
ANTICONVULSANTS (as monotherapy – placebo-controlled trials) 
 
Evidence tables of included studies: 
 
Agrawal 2009 (Sodium Valproate-PDN)  
Methods Indian Study 

Randomised placebo controlled parallel design, 3 months. 
Participants Condition: PDN 

Painful diabetic neuropathy of 7-10 years. 83 participants (80 completed). 
Group C and D (41 participants, 40 completed). Mean age: Group A = 58.40; 
Group B = 58.65; Group C = 62.30; Group D = 59.17 
Inclusion: 
Diabetic of at least 6 months 
Daily pain of at least moderate severity for > 3 months 
Pain intensity of > 4 on a VASpi 
Baseline: 
VASpi (mean, SE): Group C = 8.00±0.18; Group D = 7.35±0.26 
SF-MPQ (mean, SE): Group C = 24.75±1.11; Group D = 22.35±0.95 
 

Interventions Sodium valproate+GTN spray (A) vs. Placebo+GTN spray (B) vs. Sodium 
valproate+Placebo spray (C) vs. Placebo+Placebo spray (D) 
20mg/kg daily, 3 months. Rescue medication not allowed. 2 weeks washout 
before trial. 
 

Outcomes No ITT analysis. 
Sodium valproate+placebo spray (n) = 20 
Placebo+placebo spray (n) = 20 
1) Horizontal VASpi 100-mm (at 3 months) (mean, SE) 
Sodium valproate+placebo spray = 6.15±0.32 [mean diff. = -1.85] 
Placebo+placebo spray = 6.90±0.23 [mean diff. = -0.45], not significant. 
2) SF-MPQ (mean, SE) 
Sodium valproate+placebo spray = 20.35±1.34 [mean diff. = -4.40] 
Placebo+placebo spray = 22.10±0.98 [mean diff. = -0.25] 
3) Adverse effects: 
Sodium valproate+placebo spray = 4/20 
Placebo+placebo spray = 1/20 
 

Notes Dropouts: 0/20 in Group C, 1/21 in Group D (due to persistent pain) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Arezzo 2008 (Pregabalin-PDN)  



Methods US Study 
Randomised, double-blind, placebo-controlled, parallel design, 13 weeks. 1 
week titration to max dose then 12 weeks stable dose. 

Participants Condition: PDN 
Mean painful diabetic neuropathy: pregabalin = 4.9 years; placebo = 4.4 
years. 167 participants (115 completed). Male = 103, Female = 64. Mean age: 
pregabalin = 58.2 years; placebo = 58.3 years. 
Inclusion: 
Duration of PDN ≥ 3 months; VASpi ≥ 40mm 
Baseline: 
NRS (11-point) (0-10) (mean, SD): pregabalin = 6.28 (1.47), placebo = 6.58 
(1.58) 
 

Interventions Pregabalin vs. Placebo 
titration to 600mg daily (300mg BID) or placebo. 7 days washout before trial. 
No rescue medication allowed. 
 

Outcomes ITT analysis. 
Pregabalin = 82, placebo = 85 
1) NRS Pain severity (11-point) (0-10) (mean) - week 13: 
(0 = no pain; 10 = worst possible pain) 
pregabalin = 3.54 [mean diff. = -2.74]; placebo = 4.82 [mean diff. = -1.76], 
endpoint diff. = -1.28, p = 0.0003 
2) NRS Sleep score (11-point) (0-10) (mean) - week 13: 
(0 = did not interfere ; 10 = completely interfere) 
pregabalin = 2.64; placebo = 3.72, mean diff. = -1.08 (95%CI: -1.75 to -0.41), 
p = 0.0019 
2) Adverse effects: 
Withdrawn due to AEs: Pregabalin = 14/82, placebo = 10/85 
peripheral edema: Pregabalin = 30/82, placebo = 27/85 
dizziness: Pregabalin = 27/82, placebo = 5/85 
weight gain: Pregabalin = 12/82, placebo = 1/85 
somnolance: Pregabalin = 11/82, placebo = 5/85 
VASpi at week 13 = treatment difference = -11.06 (95%CI: -18.89 to -3.22) 
 

Notes Dropouts: pregabalin = 28/82, placebo = 24/85 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Backonja 1998 (Gabapentin-PDN)  
Methods US Study 



Placebo controlled parallel design, 8 weeks. 1 week baseline before trial, 4 
week titration to max tolerated dose then 4 week stable dose 

Participants Condition: PDN 
Inclusion: 
Painful diabetic neuropathy of 1-5 years. 165 participants (135 completed). 
Pain score VAS at least 40 mm. 
Mean age 53, male = 99, female = 66. 
Baseline:  
NRS 11-point (mean): gabapentin = 6.4, placebo = 6.5 
SF-MPQ VAS (mean): gabapentin = 67.7, placebo = 71.2 
 

Interventions Gabapentin vs. Placebo 
Up to 3600 mg gabapentin per day or placebo. A number of analgesics and 
TCAs prohibited 30 days prior to and during the trial. 
 

Outcomes No ITT analysis. 
Average daily pain severity scores on NRS 11-point Likert scale. Sleep 
scores, SF McGill, SF 36, QOL, Mood states. 
1) Patient-reported Global impression of change (3-item) - week 8:  
gabapentin = Much/moderately improved = 47/79; minimally/no improve = 
30/79; worse = 2/79 
placebo = Much/moderately improved = 25/76; minimally/no improve = 38/76; 
worse = 13/76 
Complete pain relief at end of study: 12/80 placebo, 21/82 gabapentin. 
2) NRS Pain severity (11-point) (0-10) (mean) - week 8: 
(0 = no pain; 10 = worst possible pain) 
gabapentin = 3.9 [mean diff. = -2.5]; placebo = 5.1 [mean diff. = -1.4] 
3) NRS Sleep-interference score (11-point) (0-10) (mean) - week 13: 
(0 = did not interfere ; 10 = completely interfere) 
gabapentin (n=82) = 2.3; placebo (n=80) = 3.8, mean diff. = -1.47 (95%CI: -
2.2 to -0.8), p < 0.001 
4) SF-MPQ VAS - week 8: 
gabapentin = 36.9 [mean diff. = -30.8]; placebo = 53.8 [mean diff. = -17.4] 
5) Adverse effects: 
Withdrawn due to AEs: gabapentin = 7/84, placebo = 5/81 
dizziness: gabapentin = 20/84, placebo = 4/81 
somnolence: gabapentin = 19/84, placebo = 5/81 
diarrheoa: gabapentin = 9/84, placebo = 7/81 
nausea: gabapentin = 7/84, placebo = 4/81 
POMS (mean): gabapentin (n=76) = 22.8, placebo (n=73) = 31.9, mean diff. = 
-9.14 (95%CI: -17.3 to -1.0), p = 0.03 
 

Notes Dropouts: 14/84 on gabapentin, 16/81 placebo. QS = 5 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Beydoun 2006 (Oxcarbazepine-PDN)  
Methods US Study 

Randomised, double-blind, placebo-controlled, parallel design, 16 weeks. 4 



weeks titration to treatment doses, 12 weeks stable doses. 
Participants Condition: PDN 

Painful diabetic neuropathy of 6 months - 5 years. VASpi at least 50mm. 347 
participants (232 completed). 
Mean age: 
Oxcarbazepine 600mg/day = 61.1, 1200mg/day = 60.3, 1800mg/day = 59.3, 
or placebo = 62.1 
Gender (male): 
Oxcarbazepine 600mg/day = 60%, 1200mg/day = 52%, 1800mg/day = 53%, 
or placebo = 56% 
Duration of PDN: 0.5 to 16 years 
Baseline: 
VASpi (mean, SD): 
Oxcarbazepine 600mg/day = 79.6 (14.2), 1200mg/day = 75.7 (13.8), 
1800mg/day = 71.3 (15.6), or placebo = 70.8 (13.2) 
 

Interventions Oxcarbazepine 600mg/day vs. Oxcarbazepine 1200mg/day vs. 
Oxcarbazepine 1800mg/day vs. Placebo 
Oxcarbazepine 600mg/day, 1200mg/day, 1800mg/day, or placebo. 2 weeks 
wasout before trial, rescue medication allowed (paracetamol). 
 

Outcomes No ITT analysis. 
1) Horizontal VASpi 100-mm (mean reduction from baseline) - week 16: 
Oxcarbazepine 600mg/day = -25.9 , 1200mg/day = 29.0, 1800mg/day = -26.5, 
placebo = -19.1, not significant. 
2) Global Improvement (GATE) (much or very much improved) - week 16: 
(7-item, -3 = very much improved to 3 = very much deteriorated) 
Oxcarbazepine 600mg/day = 24/67 , 1200mg/day = 20/53, 1800mg/day = 
20/40, placebo = 35/72 
3) Adverse effects: 
Withdrawn due to AEs: 
Oxcarbazepine 600mg/day = 9/83, 1200mg/day = 20/87, 1800mg/day = 
36/88, placebo = 6/89 
[oxcarbazepine combined = 65/258, placebo 6/89] 
dizziness: Oxcarbazepine 600mg/day = 5/83, 1200mg/day = 16/85, 
1800mg/day = 30/87, placebo = 2/89 
nausea: Oxcarbazepine 600mg/day = 2/83, 1200mg/day = 13/85, 
1800mg/day = 17/87, placebo = 5/89 
somnolence: Oxcarbazepine 600mg/day = 2/83, 1200mg/day = 5/85, 
1800mg/day = 9/87, placebo = 3/89 
fatigue: Oxcarbazepine 600mg/day = 4/83, 1200mg/day = 11/85, 1800mg/day 
= 13/87, placebo = 6/89 
No significant effects on sleep questionnaire, SF-36, POMS (data not 
reported). 
 

Notes Dropouts: Oxcarbazepine 600mg/day = 16/83, 1200mg/day = 34/87, 
1800mg/day = 48/88, placebo = 6/89 
(reasons for dropout: AEs, lack of efficacy, violations, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
Bone 2002 (Gabapentin-Phantom limb pain)  
Methods UK Study 

Randomised double-blind placebo controlled crossover study, 6 weeks.  
2 x 6 weeks treatment periods with one week washout. 



Participants Condition: Phantom limb pain 
Severe phantom limb pain for > 6 months after previous surgical amputation. 
Age 18 yrs to 75 yrs. All had VAS pain score of 40mm (out of possible 
100mm). 19 participants (14 completed). 
Mean age = 56.25, male = 15, female = 4 
 

Interventions Gabapentin vs. Placebo 
Gabapentin 300 mg increasing to 2400mg or max tolerated dose. Codeine 
(30mg) and paracetamol (500 mg) tablets allowed up to 8/day as rescue. 
Previously prescribed tricyclic antidepressants also allowed 
 

Outcomes No ITT analysis 
Gabapentin = 14, placebo = 14 
1) VAS pain intensity difference from baseline (PID) (mean, SD) - week 6: 
gabapentin = 3.2 (2.1), placebo = 1.6 (0.7) 
HAD-Depression (median, IQR) (n=14): gabapentin = 14 (5-25) (base), 12 (4-
22) (end); placebo = 15 (5-25)(base), 14 (5-25) (end), not significant (analysis 
not shown) 
Barthel Index (median, IQR) (n=14): gabapentin = 90 (70-105) (base), 85 (70-
105) (end); placebo = 85 (65-100)(base), 87 (65-105) (end), not significant 
(analysis not shown) 
Adverse effects: 
somnolence: gabapentin = 7/19, placebo = 2/19 
dizziness: gabapentin = 2/19, placebo = 1/19 
nausea: gabapentin = 1/19, placebo = 1/19 
 

Notes Dropout: gabapentin = 3/19, placebo = 2/19 (3 did not complete, 1 withdrew 
consent, 1 protocol violation) 
7 participants reported somnolence on Gabapentin 
QS=5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Breuer 2007 (Lamotrigine-Central pain)  
Methods US Study 

Randomised, double-blind placebo-controlled, crossover study. 2 x 11 weeks 
(8 weeks titration to stable dose, 3 weeks maintenance) + 2 weeks tapering, 
with 2 weeks washout. Carry-over effect was found for the pain descriptor. 



Participants Condition: Central Pain (MS) 
At least 18 years of age, had a diagnosis of probable or definite MS, and 
reported pain with neuropathic features for at least 3 months, Score of 4 or 
higher on the 11-point Neuropathic Pain Scale (0=none, 10=the worst 
imaginable). 18 participants (12 completed). 10 famele, 2 male, mean age 
49.3. 
 

Interventions Lamotrigine vs. Placebo 
Lamotrigine 25mg increasing to 400mg at week 8, then 2 weeks stabke dose 
+ 2 weeks tapering. Other pain medications including gabapentin allowed if 
the doses were stable during the study. 
 

Outcomes No ITT analysis. 
1) At least 30% inprovement from baseline on the NPS 11-point: 
lamotrigine = 5/11, placebo = 2/11 
Physical health & emotional problems (MSQOL) (n=11), endpoint mean diff. 
(SE) between 2 group = -0.3 (0.3), not significant (p = 0.5) 
Overall quality of life rating (n=11): endpoint mean diff. (SE) between 2 group 
= 0.05 (0.5), not significant (p = 0.9) 
2) Adverse effects: 
Withdrawn due to AEs: lamotrigine = 2/18 
fatigue: lamotrigine = 3/15, Placebo = 2/15 
nausea: lamotrigine = 3/15, Placebo = 0/15 
diarrhea: lamotrigine = 1/15, Placebo = 0/15 
rash: lamotrigine = 1/15, Placebo = 0/15 
sedation: lamotrigine = 1/15, Placebo = 0/15 
vomiting: lamotrigine = 1/15, Placebo = 0/15 
dizziness: lamotrigine = 0/15, Placebo = 1/15 
 

Notes Dropouts: 6/18 (3 withdrawn, 2 due to AEs, 1 receiving corticosteriod) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Dogra 2005 (Oxcarbazepine-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled, parallel study, 16 weeks.  
Participants Condition: PDN 

Participants with 6 months to 5 years history of PDN, at least 50mm on a 



VAS-100mm. 146 participants (106 completed). Mean age and male (%): 
oxcarbazepine = 59.7 years old, 54%, placebo = 60.5 years old, 62%. 
Baseline: 
Mean VAS (SD): oxcarbazepine = 71.5 (15.8), placebo = 74.3 (13.7) 
 

Interventions Oxcarbazepine vs. Placebo 
Qxcarbazepine escalation from 300mg/d to 1800 mg/d, in 4 weeks, then 12 
weeks maintenance period. Mean dose was 1445mg/d). Paracetamol 
2000mg/d as rescue mediucation was allowed. 
 

Outcomes ITT analysis. 
1) Horizontal VASpi-100mm - mean diff. from baseline (SD): 
oxcarbazepine = -24.3 (27.2), placebo = -14.7 (26.4) 
2) >50% pain reduction from baseline (VAS): 
oxcarbazepine = 24/69, placebo = 14/77 
3) >30% pain reduction from baseline (VAS): 
oxcarbazepine = 31/69, placebo = 22/77 
4) Global improvement-pain relief (GATE), 7-point (slightly, much, very 
much improved to slightly, much, very much deteriorated): 
(at least much improved) 
oxcarbazepine = 33/69, placebo = 17/77 
Sleep questionnaire (awaken from sleep) (mean, SD): oxcarbazepine (n=69) 
= 31 (29), placebo (n=77) = 49 (38), significant (p = 0.02) 
POMS (mean, SD): oxcarbazepine (n=59): baseline = 31.5 (11.0), endpoint = 
31.5 (15.4), placebo (n=69): baseline = 32.9 (16.4), endpoint = 26.2 (13.5), 
not significant. 
SF-36: not significant between groups (data not reported) 
5) Adverse effects: 
Withdrawn due to AEs: Oxcarbazepine = 19/69, palcebo = 6/77 
dizziness: Oxcarbazepine = 7/55, palcebo = 1/70 
nausea: Oxcarbazepine = 2/55, palcebo = 1/70 
somnolence: Oxcarbazepine = 5/55, palcebo = 0/70 
fatigue: Oxcarbazepine = 3/55, palcebo = 1/70 
vomiting: Oxcarbazepine = 2/55, palcebo = 1/70 
diarrhea: Oxcarbazepine = 1/55, palcebo = 4/70 
 

Notes Dropouts: oxcarbazepine = 25/69, placebo = 15/77 (reasons: AEs, protocol 
violation, lack of efficacy, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Dworkin 2003 (Pregabalin-PHN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 8 weeks.  
Participants Condition: PHN 

Pain for 3 or more months following herpes zoster rash healing, at least 
40mm on VAS-100mm, mean age = 71.5, female = 53%, male = 47%, mean 



duration of PHN = 33.8 months. 173 participants (132 completed). 
Those previously failed to respond to gabapentin were excluded. 
Baseline: 
Mean pain score (McGill) (SD): pregabalin = 6.3 (1.4), placebo = 6.4 (1.5) 
 

Interventions Pregabalin vs. Placebo 
Pregabalin escalation from 150mg/d for the first week, then 600mg for the 
second week. Existing medications allowed if stable doses (opioids, NSAIDs, 
antidepressants, etc.) 
 

Outcomes ITT analysis. 
1) 50% or more pain reduction (based on McGill)- endpoint: 
pregabalin = 44/89, placebo = 17/84 
1) 30% or more pain reduction (based on McGill) - endpoint: 
pregabalin = 56/89, placebo = 21/84 
2) Patient Global Impression of Change (PGIC): 
pregabalin: Improved = 71/85, unchanged = 11/85, worse = 3/85 
placebo: Improved = 22/84, unchanged = 50/84, worse = 12/84 
3) Mean pain score (McGill) (SE) - at week 8: 
pregabalin = 3.60 (0.24) [mean diff. = 6.3-3.6 = -2.7], placebo = 5.29 (0.24) 
[mean diff. = 6.4-5.29 = -1.1] 
MOS Sleep scale (LSM, SE): pregabalin (n=85) = 26.63 (1.77), placebo 
(n=82) = 36.43 (1.75), diff = -9.80 (95%CI: -14.49 to -5.11), p = 0.0001 
SF-36 (physical) (LSM, SE): pregabalin (n=85) = 62.25 (1.96), placebo (n=83) 
= 61.41 (1.90), diff = +0.84 (95%CI: -4.25 to 5.93), p = 0.7449 
SF-36 (mental health) (LSM, SE): pregabalin (n=86) = 77.53 (1.54), placebo 
(n=83) = 73.73 (1.54), diff = +3.81 (95%CI: -0.28 to 7.89), p = 0.0676 
4) Adverse effects: 
AEs: pregabalin = 77/89, placebo = 53/84 
Withdrawn due to AEs: pregabalin = 28/89, placebo = 4/84 
dizziness: pregabalin = 25/89, placebo = 10/84 
somnolence: pregabalin = 22/89, placebo = 6/84 
peripheral edema: pregabalin = 17/89, placebo = 2/84 
gait disturbances: pregabalin = 7/89, placebo = 1/84 
diarrhea: pregabalin = 6/89, placebo = 4/84 
 

Notes Dropouts: pregabalin = 31/89, placebo = 10/84 (reasons: AEs, lack of 
compliance, lack of efficacy, withdrew consent) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Eisenberg 2001 (Lamotrigine-PDN)  
Methods Isrea Study 

Randomised double-blind, placebo controlled study for 11 weeks. Seven day 
screening phase, 8 weeks treatment phase, 2 week post treatment phase 

Participants Condition: PDN 
59 participants with painful diabetic neuropathy (Age 50 to 60 years) (46 
completed). Participants who had received anticonvulsants or antidepressants 



for reasons other than pain and those who had received opioids were 
excluded 
 

Interventions Lamotrigine vs. Placebo 
Lamotrigine 25 mg dispersible tablets or matching placebo. 
25 mg daily for two weeks, 50 mg daily for two weeks then 100 mg, 200 mg, 
300 mg and 400 mg - one week at each dose level. Rescue analgesia as 
paracetamol, dipyrone or NSAIDs 
 

Outcomes ITT analysis. 
Daily pain intensity, McGill, Beck depression, Pain disability index, Global 
assessment. 
Results. 
1) 50% reduction in pain (in last three weeks) based on McGill:  
lamotrigine = 12/27, placebo = 5/26 
2) Patient-reported Global assessment of efficacy:  
lamotrigine: highly effective = 7/22, moderate = 9/22, low = 6/22 
placebo: highly effective = 2/21, moderate = 7/22, low = 12/22 
3) Adverse effects: 
Withdrawn due to AEs: lamotrigine = 2/27, placebo = 2/26 
AEs: lamotrigine = 17/27, placebo = 21/26 
rash: lamotrigine = 2/27, placebo = 0/26 
nausea: lamotrigine = 4/27, placebo = 4/26 
epigastric pain: lamotrigine = 3/27, placebo = 1/26 
dizziness: lamotrigine = 3/27, placebo = 4/26 
 

Notes Dropouts: lamotrigine = 5/59, placebo = 8/59 (reasons: lack of compliance, 
AEs, personal reasons, protocol violation) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Finnerup 2002 (Lamotrigine-Spinal cord injury)  
Methods Denmark Study 

Randomised double-blind placebo controlled crossover study. One week 
baseline assessment, 2 x 9 weeks treatment periods separated by 2 week 
washout. 

Participants Condition: Spinal cord injury 
30 participants with neuropathic pain after traumatic spinal cord injury (SCI), 



pain intensity at least 3 on a 0-10 point NRS (22 completed). Age 27 to 63 
years, 18 males, 4 females, duration of pain 1 to 31 years. 
 

Interventions Lamotrigine vs. Placebo 
Dose escalation to 400 mg a day. Weeks one and two 25 mg daily, weeks two 
and four 50 mg, one week each at 100 mg, 200 mg, and 300 mg then 2/52 at 
400 mg. Treatment with spasmolytics, sedatives and simple analgesics 
allowed. Paracetamol up to 3G per day as rescue 
 

Outcomes No ITT analysis. 
Average daily pain on 11 point numeric scale. Change in median weekly pain 
score from baseline to final week. Participant preference, other measures 
included details of types of pain, impact on sleep, and use of rescue 
medication 
Change in pain score: No significant effect, median change in pain score on 
placebo = 0, lamotrigine = 1. Authors claim some response among pts with 
incomplete spinal lesions. 
Very few patients obtained >50% pain relief and NNT was not statistically 
significant. 
Sleep-interference (NRS) (median, IQR): lamotrigine (n=22) = 0 (0-3), placebo 
(n=22) = 1 (0-3), p = 0.65 
SF-36 (physical) (median, IQR): lamotrigine (n=22) = 32.6 (28-42), placebo 
(n=22) = 33.9 (29-37), p = 1.00 
SF-36 (mental) (median, IQR): lamotrigine (n=22) = 60.7 (54-67), placebo 
(n=22) = 61.9 (58-68), p = 0.80 
Adverse effects: 
Withdrawn due to AEs: lamotrigine = 1/27, placebo = 2/28 
AEs: 13/27 reported AEs on lamotrigine, 14/28 on placebo 3/28 
 

Notes Dropouts: lamotrigine = 4/15, placebo = 4/15 (reasons: AEs, consent 
withdrawn, protocol violation, etc.) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Freynhagen 2005 (Pregabalin-PDN/PHN)  
Methods Multicentres Study - US, Germany, Poland 

Randomised, double-blind placebo-controlled parallel study, 12 weeks. 
Participants Condition: PHN and PDN 

338 participantrs (209 completed) with primary diagnosis of PDN (for at least 
6 months) or PHN (for at least 3 months), at least 40mm on VAS, washout of 
other medications at baseline for at least 7 days. Male = 183, female = 155, 
mean age = 62.2 (range 26-87). 



 
Interventions Pregabalin (flexi-dose) vs. Pregabalin (fixed-dose) vs. Placebo 

Pregabalin flexi-dose escalation from 150mg up to 600mg weekly based on 
response and tolerability (mean dose = 372.2mg/d). Pregabalin fixed-dose 
escalation from 300mg to 600mg at week 2. Rescue medication 
(paracetamol) allowed. 
 

Outcomes ITT analysis. 
1) at least 50% pain reduction from baseline (based on NRS 11-point) - at 
week 12: 
Pregabalin flexi-dose = 68/141 [NNT = 4.2 (95%CI: 2.47to 9.5)] 
Pregabalin fixed-dose = 69/132 [NNT = 3.6 (95%CI: 2.4 to 6.9)], placebo = 
16/65 
(pregabalin combined = 137/273) [NNT = 3.8 (95%CI: 2.6 to 7.3)] 
2) at least 30% pain reduction from baseline (based on NRS 11-point) - at 
week 12: 
Pregabalin flexi-dose = 83/141 [NNT = 4.6 (95%CI: 2.7 to 13.6)] 
Pregabalin fixed-dose = 88/132 [NNT = 3.4 (95%CI: 2.3 to 6.8)], placebo = 
24/65 
(pregabalin combined = 171/273 [NNT = 3.9 (95%CI: 2.6 to 8.3)] 
3) Patient reported Global improvement-Change (PGIC) (3-points) - week 
12: 
Pregabalin flexi-dose: those 'much or very much Improved = 73/141 
Pregabalin fixed-dose = 'much or very much Improved' = 71/132 
placebo = 'much or very much Improved' = 20/65 
(pregabalin combined = 144/273) 
Sleep-interference: reported both treatment were significant better than 
placebo (no data reported) 
4) Advese effects: 
Withdrawn due to AEs: Pregabalin flexi-dose = 24/141, Pregabalin fixed-dose 
= 33/132, placebo = 5/65 (pregabalin combined = 57/273) 
dizziness: placebo = 3/65, pregabalin flexi-dose = 27/141, pregabalin fixed-
dose = 38/132, all pregabalin = 57/238 
peripheral edema: placebo = 2/65, pregabalin flexi-dose = 23/141, pregabalin 
fixed-dose = 10/132, all pregabalin = 28/238 
weight gain: placebo = 2/65, pregabalin flexi-dose = 17/141, pregabalin fixed-
dose = 18/132, all pregabalin = 30/238 
somnolence: placebo = 0/65, pregabalin flexi-dose = 15/141, pregabalin fixed-
dose = 17/132, all pregabalin = 30/238 
nausea: placebo = 1/65, pregabalin flexi-dose = 7/141, pregabalin fixed-dose 
= 14/132, all pregabalin = 18/238 
 

Notes Dropouts: Pregabalin flexi-dose = 49/141, Pregabalin fixed-dose = 50/132, 
placebo = 30/65 (reasons: AEs, lack of efficacy, lack of compliance, others) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
Gordh 2008 (Gabapentin-Nerve pain)  
Methods Multicentres study - Europe 

Randomised double-blind placebo-controlled, crossover study, 5 week. 
2 x 5 weeks treatment periods with 3 weeks washout. 
No carry-over effect detected. 

Participants Condition: Traumatic nerve injury pain 
120 participants (98 completed) with neuropathic pain for at least 6 months, 
with pain intensity at least 30m on VAS-100mm, female = 53.3%, male = 
46.7%, mean age 48.8 (range 19-81). 



 
Interventions Gabapentin vs. Placebo 

Gabapentin dose escalation from 300mg to 2400mg at 2 weeks (or max 
tolerable dose), mean dose = 2243mg/d. Rescue medication (paracetamol) 
allowed. 
 

Outcomes No ITT analysis 
1) Mean diff. from baseline (first period) (VASpi-100mm): 
gabaentin = -7.2, placebo = 6.9 (not significant) 
2) Pain relief scale (5-point) - week 5: 
gabapentin: Complete = 0/98, marked = 18/98, moderate = 13/98, some = 
13/98, no = 54/98 
placebo: Complete = 0/97, marked = 5/97, moderate = 9/97, some = 13/97, no 
= 70/97 
3) At least 50% or 30% pain reduction - week 5: 
No significant diference for at least 30% pain reduction, significant for the at 
least 50% pain reduction, actual data not reported. 
4) PGIC results not reported, only reported CGIC. 
Sleep-interference: not significant between group (actual data not reported) 
SF-36 (mental health): gabapentin superior than placebo (p = 0.0017) (actual 
data not reported) 
5) Adverse effects: 
Withdrawn due to AEs: gabapentin = 7/120, placebo = 4/120 
Dizziness and vertigo: gabapentin = 39/120, placebo = 9/120 
tiredness (fatigue): gabapentin = 31/120, placebo = 17/120 
vomiting and nausea: gabapentin = 8/120, placebo = 10/120 
 

Notes Dropouts: gabapentin = 11/120, placebo = 11/120 (reasons: AEs, non-
compliance, lack of efficacy, consent withdrawn, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Grosskopf 2006 (Oxcarbazepine-PDN)  
Methods US, UK, Germany Study 

Randomised double-blind placebo-controlled parallel study, 16 weeks. 
Participants Condition: PDN 

141 participants (95 completed) with PDN for 6 months to 5 years, with at 
least pain rating of 50mm on the VAS-100-mm, mean duration of pain = 2.9 
years, mean age = 61.1 (range 30-85). 
Baseline: 
VAS-100mm (mean, SD): oxcarbazepine = 72.0 (14.2), placebo = 70.7 (13.6) 



 
Interventions Oxcarbazepine vs. Placebo 

Oxcarbazepine escalation from 300mg to 600mg (or max torelable dose) over 
4 weeks, then 12 weeks dose maintenance (mean dose = 1091mg/d). Rescue 
medication (paracetamol) allowed. 
 

Outcomes ITT analysis. 
Oxcarbazepine = 71, placebo = 70 
1) Reduction of VAS-100mm from baseline - week 16: 
oxcarbazepine = 27.9%, placebo = 31.1% (not significant) 
2) Also no significant differences on Global assessment of effect (GATE) (7=-
point) 
3) Adverse effects: 
Withdrawn due to AEs: oxcarbazepine = 18/71, placebo = 4/70 
 

Notes Dropouts: oxcarbazepine = 29/71, placebo = 17/70 (reasons: AEs, protocol 
violation, lack of efficacy, others) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Hahn 2004 (Gabapentin-HIV related neuropathy)  
Methods German Study 

Randomised double-blind placebo-controlled parallel study, 4 weeks double-
blind + 2 weeks open treatment 

Participants Condition: HIV-related neuropathies 
26 participants (24 completed) with diagnosis of HIV-related sensory 
neuropathies, male = 20, female = 6, age range 27-61 years old, duration of 
condition 2-384 weeks. 
 

Interventions Gabapentin vs. Placebo 



Gabapentin dose escalation from 400mg to 1200mg over 2 weeks, dosage 
maintained if beneficial, if not increased up to 2400mg over further 2 weeks. 
Then open treatment for 2 weeks. Rescue analgesics not allowed. 
 

Outcomes 1) Median diff. of VAS-100mm from baseline (week 4): 
gabapentin = -2.25 (median) (-44.1%), placebo = -1.4 (median) (-29.8%) 
2) A significant decrease in sleep interference score at week 4 (-48.9% vs. -
11.6%) (actual data not reported) 
3) Adverse effects (week 4): 
Withdrawn due to AEs: gabapentin = 1/15, placebo = 0/11 
somnolence: gabapentin = 12/15, placebo = 2/11 
dizziness: gabapentin = 9/15, placebo = 5/11 
gait disturbances: gabapentin = 7/15, placebo = 3/11 
nausea: gabapentin = 5/15, placebo = 2/11 
 

Notes Dropout: at week 4: gabapentin = 1/14, placebo = 1/10 (reasons: AEs, 
personal reason) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Khoromi 2005 (Topiramate-Radiculopathy)  
Methods US Study 

Randomised double-blind placebo-controlled crossover study, 6 weeks. 2 x 6 
weeks treatment periods (4 weeks escalation + 2 weeks maintenance), 
followed by 2 weeks washout. 
No carry-over effect. 

Participants Condition: Chronic lumbar radicular pain 
41 participants (29 completed) with lumbar radiculopathy for at least 3 months 
for at least 5 days per week, age between 18 and 75 years. In the 29 
completers, male = 16, female = 13, age range 28-74 years old, pain duration 
ranged from 6 months to 40 years. 



Baseline: 
NRS 11-point (leg pain) = 4.04 
 

Interventions Topiramate vs. Placebo (active diphenhydramine) 
Topiramate dose escalation from 50mg to 400mg (or max tolerable doses) 
over 4 weeks, then 2 weeks maintenance. Diphenhydramine strated from 
6.25mg to 50mg (or max tolerable doses) over 4 weeks. 
 

Outcomes No ITT analysis. 
1) Global improvement of pain relief (6-item) at week 6: 
Topiramate: Complete relief = 1/29, lot of relief = 8/29, moderate = 6/29, slight 
= 8/29, no relief = 6/29, worse = 0/29 
placebo: Complete relief = 0/29, lot of relief = 1/29, moderate = 6/29, slight = 
11/29, no relief = 10/29, worse = 1/29 
2) Pain reduction (mean NRS scores) - at week 6: 
topiramate = 3.06, placebo = 3.80 [-0.74 (-19%), 95%CI: 41% to -3%] 
3) BDI: rated 'normal': topiramate = 21/28, placebo = 24/28, not sifnificant 
different 
4) SF-36 (physical) (mean score): baseline = 59, topiramate = 67, placebo = 
63, not significant 
5) SF-36 (physical) (mean score): baseline = 79, topiramate = 74, placebo = 
80, topiramate significantly worse 
4) Adverse effects: 
Withdrawn due to AEs: topiramate = 10/41, placebo = 0/41 
AEs: topiramate = 25/29, placebo = 21/29 
fatigue: topiramate = 10/29, placebo = 9/29 
sedation: topiramate = 10/29, placebo = 1/29 
diarrhea: topiramate = 9/29, placebo = 3/29 
edema: topiramate = 1/29, placebo = 0/29 
The authors would not recommend topiramate unless studies of alternative 
regimens showed a better therapeutic ratio. 
 

Notes Dropouts: topiramate = 10/41, placebo = 2/41 (reasons: AEs, glaucoma, 
unrelated cardiac event) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Kochar 2002 (Sodium valproate-PDN)  
Methods Indian Study 

Radomised double-blind placebo-controlled parallel study, 4 weeks. 
Participants Condition: PDN 

60 participants (52 completed) with PDN, age range from 44-73 years old, 
male = 29, female = 23. 
 

Interventions Sodium Valproate vs. Placebo 
Sodium valproate dose escalation to 1200mg/d over 1 week, then 3 weeks 
stable dose. 
 



Outcomes Mean change (SD) in McGill pain score from baseline - week 4: 
sodium valproate (n=28) = -3.41 (1.88), placebo (n=24) = 4.6 (2.12) 
Adverse effects: 
Withdrawn due to AEs: sodium valproate = 1/30, placebo = 0/30 
 

Notes Dropouts: sodium valproate = 2/30, placebo = 6/30 (reasons: AEs, lack of 
efficacy, lack of compliance, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Kochar 2004 (Sodium valproate-PDN)  
Methods Indian Study 

Randomised double-blind placebo-controlled parallel study, 3 months. 
Participants Condition: PDN 

43 participants (39 completed) with diabetes for at least 6 months, daily 
neuropathic pain of at least moderate severity for more than 3 months, pain 
intensity of > 40mm on a VAS. Male = 21, female = 18, mean age (treatment 
group = 54.38, placebo group = 56.24). 
Baseline: 
VAS-100mm (mean, SE): sodium valproate = 60 (19.5), placebo = 57.1 (17.0) 
SF-MPQ (mean, SE): sodium valproate = 19.47 (6.79), placebo = 17.76 (5.23) 
Present pain intensity (mean, SE): sodium valproate = 2.71 (1.00), placebo = 
2.57 (0.92) 



 
Interventions Sodium Valproate vs. Placebo 

sodium valproate 500mg/d for 3 months. 
 

Outcomes ITT analysis. 
sodium valproate = 22, placebo = 21 
1) VAS-100mm (mean, SE) - at month 3:  
sodium valproate = 30 (21.2) [mean diff. from baseline: 60-30 = -30] 
placebo = 60 (18.4) [mean diff. from baseline: 60-57.1 = -2.9] 
2) SF-MPQ (mean, SE) - at month 3:  
sodium valproate = 9.66 (5.96), placebo = 17.88 (5.42) 
3) Present pain intensity (mean, SE) - at month 3:  
sodium valproate = 1.33 (0.66), placebo = 2.61 (0.92) 
*all 3 scales - drug vs. placebo, significant with p < 0.001 
4) Adverse effects: 
Withdrawn due to AEs: sodium valproate = 1/22, placebo = 0/21 
 

Notes Dropouts: sodium valproate = 1/22, placebo = 3/21 (reasons: AEs, lack of 
compliance) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Leijon 1989 (Carbamazepine-Post stroke pain)  
Methods Swedish Study 

Double blind placebo controlled crossover design, four weeks 
Three four week periods, two one week washout periods 
(final doses reached on day 6 for amitriptyline and on day 18 for 
carbamazepine) 
Randomisation method not stated 

Participants Condition: Post stroke pain 
Central post stroke pain of 54 months (range 11 to 154). 
15 participants (15 final number). Mean age 66 years (range 53 to 74), 12 
male and 3 female patients. 
Baseline Pain score in amitriptyline group 4.7 (1.3), in carbamazepine group 
4.6 (1.2), in placebo group 5.5 (1.5) 
Depression score 2.9 (range 0 to 6.5) 



Exclusion criteria: nociceptive pain, peripheral neuropathic pain or 
psychogenic origin. 
 

Interventions Amitriptyline vs. Carbamazepine vs. Placebo 
Amitriptyline dose escalation from 25 mg to 75 mg (75 mg for all patients); or 
carbamazepine dose escalation from 200 mg to 800 mg (10 patients 800 mg, 
2 patients 600 mg, 1 400 mg and 1 200 mg); or placebo daily orally 
 

Outcomes No ITT analysis. 
Pain patients reported, 5-item global improvement, 10-step daily pain intensity 
rating (VRS) 
10-item comprehensive psychopathological rating scale (CPRS) - each rated 
from 0 to 3. 
1) Global improvement (at least improved) - 5-item: 
Amitriptyline = 10/15 (pain-free = 0, pain much improved = 5, pain improved = 
5, pain unchanged = 3, pain worsened = 2) 
Carbamazepine = 5/14 (pain-free = 1, pain much improved = 1, pain improved 
= 3, pain unchanged = 9, pain worsened = 0) 
Placebo = 1/15 (pain-free = 1, pain much improved = 0, pain improved = 0, 
pain unchanged = 12, pain worsened = 2) 
2) Adverse effects 
Amitriptyline = 14/15 (mild = 12, moderate = 2, severe = 0) - most common 
tiredness, dry mouth 
Carbamazepine = 13/15 (mild = 8, moderate = 4, severe = 1) - most common 
vertigo, tiredness, gait disturbances 
Placebo = 7/15 (mild = 6, moderate = 1, severe = 0) 
No patients were withdrawn due to SE 
3) Daily rating of pain intensity - Mean (SD) - mesured at week 4 
Amitriptyline = 4.2 (1.6) [mean diff. = 4.7-4.2 = -0.5] 
carbamazepine = 4.2 (1.7) [mean diff. = 4.6-4.2 = -0.4] 
placebo = 5.3 (2.0) [mean diff. = 5.5-5.3 = 0.2] 
4) Depression (CPRS) - Mean (range) 
Amitriptyline = 2.2 (0 to 8), carbamazepine = 3.0 (0 to 7), placebo = 2.6 (0 to 
6). 
 

Notes Dropouts 1/15 on carbamazepine (drug interaction) 
QS = 4 (R1, DB2, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
Lesser 2004 (Pregabalin-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 5 weeks. 
Participants Condition: PDN 

337 participants (302 completed) with 1-5 years history of PDN and avarage 
weekly painscore of at least 4 on a NRS (11-point), male = 202, female = 135, 
mean age = 59.9 (range 26-85). 
Baseline: 
Mean NRS (SD): Pregabalin 75mg = 6.7 (1.3), 300mg = 6.2 (1.4), 600mg =6.2 
(1.5), Placebo = 6.6 (1.5) 
 

Interventions Pregabalin 75mg vs. 300mg vs. 600mg vs. Placebo 
pregabalin 600mg/d arm was titrated to full dose over 1 week, then 4 weeks 
stable dose. 
pregabalin 75mg/d and 300mg/d arms began at the full dose without titration. 



Paracetamol and SSRIs allowed. 
 

Outcomes No ITT analysis - pregabalin 75mg not reported 
1) At least 50% pain reduction - week 5: 
Pregabalin 75mg = not reported, 300mg = 37/81, 600mg =39/81, Placebo = 
17/97 
2) At least 30% pain reduction - week 5: 
Pregabalin 75mg = not reported, 300mg = 50/81, 600mg =53/81, Placebo = 
32/97 
Patient Global impression of change (PGIC) (much or very much 
improved): 
pregabalin 75mg = not reported, 300mg = 44/79, 600mg = 54/78, placebo = 
23/95 
3) Least Squares Mean NRS (SE) - week 5: 
Pregabalin 75mg = 4.91 (0.24), 300mg = 3.80 (0.23), 600mg = 3.60 (0.23), 
Placebo = 5.06 (0.21) 
*All treatment arms (except 75mg) were significant different compared to 
placebo. 
SF-McGill: Total score of all treatment arms (except 75mg) were significant 
different compared to placebo. 
4) Adverse effects: 
Withdrawn due to AEs: Pregabalin 75mg = 2/77, 300mg = 3/81, 600mg 
=10/82, Placebo = 3/97 
dizziness: pregabalin 75mg = 6/77, 300mg = 22/81, 600mg = 32/82, placebo 
= 5/97 
somnolence: pregabalin 75mg = 3/77, 300mg = 19/81, 600mg = 22/82, 
placebo = 4/97 
peripheral edema: pregabalin 75mg = 3/77, 300mg = 6/81, 600mg = 11/82, 
placebo = 2/97 
diarrhea: pregabalin 75mg = 4/77, 300mg = 1/81, 600mg = 3/82, placebo = 
7/97 
 

Notes Dropouts: Pregabalin 75mg = 10/77, 300mg = 5/81, 600mg =12/82, Placebo = 
8/97 (reasons: mainly AEs) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
Levendoglu 2004 (Gabapentin-Spinal cord injury)  
Methods Turkish Study 

Randomised double-blind placebo-controlled crossover study, 8 weeks. 
2 x 8 weeks treatment periods (4 weeks titration, 4 weeks stable doses) with 2 
weeks washout period. 

Participants Condition: Spinal cord injury 
20 participants (all completed) with traumatic SCI at the thoracic and lumbar 
level, 7 females, 13 males, aged between 20 and 65 years, mean age = 35.9, 
with neuropathic pain for more than 6 months (range 6-45 months), 
Neuropathic Pain Scale (NPS) scored 4 or above (11-point). 
 

Interventions Gabapentin vs. Placebo 
gabapentin dose escalation from 900mg/d to 3600mg/d (or max tolerable 
dose) over 4 weeks, then 4 weeks stable doses. 
 

Outcomes ITT analysis. 



1) Percentage of pain relief (based on NPS - pain intensity) - week 8: 
gabapentin = -69.9%, placebo = -13.2% 
*other measurements were reported in graph figures. 
2) Adverse effects: 
gabapentin = 13/20, placebo 5/20 
vomiting: gabapentin = 0/20, placebo 1/20 
edema: gabapentin = 3/20, placebo 0/20 
sedation: gabapentin = 3/20, placebo 0/20 
diarhea: gabapentin = 0/20, placebo 0/20 
(no withdrawal due to AEs) 
 

Notes No dropouts. 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Luria 2000 (Lamotrigine-PDN)  
Methods Israel Study 

Randomised placebo-controlled parallel study, 8 weeks (plus 2 weeks post 
treatment follow-up) 

Participants Condition: PDN 
40 participants (34 completed) with PDN with painintensity of at least 4 on a 
NRS (11-point), male = 22, female = 12, mean age (lamotrigine group = 53, 
placebo = 55). 
 

Interventions Lamotrigine vs. Placebo 
lamotrigine dose escalation from 25mg/d to 400mg/d over 8 weeks. Rescues 
medications (paracetamol, dipyrone, NSAIDs) allowed. 
 

Outcomes No ITT analysis 
1) At least 50% pain reduction (NRS pain intensity) - week 8: 
lamotrigine = 9/18, placebo = 3/16 
2) Pain intensity (NRS) (mean, SE) - week 8: 



lamotrigine: baseline = 6.5 (0.5), endpoint = 3.8 (0.7), mean diff. = -2.7 (-46%) 
placebo: baseline = 6.6 (0.3), endpoint = 5.2 (0.5), mean diff. = -1.4 (-22%) 
3) Adverse effects: 
Withdrawn due to AEs: lamotrigine = 1/20, placebo = 0/20 
rash: lamotrigine = 2/20, placebo = 0/20 
GI disturbances: lamotrigine = 7/20, placebo = 4/20 
drowsiness: lamotrigine = 2/20, placebo = 3/20 
 

Notes Dropouts: lamotrigine = 2/20, placebo = 4/20 (reasons: AEs, lack of 
compliance, protocol violation, personal reasons) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
McCleane 1999 (Lamotrigine-Neuropathic pain)  
Methods UK Study 

Randomised double-blind, placebo controlled parallel study for 8 weeks 
Participants Condition: Neuropathic pain 

100 participants (74 completed) with intractable neuropathic pain. Mean age 
placebo group = 4.7 years, treatment group = 47.1 years. All had failed on 
codeine or NSAID based analgesics. Those on anticonvulsants excluded. 
Mean age 45 years. 
 

Interventions Lamotrigine vs. Placebo 
Lamotrigine 25 mg dispersible tablets or matching placebo. 
25mg/d for 14 days, 50mg/d for 14 days then 100mg/d for 7 days, then 
150mg/d for 7 days then 200mg/d until day 56 (week 8). 
 

Outcomes No extractable data - results for all variables showed no significant difference 
from baseline (burning, numbness, shooting pain, overall pain, mobility, mood, 
sleep) 
Overall Results:  



Scores aggregated at 8 weeks. No useful analgesic benefit demonstrated by 
lamotrigine in doses up to 200 mg. From a baseline of 6.76 (on VAS-10cm), 
overall pain on lamotrigine reduced by 0.01 and on placebo increased by 0.03 
1) Adverse effects: 
Withdrawn due to AEs: lamotrigine = 4/50, placebo = 6/50 
 

Notes Dropouts: Total 18: 8 nausea (5 placebo, 3 lamotrigine); 2 skin rash (1 
lamotrigine); 2 bad taste of tablets (1 lamotrigine); 6 due to lack of analgesia 
(2 placebo, 4 lamotrigine). 8 failed to attend final assessment. 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Nicol 1969 (Carbamazepine-Trigeminal neuralgia)  
Methods US tudy 

Partial crossover (successful first treatment period stayed on same treatment) 
20 had carbamazepine only, 7 had placebo only. 17 had placebo then 
carbamazepine. Follow up 46 months. Double blind, randomised (method not 
stated) 

Participants Condition: TN 
64 participants with facial pain recruited. 54 (44 completed) with trigeminal 
neuralgia. 
Results presented on 44 TN only due to insufficient follow up. Male = 21, 
Female = 23. 
 

Interventions Carbamazepine vs. Placebo 
Carbamazepine dose titration 100mg to 2400mg/day, and placebo 
Patients started on one treatment and increased dose until 8 tablets a day. At 
2 weeks, if no satisfactory results the second treatment was substituted. 
 

Outcomes No ITT analysis 
1) 4-point pain relief scale: 



15/20 starting on carbamazepine had good or excellent response 
6/7 placebo had good or excellent response 
12/17 switched from placebo to carbamazepine had good or excellent 
response - not used 
 

Notes Dropouts: 2/37 carbamazepine withdrawn (ADRs); 4/37 on carbamazepine 
died (other causes) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Nikolajsen 2006 (Gabapentin-Phantom limb pain)  
Methods Danish Study 

Randomised double blind placebo-controlled parallel, for 30 days after 
amputation 

Participants Condition: Phantom limb pain 
46 participants (34 completed 30 days) with lower limb amputation, at least 18 
years old, 23 males, 18 females, mean age (gabapentin = 70.8, placebo = 
69.8). 
 

Interventions Gabapentin vs. Placebo 
gabapentin dose escalation: 300mg/d on day 1, 900mg/d on day 2, 1200mg/d 
on day 5, 1500mg/d on day 7, 1800mg/d on day 9, 2100mg/d on day 11, 
2400mg/d on day 13-30 (or max tolerable dose). 
Opioids allowed as rescue medication postoperatively. 
 

Outcomes Results only presented in graph figures, no extractable data (measurements 
included McGill Pain Score, incidence of phantom pain and pain intensity). 
1) Adverse effects: 
Withdrawn due to AEs: gabapentin = 2/23, placebo = 2/23 
AEs: gabapentin = 9/23, placebo = 8/23 



 
Notes Dropouts: by 30 days: gabapentin = 7/23, placebo = 5/23 (reasons: AEs, 

withdraw consent, concurrent diases) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rao 2007 (Gabapentin-Cancer pain)  
Methods US Study 

Randomised double-blind placebo-controlled crossover study, 6 weeks. 
2 x 6 weeks treatment periods with 2 weeks washout 

Participants Condition: Cancer pain (CIPN) 
115 participants (68 completed) with symptomatic CIPN (duration > 1 month) 
with daily pain scores of either at least 4 on a NRS (11-point) or at least 1 on 
the ENS (4-point), mean age = 59 (range 25-84), male = 31, female = 84). 
 

Interventions Gabapentin vs. Placebo 
gabapentin dose escalation from 300mg to 2700mg/d over 3 weeks, then 
stable dose for 3 weeks (or max tolerable dose) 
Other medications (antidepressants, opioids, anticonvulsants) allowed, 
NSAIDs also allowed. 
 

Outcomes Results presented in graph figures, no extractable data. 
Overall results: no significant differences between treatment and placebo for 
SF-McGill, SCG, brief Pain Inventory. 
Adverse effects: 
No withdrawal due to AEs. 
dizziness: gabapentin = 2/91, placebo = 1/89 



fatigue: gabapentin = 1/91, placebo = 2/89 
rash: gabapentin = 2/91, placebo = 0/89 
 

Notes Dropouts: gabapentin = 23/57, placebo = 24/58 (reasons: lack of efficacy, 
disease progression, death due to cancer) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rao 2008 (Lamotrigine-Cancer pain)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 10 weeks. 
Participants Condition: Cancer pain (CIPN) 

125 participants (80 completed) with symptomatic CIPN (duration at least 1 
month) with daily pain scores of either at least 4 on a NRS (11-point) or at 
least 1 on the ENS (4-point), mean age = 61 (range 29-84), male = 51, female 
= 74). 
 

Interventions Lamotrigine vs. Placebo 
lamotrigine dose escalation from 25mg/d to 300mg/d over 8 weeks, then 2 
weeks stable dose (or max tolerable dose). There were also 4 weeks tapering 
after the trial. 
Other medications (antidepressants, opioids, anticonvulsants) allowed, 
NSAIDs also allowed. 
 

Outcomes Results presented in graph figures, no extractable data. 
Overall results: no significant differences between treatment and placebo for 
SF-McGill, SCG, brief Pain Inventory. 
1) Adverse effects: 
Withdrawn due to AEs: lamotrigine = 7/63, placebo = 1/62 
dizziness: lamotrigine = 2/63, placebo = 1/62 



fatigue: lamotrigine = 1/63, placebo = 2/62 
rash: lamotrigine = 2/63, placebo = 0/62 
 

Notes Dropouts: lamotrigine = 29/63, placebo = 16/62 (reasons: AEs, refusal, 
others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Raskin 2004 (Topiramate-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 12 weeks 
Participants Condition: PDN 

323 participants (192 completed) with PDN for at least 3 months but less than 
10 years, and with at least 40mmon a VAS, mean age 59.2, male = 157, 
female = 160, mean duration of PDN = 3.2 years. 
Participants required continued treatment with anticonvulsants were excluded. 
 

Interventions Topiramate vs. Placebo 
topiramate dose escalation from 25mg/d to 400mg/d over 8 weeks, then 4 
week stable dose (or max tolerable dose). 
Rescue analgesics (paracetamol) allowed for the first 6 weeks 
 

Outcomes No ITT analysis 
1) Mean difference of VAS-100mm - week 12: 
topiramate: baseline = 68.0, endpoint = 46.2, mean diff. = -21.8 
placebo: baseline = 69.1, endpoint = 54.0, mean diff. = -15.1 
*topiramate vs. placebo, significant different 
2) At least 50% pain reduction (based on VAS) - week 12: 
topiramate = 74/208, placebo = 23/109 
3) At least 30% pain reduction (based on VAS) - week 12: 
topiramate = 103/208, placebo = 37/109 



4) Global assessment of efficacy - week 12: 
topiramate: Excellent = 16/208, very good = 48/208, good = 48/208, fair = 
36/208, poor = 48/208 
placebo: Excellent = 5/109, very good = 18/109, good = 14/109, fair = 25/109, 
poor = 43/109 
Sleep-disruption (mean, SD) - endpoint: topiramate (n=208) = 3.9 (3.1), 
placebo (n=109) = 4.6 (2.9), p = 0.020 
SF-36 (physical) (mean, SD) - endpoint: topiramate (n=208) = 37.2 (10.6), 
placebo (n=109) = 34.9 (9.4), p = 0.066 
SF-36 (mental) (mean, SD) - endpoint: topiramate (n=208) = 46.9 (11.9), 
placebo (n=109) = 49.9 (10.1), p = 0.023 
5) Adverse effects: 
Withdrawn due to AEs: topiramate = 52/214, placebo = 9/109 
AEs: topiramate = 170/214, placebo = 77/109 
diarrhea: topiramate = 24/211, placebo = 4/109 
somnolence: topiramate = 21/211, placebo = 4/109 
nausea: topiramate = 20/211, placebo = 6/109 
dizziness: topiramate = 15/211, placebo = 6/109 
fatigue: topiramate = 15/211, placebo = 2/109 
 

Notes Dropouts: topiramate = 102/214, placebo = 29/109 (reasons: AEs, lack of 
efficacy, patient choice, lost to follow-up, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rice 2001 (Gabapentin-PHN)  
Methods UK Study 

Multicentre, randomised, double blind placebo controlled parallel study, 7 
weeks. 14 day washout for most analgesics, 30 day washout for strong 
opiates prior to start. 

Participants Condition: PHN 
334 participants (282 completed) with PHN. Mean age 73 years. Pain present 
for > 3 months after healing of herpes zoster. Participants must have pain 
score of 4 or more on 11 point Likert scale. If participants failed to respond to 
1200 mg/day of gabapentin they were excluded. 
 

Interventions Gabapentin 1800mg vs. 2400mg vs. Placebo 
Gabapentin 1800 mg/d or 2400 mg/d or placebo. 4 day forced titration 
increasing by 300 mg/d to 1200 mg then increasing to 1800 mg after 7 days 
on treatment. Those on 2400 mg then titrated up in week 3. Those who could 
not tolerate gabapentin were withdrawn. 
 

Outcomes No ITT analysis 
1) At least 50% pain reduction (NRS 11-point) - week 7: 
gabapentin 1800mg = 30/93 (32%), 2400mg = 29/85 (34%), placebo = 13/94 
(14%) 
(Gabapentin combined = 59/178) 
2) Patient global impression of change (PGIC) - week 7:  
Very much or much improved: gabapentin 1800mg = 44/107, 2400mg = 



42/98, placebo = 24/105. 
Sleep-interference - week 7: difference between gabapentin 1800mg and 
placebo = 0.9 (95%CI: 0.4 to1.4), difference between gabapentin 2400mg and 
placebo = 1.1 (95%CI: 0.7 to1.6) 
3) Adverse effects: 
Withdrwan due to AEs: gabapentin 1800mg = 15/115, 2400mg = 19/108, 
placebo = 7/111 
(gabapentin combined = 34/223) 
AEs: gabapentin 1800mg = 65/115, 2400mg = 65/108, placebo = 31/111 
dizziness: gabapentin 1800mg = 36/115, 2400mg = 36/108, placebo = 11/111 
somnolence: gabapentin 1800mg = 20/115, 2400mg = 22/108, placebo = 
7/111 
peripheral edema: gabapentin 1800mg = 6/115, 2400mg = 12/108, placebo = 
0/111 
diarrhea: gabapentin 1800mg = 7/115, 2400mg = 5/108, placebo = 1/111 
 

Notes Dropouts: gabapentin 1800mg = 22/115, 2400mg = 23/108, placebo = 17/94 
(reasons: AEs, lack of compliance, lack of efficacy, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Richter 2005 (Pregabalin-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 6 weeks. 
Participants Condition: PDN 

246 participants (218) with PDN for 1 to 5 years, with at least 40mm on a 
VAS, an average daily pain score of at least 4 for 4 or more days during 
baseline, male = 149, female = 97, mean age (pregabalin 150mg = 56.3, 
600mg = 57.8, placebo = 57.1) 
 

Interventions Pregabalin 150mg vs. 600mg vs. Placebo 
pregabalin 150mg: dose escalation from 25mg/d to 150mg/d over 2 weeks, 
then 4 weeks stable dose. 
pregabalin 600mg: dose escalation from 100mg/d to 600mg/d over 2 weeks, 
then 4 weeks stable dose. 
Paracetamol and stable dose of SSRIs were allowed. 
 

Outcomes ITT analysis 
1) At least 50% pain reduction (VAS) - week 6: 
pregabalin 150mg = 18/79, 600mg = 33/82, placebo = 12/85 
2) Patient global impression of change (PGIC) - week 6: 
pregabalin 150mg: Improved = 42/77, no change = 27/77, worse = 8/77 
pregabalin 600mg: Improved = 69/81, no change = 11/81, worse = 1/81 
placebo: Improved = 39/78, no change = 31/78, worse = 8/78 
3) Daily pain score (least squares mean difference from baseline, SE) - 
week 6 



pregabalin 150mg = 5.11 (0.24), 600mg = 4.29 (0.26), placebo = 5.55 (0.23) 
(only pregabalin 600mg vs. placebo, significantly difference) 
4) VAS-100mm (least squares mean difference from baseline, SE) - week 
6: 
pregabalin 150mg = 53.27 (2.75), 600mg = 43.38 (2.70), placebo = 58.05 
(2.68) 
(only pregabalin 600mg vs. placebo, significantly difference) 
Sleep-interference - endpoint: pregabalin 600mg/d had significantly lower 
sleep interference: LSM diff. = -1.152 (95%CI: -1.752 to -0.551), p = 0.0004. 
5) Adverse effects: 
Withdrawn due to AEs: pregabalin 150mg = 2/79, 600mg = 7/82, placebo = 
4/85 
(pregabalin combined = 9/161) 
dizziness: pregabalin 150mg = 8/79, 600mg = 31/82, placebo = 2/85 
somnolence: pregabalin 150mg = 4/79, 600mg = 18/82, placebo = 3/85 
peripheral edema: pregabalin 150mg = 3/79, 600mg = 14/82, placebo = 4/85 
weight gain: pregabalin 150mg = 1/79, 600mg = 8/82, placebo = 0/85 
diarrhea: pregabalin 150mg = 4/79, 600mg = 2/82, placebo = 3/85 
 

Notes Dropouts: pregabalin 150mg = 4/79, 600mg = 10/82, placebo = 13/85 
(reasons: AEs, lack of efficacy, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rintala 2007 (Gabapentin-Spinal cord injury)  
Methods US Study 

Randomised double-blind placebo-controlled crossover study, 8 weeks. 
3 x 8 weeks treatment periods, 1 week tapering+1 week washout 

Participants Condition: Central pain (spinal cord injury) 
38 participants (22 completed all 3 phases) with at least 6 months central 
neuropathic pain caused by spinal cord injury. For the 22 completers, mean 
age = 42.6, male = 20, female = 2, duration of pain ranged from 1 to 30 years. 
 

Interventions Amitriptyline vs. Placebo vs. Gabapentin 
amitriptyline dose escalation to 150mg/d, and gabapentin dose escalation to 
3600mg/d over 4 weeks (or max tolerable dose), then 4 weeks stable dose. 
5mg oxycodone and 325mg paracetamol per day were allowed when needed. 
 

Outcomes No ITT analysis. 
At least 30% pain reduction from baseline (VAS-100mm) - week 8: 
Amitriptyline = 13/22, gabapentin = 5/22, placeb0 = 6/22 
Adverse effects: 
Withdrawn due to AEs: Amitriptyline = 2/38, gabapentin = 2/38, placeb0 = 
2/38 
 

Notes Dropouts: amitriptyline = 10/38, placebo = 13/38, gabapentin = 12/38 
(reasons: AEs, protocol violation, other medical problems, others) 
QS = 4 

 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rosenstock 2004 (Pregabalin-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 8 weeks 
Participants Condition: PDN 

146 participants (127 completed) with PDN (duration 1 to 5 years), with pain 
scores at least 40mm on a VAS, and at least 4 on average daily pain on a 
NRS (11-point), mean age = 60 years (64% ≤ 64), male = 82, female = 64. 
Participants who failed to respond to gabapentin previously were excluded. 
 

Interventions Pregabalin vs. Placebo 
pregabalin 300mg/d fixed dose (no titration) for 8 weeks. 
Paracetamol and stable dose of SSRIs were allowed. 
 

Outcomes No ITT analysis 
1) Mean pain score (NRS 11-point) (LSM, SE) - week 8: 
pregabalin = 3.99 (0.26), placebo = 5.46 (0.28), mean diff. = -1.47 (95%CI: -
2.19 to -0.75), p = 0.0001. 
2) At least 50% pain reduction - week 8: 
pregabalin = 26/65, placebo = 9/62 
3) Global impression of change (PGIC) - week 8 
pregabalin: improved = 49/73, no change = 18/73, worse = 6/73 
placebo: improved = 27/69, no change = 29/69, worse = 13/69 
POMS (LSM, SE) - week 8: 
pregabalin (n=71) = 23.48 (3.12), placebo (n=66) = 33.43 (3.36), mean diff. = 
-9.95 (95%CI: -18.53 to -1.37), p = 0.023. 
Sleep interference (LSM, SE) - week 8: pregabalin (n=75) = 2.78 (0.27), 
placebo (n=69) = 4.23 (0.29), 
mean diff. = -1.54 (95%CI: -2.28 to -0.80), p = 0.0001. 



4) Adverse effects: 
Withdrawn due to AEs: pregabalin = 8/76, placebo = 2/70 
AEs: pregabalin = 47/76, placebo = 20/70. 
dizziness: pregabalin = 27/76, placebo = 8/70 
somnolence: pregabalin = 15/76, placebo = 2/70 
peripheral edema: pregabalin = 8/76, placebo = 1/70 
nausea: pregabalin = 6/76, placebo = 6/70 
diarrhea: pregabalin = 3/76, placebo = 2/70 
vomiting: pregabalin = 3/76, placebo = 1/70 
 

Notes Dropouts: pregabalin = 11/76, placebo = 8/70 (reasons: AEs, lack of efficacy, 
lack of compliance, lost to follow-up, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rowbotham 1998 (Gabapentin-PHN)  
Methods US Study 

Multicentre randomised double-blind placebo controlled parallel design, 8 
weeks. 1 week baseline, 4 week titration to max tolerated dose then 4 week 
stable dose 

Participants Condition: PHN 
229 participants (184 completed) with PHN (duration > 3 months). Age 18 
years and over, with pain scores at least 40mm on a VAS, and at least 4 on 
average daily pain on a NRS (11-point), male = 118, female = 107. 
 

Interventions Gabapentin vs. Placebo 
Up to 3600 mg gabapentin per day or placebo. Previously prescribed TCAs or 
narcotics were continued 
 

Outcomes No ITT analysis 
1) Average daily pain scores on NRS (11-point) (mean, SD)- week 8: 
Mean diff. from baseline: gabapentin = -2.1 (2.1), placebo = -0.5 (1.6) 
Global impression of change (PGIC) - week 8 
gabapentin: much or moderately improved = 47/94, minimally = 19/94, no 
change =25/94, worse = 3/94 
placebo: much or moderately improved = 14/102, minimally = 9/102, no 
change =69/102, worse = 10/102 
SF-McGill (mean, SD) - week 8: mean diff. from baseline: gabapentin = -5.8 
(8.9), placebo = -1.8 (8.9), significant 
SF-36 (Physical) (mean, SD) - week 8: mean diff. from baseline: gabapentin 
(n=92) = +4.5 (19.4), placebo (n=101) = -0.1 (19.5), significant 
SF-36 (Mental health) (mean, SD) - week 8: mean diff. from baseline: 
gabapentin (n=93) = +6.7 (16.5), placebo (n=101) = +0.7 (15.4), significant 
SF-36 (Social) (mean, SD) - week 8: mean diff. from baseline: gabapentin 



(n=85) = +8.7 (28.9), placebo (n=97) = +3.9 (24.1), not significant 
POMS (mean, SD) - week 8: mean diff. from baseline: gabapentin = -15.0 
(27.9), placebo = -2.9 (20.5), significant 
Sleep-rating score (mean change from baseline, SD) - week 8: gabapentin 
(n=109) = -1.9 (2.5), placebo (n=116) = -0.5 (1.6), not significant. 
Adverse effects: 
Withdrawn due to AEs: gabapentin = 15/113, placebo = 11/116 
AEs: 62/113 gabapentin, 32/116 placebo 
 

Notes Dropouts: gabapentin = 24/113, placebo = 21/116 (reasons: AEs, lack of 
efficacy, lack of compliance, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Sabatowski 2004 (Pregabalin-PHN)  
Methods European + Australian Study 

Randomised double-blind placebo-controlled parallel study, 8 weeks + 1 week 
baseline. 

Participants Condition: PHN 
238 participants (192 completed) with PHD for more than 6 months, aged 18 
years and over, with pain scores at least 40mm on a VAS, and at least 4 on 
average daily pain on a NRS (11-point), male = 107, female = 131. 
Baseline mean pain score (SD): 
pregabalin 150mg = 6.9 (1.7), 300mg = 7.0 (1.6), placebo = 6.6 (1.6) 
 

Interventions Pregabalin 150mg vs. 300mg vs. Placebo 
pregabalin dose escalation to 150mg/d or 300mg/d over 1 week, then 7 
weeks stable dose. 
Stable dose of paracetamol, NSAIDs, antidepressants, opioids allowed. 
 

Outcomes ITT analysis 
At least 50% pain reduction (NRS) - week 8 
pregabalin 150mg = 21/81, 300mg = 21/76, placebo = 8/81 
(pregabalin combined = 42/157) 
Patient Global Impression of Change (PGIC) - week 8: 
much or very much improved: pregabalin 150mg = 25/81, 300mg = 29/76, 
placebo = 11/81 
at least minimally improved: pregabalin 150mg = 44/81, 300mg = 44/76 
Enpoint mean pain score (LSM, SE): pregabalin 150mg = 5.14 (0.22), 300mg 
= 4.76 (0.23), placebo = 6.33 (0.22), both significantly different compared to 
placebo. 
SF-McGill (LSM, SE): pregabalin 150mg = 52.03 (2.56), 300mg = 48.41 
(2.63), placebo = 62.05 (2.56), only 300mg significantly different compared to 
placebo. 



Sleep interference (LSM, SE): pregabalin 150mg (n=81) = 3.13 (0.21), 300mg 
(n=76) = 2.81 (0.22), placebo (n=81) = 4.24 (0.21), both significantly different 
compared to placebo. 
SF-36 (Mental Health): (LSM difference from placebo): pregabalin 150mg = 
5.72, 300mg = 6.05, both significantly different compared to placebo. 
Adverse effects: 
Withdrawn due to AEs: pregabalin 150mg = 9/81, 300mg = 12/76, placebo = 
8/81 
(pregabalin combined = 21/157) 
dizziness: pregabalin 150mg = 10/81, 300mg = 21/76, placebo = 12/81 
somnolence: pregabalin 150mg = 12/81, 300mg = 18/76, placebo = 6/81 
peripheral edema: pregabalin 150mg = 2/81, 300mg = 10/76, placebo = 0/81 
diarrhea: pregabalin 150mg = 4/81, 300mg = 4/76, placebo = 4/81 
 

Notes Dropouts: pregabalin 150mg = 10/81, 300mg = 16/76, placebo = 20/81 
(reasons: AEs, lack of efficacy, lack of compliance, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Serpell 2002 (Gabapentin-NP)  
Methods UK Study 

Multicentre double blind randomised placebo controlled parallel study, 8 
weeks. 

Participants Condition: Neuropathic pain 
305 participants (234 completed) with neuropathic pain with pain score of at 
least 4 (NRS 11-point). Participants who failed to respond at a gabapentin 
dose of at least 900mg were excluded. (enriched enrollment). Age range 20-
88 years. Male = 141, female = 164 
 

Interventions Gabapentin vs. Placebo 
Gabapentin 5 weeks titration. Days 1-3 increasing to 900 mg/d. If 50% pain 
relief not achieved then dose increase to 1800 mg/d and to 2400 mg/d if 
necessary. Rescue analgesia of Codeine 60 mg & paracetamol 500 mg 
permitted. 
 

Outcomes No ITT analysis on PGIC 
At least 50% pain reduction (NRS) - week 8: 
gabapentin = 32/153, placebo = 21/152 
Patient Global Impression of Change (PGIC) - week 8: 
Much or very much improved: Gabapentin = 48/141; placebo = 22/138 
SF-36 - week 8: physical functioning and mental health (no significant 
difference), social functioning (Gagapentin higher than placebo group) 
Adverse effects: 
Withdrawn due to AEs: gabapentin = 20/153, placebo = 17/152 
AEs: gabapentin = 88/153, placebo = 56/152 
dizziness: gabapentin = 37/153, placebo = 12/152 
somnolence: gabapentin = 22/153, placebo = 8/152 
nausea: gabapentin = 14/153, placebo = 14/152 
abdominal pain: gabapentin = 10/153, placebo = 6/152 
diarrhea: gabapentin = 8/153, placebo = 6/152 



 
Notes Dropouts: gabapentin = 32/153, placebo = 41/152 (reasons: AEs, lack of 

efficacy, lack of compliance, other) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Siddall 2006 (Pregabalin-Spinal cord injury)  
Methods Australian Study 

Randomised double-blind placebo-controlled parallel study, 12 weeks 
Participants Condition: Spinal cord injury 

137 participants (86 completed) with central neuropathic pain associated with 
SCI (duration at least 3 months), aged 18 years and over, with pain scores at 
least 40mm on a VAS, and at least 4 on average daily pain on a NRS (11-
point), male = 114, female = 23. 
 

Interventions Pregabalin vs. Placebo 
Flexible dose of pregabalin 150mg/d to 600mg/d. 
TCAs and opioids allowed. 
 

Outcomes No ITT analysis 
At least 50% pain reduction (NRS) - week 12: 
pregabalin = 15/69, placebo = 5/67 
At least 30% pain reduction (NRS) - week 12: 
pregabalin = 29/69, placebo = 11/67 
Patient global impression of change (PGIC) - wee 12: 
pregabalin: improved = 39/69, no change = 18/69, worse = 12/69 
placebo: improved = 14/65, no change = 31/65, worse = 20/65 
Pain score - Endpoint comparison (placebo-pregabalin) (adjusted difference) 
= 1.53 (95%CI: 0.92 to 2.15) 
Sleep interference - week 12 (mean, SD): pregabalin (n=69) = 2.79 (2.5), 
placebo (n=66) = 4.71 (2.7), Endpoint comparison (placebo-pregabalin) 
(adjusted difference) = 1.37 (95%CI: 0.77 to 1.97) 
SF-McGill - Endpoint comparison (placebo-pregabalin) (adjusted difference) = 
4.9 (95%CI: 2.1 to 7.7) 
HADS-depression - week 12 (mean, SD): pregabalin (n=69) = 5.44 (4.1), 
placebo (n=67) = 6.29 (4.2), Endpoint comparison (placebo-pregabalin) 
(adjusted difference) = 0.36 (95%CI: -0.65 to 1.37) 
Adverse effects: 



Withdrawn due to AEs: pregabalin = 14/70, placebo = 6/67 
AEs: pregabalin = 96%, placebo = 75% 
somnolence: pregabalin = 29/70, placebo = 6/67 
dizziness: pregabalin = 17/70, placebo = 6/67 
edema: pregabalin = 14/70, placebo = 4/67 
thinking abnormal: pregabalin = 6/70, placebo = 1/67 
 

Notes Dropouts: pregabalin = 21/70, placebo = 30/67 (reasons: AEs, lack of efficacy, 
others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Simpson 2000 (Lamotrigine-HIV related neuropathy)  
Methods US Study 

Multicentre randomised double-blind placebo controlled parallel study, 14 
weeks 

Participants Condition: HIV-related neuropathy 
42 participants (28 completed) with painful HIV associated polyneuropathy. 
Mean age 44 years. Participants on sodium valproate excluded. 
 

Interventions Lamotrigine vs. Placebo 
Week one and two 25 mg/day; weeks three and four 50 mg/day; week five 
100 mg/day, week six 100 mg twice daily; weeks seven to fouteen 150 mg 
twice a day 
 

Outcomes Average and peak neuropathic pain using Gracely Pain Scale. Difference in 
weekly mean pain scores. Pain assessed in weeks one and 14, also slope of 
change in pain scores 
Results: Significantly greater fall in pain scores in lamotrigine group but over 
half of this group dropped out. Mean difference (baseline and week 14) in pain 
score (SE) Placebo - 0.18 (0.09),lamotrigine -0.55 (0.14) (placebo 20 
reported, lamotrigine nine reported) 
Adverse effects: 
Withdrawn due to AEs: lamotrigine = 5/20 (rash), placebo 0/22 
 

Notes Withdrawals: lamotrigine 5/20 due to rash, 1/20 GI infection, 5/20 lost to follow 
up; placebo 2/22 personal reasons, 1/22 lost to follow up 
QS = 5 

 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Simpson 2001 (Gabapentin-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 8 weeks (only 
study 1 was extracted as study 2 has participants < 10 for each arms) 

Participants Condition: PDN 
60 participants (54 completed) with PDN for 3 months to 1.5 years, with pain 
score of at least 40mm on a VAS-100mm, average pain rating of at least 4 on 
a NRS (11-point). Mean age (gabapentin = 48, placebo = 52), male = 36, 
female = 24. 
 

Interventions Gabapentin vs. Placebo 
Gabapentin titrated to 3600mg per day or max tolerated dose over 4 weeks 
then 4 weeks fixed dose. 
 

Outcomes No ITT analysis 
Change in mean pain score (NRS) from baseline - week 8: 
gabapentin (n=27) = -2.4, placebo (n=27) = -0.5, p<0.01 
Patient global impression of change (PGIC) - week 8: 
very much or much improved: gabapentin = 15/27, placebo = 7/27 
SF-McGill, POMS, SF-36 were significantly improved in the gabapentin gropu 
compared to placebo (actual data not reported). 
Adverse effects: 
Withdrawn due to AEs: gabapentin = 1/30, placebo = 1/30 
dizziness: gabapentin = 6/27, placebo = 1/27 
somnolence: gabapentin = 6/27, placebo = 1/27 
diarrhea: gabapentin = 3/27, placebo = 1/27 
nausea: gabapentin = 2/27, placebo = 1/27 
 

Notes Dropouts: gabapentin = 3/30, placebo = 3/30 (reasons: lack of efficacy, AEs) 
QS =4 (R1, DB2, W1) 

 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Simpson 2003 (Lamotrigine-HIV related neuropathy)  
Methods US Study 

Randomised double-blind placebo controlled parallel multicentre trial over 12 
weeks. Randomisation stratified according to use of neurotoxic antiretroviral 
therapy (ART) 

Participants Condition: HIV-related sensory neuropathy 
227 participants with HIV-related sensory neuropathyaged 32 to 67 years. 
Participants with previous or current use of lamotrigine were excluded 
 

Interventions Lamotrigine vs. Placebo  
lamotrigine 25mg alternate days for two weeks then dose escalation over 
seven weeks to a target dose of 400 mg/day. (Up to 600 mg/day allowed for 
those on enzyme inducing drugs). Four week maintenance phase 
 

Outcomes ITT analysis 
Patient global impression of change (6-point) - week 12: 
(marked improvement, moderate, mild, no change, mild deterioration, 
moderate deterioration) 
ART Group: 
lamotrigine: marked or moderate improvement = 33/62 
placebo: marked or moderate improvement = 9/30 
No ART Group: 
lamotrigine: marked or moderate improvement = 53/88 
placebo: marked or moderate improvement = 21/47 
Adverse effects  
withdran due to AEs: lamotrigine = 4/150, placebo = 3/77 
AEs: 21/150 rash on lamotrigine; 9/77 rash on placebo. 
rash: lamotrigine = 21/150, placebo = 9/77 
nausea: lamotrigine = 17/150, placebo = 8/77 
diarrhea: lamotrigine = 16/150, placebo = 7/77 
 

Notes Dropouts: lamotrigine = 34/150, placebo = 21/77 (reasons: AEs, lost to follow-
up, protocol violation, others) 
QS = 3 (R1, DB1, W1) 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Smith 2005 (Gabapentin-Phantom limb pain)  
Methods US Study 

Randomised double-blind placebo-controlled crossover trial, 6 weeks. 
2 x 6 weeks treatment periods with 1 week tapering and 5 weeks washout. 

Participants Condition: Phantom limb pain 
24 participants with lower limb amputation for at least 6 months, pain score of 
at least 3 on a NRS (11-point). Mean age = 52.1 (range 25-76), male = 18, 
female = 6. 
 

Interventions Gabapentin vs. Placebo 
gabapentin dose escalation from 300mg/d to 3600mg/d (300mg/d increased 
every 2 to 3 days) or max tolerable dose. 
 

Outcomes ITT analysis 
Global improvement - achieved meaningful pain relief - week 6: 
gabapentin = 13/24, placebo = 5/24 
Mean change (SD) from baseline - week 6: 
Average phantom limb pain (NRS 11-point): gabapentin = -0.94 (1.98), 
placebo = -0.49 (2.20) 
SF-McGill (mean, SD): gabapentin = -0.21 (2.20), placebo = -0.70 (2.55) 
CES-D (mean, SD): gabapentin = -4.22 (9.20), placebo = -3.78 (10.13) 
Brief Pain Inventory (mean, SD): gabapentin = -6.05 (29.90), placebo = -7.98 
(24.19) 
*All were not significantly different (actual results not reported). 
No report on adverse effects. 
 

Notes Dropouts: no report of dropouts, assumed there was no dropout (n = 24) 
QS = 4  

 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Stacey 2008 (Pregabalin-PHN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 4 weeks 
Participants Condition: PHN 

269 participants (231 completed) with PHN for at least 3 months after the 
herpes zoster episode, with pain score of at least 40mm on a VAS-100mm, 
average daily pain rating of at least 4 on a NRS (11-point). 
Male = 150, female = 119, mean age (fixed dose = 67.9 years old, flexi dose = 
68.6 years, placebo = 65.6 years) 
 

Interventions Pregabalin 150-600mg vs. 300mg vs. Placebo 
Flexi dose pregabalin escalated from 150mg/d to 600mg/d (or max tolerable 
dose) over 2 weeks, then stable dose. Fixed dose pregabalin of 300mg/d 
administered for 4 weeks. 
 

Outcomes ITT analysis 
At least 50% pain reduction (NRS 11-point) - week 4: 
Pregabalin 150-600mg = 42/91, 300mg = 35/88, Placebo = 17/90 
(pregabalin combined: 77/179) 
At least 30% pain reduction (NRS 11-point) - week 4: 
Pregabalin 150-600mg = 64/91, 300mg = 51/88, Placebo = 28/90 
(pregabalim combined: 115/179) 
Mean change (from baseline) comparisons of allodynia to placebo (VAS-
100mm) - week 4: 
Pregabalin 150-600mg = -26.23mm, 300mg = -20.81 (both significantly 
different compared to placebo) 
Mean change (from baseline) comparisons of SF-McGill to placebo - week 4: 
Pregabalin 150-600mg = -37.55mm, 300mg = -33.19 (both significantly 
different compared to placebo) 
Sleep interference: both treatments improved significantly compared to 
placebo (actual results not reported). 
Adverse effects: 
Withdrawn due to AEs: Pregabalin 150-600mg = 4/91, 300mg = 16/88, 
Placebo = 4/90 
(pregabalin combined = 20/179) 
AEs: Pregabalin 150-600mg = 66/91, 300mg = 55/88, Placebo = 39/90 



(pregabalin combined = 121/179) 
fatigue: Pregabalin 150-600mg = 8/91, 300mg = 5/88, Placebo = 1/90 
peripheral edema: Pregabalin 150-600mg = 3/91, 300mg = 3/88, Placebo = 
1/90 
fall: Pregabalin 150-600mg = 2/91, 300mg = 1/88, Placebo = 0/90 
weight gain: Pregabalin 150-600mg = 8/91, 300mg = 4/88, Placebo = 0/90 
joint swelling: Pregabalin 150-600mg = 0/91, 300mg = 2/88, Placebo = 1/90 
dizziness: Pregabalin 150-600mg = 22/91, 300mg = 27/88, Placebo = 6/90 
somnolence: Pregabalin 150-600mg = 10/91, 300mg = 17/88, Placebo = 2/90 
memory impairment: Pregabalin 150-600mg = 3/91, 300mg = 0/88, Placebo = 
0/90 
 

Notes Dropouts: Pregabalin 150-600mg = 5/91, 300mg = 18/88, Placebo = 15/90 
(reasons: AEs, lack of efficacy, patient defaulted, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
Thienel 2004 (Topiramate-PDN)  
Methods US Study 

3 Randomised double-blind placebo controlled parallel studies, one 18 weeks, 
two 22 weeks. 

Participants Condition: PDN 
1259 participants (639 completed) with PDN for at least 6 months, with pain 
score of at least 2 on the 0-4 Categorical Pain Scale. Age ranged from 21-79 
years old, male = 728, female = 541.  
 

Interventions Topiramate 100mg vs. 200mg vs. 400mg vs. Placebo 
topiramate 6-10 weeks titration from 25mg/d to 100mg/d or 200mg/d or 
400mg/d, then 12 weeks maintenance. 
Rescue medication allowed. 
 

Outcomes VAS pain score compared to placebo - endpoint: 
Only 1 arm from 1 study (100mg/d vs. placebo) showed significant difference 
(mean = 36.1, 95%CI: -12.1 to -0.18), another same comparison from study 2 
showed no significant difference. 3 comparisons in 3 studies (200mg/d vs. 
placebo) and 2 comparisons from 2 studies (400mg/d vs. placebo) all showed 
no significant differences. 
Adverse effects: 
Withdrawn due to AEs: Topiramate 100mg = 41/253, 200mg = 93/372, 400mg 
= 79/260, Placebo = 32/384 
(topiramate combined = 213/885) 
fatigue: Topiramate 100mg = 28/253, 200mg = 63/372, 400mg = 52/260, 
Placebo = 42/384, all topiramate = 143/885 
nausea: Topiramate 100mg = 25/253, 200mg = 48/372, 400mg = 33/260, 
Placebo = 27/384, all topiramate = 106/885 
somnolence: Topiramate 100mg = 20/253, 200mg = 44/372, 400mg = 23/260, 
Placebo = 15/384, all topiramate = 87/885 
memory difficulty: Topiramate 100mg = 8/253, 200mg = 18/372, 400mg = 
18/260, Placebo = 7/384, all topiramate = 44/885 
confusion: Topiramate 100mg = 8/253, 200mg = 11/372, 400mg = 18/260, 
Placebo = 4/384, all topiramate = 37/885 
 

Notes Dropouts: Topiramate 100mg = 116/250, 200mg = 172/369, 400mg = 
108/259, Placebo = 225/381 (reasons: AEs, lack of efficacy, lost to follow-up, 



others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Tolle 2008 (Pregabalin-PDN)  
Methods US and German Study 

Randomised double-blind placebo-controlled parallel study, 12 weeks. 
Participants Condition: PDN 

395 participants (318 completed) with PDN for at least 1 year, with pain score 
of at least 40mm on a VAS-100mm and average daily pain rating of at least 4 
on a NRS (11-point). Mean age = 58.61 years old, male = 219, female = 176. 
 

Interventions Pregabalin 150mg vs. 300mg vs. 300/600mg vs. Placebo 
pregabalin doses escalation (150mg/d, 300mg/d or 300mg/d/600mg/d) over 1 
week, then 11 weeks stable dose. 
 

Outcomes No ITT analysis 
At least 50% pain reduction (NRS 11-point) - week 12: 
Pregabalin 150mg = 28/82, 300mg =26/79, 300/600mg = 36/78, Placebo = 
24/79 
(pregabalin combined = 90/239) 
Patient global impression of change (PGIC) - week 12: 
very much or much improved: Pregabalin 150mg = 37/82, 300mg = 34/79, 
300/600mg = 39/78, Placebo = 26/79 (pregabalin combined = 110/239) 
Mean pain score change in comparison to placebo - week 12: 
Pregabalin 150mg = -0.27 (95%CI: -0.87 to 0.34), 300mg = -0.10 (95%CI: -
0.70 to 0.50), 300/600mg = -0.91 (95%CI: -1.51 to -0.31) 
Mean sleep-interference score change in comparison to placebo - week 12: 
Pregabalin 150mg = -0.45 (95%CI: -1.05 to 0.15), 300mg = -0.62 (95%CI: -
1.22 to -0.02), 300/600mg = -1.01 (95%CI: -1.60 to -0.41) 
Mean EQ-5D score change in comparison to placebo - week 12: 
Pregabalin 150mg = 0.10 (95%CI: 0.03 to 0.16), 300mg = 0.08 (95%CI: 0.01 
to 0.14), 300/600mg = 0.14 (95%CI: 0.07 to 0.20) 
Adverse effects: 
Withdrawn due to AEs: Pregabalin 150mg = 5/99, 300mg =11/99, 300/600mg 
= 13/101, Placebo = 3/96 
(pregabalin combined = 29/299) 
dizziness: Pregabalin 150mg = 3/99, 300mg =9/99, 300/600mg = 14/101, 
Placebo = 2/96 
peripheral edema: Pregabalin 150mg = 5/99, 300mg =9/99, 300/600mg = 
10/101, Placebo = 2/96 
somnolence: Pregabalin 150mg = 5/99, 300mg =4/99, 300/600mg = 8/101, 



Placebo = 1/96 
weight gain: Pregabalin 150mg = 6/99, 300mg =6/99, 300/600mg = 7/101, 
Placebo = 0/96 
 

Notes Dropouts: Pregabalin 150mg = 17/99, 300mg =20/99, 300/600mg = 23/101, 
Placebo = 17/96 (reasons: AEs, lack of efficacy, lack of compliance, others) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
van Seventer 2006 (Pregabalin-PHN)  
Methods Multicentre Study 

Randomised double-blind placebo-controlled parallel study, 13 weeks 
Participants Condition: PHN 

370 participants (242 completed) with PHN for at least 3 months after Herpes 
Zoster episode, with pain score of at least 40mm on a VAS-100mm, average 
daily pain rating of at least 4 on a NRS (11-point). Mean age = 70.7 (range 
18-92) years old, male = 168, female = 200, mean duartion of PHN = 40.7 
months. 
 

Interventions Pregabalin 150mg vs. 300mg vs. 600mg vs. Placebo 
pregabalin doses escalation to 150mg/d or 300mg/d or 600mg/d over 1 week, 
then 12 weeks stable doses. 
Rescue medication allowed (paracetamol, tramadol, amitriptyline) 
 

Outcomes No ITT analysis 
At least 50% pain reduction (NRS 11-point) - week 13: 
Pregabalin 150mg = 16/61, 300mg = 16/62, 600mg = 22/60, Placebo = 4/59 
(pregabalin combined = 54/183) 
At least 30% pain reduction (NRS 11-point) - week 13: 
Pregabalin 150mg = 24/61, 300mg = 25/62, 600mg = 31/60, Placebo = 10/59 
(pregabalin combined = 80/183) 
Patient global impression of change (PGIC) - week 13: 
very much or much improved: Pregabalin 150mg = 14/61, 300mg = 17/62, 
600mg = 22/60, Placebo = 10/59 
(pregabalin combined = 53/183) 
Pain score (LSM) compared to placebo - week 13: 
Pregabalin 150mg = -0.88 (95%CI: -1.53 to -0.23), 300mg = -1.07 (95%CI: -
1.70 to -0.45), 600mg = -1.79 (95%CI: -2.43 to -1.15) 
Sleep-interference score (LSM) compared to placebo - week 13: 
Pregabalin 150mg = -1.03 (95%CI: -1.62 to -0.44), 300mg = -1.26 (95%CI: -
1.84 to -0.68), 600mg = -1.93 (95%CI: -2.52 to -1.34) 
Adverse effects: 
Withdrawn due to AEs: Pregabalin 150mg = 7/87, 300mg = 15/98, 600mg = 
19/90, Placebo = 5/93 
dizziness: Pregabalin 150mg = 14/87, 300mg = 32/98, 600mg = 33/90, 
Placebo = 9/93 
somnolence: Pregabalin 150mg = 8/87, 300mg = 11/98, 600mg = 23/90, 
Placebo = 4/93 



peripheral edema: Pregabalin 150mg = 11/87, 300mg = 14/98, 600mg = 
12/90, Placebo = 10/93 
abnormal gait: Pregabalin 150mg = 1/87, 300mg = 2/98, 600mg = 4/90, 
Placebo = 0/93 
thinking abnormal: Pregabalin 150mg = 2/87, 300mg = 2/98, 600mg = 4/90, 
Placebo = 1/93 
nausea: Pregabalin 150mg = 1/87, 300mg = 0/98, 600mg = 2/90, Placebo = 
5/93 
diarrhea: Pregabalin 150mg = 5/87, 300mg = 0/98, 600mg = 0/90, Placebo = 
1/93 
 

Notes Dropouts: Pregabalin 150mg = 26/87, 300mg = 36/98, 600mg = 34/90, 
Placebo = 34/93 (reasons: AEs, lack of efficacy, lack of compliance, others) 
QS = 3 

 
 
 
 
 
 
 
 
 
 
 
Vestergaard 2001 (Lamotrigine-Post stroke pain)  
Methods Danish Study 

Randomised double-blind placebo controlled crossover study, 8 weeks.  
2 x 8 weeks treatment periods, 2 weeks washout. No carry over effect. 

Participants Condition: Central post-stroke pain 
30 participants (22 completed) with central post stroke pain with pain score of 
at least 4 on an NRS (11-point). Age 37 to 77 years, median pain duration = 2 
years. 
 

Interventions Lamotrigine vs. Placebo 
Lamotrigine 25 mg/day increased every 2nd week to 200 mg/day. Soluble 
tablets or matching placebo. No concomitant use of antidepressants, 
antiepileptics or analgesics allowed. Paracetamol as rescue medication 
 

Outcomes Average daily pain score during last week of treatment. (11 point Likert scale 
). 
Results. Significant difference in mean pain scores between lamotrigine 200 
mg and placebo. 12/16 lamotrigine and 3/13 placebo considered as clinical 
responders. Pain scores on doses up to 100 mg lamotrigine no different from 
placebo 
Adverse effects: 
Withdrawn due to AEs: lamotrigine = 3/30, placebo = 0/30 
AEs: lamotrigine = 17/30 ,placebo = 18/30 
GI disturbances: lamotrigine = 7/30, placebo = 2/30 
 

Notes Dropouts: lamotrigine = 4/30, placebo = 4/30 (reasons: Aes, lack of efficacy, 
protocol violation)  
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Vinik 2007a (Lamotrigine-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 19 weeks. 
Participants Condition: PDN 

2 studies, each with 360 participants with PDN (duration for at least 6 months 
but less than 5 years), with average daily pain rating of at least 4 on a NRS 
(11-point). 
Study 1: mean age: Lamotrigine 200mg = 59.8, 300mg = 60.3, 400mg = 60.0, 
Placebo = 59.6, male = 195, female =165 
Study 2: mean age: Lamotrigine 200mg = 61.6, 300mg = 60.8, 400mg = 59.7, 
Placebo = 59.0, male = 191, female = 169 
 

Interventions Lamotrigine 200mg vs. 300mg vs. 400mg vs. Placebo 
lamotrigine titrating to target doses (200mg/d or 300mg/d or 400mg/d) over 7 
weeks, then 12 weeks stable doses. 
Paracetamol allowed as rescue medication. 
Concomitant medications gabapentin and antidepressants were allowed. 
 

Outcomes At least 50% pain reduction (NRS 11-point) - 19 weeks: 
Study 1: Lamotrigine 200mg = 14/59, 300mg = 18/56, 400mg = 8/45, Placebo 
= 17/62 
At least 30% pain reduction (NRS 11-point) - 19 weeks: 
Study 1: Lamotrigine 200mg = 18/59, 300mg = 24/56, 400mg = 13/45, 
Placebo = 24/62 
SF-McGill: no significant differences in both study (actual analysis not 
reported) 
Sleep-interference: no significant differences in both study (actual analysis not 
reported) 
PGIC: only lamotrigine 300mg/d was significant different compared to placebo 
in study 1 (actual analysis not reported) 
Adverse effects: 
Withdrawn due to AEs: 
Study 1: Lamotrigine 200mg = 10/88, 300mg = 10/90, 400mg = 15/89, 
Placebo = 5/88 
AEs: 
Study 1: Lamotrigine 200mg = 65/88, 300mg = 74/90, 400mg = 67/89, 
Placebo = 62/88 
Rash: 
Study 1: Lamotrigine 200mg = 13/88, 300mg = 7/90, 400mg = 11/89, Placebo 
= 8/88 
nausea: 



Study 1: Lamotrigine 200mg = 10/88, 300mg = 4/90, 400mg = 9/89, Placebo = 
4/88 
dizziness: 
Study 1: Lamotrigine 200mg = 3/88, 300mg = 8/90, 400mg = 10/89, Placebo = 
2/88 
 

Notes Dropouts: 
Study 1: Lamotrigine 200mg = 31/90, 300mg = 34/90, 400mg = 45/90, 
Placebo = 28/90 
(reasons: AEs, consent withdrawn, lost to follow-up, protocol violation, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
Vinik 2007b (Lamotrigine-PDN)  
Methods US Study 

Randomised double-blind placebo-controlled parallel study, 19 weeks. 
Participants Condition: PDN 

2 studies, each with 360 participants with PDN (duration for at least 6 months 
but less than 5 years), with average daily pain rating of at least 4 on a NRS 
(11-point). 
Study 1: mean age: Lamotrigine 200mg = 59.8, 300mg = 60.3, 400mg = 60.0, 
Placebo = 59.6, male = 195, female =165 
Study 2: mean age: Lamotrigine 200mg = 61.6, 300mg = 60.8, 400mg = 59.7, 
Placebo = 59.0, male = 191, female = 169 
 

Interventions Lamotrigine 200mg vs. 300mg vs. 400mg vs. Placebo 
lamotrigine titrating to target doses (200mg/d or 300mg/d or 400mg/d) over 7 
weeks, then 12 weeks stable doses. 
Paracetamol allowed as rescue medication. 
Concomitant medications gabapentin and antidepressants were allowed. 
 

Outcomes At least 50% pain reduction (NRS 11-point) - 19 weeks: 
Study 2: Lamotrigine 200mg = 14/58, 300mg = 14/58, 400mg = 12/48, 
Placebo = 13/58 
At least 30% pain reduction (NRS 11-point) - 19 weeks: 
Study 2: Lamotrigine 200mg = 21/58, 300mg = 19/58, 400mg = 15/48, 
Placebo = 17/58 
SF-McGill: no significant differences in both study (actual analysis not 
reported) 
Sleep-interference: no significant differences in both study (actual analysis not 
reported) 
PGIC: only lamotrigine 300mg/d was significant different compared to placebo 
in study 1 (actual analysis not reported) 
Adverse effects: 
Withdrawn due to AEs: 
Study 2: Lamotrigine 200mg = 10/89, 300mg = 9/89, 400mg = 15/87, Placebo 
= 9/86 
AEs: 
Study 2: Lamotrigine 200mg = 63/89, 300mg = 65/89, 400mg = 64/87, 
Placebo = 54/86 
Rash: 
Study 2: Lamotrigine 200mg = 9/89, 300mg = 10/89, 400mg = 14/87, Placebo 
= 8/86 
nausea: 
Study 2: Lamotrigine 200mg = 11/89, 300mg = 5/89, 400mg = 5/87, Placebo = 



7/86 
dizziness: 
Study 2: Lamotrigine 200mg = 4/89, 300mg = 6/89, 400mg = 9/87, Placebo = 
6/86 
 

Notes Dropouts: 
Study 2: Lamotrigine 200mg = 32/90, 300mg = 32/90, 400mg = 42/90, 
Placebo = 32/90 
(reasons: AEs, consent withdrawn, lost to follow-up, protocol violation, others) 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
Vranken 2008 (Pregabalin-Spinal cord injury)  
Methods Dutch Study 

Randomised double-blind place-controlled parallel study, 4 weeks 
Participants Condition: Central pain (brain and spinal cord injuries) 

40 participants (33 completed) with severe neuropathic pain caused by brain 
and spinal cord injuries for at least 6 months, with pain score of at least 60mm 
on a VAS-100mm. Mean age (pregabalin = 54.2, placebo = 54.7 years old), 
male = 19, female = 21. 
 

Interventions Pregabalin vs. Placebo 
Flexi doses of pregabalin were escalated from 150mg/d, 300mg/d and 
600mg/d at 3 days interval (or max tolerable doses). 
Concomitant therapies allowed (opioids, antidepressants, NSAIDs) 
 

Outcomes ITT analysis. 
Mean score (VASpi) in comparison to placebo - week 4 = -2.18 (95%CI: 0.57 
to 3.80) 
SF-36 (physical) (mean, SD) - week 4: pregabalin (n=20) = 34.0 (23.4), 
placebo (n=20) = 30.0 (23.5) 
SF-36 (mental health) (mean, SD) - week 4: pregabalin (n=20) = 70.3 (18.8), 
placebo (n=20) = 62.0 (21.3), both were not significant compared to placebo 
(p = 0.592, p = 0.202 respectively) 
Adverse effects: 
Withdrawn due to AEs: Pregabalin = 3/20, placebo = 3/20 
nausea: Pregabalin = 6/20, placebo = 4/20 
cognitive performance: Pregabalin = 6/20, placebo = 8/20 
somnolence: Pregabalin = 9/20, placebo = 9/20 
peripheral edema: Pregabalin = 1/20, placebo = 4/20 
dizziness: Pregabalin = 7/20, placebo = 6/20 
 

Notes Dropouts: Pregabalin = 3/20, placebo = 4/20 (reasons: AEs: lack of efficacy) 
QS = 4 

 
 
 
 
 
 
 
 


