
HEAD-TO-HEAD COMPARISONS & COMBINATION THERAPY 
 
Evidence table of included studies: 
 
Baron 2009: Mixed neuropathic pain-pregabalin vs topical lidocaine  
Methods [OPEN-LABEL, NON-INFERIORITY, NO BLINDING] 

European multicentres study 
2-stage randomised controlled open label, parallel 4 weeks study (no 
blinding) 
Safety set study sample: Pregabalin (n) = 153, topical lidocaine = 155  

Participants Condition: PDN + PHN 
311 Participants (300 entered full analysis) with PDN or PHN of at 
least 3 months duration, aged at least 18 years, with pain intensity 
scores of at least 4 on a NRS (11-point). Based on safety set study 
sample: mean age: pregabalin = 62.8, topical lidocaine = 62.6; male = 
148, female = 16; mean duration of pain: pregabalin = 50.5 months, 
topical lidocaine = 51.4 months. 
 

Interventions Pregabalin vs. Topical lidocaine (5% patches) 
5% lidocaine patches: 3 to 4 patches for up to 12hrs/d 
Pregabalin: dose escalation from 150mg/d to 600mg/d or max. 
tolerated dose. 
Paracetamol allowed as rescue analgesics. 

Outcomes No ITT analysis. 
 
At least 30% pain reduction (NRS-11point) - week 4: 
Pregabalin = 74/137, topical lidocaine = 85/144 
Subgroup (PDN): pregabalin = 53/94, topical lidocaine = 59/99 
Subgroup (PHN): pregabalin = 21/43, topical lidocaine = 26/45 
 
At least 50% pain reduction (NRS-11point) - week 4: 
Pregabalin = 44/137, topical lidocaine = 56/144 
Subgroup (PDN): pregabalin = 35/94, topical lidocaine = 40/99 
Subgroup (PHN): pregabalin = 9/43, topical lidocaine = 16/45 
 
Patient global impression of change - week 4: 
'very much/much improved' 
Pregabalin = 65/137, topical lidocaine = 72/144 
Subgroup (PDN): pregabalin = 47/94, topical lidocaine = 49/99 
Subgroup (PHN): pregabalin = 18/43, topical lidocaine = 23/45 
 
Mean change (SD) EQ-5D from baseline - week 4: 
Pregabalin = 0.04 (0.235), topical lidocaine = 0.12 (0.240), no analysis 
of difference 
Subgroup (PDN): pregabalin = 0.06 (0.211), topical lidocaine = 0.13 
(0.245), no analysis of difference 
Subgroup (PHN): pregabalin = 0.00 (0.276), topical lidocaine = 0.12 
(0.231), no analysis of difference 
 
Adverse effects: 
No. of withdrawals due to AEs: pregabalin = 36/153, topical lidocaine 
= 4/155 
Any AEs, non-specified: pregabalin = 63/153, topical lidocaine = 9/155 

Notes Dropouts: pregabalin = 3/74, topical lidocaine = 1/76 (reasons: no 
post-baseline assessment) 
QS = 1 

 
Biesbroeck 1995: PDN-AMI vs topical capsaicin  



Methods US Study 
Randomised, double-blind (double-dummy), parallel, 8 weeks study. 

Participants Condition: PDN 
235 participants (212 completed) with duration of PDN of at least 4 
months, aged between 21 and 85, with at least moderate daily pain 
interfering with activities or sleep. Mean age: amitriptyline = 59.6 
years, topical capsaicin = 60.4 years, male = 132, female = 103. 
Amitriptyline (n) = 117, topical capsaicin (n) = 118 
 

Interventions Amitriptyline+placebo cream vs. Topical capsaicin+placebo 
capsules 
Amitriptyline: dose escalated from 25mg/d to 125mg/d by week 4, or 
max. tolerated dose. 
Topical capsaicin: applied 0.075% cream 4 times/day. 
7 days washout of all previous medication before study enrolment. 
 

Outcomes Mean change pain intensity (SD) (VAS-100mm) from baseline - 
week 8: 
Amitriptyline (n = 108) = -29.1 (2.9), topical capsaicin (n = 104) = -26.1 
(2.9), not significant between group. 
 
Mean pain relief scores (SD) (VAS-100mm) - week 8: 
Amitriptyline (n = 108) = 57.0 (3.6), topical capsaicin (n= 104) = 55.1 
(3.5), not significant between group. 
 
Adverse effects: 
Sedation: amitriptyline = 69/117, topical capsaicin = 0/118 
GI disturbances: amitriptyline = 14/117, topical capsaicin = 0/118 
Burning: amitriptyline = 0/117, topical capsaicin = 68/118 
 

Notes Dropouts: not reported. 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Chandra 2006: PHN-Nortriptyline vs gabapentin  
Methods Indian Study 



Randomised, double-blind, parallel study, 9 weeks. 
Participants Condition: PHN 

76 participants (70 completed) participants with at least 8 weeks 
history of PHN after healing of rash, with at least 40mm on a 100-
mmVAS for pain intensity. Mean age: nortriptyline = 52.5 years, 
gabapentin = 55.6 years; male = 34, female = 36. 
1 week washout of any previous pain medication before 
randomisation.  
 

Interventions Nortriptyline vs. Gabapentin 
Nortriptyline dose escalation from 50mg/d to 100mg/d or max. 
tolerated dose over 4 weeks. Gabapentin dose escalation from 
900mg/d to 2700mg/d or max. tolerated dose over 4 weeks. 
NSAIDs allowed as rescue analgesics. 
 

Outcomes ITT analysis = 70, nortriptyline = 36, gabapentin = 34 
 
At least 50% pain relief (NRS 11-point) - week 9: 
Nortriptyline = 9/36, gabapentin = 7/34 
 
Mean (SD) change pain scores from baseline (NRS 11-point) - 
week 9: 
Nortriptyline = -2.18 (1.9), gabapentin = -1.97 (1.68), p = 0.62 
 
Mean (SD) change sleep scores from baseline (SAS score) - week 
9: 
Nortriptyline = -2.02 (1.76), gabapentin = -1.45 (1.14), p = 0.50 
 
Adverse effects: 
Dry mouth: Nortriptyline = 18/36, gabapentin = 0/34 
Constipation: Nortriptyline = 8/36, gabapentin = 0/34 
Postural hypotension: Nortriptyline = 12/36, gabapentin = 0/34 
Sleepiness: Nortriptyline = 6/36, gabapentin = 4/34 
Fatigue: Nortriptyline = 0/36, gabapentin = 1/34 
 

Notes Dropouts: nortriptyline = 2/38, gabapentin = 4/38 (reasons: lost to 
follow-up, voluntary withdrawal) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Dallocchio 2000: PDN-AMI vs gabapentin  
Methods [OPEN-LABEL, NO BLINDING] 

Italian Study 



Open-label pilot study (no blinding), 12 weeks. 
 

Participants Condition: PDN 
25 participants (25 completed) with at least 6 months PDN, of at least 
60 years old, at least 2 on a 5-point pain intensity scale. Mean 
duration of PDN: amitriptyline = 22 months, gabapentin = 34 months. 
Mean age = 71, male = 11, female = 14. 
 

Interventions Amitriptyline vs. Gabapentin 
Amitriptyline dose escalation from 10mg/d to 90mg/d or max. tolerated 
dose, gabapentin from 400mg/d to 2400mg/d or max. tolerated dose 
for 4 weeks, then 8 weeks stable dose. 
4 weeks washout of previous pain medication before randomisation. 
 

Outcomes Amitriptyline = 12, gabapentijn = 13 
 
Mean (SD) change scores from baseline (5-point Pain Score) - 
week 12: 
Amitriptyline = -1.3 (0.6), gabapentin = -1.9 (0.8), p = 0.026 
 
Adverse effects: 
Any AEs, not specified: amitriptyline = 11/12, gabapentin = 4/13 

Notes Dropouts: no dropouts, all completed. 
QS = 2 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Gatti 2008: Mixed neuropathic pain-pregabalin vs oxycodone  
Methods [OPEN-LABEL, NO BLINDING] 

Italian Study 
Open-label pilot study (no blinding), only partial randomisation, 3 



months. 
(those been partially responded to pregabalin assigned to pregabalin 
group; those with uncontrolled pain were randomised to either 
oxycodone or pregabalin+oxycodone, but participants could switch 
their treatment group). 
 

Participants Condition: Mixed Neuropathic Pain 
409 participants (292 completed) with chronic neuropathic pain, at 
least 18 years old, with moderate to severe pain. Mean age: 
Pregabalin = 61, Oxycodone = 65, Pregabalin+Oxycodone = 62; male 
= 176, female = 233. 
Participants with oncological pain and patients who were treated 
unsuccessfully with pregabalin were excluded. 
(N): Pregabalin = 134, Oxycodone = 106, Pregabalin+Oxycodone = 
169 
 

Interventions Pregabalin vs. Oxycodone vs. Pregabalin+Oxycodone 
Pregabalin: initial mean daily dose of 85.6mg/d, escalated to achieve 
optimal efficacy and tolerability 
Oxycodone: initial mean daily dose of 24.1mg/d, escalated to achieve 
optimal efficacy and tolerability 
Pregabalin+oxycodone: initial mean daily dose of 108.1mg/d + 
19.4mg/d, escalated to achieve optimal efficacy and tolerability 
Morphine is allowed as rescue analgesics. 
 

Outcomes No ITT. 
 
Mean Pain intensity (NRS-11point) - month 3: 
Pregabalin = decreased 46%, Oxycodone = decreased 76%, 
Pregabalin+Oxycodone = decreased 80% (combination therapy 
significant compared to both pregabalin: p < 03003, and oxycodone: p 
< 0.001). Baseline scores not reported. 
 
Adverse effects: 
Withdrawals due to AEs: Pregabalin = 9/134, Oxycodone = 11/106, 
Pregabalin+Oxycodone = 10/169 
 

Notes Dropouts: Pregabalin = 26/134, Oxycodone = 27/106, 
Pregabalin+Oxycodone = 64/169 (reasons: AEs, lack of efficacy, lost 
to follow-up, others) 
QS = 1 

 
 
 
 
 
 
 
 
 
 
 
 
 
Hanna 2008: PDN-Gabapentin + oxycodone vs gabapentin  
Methods Europe & Australian Study 

Randomised double-blind, parallel study, 12 weeks 
Single-dummy technique was used for blinding. 
Gabapentin+Placebo = 169, Gabapentin+Oxycodone = 169 



 
Participants Condition: PDN 

338 participants (249 completed) with PDN of at least 3 months, were 
on stable max. tolerated dose of gabapentin for at least one month but 
still experiencing moderate to severe pain (scores of at least 5 on the 
SF-BPI, 11-point scale). Based on (N) = 328: mean age = 60.1 years 
old, male = 210, female = 118. 
 

Interventions Gabapentin+Placebo vs. Gabapentin+Oxycodone 
Gabapentin: participants were on max. tolerated dose, with majority 
between 600mg/d and 1800mg/d. 
Oxycodone: dose ecalation from 5mg/d up to 80mg/d for some 
participants. 
*Note: 6.4% of participants were also on amitriptyline as concomitant 
medication for depression. 
 
Paracetamol allowed as rescue medication. 
 

Outcomes No ITT analysis. 
 
Mean (SD) Box Scale-11 pain scores - week 12: 
Gabapentin+Placebo = 1.5 (2.38), Gabapentin+Oxycodone = 2.1 
(2.61), treatment difference adjusted for baseline and country = 0.55 
(95%CI: 0.15 to 0.95), p = 0.007. 
 
Sleep disturbance - week 12: 
Participants receiving Gabapentin+Oxycodone had statistically 
significant fewer nights disturbed sleep than the Gabapentin+Placebo 
group (p < 0.05), actual data and analysis not reported. 
 
Adverse effects: 
Withdrawals due to AEs: Gabapentin+Placebo = 9/169, 
Gabapentin+Oxycodone = 27/169 
Any AEs, non-specified: Gabapentin+Placebo = 119/167, 
Gabapentin+Oxycodone = 147/168 
Constipation: Gabapentin+Placebo = 10/167, Gabapentin+Oxycodone 
= 45/168 
Nausea: Gabapentin+Placebo = 18/167, Gabapentin+Oxycodone = 
43/168 
Vomiting: Gabapentin+Placebo = 7/167, Gabapentin+Oxycodone = 
16/168 
Fatigue: Gabapentin+Placebo = 14/167, Gabapentin+Oxycodone = 
31/168 
Dizziness: Gabapentin+Placebo = 6/167, Gabapentin+Oxycodone = 
25/168 
Somnolence: Gabapentin+Placebo = 9/167, Gabapentin+Oxycodone 
= 37/168 
 

Notes Dropouts: Gabapentin+Placebo = 41/169, Gabapentin+Oxycodone = 
48/169 (reasons: AEs, lack of efficacy, patient's choice, others) 
QS = 5 

 
 
Leijon 1989: Post stroke pain-AMI vs carbamazepine 
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 
Any AEs, non-speficied: 
Amitriptyline = 14/15 (mild = 12, moderate = 2, severe = 0) - most 
common tiredness, dry mouth 
Carbamazepine = 13/14 (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)  
carbamazepine = 4.2 (1.7) 
placebo = 5.3 (2.0)  
 
4) Depression (CPRS) - Mean (range) 
Amitriptyline = 2.2 (0 to 8), carbamazepine = 3.0 (0 to 7), placebo = 
2.6 (0 to 6). 

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

 
Maina 2002: BMS-Paroxetine vs sertraline  
Methods [OPEN-LABEL, NO BLINDING] 

Italian Study 
Randomised open-label study, parallel groups, 8 weeks study. 
 

Participants Condition: Burning mouth syndrome 
49 participants (41 completed) with burning mouth syndrome, aged at 



least 18 years, male = 10, female = 39, mean age: paroxetine = 63.4 
years, sertraline = 62.8 years. 
 

Interventions Paroxetine vs. Sertraline 
Fixed dose paroxetine 20mg/d and fixed dose sertraline 50mg/d. 
 

Outcomes No ITT analysis. 
 
At least 50% pain reduction (VAS-10cm) - week 8: 
Paroxetine = 16/23, sertraline = 13/18 
 
Adverse effects: 
Withdrawals due to AEs: paroxetine = 1/26, sertraline = 2/23 
Nausea: paroxetine = 4/26, sertraline = 3/23 
Sedation: paroxetine = 2/26, sertraline = 1/23 
Dry mouth: paroxetine = 2/26, sertraline = 2/23 
Constipation: paroxetine = 2/26, sertraline = 1/23 
 

Notes Dropouts: paroxetine = 3/26, sertraline = 5/23 (reasons: AEs, protocol 
violation, lack of efficacy, lack of compliance) 
QS = 2 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Morello 1999: PDN-AMI vs gabapentin  
Methods US Study 

Randomised double-blind placebo-controlled crossover study, 6 
weeks. 
2 x 6 weeks treatment periods, 1 week washout. 
 

Participants Condition: PDN 
25 participants (19 completed both periods) with PDN for at least 3 



months, experienced chronic daily pain for more than 3 months. Mean 
duration of PDN = 5.7 years. Mean age = 60.4, mal;e = 24, female = 
1. 
 

Interventions Amitriptyline vs. Gabapentin 
Amitriptyline dose escalation to the range of 25mg to 75mg per day, 
and gabapentin dose escalation to the range of 900mg to 1800mg per 
daydepending on individual participants. 
2 weeks washout of any previous pain medication before 
randomisation. Paracetamols allowed as rescue analgesics. 
 

Outcomes No ITT analysis. 
N = 19 (completed both treatments) 
 
Pain intensity score (the Pain Scale Rating System) - week 6: 
Mean difference favored amitriptyline = 0.091 unit (95%CI: -00.074 to 
0.256), not significant. 
Mean (SE) change from baseline: amitriptyline = 0.44 (0.089), 
gabapentin = 0.31 (0.064) 
 
Global rating of pain relief (6-items, from 'complere relief' to 'pain 
worse') - week 6: 
At least 'moderate' pain relief: amitriptyline = 14/21, gabapentin = 
11/21 
 
Adverse effects: 
Withdrawals due to AEs: amitriptyline = 2/25, gabapentin = 1/25 
Any AEs, non-speficied: amitriptyline = 17/25, gabapentin = 18/25 
Sedation: amitriptyline = 8/25, gabapentin = 12/25 
Dry mouth: amitriptyline = 8/25, gabapentin = 4/25 
Dizziness: amitriptyline = 2/25, gabapentin = 7/25 
Weight gain: amitriptyline = 6/25, gabapentin = 0/25 
Fatigue: amitriptyline = 5/25, gabapentin = 4/25 
Nausea: amitriptyline = 1/25, gabapentin = 2/25 
Blurred vision: amitriptyline = 2/25, gabapentin = 1/25 
 

Notes Dropouts: amitriptyline = 2/25, gabapentin = 3/25 (reasons: AEs, 
protocol fiolation, voluntary withdrawal, others). 
QS = 4 

 
 
 
 
 
 
 
 
 
 
 
Rintala 2007: Spinal cord injury-AMI vs gabapentin  
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, placebo = 6/22 
 
Adverse effects: 
Withdrawn due to AEs: Amitriptyline = 2/38, gabapentin = 2/38, 
placebo = 2/38 
 

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

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Sindrup2003: Polyneuropathy-Imipramine vs venlafaxine  
Methods Danish Study 

Randomised double blind placebo controlled crossover design, three 
way crossover, 3 x 4 week periods, at least 1 week washout 
 

Participants Condition: Painful polyneuropathy 
40 participants (32 completed) with painful polyneuropathy of > 6 
months duration, with median pain rating of at least 4 on a NRS (11-
point). Mean age 56, range 31 to 69 yrs 
 



Interventions Venlafaxine vs. Placebo vs. Imipramine 
Venlafaxine escalation from 75mg/d to 225 mg/d over 3 weeks, 
imipramine escalation from 50mg/d to 150mg/d over 3 weeks, or 
placebo. 
Paracetamol allowed. 
 

Outcomes No ITT analysis. 
 
Patient Global improvement of pain relief (6-point) - week 4: 
Venlafaxine: Complete relief = 2/33, good = 5/33, moderate = 1/33, 
slight = 5/33, none = 12/33, worse = 5/33 
Imipramine: Complete relief = 2/33, good = 7/33, moderate = 5/33, 
slight = 3/33, none = 7/33, worse = 5/33 
Placebo: Complete relief = 1/33, good = 1/33, moderate = 0/33, slight 
= 6/33, none = 14/33, worse = 7/33 
 
Adverse effects: 
AEs: venlafaxine = 11/33, imipramine = 13/33, placebo = 6/33 
Dizziness: venlafaxine = 2/33, imipramine = 3/33, placebo = 1/33 
Dry mouth: venlafaxine = 4/33, imipramine = 12/33, placebo = 3/33 
Gastric upset: venlafaxine = 3/33, imipramine = 0/33, placebo = 3/33 
Nausea: venlafaxine = 6/33, imipramine = 5/33, placebo = 1/33 
Blurred vision: venlafaxine = 1/33, imipramine = 1/33, placebo = 0/33 
 

Notes Dropouts: 30 completed all 3 study periods, 2 completed study period 
1 and 2.  
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
Watson 1998: PHN-AMI vs nortriptyline  
Methods Canadian Study 

Randomised double-blind crossover study, 5 weeks. 
2 x 5 weeks study period, with 2 weeks washout. 
 

Participants Condition: PHN 
33 participants (31 completed) with PHN of more than 3 months 
duration, with pain of at least moderate severity for at least one-half of 
the day. No other details on study population was reported. 
 

Interventions Amitriptyline vs. Nortriptyline 
Both amitriptyline and nortriptyline dose started from 20mg/d (10mg/d 
if aged > 65 years) then titrated until satisfactory pain relief achieved 
or distressing side effects supervened. 
Previous stable use of analgesics were allowed as rescue medication. 
 

Outcomes VAS-10cm scores for pain - week 5: 
No significant difference between amitriptyline and nortriptyline. Actual 
data and analysis not reported. 
 
Adverse effects: 



Any AEs, non-specified: amitriptyline = 31/33, notriptyline = 31/33 
Dry mouth: amitriptyline = 28/33, notriptyline = 26/33 
Constipation: amitriptyline = 10/33, notriptyline = 14/33 
Drowsiness: amitriptyline = 4/33, notriptyline = 6/33 
Slurred speech: amitriptyline = 3/33, notriptyline = 0/33 
Weight gain: amitriptyline = 2/33, notriptyline = 0/33 
Dizziness: amitriptyline = 3/33, notriptyline = 1/33 
Fatigue/Lethargy: amitriptyline = 1/33, notriptyline = 2/33 
Nausea: amitriptyline = 1/33, notriptyline = 0/33 
 

Notes Dropouts: amitriptyline = 1/33, nortriptyline = 1/33 (reason: AEs) 
QS = 5 

 
 
 
 
 
Yajnik 1992: Cancer neuropathic pain-Phenytoin vs buprenorphine  
Methods Indian Study 

Randomised, double-blind, 3 groups parallel study, 4 weeks. 
 

Participants Condition: Cancer neuropathic pain 
75 participants with cancer neuropathic pain, at least 20 years old, 
with pain scores of 6cm-10cm on a VAS-10cm. Male = 43, female = 
32. 
Phenytoin (n) = 25; Buprenorphine (n) = 25; 
Phenytoin+Buprenorphine (n) = 25 
 

Interventions Phenytoin vs. Buprenorphine vs. Phenytoin+Buprenorphine 
Phenytoin = dose: 200mg/d orally 
Buprenorphine = dose: 0.4mg/d sublingually 
Phenytoin+Buprenorphine = dose: 100mg/d orally + 0.2mg/d 
sublingually 
 

Outcomes Patient-reported global pain relief (4-item) - week 4: 
Phenytoin: good = 4/25, moderate = 14/25, poor = 5/25, none = 2/25 
(at least moderate = 18/25) 
Buprenorphine: good = 15/25, moderate = 6/25, poor = 4/25, none = 
0/25, (at least moderate = 21/25) 
Phenytoin+ Buprenorphine: good = 18/25, moderate = 4/25, poor = 
2/25, none = 1/25, (at least moderate = 22/25) 
 
Adverse effects: 
Drowsiness: Phenytoin = 0/25, Bu = 4/25, Phenytoin+Bu = 1/25 
Respiratory depression: Phenytoin = 0/25, Bu = 3/25, Phenytoin+Bu = 
1/25 
Nausea/vomiting: Phenytoin = 0/25, Bu = 2/25, Phenytoin+Bu = 1/25 
 

Notes Dropouts: no dropout, all completed the trial. 
QS = 3 

 




