Post-THEA Trialh 44 124 27 &1 41.4% QEO[0.55, 1.16] —H-
YaDeau 2015 12 22 3 7 2% 127 [0.50, 3.25] S E—
YalDeau 2015 11 25 4 &) £ 9% QBB [0.359, 2.00] — T
YaDeau 2015 & 23 4 8 o B 052 [0.20, 1.29] —_—T
Total (95% CI) 307 199 100.0%  0.75 [0.58, 0.97] &
Total events a% EE:

f 2 _ _ L2 1 ! 1 |
Heterogeneity, Chi® = 2. 48, df = 4 (F = 0.65); I = 0% Mol o1 T 1 Too

Test for overall effect; 2 = 2.22 (P = 0.02) Favours pregabalin Favours placeho

Analysis 2.16. Pregabalin versus placebo comparisons, prevalence of moderate/severe pain at 3 months (total
knee arthroplasty)

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
Buwanendran 2010 8 11=2 19 115 73.7% 043 [0.20, 0.54] —.—
YaDeau 2015 2 25 2 8 11.9% 0,22 [0.05%, 1.52] .
YaDeauw 2015 0] 23 1 ta 8.5% 0.13 [0.01, 2.80] 4
YaDeau 2015 3 22 1 7 5. 98 0.a% (012, 7.77]
Total (95% CI) 183 138 100.0% 0.42 [0.22, 0.81] *
Total events 1= 23
Heterogeneity, Chi = 1.26, df = 3 (P = 0.745; I° = 0% IO o1 Dll T 1’0 100’

Test for owverall effect: 2 = 2.59 (P = 0.010) Favours pregabalin Favours placebo

12



Analysis 2.17. Pregabalin versus placebo comparisons, prevalence of any pain at 6 months (total knee

arthroplasty)

Pregabalin Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Buvanendran 2010 15 11= 29 115 e7.1% 052 [0.20, 0.92] ——
Singla 2015 (Post-THEA Trial) 15 G2 14 6l E2.9% 1.05 [0.56, 1.99]
Total (95% CI) 175 176 100.0% 0.70 [0.46, 1.06]
Total events 20 43

i ¢ = = = L = I I I I
Heterogeneity: Chic = 2.56, df = 1 (P = 0.111; | e1% o1 a1 T s 100

Test for owerall effect: £ = 1.&67 (P = 0.09)

Favours pregabalin Favours placebo
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