Figure S1: Funnel plot for publication bias in RCTs assessing the effect of pregabalin in
neuropathic pain. The broken line represents the mean difference for all trials.
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Figure S2: Effect of pregabalin on the risk of weight gain in patients with neuropathic pain

Pregabalin Placebo Risk Ratio
Study or Subgroup  Events Total Events Total VWeight M-H, Random, 95% Cl

Rizk Ratio
M-H, Random, 95% Cl

2.1.1 Central neuropathic pain

Kirm 2011 B 110 2 108 g.6% 287 [061,14.41]
Mathieson 2017 4 108 n 1M 2.89% 3.42 [0.46, 1594.48]
Subtotal (95% CI) 218 2110 11.2% 377 [0.94, 15.08]
Total events 10 2

Heterogeneity: TauF=0.00; Chif=0.39, df=1 (P=0.53); F=0%
Test far overall effect: £=1.87 (P =0.06)

2.1.2 Peripheral neuropathic pain

Arerzo 2008 12 Az 1 aa 5.3% 12.44 [1.65, 93 .457]
Frewnhagen 2005 3 273 2 B3 11.0% 417 [1.03, 16.88]
Guan 2011 15 206 2102 101% 271 [0.87,15.93]
Holbech 2014 10 18 4 19 231% 264 [1.01, 6937
Huffrman 2014 5 1M 1 102 4 7% 5.048[0.60, 42 4F]
Fauck 2013 ] BE 1 120 4.8% 9.091[1.08, 76.19]
Richter 2004 9 161 N a5 27% 1009 [059 171.22]
Satoh 2011 20 1749 3135 181% A.03[1.83,16.57]
Simpson 2014 2 183 1 1494 3.8% 212[0149,2318]
Stacey 2008 12 174 n a0 27% 1264 [0.76, 211.08]
Tolle 2008 19 299 N Q6 27% 12681 [0.77, 206.90]
van Seventer 2006 19 275 N a3 27%  13.28[0.81,217.89]
Subtotal (95% CI) 2022 1186 88.8% 4.69 [2.87, 7.68]
Total events 163 15

Heterogeneity: Tau=0.00; Chif=5.91, df=11 (P =0.90); = 0%
Test far overall effect: £=6.16 (P = 0.00001)

Total (95% CI) 2240 1396 100.0% 4.58 [2.88, 7.28]

Total events 173 17

Heterageneity: Tau®=0.00 Chi*=5.99, df=13 (P =094%); F=0%
Test far overall effect: £=6.43 (P = 0.00001)

Test for subgroup differences: Chif= 009, df=1 {F=077) F=0%
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Figure S3: Effect of pregabalin on the risk of somnolence in patients with neuropathic pain

2.5.1 Central neuropathic pain

Cardenas 2013 ar 112 14 108 11.2%
Kirmn 2011 24 110 5 109 4 0%
Mathieson 2017 9 108 4 101 2E%
Siddall 2006 24 il fi BT 5.2%
Subtotal (95% CI) 400 385 231%
Total events 99 29

Heterogeneity: Tau®= 0.00; Chi®*= 268, df=3 (P=0.44) F=0%
Test for overall effect. £=5.87 (F = 0.00001)

2.5.2 Peripheral neuropathic pain

Arezzo 2008 11 a2 a a5 34%
Dwworkin 2003 22 39 A a4 4.8%
Freynhagen 2005 32 2T3 0 65 0.4%
Guan 2011 16 206 3 102 24%
Huffran 20145 12 1M 4 102 2.9%
Kreevski Skeard 2010 4 14 4 15 4.0%
Lesser 2004 44 240 4 a7 35%
Liu 2014 B 111 a 104 2 6%
Rauck 2013 4 (413} a 120 IN%
Richter 20045 22181 3 a5 25%
Rosenstock 2004 15 il 2 o 1.7%
Sabatowski 2004 14y A a1 a.0%
Satoh 2011 46 179 11 135 9.0%
Simpson 2010 | 1481 13 1481 9.8%
Simpson 2014 13 183 4 1454 2.8%
Stacey 2008 27179 2 a0 1.7%
Tolle 2008 17 299 1 96 0.9%
van Seventer 2006 42 2Th 4 93 35%
van Seventer 2010 200 127 3 127 a7%
Yranken 2008 4 20 4 20 T.4%
Subtotal (95% Cl) 2939 1921  76.9%
Total events 437 99

Heterogeneity: Tau*=0.00; Chi*=19.24, df=19{F =044, F=1%
Test for overall effect: £=9.25 (F = 0.00001)

Total {95% CI) 2306 100.0%
Total events a3a 128

Heterogeneity: Tau®= 0.00; Chi®*= 2221, df= 23 {F=0.41), F=0%
Test for overall effect: £=10.99 {(F = 0.00001)

Test for subaroup differences: Chi*= 043, df=1 (P=051), F=0%

3389

2.55[1.46, 4.44]
476 [1.88,12.01]
210067, 6.62]

463 [2.05,10.43]
3.18 [2.16, 4.68]

2.28[0.83, 6.289]
346 [1.48, 8.11]
15.66 [0.97, 252.40]
2.64 [0.79, 5.86]
3.03[1.01, 9.08]
2.41 [0.96, 6.08]
4.45[1.64,12.04]
1.18 [0.37, 3.749]
327 [1.14, 9.36]
3.87[1.19,12.57]
6.91[1.64, 29.13]
2580112, 5.94]
315 [1.70, 5.86]
2.69[1.48, 4.88]
3.45[1.14,10.37]
6.79[1.65, 27.91]
546 [0.74, 40.48]
3.551.31, 9.64]
2.50[1.14, 5.47]

1.00[0.50,1.98]
2.74[2.22, 3.40]

2.84 [2.36, 3.42]
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Figure S4: Effect of pregabalin on the risk of dizziness in patients with neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.6.1 Central neuropathic pain
Cardenas 2013 0 112 6 108 37% 321 [1.24, 7.70)
Kim 2011 110 g 109 4.3% 3.84[1.85, 7.97] e —
Mathiegon 2017 TO 108 19 101 5.8% 348225, 5.29) e —
Siddall 2006 17 Ta 3] i 37% 271114, 6.46]
Subtotal {95% CI) 400 385 17.5% 3.38 [2.46, 4.63] -
Total events 138 34

Heterogeneity: Tau®=0.00; Chi*=0.38, df=3 (P=0943 F=0%
Test for overall effect: £=7¥.52 (P = 0.00001})

2.6.2 Peripheral neuropathic pain

Arezzo 2008 a7 a2 ] aa 3.6% AB0[2.27,13.83) —_—t
Crworkin 2003 25 a9 10 ad 4. 6% 236[1.21, 461] I —
Freynhagen 2005 B 273 3 G5 2.8% A.16[1.67,15.90] +
Guan 2011 103 206 41 102 G.5% 1.24 [0.95, 1.63] )

Holbech 2015 11 18 3 19 2.9% 387 [1.29, 11.68] +
Huffrman 2014 11 101 6 102 3.4% 1.85[0.71, 482

Kreewski Skeard 2010 | 14 4 14 3.5% 2.41 [0.96, 6.08)

Lesser 2004 B0 240 ] qr 37% 4. 85 [2.01,11.71] S —
Liu 2014 T 11 4 109 3.2% 6.63[2.40,18.31] —_—*
Rauck 2013 g 415 7120 3.4% 234091, 5.99)]

Richter 2005 45 161 2 8a 21% 11.88[2.95, 47.78] —_—*
Rosenstock 2004 27 Th g ro 4.4% 341 [1.81,6.38] I —
Sabatowski 2004 M 14T 12 a1 4.9% 1.33[0.72, 2.45] I

Satoh 2011 43 174 9 135 45% 3EO[1.82,7.13] e
Simpsaon 2010 29 1481 16 141 9.1% 1.81[1.03, 3.20] —

Simpsaon 2014 25 183 10 194 4.4% 265 [1.31, 5.36)] e —
Stacey 2008 49 174 3] 40 4.0% 411 [1.83,9.22] —
Tolle 2008 26 294 2 e[ 21% 417 [1.01,17.26] *
van Seventer 2006 T 27h E] 93 4. 7% 2.97 [1.559, 5.68] —_—

vah Seventer 2010 88 127 12 127 8.1% 468[258,8.14) —
Yranken 2008 7 20 3] 20 3.6% 1.17 [0.48, 2.86]

Subtotal {(95% CI) JooT 1940 82.5% 2.89[217,3.85] .

Total events B3 180

Heterogeneity Tau®= 0.27; Chi®= 61.27, df= 20 (P = 0.00001%; F=67%
Test for overall effect: £=7.27 (P = 0.00001})

Total (95% CI) 3407 2325 100.0% 2.94 [2.30, 3.74] L
Tatal events 401 214

Heterogeneity: Tau = 0.22; Chi*=65.47, df=24 (P =0.0001); F=63% "1 0z s 3 : 10
Test for overall effect: =870 (P = 0.00001) Favours pregabalin Favours placebo

Test for subdroup diferences: Chif= 080, df=1 (P=0.48) F=0%
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Figure S5: Effect of pregabalin on the risk of peripheral edema in patients with neuropathic pain

2.7.1 Central neuropathic pain

Cardenas 2013 13 112 3 108 a.1%
ki 2011 11 110 3 1049 5.0%
Subtotal (95% Cl) 222 217 10.2%
Total events 24 4]

Heterogeneity: Tau®=0.00; Chi®=0.02, df=1{F=0.88; F=0%
Test for overall effect £= 3.05 (F=0.002

2.7.2 Peripheral neuropathic pain

Arerzo 2008 a0 a2 27 ga  11.8%
Cwarkin 2003 17 a4 2 a4 4.2%
Freynhagen 20045 32 273 2 G5 4.3%
Huffman 2015 9 101 2 102 3.9%
Kreevski Skvaré 2010 1 14 4 14 2.4%
Lesser 2004 20 240 2 a7 4.2%
Liu 2014 o1 2 1049 3T7%
Fauck 2013 11 513 a 120 G.5%
Richter 2004 17 161 4 a4 G.2%
Rozenstock 2004 a TG 1 L 2.4%
Sabatowski 2004 12 1ar ] a1 1.4%
Satoh 2011 23174 B 135 7.8%
Simpson 2010 9 141 o141 G.8%
Simpson 2014 9 133 2 144 3.8%
Stacey 2008 B 174 1 40 2.3%
Tolle 2008 24 2499 2 81 4.2%
van Seventer 2006 ar 27a 10 93 9.5%
van Seventer 20110 9 127 3 12F 4.9%
Subtotal (95% Cl) 2763 1799  89.8%
Total events 281 a2

Heterogeneity: Tau®=0.24; Chi*= 3012, dfi =17 (P =003}, F= 44%
Test for overall effect: £=4.88 (F = 0.00001)

Total (95% CI) 2985 2016 100.0%
Total events 305 2o

Heterogeneity: Tau®=0.22; Chi®= 3232, dfi=19(F =003, F=41%
Test for overall effect £=5.44 (F = 0.00001)

Test for subaroup differences: Chi®= 079, df=1{P=0371. F=0%

418 [1.22,14.26]

3.63[1.04 12.67]
3.90 [1.63, 9.36]

1.15[0.76, 1.76]
8.02 [1.91, 33.67]
3.81[0.94,15.49]
4.54 [1.01, 20.53]

0.27 [0.03, 2.13]
4.04 [0.96, 16.96]
344 [0.73,16.18]
4.00[1.45 11.02]

224 [0.78, 6.46]
737 [0.95, 57.43]

1287 [0.78, 216.39]

289 [1.21,6.90]
1.259[0.449, 3.36]
477 [1.04, 21.79]
3.02 [0.37, 24 .68]
3.85[0.93,16.00]
1.25 [0.65, 2.47]

3.00[0.83,10.83]
2.53 [1.74, 3.68]

2.63 [1.86, 3.73]
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Figure S6: Effect of pregabalin on the risk of fatigue including asthenia in patients with neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Arerzo 2008 a8 a2 1 g2 2.4% a.00[1.02, 62.593] ’
Cardenas 2013 g 112 1 108 2.4% 7.71[0.98, 60.649] *
Freynhagen 2004 21 273 1] 64 1.3% 1036 [0.64, 168.79] *
Guan 2011 23 206 o102 11.9% 1.63[0.72, 3.66] =
Halbech 2015 7 18 3 14 G.5% 246 [0.745, 8.049)] >
Huffrman 2014 11 101 3 102 6.0% 3.70[1.068, 12.88] *
Kreevski Skears 2010 a8 14 a 19 15.9% 1.07 [0.56, 2.06] =
Lesser 2004 13 240 3 87 A.1% 1.75[0.491, 6.01] *
Liu 2014 5 111 1 1049 22% 481 [0.58, 41.39] g
Fauck 2013 4 715 3120 4 5% 2.421[0.56,10.581] +
Richter 20045 13 161 3 85 G.1% 229067, 7.81] >
Rosenstock 2004 3 7h 2 il 3.2% 1.38[0.24, 5.03] *
Sahatowski 2004 7 1ar 4 81 6. 4% 0.80[0.27, 2.949]
Stacey 2008 13 174 1 80 2.5% A.54 [0.87, 48.18] *
Tolle 2008 10 2499 1] 86 1.3% B.79[0.40,114.81] 4
van Seventer 2006 12 275 5 83 g.4% 0.81[0.29, 2.24]
van Seventer 2010 15 127 m 127 13.0% 1.50[0.70, 3.21] =
Total (95% Cl) 2497 1461 100.0% 1.83 [1.32, 2.54] e
Total events 181 kil
Heterageneity: Tau®= 0.06 Chif= 1863, dfi= 16 (P = 0.29); F=14% ID 5 IZIIE %

Testfor overall efiect 2= 3.62 (P = 0.0003) Favours pregabalin  Favours placebo



Figure S7: Effect of pregabalin on the risk of visual disturbances* in patients with neuropathic pain

Placebo Risk Ratio
Events Total Weight M-H, Random, 95% Cl

Pregabalin
Study or Subgroup Events Total

Risk Ratio
M-H, Random, 95% Cl

2.8.1 Central neuropathic pain

Cardenas 2013 CA o 108 29% 1447 [0.84, 250.29]
Mathiegon 2017 4 108 1T 1M 4.9% 3.74[0.43, 32.91]
Siddall 2006 fi 70 2 B  H1% 2.87[0.60,13.73]
Subtotal (95% Cl) 290 276 17.0% 4.05[1.27,12.91]
Total events 17 3

Heterogeneity: Tau® = 0.00, Chi®=1.03, df=2 (P = 0.60); I*= 0%
Testfor overall effect 2= 2.36 (P = 0.02)

2.8.2 Peripheral neuropathic pain

Crweorkin 2003 10 829 1 B4 HE% 944 [1.23, 72.14]
Holbech 20145 3 18 0 19  28% 737 [0.41,133.37]
Hufftman 2015 4 1M 1 102  449% 4.04 [0.46, 35.57]
Kroevski Skvard 2010 2 14 3 19  B.4% 0.71[0.14, 3.66]
Lesser 2004 13 240 1 ar 57 % 5.25[0.70, 39.62]
Fauck 2013 3 Bf 5 120 11.2% 1.08[0.27, 4.42]
Richter 2005 8 181 8 85 181% 0.95[0.33, 2.749]
Fosenstock 2004 4 s 1 0 5.0% 363042 3217
Stacey 2003 g 174 a a0 Z.9% 8.59[0.50,147.248]
van Seventer 2006 189 275 1 53 58% B.43 [0.87, 47.34]
van Seventer 2010 8 127 3 127 137% 287072, 9.57]
Subtotal (95% CI) 1346 902  B83.0% 2.36 [1.32,4.22]

Total events a3 21
Heterogeneity: Tau*=016; Chif=11.94, dfi=10 (P=0.29); F=16%
Testfor overall effect: £= 2.90 (P = 0.004)

Total (95% Cl) 1636

Total events 100 24
Heterogeneity: Tau®= 0.06; Chi*=13.90, df=13{P=0.38); F= %
Testfor overall effect £= 3.64 (P=0.0003)

Testfor subgroup differences: Chif= 066, df=1 (P =042, F=0%

*includes blurring of vision and amblyopia

1178 100.0% 2.50 [1.53, 4.09]
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Figure S8: Effect of pregabalin on the risk of ataxia in patients with neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Arezzo 2008 4 87 1] B85 141% 9.33[0.81,170.52] =
Crwvarkin 2003 F 29 1] g4 1445% 12281070, 214 H3] =
Lesser 2004 15 240 2z 97 a61% 3.03[0.F71,13.01] ——
van Seventer 2006 20 274 1] 93 15.2% 13.96 [0.85, 228.63] =
Total (95% CI) G686 359 100.0% 5.49 [1.84, 16.36] "*"
Total events 45 2
Heterogeneity: Tau®=0.00; Chi*=1.59, df= 3 (F = 0.6E); F= 0% III.IIiIIIE Df‘l 1-D zljn

Test for overall effect: £= 3.06 (F = 0.002)

Favours pregabalin  Favours placebo



Figure S9: Effect of pregabalin on the risk of non-peripheral edema in patients with
neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.10.1 Central neuropathic pain
Cardenas 2013 B 112 1 108 g2.2% 5791[0.71,47.27]
Kirm 2011 B 110 o 104 4.4%  12.88[0.73, 225.83] 3
Mathiesan 2017 2 108 1T 1M B 3% 1.87[017F, 20.31]
Siddall 2006 14 il 4 BY  321% 3.35[1.16, 9.66] —
Subtotal (95% CI) 400 385 51.0% 3.82 [1.65, 8.85] .
Total events 28 ]
Heterogeneity: Tau®= 0.00; Chif=1.30, df=3 (P =0.73); F= 0%
Test for overall effect £=312 (F=0.002)
2.10.2 Peripheral neuropathic pain
Arerzo 2008 3 az ] a4 41% 7.259100.38,138.27] 3
Guan 2011 1M 208 1 102 2.6% 495 [0.64, 38.119]
Satoh 2011 11 174 1 134 a2.7% 8.301[1.08, 63.48]
Tolle 2008 20 2949 ] EL 4 6% 13.26[0.871, 217.14] *
van Seventer 2006 11 275 3 93 2289% 1.24 [0.35, 4.39] —
Subtotal (95% CI) 1041 511 498.0% 3.70 [1.36, 10.06] —aal
Total events a5 ]
Heterogeneity, Tau® =025, Chi*=4.83, dfi=4 (P =024}, F=19%
Test for overall effect £= 256 (F=0.01)
Total (95% CI) 1441 896 100.0% 3.51 [1.93, 6.40] -
Total events a3 11
Heterageneity: Tau®= 0.00; Chi*= 6.21, df= 8 (F = 0.62); F= 0% IIZI o1 IZI=1 1=III 1IZIIII=

Testfor overall effect £= 410 (P = 0.0001)
Test for subgroup differences; Chif= 0.00, df=1 (P = 0.96), F= 0%

Favours pregabalin Favours placebo



Figure S10: Effect of pregabalin on the risk of vertigo in patients with neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% Cl
Freynhagen 2005 24 273 1 65 22.5% 871 [0.79, 41.47] &
Kreewski Skeart 2010 7 14 q 1% 51.8% 1.50 [0.62, 3.64] —il—
Stacey 2008 B 179 1] 890 12.7% B.AT [0.37, 115.38] =
Taolle 2008 13 2499 1] 896 131% B.73[0.52, 145.49] =
Total {95% Cl) 765 266 100.0% 3.08 [1.01, 9.40] ~tl-—
Total events a0 B
Heterogeneity: Tau®=0.42; Chi*=4.31, di=3 (P =023, F= 30% III.'IIIIIIE Elf1 1'III EII'IEI

Test for overall effect. £=1.97 (P =0.09) Favours pregabalin Favours placebo



Figure S11: Effect of pregabalin on the risk of euphoria in patients with neuropathic pain

Study or Subgroup

Placebo
Events Total

Risk Ratio
Weight M-H, Random, 95% Cl

Cardenas 2013
Lesser 2004
Rosenstock 2004
Simpson 20110
Stacey 2008

Total {95% CI)
Total events

Pregabalin
Events Total
3 112
8 240
4 Th
18 141
4 174
Fha

34

o 108
a 97
0 70
1 151
0 40

516

1

15.8%  B.75[0.35,129.20]
17.2%  7.73[0.45 131.46]
16.4%  8.301[0.45 151.41]
24.2%  16.00[2.01,112.13
16.3% 4,55 [0.25, 83.50]

100.0% 8.80 [2.72, 28.54]

Heterogeneity: TauF=0.00; Chif=0581,df=4 (P=0497), F= 0%

Test for owverall effect: £=3.63 (P =0.0003)

Risk Ratio

M-H, Random, 95% Cl
 :
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L
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0.005 0.1 10 200
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Figure S12: Effect of pregabalin on the risk of dry mouth in patients with neuropathic

pain

Placebo
Events Total Weight

Pregabalin
Study or Subgroup Events Total

Risk Ratio

M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% ClI

2.4.1 Central neuropathic pain

Cardenas 2013 5 112 3108 G.58%
Siddall 2006 11 70 2 BY 5.3%
Subtotal {95% CI) 182 175 121%
Total events 20 b

Heterogeneity: Tau®=0.00; Chi*= 037, df=1 (P =055}, F= 0%
Test for overall effect: £= 2.68 (F=0.007)

2.4.2 Peripheral neuropathic pain

Arezzo 2008 4 a2 1 a5 2 6%
Crwearkin 2003 10 a4 2 a4 2%
Freynhagen 20045 12 273 3 65 7.2%
Holhech 20145 7 18 3 14 T.E%
Huffrnan 2014 5 1M 1 102 27%
Kreevski Skeard 2010 11 14 a 18 21.0%
Lesser 2004 g 240 1] qr 1.6%
Liu 2014 6111 31049 G.1%
Rauck 2013 1 1] 4 120 2 6%
Richter 2005 7161 31049 G.3%
Sabatowski 2004 14 147 3 a1 7T.3%
Simpson 2010 14 151 1 1481 3.0%
Tolle 2008 15 24949 1] LEL 1.6%
van Seventer 2006 20 274 1] 93 1.6%
van Seventer 2010 14 127 B 127 11.2%
Subtotal (95% Cl) 2163 1353 B7.9%
Total events 148 38

Heterogeneity: Tau®=0.11; Chi*=17.43 df=14 (P=0.23); F=20%
Test for overall effect: £= 388 (P = 0.0001)

Total (95% CI) 1528 100.0%
Total events 168 43

Heterogeneity: Tau®=0.09; Chi*=19.02 df=16(F=0.27); F=16%
Test for overall effect: £= 4. 67 (P = 0.00001)

Testfor subgroup differences: Chi*= 087, df=1{P =035, F=0%

2345

289 [0.50, 10.40]

526 [1.21, 22.57]
3.75 [1.43, 9.83]

415 [0.47, 36.37]
4.72[1.07, 20.91]
0.95 [0.28, 3.29]
245 [0.75, 8.09]
505 [0.50, 42.45]
1.47 [0.85, 2.58]
B.91 [0.40, 115.61]
1.95 [0.50, 7.66]
0.45 [0.05, 4.04]
1.5 [0.42, 5.99]
2.41[0.71, 8.14]
14.00[1.86,105.19]
10.02 [0.61, 165.96]
13.96 [0.85, 228.67]

2,33 [0.93, 5.89]
2.28 [1.52, 3.41]

2.39 [1.66, 3.44]
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Figure S13: Effect of pregabalin on the risk of discontinuation due to adverse events

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
2.12.1 Central neuropathic pain
Cardenas 2013 o112 a 108 34% 1.16 [0.36, 3.68]
Kim 2011 5 110 3109 2.3% 1.65[0.40,6.74]
Siddall 2006 14 ra ] 67 T.8% 1.49 [0.69, 3.21] N B —
Subtotal {95% Cl) 292 284 13.5% 1.42 [0.79, 2.55] —ni——
Total events 24 17

Heterogeneity Tau®=0.00; Chi*=0.18, df= 2 (P=091); F=0%
Test far overall effect Z=118F =024

2.12.2 Peripheral neuropathic pain

Arezzo 2008 14 a2 10 a5 8.1% 1.45 [0.68, 3.08] e

Crwvorkin 2003 28 ag 4 a4 45% G.61 [2.42 18.04] E—
Freynhagen 2004 A7 273 ] 513 6.0% 271113, 6.50

Guan 2011 11 206 4 102 6% 1.36[0.44, 4.17]

Holbech 2014 1 18 ] 19 0.5% 316014, 72.84] +
Huffrman 2014 6101 1 102 1.0% G.0G[0.74, 49.44] g
kreevski Skvard 2010 q 14 3 15 3.0% 1.79[0.52,6.12)
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Figure S14: Effect of pregabalin on the risk of serious adverse events in patients with
neuropathic pain

Pregabalin Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
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Figure S15: Effect of pregabalin on the sleep disturbance in patients with neuropathic

pain

Pregabalin Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
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Figure S16: Effect of pregabalin on HADS-anxiety scores in patients with neuropathic pain

Pregabalin Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I\, Random, 95% Cl
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Figure S17: Effect of pregabalin on HADS-depression scores in patients with neuropathic

pain
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