
 
ANTIDEPRESSANTS (as monotherapy – placebo-controlled trials) 
 
Evidence tables of included studies: 
 
Bowsher 1997 (AMI-PHN)  
Methods UK Study 

*Pre-emptive treatment study 
Double blind placebo controlled, parallel study for 90 days. Follow up 
between six to eight months 

Participants Condition: Pre-emptive treatment of PHN 
80 participants (39% male; 61% female) (72 final number)  
Aged 60 or older who received a diagnosis of acute herpes zoster 
(HZ) (diagnosis made within 48hrs of rash onset) 
Mean age = 67.8 years old 

Interventions Amitriptyline vs. Placebo 
Baseline: N/A, pre-emtive study. 
Amitriptyline 25 mg daily at night vs. placebo for 90 days 

Outcomes Pain prevalence at 6 months 
1) Cumulative total pain free at 6 months 
Amitriptyline = 32/38, placebo = 22/34 

Notes Dropouts: 8 = non-compliant (6), lost to follow up (2) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
 
Cardenas 2002 (AMI-Spinal cord injury)  
Methods US Study 

Randomised double blind placebo controlled parallel study, six weeks 
Inclusion criteria: age 18 to 65 years, duration of pain at least three 
months 

Participants Condition: Spinal cord injury (cebtral pain) 
84 participants (84 final number). Age range 21 to 64, 67 male and 17 
female patients 
Pain score in amitriptyline group NRS 5.5 (SD = 1.8) and MPQ 17.5 
(SD = 9.8), in placebo group NRS 5.0 (SD = 1.7) and MPQ 15.7 (SD = 
7.4). Depression score in amitriptyline group 17.1 (SD = 9.7) and in 
placebo group 13.3 (SD = 8.6) 

Interventions Amitriptyline vs. Placebo 
Amitriptyline dose escalation form 10 mg to125 mg daily orally, 
median dose 50 mg / day; or active placebo benztropine 0.5 mg daily 
orally 

Outcomes ITT analysis. 
Average pain intensity (mean, SD) - week 6  
amitriptyline = NRS 4.5 (1.9), placebo = NRS 4.0 ( 2.0) 
SF-McGill (mean, SD) - week 6  
amitriptyline = 14.6 (9.7), placebo = 12.8 (8.0) 
Depression (CES-D) (mean, SD) - week 6  
amitriptyline = 13.4 (10.9), placebo = 11.2 (8.6) 
*all not significantly different. 
Poor sleep: amitriptyline = 0/44, placebo = 3/40 
Adverse effects: 
Withdrawn due to AEs: 7/44 = amitriptyline (one constipation, three 
urinary retention and/or autonomic dysreflexia, three other systemic 
symptoms) 
2/40 = placebo (one constipation, one urinary retention and 
constipation) 
AEs: 43/44 on amitriptyline, 36/40 on placebo 
Dry mouth: amitriptyline = 17/44, placebo = 14/40 
Drowsiness: amitriptyline = 17/44, placebo = 10/40 
Blurred vision: amitriptyline = 3/44, placebo = 0/40 
Nausea/vomiting: amitriptyline = 0/44, placebo = 3/40 

Notes Dropouts: 8/44 on amitriptyline (7 SE, 1 failure to return week two 
medication), 3/40 on placebo (2 adverse events, 1 hospitalisation for 
an unrelated problem) 
QS = 4 (R1, DB2, W1) 

 
 
 
 
 
 
 



 
 
 
 
 
 
 
 
 
 
 
Forssell 2004 (Venlafaxine-Atypical Facial Pain)  
Methods Finnish Study 

Double blind placebo controlled crossover design (2 x 4 weeks 
treatment periods, separated by 2 weeks washout period) 
Follow up for 12 weeks 

Participants Condition: Atypical facial pain 
Pain at least 3 on 11 point scale. 30 participants. Median age 52 
(range 38 to 66) 
30 participants (20 completed the trial) 
Inclusion criteria: 
Baseline NRS (0 to 10) on pain intensity = at least 3 

Interventions Venlafaxine vs. Placebo 
Venlafaxine 37.5 mg daily (in the 1st 2 weeks), doses up to 
Venlafaxine 75 mg daily (in the 2nd 2 weeks). NSAIDs and 
paracetamol allowed 

Outcomes No ITT, 18 patients for the final analysis. 
Patient-reported: 
Pain intensity = VAS (100mm horizontal line), VRS (8-point) 
Pain relief = VAS (100mm horizontal line), VRS (5-point) 
1) Pain intensity VAS & VRS (at 4 weeks): 
Venlafaxine: 
VAS (baseline): mean = 42, range = 16-94 
VAS: mean = 34, range = 0-71; VRS: mean = 3.3, range = 0-5 
Placebo: 
VAS (baseline): mean = 45, range = 21-98 
VAS: mean = 47, range = 13-81; VRS: mean = 3.9, range = 1-5 
2) Pain relief VAS & VRS (at 4 weeks): 
Venlafaxine: VAS: mean = 25, range = 0-80; VRS: mean = 0.9, range 
= 0-3 
Placebo: VAS: mean = 12, range = 0-66; VRS: mean = 0.3, range = 0-
1 *(only this significantly different) 
3) Adverse effects: 
Withdrawn due to AEs: venlafaxine = 6 (nausea 5, fatigue 1); placebo 
=2 (rash 1, dizziness 1) 
Equally common in both groups, BUT patients in venlafaxine group 
experienced more severe sweating and dry mouth. 
Dry mouth: venlafaxine = 12/18, placebo = 12/18 
nausea: venlafaxine = 12/18, placebo = 11/18 
No significant difference between Venlafaxine and placebo for 
reduction in PI. More use of rescue medications in placebo group 

Notes 10 dropouts: 
8 due to adverse effects: 6 venlafaxine (nausea 5, fatigue 1); 2 
placebo (rash 1, dizziness 1); 2 non-compliant 
QS = 5 

 
 
 
 



 
 
 
 
 
 
 
 
 
 
Goldstein 2005 (Duloxetine-PDN)  
Methods US Study 

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

457 participants (344 completed) with PDN, with at least 4 on the 24-h 
Average Pain Score (NRS 11-point), with mean duration of PDN of 3.7 
years, mean age = 60.1 years old, male = 281, female = 176 

Interventions Duloxetine 20mg vs. 60mg vs. 120mg vs. Placebo 
Duloxetine 20mg/d or 60mg/d or 120mg/d were given for 12 weeks 
Paracetamol allowed 

Outcomes ITT analysis 
At least 50% pain reduction (NRS 11-point) - week 12: 
Duloxetine 20mg = 46/115 
60mg = 55/114 
120mg = 57/113 
placebo = 29/115 
24-h Average Pain Score (NRS 11-point) (comparison of mean 
diff. from baseline) - week 12: 
Duloxetine 20mg = non-significant against Placebo 
60mg = -1.17 (95%CI: -1.84 to -0.50) compared to placebo 
120mg = -1.45 (95%CI: -2.13 to -0.78) compared to placebo 
SF-36 (physical) (mean, SE): duloxetine 20mg (n=98) = 3.67 (0.78), 
60mg (n=101) = 5.86 (0.77), 120mg (n=101) = 5.85 (0.76), placebo 
(n=102) = 3.94 (0.77), no significant differences across 4 group. 
SF-36 (mental health) (mean, SE): duloxetine 20mg (n=102) = 0.74 
(1.68), 60mg (n=104) = 2.99 (1.65), 120mg (n=105) = 5.14 (1.62), 
placebo (n=107) = -2.63 (1.69), duloxetine 60mg and 120mg 
significant different compared tomplacebo. 
BDI (mean, SE): duloxetine 20mg (n=82) = -2.44 (0.48), 60mg (n=78) 
= -2.71 (0.49), 120mg (n=74) = -3.11 (0.50), placebo (n=79) = -1.74 
(0.48), only duloxetine 120mg significant different from placebo. 
Adverse effects: 
Withdrawn due to AEs: Duloxetine 20mg = 5/115, 60mg = 15/114, 
120mg =22/113, Placebo = 6/115 
Nausea: Duloxetine 20mg = 16/115, 60mg = 19/114, 120mg =31/113, 
Placebo = 11/115 
somnolence: Duloxetine 20mg = 9/115, 60mg = 23/114, 120mg 
=32/113, Placebo = 9/115 
dizziness: Duloxetine 20mg = 7/115, 60mg = 11/114, 120mg =26/113, 
Placebo = 8/115 
dry mouth: Duloxetine 20mg = 6/115, 60mg = 8/114, 120mg =17/113, 
Placebo = 7/115 

Notes Dropouts: Duloxetine 20mg = 24/115, 60mg = 28/114, 120mg 
=33/113, Placebo = 87/115 (reasons: AEs,lack of efficacy, lost to 
follow-up, protocol violation, patient decision, others) 
QS = 4 

 
 
 



 
 
 
 
 
 
 
 
 
Graff-Radford 2000 (AMI-PHN)  
Methods US Study 

Double blind placebo controlled parallel design, 8 weeks 
Randomisation method not stated 
Inclusion criteria: 
duration of pain at least six months 

Participants Condition: PHN 
Duration of postherpetic neuralgia = mean 33.4 (SD = 29.5) months.  
50 participants (49 final number) 
Mean age 72.9 (SD = 10.1), 27 male and 22 female patients.  
Baseline Pain score (VAS) = 55.22 (SD = 16.34) 
MPQ (McGill Pain Questionnaire) = 23.22 (SD = 13.23).  
Baseline pain score per group:  
Amitriptyline (VAS) = 55.9 (SD = 19.58) and MPQ = 22.54 (SD = 
13.95) 
Amitriptyline + fluphenazine (VAS) = 47.6 (SD = 13.43) and MPQ = 
27.25 (SD = 17.71) 
Fluphenazine (VAS) = 65.4 (SD = 10.87) and MPQ = 21.75 (SD = 
10.18) 
Placebo group (VAS) = 53.92 (SD = 17.05) and MPQ = 21.46 (SD = 
10.89) 

Interventions 4 treatment groups: 
Amitriptyline vs. amitriptyline + fluphenazine vs. fluphenazine vs. 
placebo 
Amitriptyline dose escalation from 12.5 mg to 200 mg, or amitriptyline 
from 12.5 mg to 200 mg + fluphenazine from 1 mg to 3 mg, or 
fluphenazine from 1 mg to 3 mg, or active placebo (glycopyrrolate or 
cellulose) daily orally 

Outcomes No ITT analysis. 
Amitriptyline (n) = 11, placebo (n) = 13 
Patient-reported, pain intensity VAS (100-mm horizontal line) and 
MPQ. Beck Depression Inventory (BDI) - at 8 weeks 
1) Pain intensity (VAS) changes from baseline:  
(Pre-/post- ANOVA) 
Amitriptyline = 26.6 (SD = 16.77) [sig] [mean diff. = -29.3] 
Amitriptyline + fluphenazine = 35.41 (SD = 24.53) [sig] 
Fluphenazine = 53.9 (SD = 27.79) [not sig] 
Placebo = 48.53 (SD = 24.99) [not sig] [mean diff. = -4.39] 
2) Pain by MPQ - changes from baseline:  
(Pre-/post- ANOVA) - all not sig 
Amitriptyline = 17.36 (SD = 10.92) [mean diff. = -5.18] 
Amitriptyline + fluphenazine = 23.50 (SD = 13.52) 
Fluphenazine = 19.83 (SD = 8.83) 
Placebo = 17.83 (SD = 13.94) [mean diff. = -3.62] 
3) Depression by BDI: 
Amitriptyline = 11.1 (SD = 7.5) 
Amitriptyline + fluphenazine = 7.2 (SD = 6.03) 
Fluphenazine = 14.2 (SD = 6.5) 
Placebo = 14.0 (SD = 14.3). 
*Fluphenazine made no difference either alone or enhancing 



amitriptyline 
4) Adverse effects 
1 withdrawn due to sedation of amitriptyline 

Notes Dropouts: 1/12 on amitriptyline (SE), 0/12 on amitriptyline + 
fluphenazine, 0/13 on fluphenazine, 0/13 on placebo 
SE: one withdrawn on amitriptyline due to sedation 
Results of other depression scales also available 
QS = 4 (R1, DB2, W1) 

Kalso 1996 (AMI-Neuropathic cancer pain)  
Methods Finnish Study 

Double blind placebo controlled crossover design 4 weeks (2 x 4 
weeks treatment period and 2 weeks washout).  
No analyses of carry over effect 

Participants Condition: Postoperative pain (after breast cancer treatment) 
Postoperative pain after breast cancer treatment in ipsilateral arm and 
scar area. 
20 participants (13 final number). 
Mean age 56 years (range 39-72), all females. 
Arm pain in 11, scar pain in 10 patients. 
Baseline pain score:  
in arm group: MPQ words 8 (2 to 13), MPQ score 275 (49 to 654), 
VAS 5 (1.7 to 7.1) and VRS 4 (2 to 7) 
in scar group: MPQ words 8 (5 to 15), MPQ score 326 (154 to 618), 
VAS 3.3 (1.4 to 6.2) and VRS 3 (2 to 6) 
Two patients were depressed, 8 patients in arm group had sleep 
disturbance and 6 in scar group 
Effect on daily life in arm group three (1 to 5), in scar group two (0 to 
3) 

Interventions Amitriptyline vs. Placebo 
Amitriptyline dose escalation from 5 mg to 100 mg daily orally in 4 
weeks (13 patients escalated up to 100 mg, two patients up to 50 mg), 
or placebo daily orally. 

Outcomes Patient-reported, pain intensity VAS (100-mm horizontal line - 'no pain' 
to 'worst possible pain'), pain intensity VRS ( 8-point '0-7'), pain relief 
(VRS 5-item), MacGill Pain Questionnaire (number of words and 
score), depressed (0 to 3), disturbed sleep,effect on daily life (0 to 4). 
Arm pain = 11 patients, scar pain = 10 patients (AMI 100mg/) 
No ITT, 15 patients included in final analysis. 
1) Arm pain relief (VRS 5-item) - median & range 
Amitriptyline = 3 (2 to 5), placebo = 2 (1 to 4) 
2) Arm pain intensity (VRS 8-item) - median & range 
Amitriptyline = 1.8 (1 to 4), placebo = 3.0 (1 to 8) 
3) Arm pain intensity (VAS) - median & range 
Amitriptyline = 0.5 (0 to 3.0) [median diff. = 4.9], placebo = 5.0 (0 to 
9.4) [median diff. = 0.0] 
4) Arm pain (MPQ total score) - median & range 
Amitriptyline = 205 (0 to 404), placebo = 165 (0 to 582) 
5) Scar pain relief (VRS 5-item) - median & range 
Amitriptyline = 3 (2 to 5), placebo = 1.5 (1 to 4) 
6) Scar pain intensity (VRS 8-item) - median & range 
Amitriptyline = 1.9 (1 to 5), placebo = 2.7 (1 to 6) 
7) Scar pain intensity (VAS) - median & range 
Amitriptyline = 0.2 (0 to 4.3) [median diff. = 3.1], placebo = 3.1 (0.7 to 
5.5) [median diff. = 0.2] 
8) Scar pain (MPQ total score) - median & range 
Amitriptyline = 58 (0 to 305), placebo = 235 (59 to 661) 
9) Sleep disturbance 
Arm group: amitriptyline 1/13, placebo 6/13 
Scar group: amitriptyline 0/13, placebo 6/13 



10) Effect on daily life (5-point, 0-4, from 'not at all' to 'a lot') - 
median & range 
Arm group: amitriptyline = 1 (0 to 4), placebo = 2 (0 to 4), not 
significant. 
Scar group: amitriptyline = 0.5 (0 to 1), placebo = 1.4 (0 to 4), 
significant, p < 0.05 
11) Adverse effects 
4/20 withdrawn due to SE (tiredness) - not stated which group (AMI or 
placebo) patients from 
Dry mouth: Amitriptyline = 12/13, placebo = 5/13 
Nausea: Amitriptyline = 0/13, placebo = 2/13 
Dizziness: Amitriptyline = 0/13, placebo = 0/13 

Notes Dropouts 7/20 (four side effects, two dose escalation only up to 50 
mg, one poor compliance) 
QS = 3 (R1, DB1, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
 
Kautio 2008 (AMI-Neuropathic cancer pain)  
Methods Finnish Study 

Randomised double-blind placebo controlled parallel study, 8 weeks. 
Participants Condition: Cancer pain - chemotherapy induced neuropathic 

symptoms 
42 participants (33 completed) (mean age = 54, range = 35-69) with 
cancer and chemotherapy induced neuropathic pain of at least 3 on a 
NRS (11-point) pain scale, male = 12, female =32. 

Interventions Amitriptyline vs. Placebo 
amitriotyline escalation from 10mg/d to 50mg/d over 5 weeks (or max 
tolerable dose), then 3 weeks stable dose. 

Outcomes No ITT analysis. 
Global improvement of pain relief (5-point) - week 8: 
amitriptyline: complete relief = 2/17, major = 1/17, some = 5/17, no 
change = 7/17, worse = 2/17 
placebo: complete relief = 0/16, major = 4/16, some = 1/16, no change 
= 7/16, worse = 4/16 
QoL (EORTC) showed amitriptyline significantly higher compared to 
placebo (p = 0.038) - actual data not reported. 
There were no significant differences between treatment and control 
group for physical activity, sleep and depression - actual data not 
reported. 
Adverse effects: 
Withdrawn due to AEs: amitriptyline = 0/21, placebo = 3/21 

Notes Dropouts: amitriptyline = 3/21, placebo = 6/21 (reasons: AEs, 
chemotherapy ceased, non-compliance) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
 
 
Khoromi 2007 (Nortriptyline-Radiculopathy)  
Methods US Study 

Randomised doubled blind placebo-controlled crossover study, 7 
weeks 
4 x 7 weeks treatment periods, 2 weeks washout, no carry over effect. 

Participants Condition: Radicular pain (sciatica) 
55 participants (28 completed all treatments) with lumbar 
radiculopathy, with average pain of at least 4 on a NRS (11-point). 
Median age = 53 (range 19-65), male = 30, female = 25 

Interventions Nortriptyline vs. Placebo vs. Morphine vs. Nortriptyline+Morphine 
Nortriptyline dose escalation from 25mg/d to 100mg/d over 5 weeks, 
then 2 weeks stable dose. 
Morphine dose escalation from 15mg/d to 90mg/d over 5 weeks, then 
2 weeks stable dose. 
Nortriptyline+morphine dose escalation from 25mg/d+15mg/d to 
100mg/d=90mg/d over 5 weeks, then 2 weeks stable dose. 
Paracetamol and NSAIDs allowed. 

Outcomes No ITT analysis. 
Patient Global improvement of pain relief (6-point) - week 7: 
Nortriptyline: complete relief = 2/31, a lot = 8/31, moderate = 2/31, 
slight = 6/31, no = 9/31, worse = 4/31 
Morphine: complete relief = 1/32, a lot = 7/32, moderate = 5/32, slight 
= 9/32, no = 8/32, worse = 2/32 
Nortriptyline+morphine: complete relief = 1/28, a lot = 7/28, moderate 
= 10/28, slight = 5/28, no = 5/28, worse = 0/28 
placebo: complete relief = 0/33, a lot = 5/33, moderate = 6/33, slight = 
10/33, no = 11/33, worse = 1/33 
Overall pain reduction below placebo (%) (NRS 11-point) - week 7: 
Nortriptyline = -14% (95%CI: -2% to 30%) 
Morphine: -1% (95%CI: -16% to 18%) 
Nortriptyline+morphine: -11% (95%CI: 2% to 20%) 
BDI (mean, SD): 
Nortriptyline = 7.3 (7.1) 
Morphine = 9.6 (8.5) 
Nortriptyline+morphine = 6 (5) 
Placebo = 9 (8.5), not significant for all comparisons 
SF-36 (physical) (mean, SD): 
Nortriptyline = 64 (27), Morphine = 56 (27), Nortriptyline+morphine = 
59 (27), Placebo = 51.3 (25.8), not significant for all comparisons 
SF-36 (mental health) (mean, SD): 
Nortriptyline = 79 (16), Morphine = 68 (21), Nortriptyline+morphine = 
76 (16), Placebo = 69 (24), not significant for all comparisons 
Adverse effects: 
AEs: nortriptyline = 19/28, morphine = 26/28, nortriptyline+morphine = 
25/28, placebo = 14/28 
Dry mouth: nortriptyline = 10/28, morphine = 6/28, 
nortriptyline+morphine = 8/28, placebo = 6/28 
Drowsiness: nortriptyline = 2/28, morphine = 7/28, 
nortriptyline+morphine = 3/28, placebo = 1/28 
Nausea: nortriptyline = 0/28, morphine = 2/28, nortriptyline+morphine 
= 1/28, placebo = 0/28 
Abdominal pain: nortriptyline = 1/28, morphine = 1/28, 
nortriptyline+morphine = 2/28, placebo = 0/28 
Blurred vision: nortriptyline = 0/28, morphine = 2/28, 



nortriptyline+morphine = 4/28, placebo = 3/28 
Notes Dropouts: nortriptyline = 1/55, morphine = 6/55, combination = 6/55, 

placebo = 2/55 (reasons: not stated) 
QS = 4 

Kieburtz 1998 (AMI-HIV related neuropathy)  
Methods US Study 

Randomised double blind placebo controlled parallel design study, 9 
weeks (four week dose escalation to max tolerated dose then stable 
dose), follow up time 10 weeks 

Participants Condition: HIV-related neuropathy 
145 participants (121 to 128 final number), mean age 41 years, 139 
male and 6 female patients. 
Mean pain score (SE) 1.02 (0.05) in amitriptyline group, 1.06 (0.04) in 
mexiletine group, 1.13 (0.04) in placebo group 

Interventions Amitriptyline vs. Placebo vs. Mexiletine 
Amitriptyline dose escalation 25 mg to 100 mg + inactive placebo, or 
mexiletine dose escalation from 150 mg to 600 mg + active placebo 
(benztropine 0.125 mg - 0.500 mg), or inactive + active placebo daily 
orally 

Outcomes Global improvement of Pain relief (6-point) - week 8: 
Amitriptyline: 
Complete pain relief = 3/47, a lot = 13/47, moderate = 7/47, slight = 
6/47, no pain relief = 4/47, pain worse = 1/47 
Placebo:  
complete relief = 1/50, a lot = 8/50, moderate = 15/50, slight = 6/50, 
no = 8/50, worse = 3/50 
Pain score on the Gracely scale (VRS 0 to 1.75) (mean diff. from 
baseline) - week 8: 
Amitriptyline (mean diff., SD) = -0.31 (0.31), Placebo (mean diff., SD) 
= -0.20 (0.30), not significant. 
NO change in mood or quality of life assessments (data not reported). 
Adverse effects: 
Withdrawn due to AEs: amitriptyline = 4/47, placebo = 1/50 

Notes Dropouts: 14/47 on amitriptyline (3 toxicity, 4 investigations or patients 
request , 4 miscellaneous, 2 lost to follow up, 1 did not receive 
treatment); 13/50 on placebo (1 toxicity, 2 investigators or patients 
requests, 8 miscellaneous, 1 lost to follow up, 1 did not receive 
treatment) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
 
Kishore-Kumar 1990 (Desipramine-PHN)  
Methods US Study 

Double blind placebo controlled crossover design, 6 weeks. 
2 x 6 weeks treatment periods (4 weeks titration to max dose then two 
weeks stable dose) 
No washout. No carry over effect from analysis. 
Randomisation method not stated 
Inclusion criteria: 
duration of symptoms at least three months 

Participants Condition: PHN 
Postherpetic neuralgia of 28.5 months (mean) (range: 3 months to 8 
years).  
26 participants (19 final number). Mean age 62 years (range 38 to 79 
years), 17 male and 9 female patients 

Interventions Desipramine vs. Placebo 
Desipramine dose escalation 12.5 mg to 250 mg daily orally, mean 
dose 167 mg (13 mg); or 
active placebo (benzatropine 0.5 mg to 1 mg and lactose) daily orally 
(19 patients took 1 mg, 3 patients 0.5 mg) 

Outcomes No ITT, 19 patients in final analysis. 
Patient-reported, 6-item global improvement (pain relief) 
1) Global improvement - pain relief at 6 weeks (at least moderate 
improvement): 
Desipramine = 12/19 (complete improvement = 1, a lot = 7, moderate 
= 4, slight = 2, no change = 4, worse = 1) 
Placebo = 2/19 (complete improvement = 0, a lot = 1, moderate = 1, 
slight = 0, no change = 9, worse = 8) 
2) Adverse effects 
Desipramine = 19/19, placebo = 15/19 
Withdrawn due to adverse effects: 
Desipramine = 5/19 (1 syncope, 1 palpitation and left bundle branch 
block, 1 chest pain, 1 fever, 1 vertigo) Placebo = 3/19 (1 vertigo and 
nausea, 1 skin rash, 1 feeling of unsteadiness) 
Dry mouth: desipramine = 11/19, placebo = 5/19 
Dizziness: desipramine = 3/19, placebo = 2/19 
Sedation: desipramine = 3/19, placebo = 0/19 

Notes Dropouts 7/26 (SE or intercurrent medical illnesses) 
Pain results illustrated only in figures 
QS = 3 (R1, DB1, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



 
 
Leijon 1989 (AMI-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 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 AEs 
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), not significant against placebo. 

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

 
 
 
 
 
 
 
 



 
Max 1988 (AMI-PHN)  
Methods US Study 

Double blind placebo controlled crossover design, 6 weeks.  
2 x 6 week periods, 1 week washout (three week titration to max 
tolerated dose then stable dose) 
Randomisation groups (4 groups): placebo followed by amitriptyline, 
placebo followed by lorazepam, amitriptyline followed by lorazepam, 
and lorazepam followed by amitriptyline 
2 weeks drug-free baseline. 
Randomisation methods not stated.  
A significant drug-time interaction 
Inclusion criteria: 
Duration of symptoms at least 3 months 

Participants Condition: PHN 
Postherpetic neuralgia of 19 months (range 3 months - 25 years). 62 
participants (41 final number).  
Mean age 72 (range 25 to 86), 31 male and 27 female patients, 15 
depressed and 43 non depressed 

Interventions Amitriptyline vs. Lorazepam vs. Placebo 
Amitriptyline dose escalation from 12.5 mg to 150 mg, mean dose 65 
mg daily 
lorazepam from 0.5 mg to 6 mg, mean dose 2.4 mg daily 
placebo (lactose 250 mg - 1500 mg) daily  

Outcomes No ITT for pain outcomes, ITT only carried out on adverse effects. 
Pain patients reported, 6-item global improvement 
1) Global improvement on pain relief (at least moderate 
improvement) - 6 items: 
amitriptyline = 16/34 (complete = 1, a lot = 12, moderate = 3, slight = 
10, no change = 6, worse = 2) 
lorazepam = 6/40 (complete = 0, a lot = 3, moderate = 3, slight = 7, no 
change = 20, worse = 7), 
placebo = 4/25 (complete = 0, a lot = 2, moderate = 2, slight = 4, no 
change = 11, worse = 6) 
2) Adverse effects (most common: dry mouth, sedation, 
dizziness) 
Amitriptyline = 55/62, lorazepam = 62/62, placebo = 45/62 
Of which led to withdrawal: 
amitriptyline = 5 (1 rash, 1 palpitation, 1 dizziness, 1 sedation, 1 
urinary retention) 
lorazepam = 6 (4 acute depression, 1 ataxia, 1 nightmares) 
placebo = 3 (1 dizziness, 1 disorientation, 1 rash) 
Dry mouth: amitriptyline = 38/62, placebo = 24/62 
Sedation: amitriptyline = 38/62, placebo = 24/62 
Dizziness: amitriptyline = 11/62, placebo = 15/62 

Notes Dropouts 21/62 
(14 drug reactions, 3 no pain relief, 2 onset of more severe pain not 
related to neuropathy, 1 acute bereavement, 1 medication error, 1 no 
reason given) 
Results illustrated only in figures 
QS = 3 (R1, DB1, W1) 

 
 
 
 
 
 
 
 



Max 1991 (Desipramine-PDN)  
Methods US Study 

Double blind placebo controlled crossover design, 6 weeks. 
2 x 6-week periods, no washout, no carry over effect from analysis 
(four week titration to max tolerated dose then stable dose) 
4-week drug-free baseline. 
Randomisation methods not stated. 
Inclusion criteria: 
Duration of symptoms at least 3 months 

Participants Condition: Painful diabetic neuropathy 
Diabetic neuropathy of 24 months (range 5 to 120). 24 participants (20 
final number). Mean age 62 years (range 21 to 71), 15 male and 9 
female patients. 4 depressed and 16 non depressed by Hamilton; 7 
depressed and 13 non depressed by psychiatrist's 

Interventions Desipramine vs. Placebo (active) 
Desipramine dose escalation from 12.5 mg 250 mg, mean dose 201 
mg (87.5 to 250 mg), or active placebo (benztropine 0.5 mg - 1 mg 
and lactose) daily orally 

Outcomes No ITT, 20 patients in the final analysis. 
Pain patients reported, 6-item global improvement 
1) Global improvement - pain relief (at least moderate 
improvement) - 6 items: 
desipramine = 11/20 (complete = 0, a lot = 4, moderate = 7, slight = 2, 
no change = 5, worse = 2) 
placebo = 2/20 (complete = 0, a lot = 1, moderate = 1, slight = 3, no 
change = 5, worse = 10) 
2) Adverse effects (most common: dry mouth, sedation, 
constipation, insomnia) 
desipramine = 18/20, placebo = 17/20 
Of which led to withdrawal: 
desipramine = 2/20 (1 seizure, 1 insomnia), placebo = 0/20 
Dry mouth: desipramine = 8/20, placebo =9/20 
Sedation: desipramine = 8/20, placebo =8/20 

Notes Dropouts 4/24; on desipramine 2 (AE) , on placebo 2 (1 angina 
pectoris, 1 lack of effect) 
Results illustrated only in figures 
QS = 3 (R1, DB1, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Raskin 2005 (Duloxetine-PDN)  



Methods US Study 
Randomised double-blind placebo-controlled parallel, 12 weeks. 

Participants Condition: PDN 
348 participants (296 completed) with PDN for at least 6 months, with 
pain score of at least 4 on a NRS (11-point), mean age = 58.8 years 
old, male =162, female =186, mean duration of PDN = 4.3 years. 
Baseline pain severity (NRS 11-point) (mean, SD) = 5.6 (1.2) 

Interventions Duloxetine 60mg vs. 120mg vs. Placebo 
Duloxetine 60mg/d or titration from 60mg/d to 120mg/d over 2 days 
period, then stable dose for the rest of the trial period. 
Paracetamol allowed. 

Outcomes ITT analysis. 
At least 50% pain reduction (NRS 11-point) - week 12: 
Duloxetine 60mg = 85/113, 120mg = 79/114, Placebo = 51/113 
SF-McGill (between -group mean diff. vs. placebo) -week 8: 
duloxetine 60mg = -2.51 (95%CI: -4.20 to -0.82), 120mg = -2.86 
(95%CI: -4.54 to -1.17) 
BPI mood interference (between -group mean diff. vs. placebo) -week 
8: 
duloxetine 60mg = -0.56 (95%CI: -1.12 to 0.01), 120mg = -0.84 
(95%CI: -1.40 to -0.28) 
(mean change, SE): 
placebo (n=109) = -1.76 (0.20), duloxetine 60mg (n=108) = -2.32 
(0.20), 120mg (n=108) = -2.60 (0.20) 
BPI sleep interference (between -group mean diff. vs. placebo) -week 
8: 
duloxetine 60mg = -1.04 (95%CI: -1.70 to -0.39), 120mg = -0.75 
(95%CI: -1.41 to -0.08) 
(mean change, SE): 
placebo (n=108) = -2.25 (0.24), duloxetine 60mg (n=108) = -3.30 
(0.23), 120mg (n=107) = -3.00 (0.24) 
Adverse effects: 
Withdrawn due to AEs: Duloxetine 60mg = 5/116, 120mg = 14/116, 
Placebo = 3/116 

Notes Dropouts: Duloxetine 60mg = 15/116, 120mg = 21/116, Placebo = 
16/116 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Rintala 2007 (AMI-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 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 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Robinson 2004 (AMI-Phantom limb pain)  
Methods US Study 

Randomised double blind placebo controlled parallel group study, 6 



weeks treatment 
Participants Condition: Phantom limb pain 

39 participants age 22 to 65 years (final = 37) 
Inclusion: 
Amputation > 6 months with pain at least 3 months. Average pain at 
least 2 on 11-point scale 
Baseline NRS (mean, SD): 
amitriptyline (n = 18): phantom limb pain (PLP) = 3.6 (2.4); residual 
limb pain (RLP) = 3.9 (2.6) 
placebo (n = 19): phantom limb pain (PLP) = 3.1 (2.6); residual limb 
pain (RLP) = 3.0 (2.5) 

Interventions Amitriptyline vs. Placebo 
Amitriptyline 10 mg / day up to 125 mg/day. Active placebo 
(benztropine 0.5 mg) dose not escalated 

Outcomes No ITT analysis. 
Patient reported average pain intensity on NRS-11 point scale (0-10). 
SF McGill, unmodified BPI, depression scale. Functional ability 
assessment (FIM), satisfaction with life (SWLS) 
Amitriptyline was not different from placebo for phantom limb pain or 
residual limb pain. No sig diff in depression scores between 
amitriptyline and placebo 
1) NRS on Pain intensity (11-point scale, 0-10) (mean, SD): 
amitriptyline (n = 18): 
PLP = 3.1 (2.7) [mean diff. = 3.6-3.1 = 0.5] 
RLP = 3.1 (2.2) [mean diff. = 3.9-3.1 = 0.8] 
placebo (n = 19): 
PLP = 3.1 (2.9) [mean diff. = 3.1-3.1 = 0.0] 
RLP = 2.3 (2.0) [mean diff. = 3.0-2.3 = 0.7] 
Depression (CES-D) (mean, SD): Amitriptyline (n =18) = 12.9 (8.5), 
Placebo (n = 19) = 16.1 (13.1) 
Better sleep: Amitriptyline = 2/18, placebo = 0/19 
2) Adverse effects: 
withdrawn due to AEs: amitriptyline = 2/18, placebo = 0/19 
dry mouth: amitriptyline = 13/18, placebo = 13/19 
Drowsiness: amitriptyline = 9/18, placebo = 9/19 
dizziness: amitriptyline = 2/18, placebo = 3/19 
nausea/vomiting: amitriptyline = 2/18, placebo = 0/19 
blurred vision: amitriptyline = 1/18, placebo = 5/19 
Diarrhea: amitriptyline = 1/18, placebo = 1/19 

Notes Two withdrew in amitriptyline group due to AEs. AEs were similar in 
the 2 groups. Dry mouth, dizziness commonly reported 
QS = 4 (R1, DB2, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
 
Rowbotham 2004 (Venlafaxine-PDN)  
Methods US Study 

Multicentre randomised double blind placebo controlled parallel group 
study with dose escalation over first 2 weeks, 6 weeks end point 



analysis. 
Participants Condition: PDN 

244 participants with pain full diabetic neuropathy of at least moderate 
severity for 3 months or longer and metabolically stable (Type 1 or 
type 2 diabetes), with at least 40mm on the VASpi. Male = 145, 
female = 99. Mean age (mean, SD): Venlafaxine 75mg = 59.0 (9.4), 
Venlafaxine 150-225mg = 58.0 (11.5), placebo = 60.0 (9.5) 
At week 6: Venlafaxine 75mg: n=81, Venlafaxine 150-225mg: n=82, 
placebo: n=80 
Baseline (VASpi) (mean): 
Venlafaxine 75mg = 69.9, Venlafaxine 150-225mg = 67.3, placebo = 
68.8 

Interventions Venlafaxine 75mg vs. Venlafaxine 150-225mg vs. Placebo 
Placebo, venlafaxine 75 mg or venlafaxine 150 to 225 mg daily for 6 
weeks, followed by two week tapered dose 

Outcomes ITT analysis. 
VASpi, VASpr, clinical global impressions-severity (CGI-s) and CGI-I 
(improvement)- both clinician assessed, patients global rating on pain 
relief, patients with at least a 50% reduction from baseline VASpi. 
1) Reduction in mean adjusted VASpi-100mm (at week 6): 
Venlafaxine 75mg = 22.4mm (32%), Venlafaxine 150-225mg = 
33.8mm (50%), placebo = 18.7mm (27%) 
2) Mean adjusted VASpr-100mm (at week 6): 
Venlafaxine 75mg = 51.0mm, Venlafaxine 150-225mg = 59.9mm, 
placebo = 43.6mm 
3) At least a 50% reduction from baseline VASpi-100mm (derived 
data): 
Venlafaxine 75mg = 31/81, Venlafaxine 150-225mg = 46/82, placebo 
= 27/80 [NNT = 4.5 (95%CI 2.7- 13.5)] 
4) Adverse effects: 
Withdrawals due to AEs: Venlafaxine 75mg = 6/81, Venlafaxine 150-
225mg = 6/81, placebo = 3/81 
[NNH not significant] 
Mean scores for VASpr reported but no SD so cannot be evaluated 
Nausea: Venlafaxine 75mg = 18/82, Venlafaxine 150-225mg = 8/82, 
placebo = 4/81 
Vomiting: Venlafaxine 75mg = 5/82, Venlafaxine 150-225mg = 4/82, 
placebo = 0/81 
Somnalence: Venlafaxine 75mg = 11/82, Venlafaxine 150-225mg = 
12/82, placebo = 1/81 
Dyspepsia: Venlafaxine 75mg = 7/82, Venlafaxine 150-225mg = 8/82, 
placebo = 1/81 

Notes Dropouts (at the end of 8 weeks trial - 6 weeks max dose + 2 weeks 
tapered: totals 12/81 placebo, 12/81 Ven 75, 18/82 Ven150/225 
QS = 4 (R1, DB2, W1) 

 
 
 
 
 
 
 
 
 
Sindrup 2003a (Imipramine-Polyneuropathy)  
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 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 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Tasmuth 2002 (Venlafaxine-Neuropathic cancer pain)  
Methods Finnish Study 

Double blind placebo controlled crossover design, four weeks (four 
weeks dose titration to max tolerated dose). 2 x 4 week periods, two 
weeks washout, no carry over effect 

Participants Condition: Neuropathic Cancer Pain 



Postoperative neuropathic pain in breast cancer patients.  
15 participants (13 final number). Mean age 55 years (range 37 to 72), 
all females.  
Baseline (median, range): 
VASpi = 49 (20-75),  
Pain score by VRS (0 to 7) = 3 (range 3 to 4), depression score = 10 
(range 1 to 28), STAI = 34 (22-61) 

Interventions Venlafaxine vs. Placebo 
Venlafaxine dose escalation from 18.75 mg to 75 mg daily orally, (11 
had 75 mg); or placebo 
2 doses comparison but different time intervals: 37.5mg (n = 13) and 
75mg (n = 11) 

Outcomes No ITT analysis. 
Patients reported, pain intensity VASpi and pain relief VASpr; pain 
relief (VRS 0 to 4), pain intensity VRS (0 to 7). Beck's Depression 
Inventory (0 to 63), STAI (20-80) 
1) Pain intensity Horizontal VAS-100mm (median, range): 
Venlafaxine 37.5mg = 13(0-62), placebo1 = 8(0-67); Venlafaxine 
75mg = 0(0-35), placebo2 = 0.6(0-70) 
2) Pain relief Horizontal VAS-100mm (median, range): 
Venlafaxine 37.5mg = 20(0-100), placebo1 = 0(0-69); Venlafaxine 
75mg = 42(0-100), placebo2 = 25(0-100) 
3) Pain intensity VRS (7-point: 0-7) (median, range): 
Venlafaxine 37.5mg = 0(0-4), placebo1 = 1(0-4); Venlafaxine 75mg = 
0(0-4), placebo2 = 1(0-2) 
4) Pain relief VRS (5-point: 0-5) (median, range): 
Venlafaxine 37.5mg = 1(0-4), placebo1 = 0(0-3); Venlafaxine 75mg = 
1.5(0-4), placebo2 = 1(0-3) 
5) Depression BDI (0-63) (median, range): 
Venlafaxine 37.5mg = 7(1-27), placebo1 = 8(1-22); Venlafaxine 75mg 
= 7(1-39), placebo2 = 7(1-11), not significant 
6) Anxiety STAI (20-80) (median, range): 
Venlafaxine 37.5mg = 40(20-57), placebo1 = 39(20-50); Venlafaxine 
75mg = 36(20-50), placebo2 = 30(20-52), not significant 
7) Adverse effects: 
withdrawn 1/13 on venlafaxine (nausea, sweating, headache) 
Dry mouth = venlafaxine = 8/13, placebo = 6/13 
Nausea = venlafaxine = 4/13, placebo = 4/13 

Notes Dropouts 2/15 (1 SE and 1 no compliance) 
SE: withdrawn 1/13 on venlafaxine (nausea, sweating, headache) 
QS = 4 (R2, DB1, W1) 

 
 
 
 
 
 
 
 
 
 
 
Vrethem 1997 (AMI-Polyneuropathy)  
Methods Swedish Study 

Double blind placebo controlled crossover design, 4 weeks (one week 
dose titration then stable dose) 
3 x 4 week periods, one week washout, no carry over effect 
Randomisation method not stated 
Inclusion criteria: 



duration of symptoms at least six months 
Participants Condition: Polyneuropathy 

Polyneuropathy (19 diabetic, 18 non-diabetic). 37 participants (33 final 
number). Mean pain duration 48 months, 17 male and 19 female 
patients 
Baseline: 
Pain score (VRS-10-step) for diabetics 5.0 (1.4) and for non-diabetic 
4.1 (1.9).  
Depression score for diabetic 2.8 (range 0 to18.0) and non-diabetic 
2.9 (range 0 to 22.5) 

Interventions Amitriptyline vs. Placebo vs. Maprotiline 
Amitriptyline dose escalation from 25 mg to 75 mg, or maprotiline from 
25 mg to 75 mg, or placebo daily orally 

Outcomes No ITT analysis, final number = 33. 
Patients reported, 5-item global improvement, more than 20 % pain 
decrease 
Comprehensive Psychopathological Rating Scale (CPRS) 
Number of patients with improved sleep 
1) Global improvement - Pain Relief (5-item): 
Amitriptyline: 
pain completely improved = 1/33, much improved = 11/33, improved = 
10/33, no change = 10/33, worse = 1/33 
Placebo: 
completely improved = 0/33, much improved = 1/33, improved = 7/33, 
no change = 22/33, worse = 3/33 
Maprotiline: 
completely improved = 1/33, much improved = 3/33, improved = 
10/33, no change = 17/33, worse = 2/33 
2) Pain relief (pain reduced at least 20%) - based on VRS-10-step: 
amitriptyline = 20/33, on maprotiline = 15/33, on placebo = 7/33 
3) Depression score (CPRS) (median, range): 
Diabetic patients: amitriptyline = 1.2 (range 0-12.5), maprotiline = 2.4 
(range 0-145), placebo = 2.3 (range 0-12.5); 
Non-diabetic patients: amitriptyline = 1.1 (range 0-10.5), maprotiline = 
1.5 (range 0-11.5), placebo = 1.6 (range 0-11). 
4) Sleep improved: 
amitriptyline = 11/33, maprotiline = 5/33, placebo = 4/33 
5) Adverse effects: 
amitriptyline = 21/33, maprotiline = 21/33, placebo = 6/33 
Withdrawn due to AE: 
amitriptyline = 3 (1 severe thirst, 1 urinary retention, 1 
hyperglycaemia) 
maprotiline = 2 (1 sedation and vertigo, 1 urticaria) 
placebo = 0 
Dry mouth: Amitriptyline = 2/35, Placebo = 1/33 
Sedation: Amitriptyline = 2/35, Placebo = 1/33 
Nausea: Amitriptyline = 0/35, Placebo = 0/33 

Notes Dropouts 7/37 (5 SE, 1 depression, 1 early drop out) 
QS = 4 (R1, DB2, W1) 

 
 
Wernicke 2006 (Duloxetine-PDN)  
Methods Canadian Study 

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

334 participants (248 completed) with PDN for at least 6 months, with 
pain score of at least 4 on a NRS (11-point), mean age = 60.7 years 
old, male = 204, female =130, mean duration of PDN = 3.8 years. 
Baseline pain severity (NRS 11-point) (mean, SD) = 6.1 (1.5) 



Interventions Duloxetine 60mg vs. 120mg vs. Placebo 
Duloxetine 60mg/d or titration from 60mg/d to 120mg/d over 2 days 
period, then stable dose for the rest of the trial period. 
Paracetamol allowed. 

Outcomes No ITT analysis. 
At least 50% pain reduction (NRS 11-point) - week 12: 
duloxetine 60mg = 47/110, 120mg = 59/111, placebo = 29/106 
At least 30% pain reduction (NRS 11-point) - week 12: 
duloxetine 60mg = 69/110, 120mg = 77/111, placebo = 44/106 
SF-McGill (mean from baseline, SE) - week 12: 
duloxetine 60mg = -7.23 (0.70), 120mg = -7.98 (0.71), placebo = -4.18 
(0.73), both significant vs. placebo (actual analysis not reported) 
SF-36 (physical functioning) (mean change from baseline, SE) - week 
12: 
duloxetine 60mg = 11.96 (1.81), 120mg = 11.20 (1.86), placebo = 
3.64 (1.90), both significant vs. placebo (actual analysis not reported) 
SF-36 (mental health) (mean change from baseline, SE) - week 12: 
duloxetine 60mg = 1.63 (1.48), 120mg = 3.82 (1.49), placebo = -0.31 
(1.52), only 120mg significant vs. placebo (actual analysis not 
reported) 
Sleep interference (BPI) (mean change from baseline, SE) - week 12: 
duloxetine 60mg = -3.02 (0.26), 120mg = -3.17 (0.26), placebo = -2.34 
(0.26), only 120mg significant vs. placebo (actual analysis not 
reported) 
Adverse effects: 
Withdrawn due to AEs: duloxetine 60mg = 17/114, 120mg = 20/112, 
placebo = 8/108 
Nausea: duloxetine 60mg = 32/114, 120mg = 36/112, placebo = 7/108 
Dizziness: duloxetine 60mg = 18/114, 120mg = 12/112, placebo = 
6/108 
Somnolence: duloxetine 60mg = 9/114, 120mg = 17/112, placebo = 
1/108 
Diarrhea: duloxetine 60mg = 13/114, 120mg = 5/112, placebo = 2/108 

Notes Dropouts: duloxetine 60mg = 29/114, 120mg = 34/112, placebo = 
23/108 (reasons: AEs, lack of efficacy, lost to follow-up, protocool 
violation, consent withdrawn, others) 
QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
Yucel 2004 (Venlafaxine-Mixed neuropathic pain)  
Methods Turkish Study 

Double blind placebo controlled parallel trial for eight weeks 
Participants Condition: Mixed NP 

60 participants aged 33 to 69 years (final number = 55). Neuropathic 
pain for longer than 6 months with at least 4cm on a 10cm-VASpi. 
Patients subjected to experimentally induced pain. 
Baseline VASpi-10cm: 
Venlafaxine 75mg = 7 (5-10), Venlafaxine 150mg = 8 (5-10), Placebo 



= 8 (6-10) 
Interventions Venlafaxine 75mg vs. Venlafaxine 150mg vs. Placebo 

Venlafaxine 75 mg /day, venlafaxine 150 mg/ or placebo for 8 weeks . 
Paracetamol 500 mg 3/4 time daily for rescue. Antidepressants or 
anticonvulsants not allowed 

Outcomes No ITT analysis. 
VASpi, Patient satisfaction, activities of daily , AEs, global impression 
of improvement (4-item: excellent, good, mild, none). 
Experimentally induced pain scores not used for this review. 
1) Horizontal VASpi-10cm (at week 8) (median, range): 
Venlafaxine 75mg = 4 (0-6) [median diff. = 4(0-8)] 
Venlafaxine 150mg = 4 (0-8) [median diff. = 4(-3 to 7)] 
Placebo = 7 (0-10) [median diff. = 1(-1 to 6)] 
2) Global impression of improvement (4-item: at least good) (at 
week 8): 
venlafaxine 75mg = 13/19, venlafaxine 150mg = 7/17, placebo = 8/19 
No significant difference between venlafaxine and placebo 
3) Adverse effects: 
Venlafaxine = 23/40 (75mg = 9/20, 150mg = 14/20) 
placebo = 11/20 
Withdrawn due to AEs: venlafaxine = 4/40 (75mg = 1/20, 150mg = 
3/20), placebo = 1/20 

Notes 5/60 dropouts: 1 placebo, 1 venlafaxine 75 mg, 3 venlafaxine 150 mg 
QS = 3 (R1, DB1, W1) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 


