
 
OPIOID ANALGESICS (as monotherapy – placebo-controlled trials) 
 
Evidence tables of included studies: 
 
Arbaiza 2007 (Tramadol-Neuropathic cancer pain) 
Methods Peru Study 

Randomised double-blind placebo-controlled, parallel study, 6 weeks 

Participants Condition: Neuropathic Cancer Pain 

36 participants with NCP, moderate to severe intensity of pain with a 
duration of at least 3 months. Mean duration of pain = 127 days 
(range = 90-240 days), male = 14, female = 22, mean age: tramadol = 
49.22, placebo = 50.50 years old. 

Tramadol = 18, placebo = 18 

Interventions Tramadol (oral, drop) vs. Placebo 

Tramadolwas administered 1mg/kg of bodyweight every 6 hours 
(concentration 2.5mg per drop). Mean number of drops every 6 hours: 
tramadol = 27.5, placebo = 25.4 

Previous anticonvulsants were allowed, paracetamol was allowed as 
rescue analgesics. 

Outcomes Mean pain intensity (VAS-10cm) - week 6: 

Tramadol: baseline = 6.8, endpoint = 2.9 

placebo: baseline = 7.0, endpoint = 4.3, p < 0.001 (actual analysis not 
reported) 

Serious limitations in ADL (no.of participants) - week 6: 

Tramadol = 4/13, placebo = 10/12, p = 0.008 (actual analysis not 
reported) 

Changes (improvement) in sleep quality (no. of participants) - 
week 6: 

Tramadol = 3/13, placebo = 8/12, p = 0.028 (actual analysis not 
reported) 

No significant differences in Zung Depression Scale and BDI 
(actual analysis not reported) 

Adverse effects: 

Withdrawals due to AEs: tramadol = 3/18, placebo = 0/18 

Any AEs, non-specified: tramadol = 7/13, placebo = 0/12 

Notes Dropouts: not reported (no ITT analysis) 

QS = 2 

 
 
 
 
 
 



Boureau 2003 (Tramadol-PHN)  
Methods French Study 

Randomised double-blind, placebo-controlled, parallel study, 6 weeks. 

Participants Condition: PHN 

127 participants (125 completed) aged between 18 and 85 years, with 
post herpetic neuralgia for at least 3 months and for a maximum of 1 
year. Mean age: tramadol = 65.7 years, placebo = 67.9 years; male = 
31, female = 77. Mean duration of PHN: tramadol = 6.7 months, 
placebo = 7.0 months 

Tramadol = 64, placebo = 63, ITT: Tramadol = 63, placebo = 62 

Interventions Tramadol (sustained-release) vs. Placebo 

Tramadol escalted from100 mg to 400 mg.  

Paracetamol max. 300mg/d allowed as rescue analgesics. 

Outcomes Pain intensity 100-mm VAS - at week 6: 

ITT: Tramadol = 63, placebo = 62 

Baseline (day 1) (mean, SD): tramadol = 60.5 (13.8), placebo = 60.4 
(13.5) 

Week 6 (mean, SD): tramadol = 25.3 (23.0), placebo = 33.6 (3.0), p = 
0.331 

At least 50% pain reduction - at week 6: 

No ITT: Tramadol = 53, placebo = 55 

Tramadol = 41/53, placebo = 31/55 

Quality of Life (the Nottingham Scale) - week 6: 

Baseline (day 1) (mean, SD): tramadol = 10.6 (7.2), placebo = 12.4 
(7.0) 

Week 6 (mean, SD): tramadol = 5.7 (6.0), placebo = 6.7 (7.0), p = 
0.914 

Adverse effects: 

Any AEs, non-specified: Tramadol = 19/64, placeb = 20/63 

Digestive system: Tramadol = 11/64, placeb = 5/63 

Respiratory system: Tramadol = 1/64, placeb = 5/63 

Cardiovascular system: Tramadol = 1/64, placeb = 0/63 

Urogenital system: Tramadol = 1/64, placeb = 1/63 

Withdrawals due to AEs: Not reported. 

Notes Dropout: Tramadol = 1/64, placebo = 1/63 (reasons: lost to fillow-up) 

QS = 3 

 
 

 
 
 
Gimbel 2003 (Oxycodone-PDN)  



Methods US Study 

Randomised double-blind placebo-controlled, parallel study, 6 weeks. 

Participants Condition: PDN 

159 particiapnts (115 completed) with PDN in both feet, average of at 
least 5 on a NRS (11-point) for more than half a day for at least 3 
months. Mean age = 58.9, male = 83, female = 134. 
Oxycodone = 82, placebo = 77 

Interventions Oxycodone (oral) vs. Placebo 

Oxycodone oral long-acting tablets escalated from 10mg/d to 
120mg/d. 

NSAIDs and paracetamol allowed as rescue analgesics. 

Outcomes ITT analysis: oxycodone = 82, placebo = 77 

Overall mean daily pain intensity (NRS 11-point) (LSM, SE) - week 
6: 

oxycodone = 4.2 (0.3), placebo = 5.3 (0.3), p = 0.009) 

change from baseline: oxycodone = -2.6 (0.28), placebo = -1.5 (0.29), 
p = 0.004 

Sleep-interference (11-point) (LSM, SE) - week 6: 

change from baseline: oxycodone = -3.3 (0.32), placebo = -1.5 (0.32), 
p < 0.001 

No significant differences in the physical functioning, general 
health, and mental health subscales of the SF-36 (actual analysis 
not reported). 

Adverse effects: 

Withdrawals due to AEs: oxycodone = 7/82, placebo = 4/77 

Any AEs, non-specified: oxycodone = 71/82, placebo = 33/77 
Constipation: oxycodone = 35/82, placebo = 11/77 

Somnolence: oxycodone = 33/82, placebo = 1/77 

Nausea: oxycodone = 30/82, placebo = 6/77 

Dizzziness: oxycodone = 26/82, placebo = 8/77 

Pruritis: oxycodone = 20/82, placebo = 6/77 

Vomiting: oxycodone = 17/82, placebo = 2/77 

Dry mouth: oxycodone = 13/82, placebo = 2/77 

Headache: oxycodone = 9/82, placebo = 18/77 

Notes Dropouts: Oxycodone = 19/82, placebo = 25/77 (reasons: lack of 
efficacy, AEs, lost to follow-up, protocol violation, others) 

QS = 5 (R = 2, DB = 2, W = 1) 

 
 

 
 
Harati 1998 (Tramadol-PDN)  
Methods US Study 



Randomised double-blind placebo-controlled, parallel study, 6 weeks. 

Participants Condition: PDN 

131 participants (91 completed) with diabetic neuropathy and good 
glycaemic control. Had pain on a daily basis during the previous 3 
months. 78 males and 53 females. Mean pain scores: tramadol = 2.5, 
placebo = 2.6. Mean age: tramadol = 59, placebo = 59. 

Tramadol = 65, placebo = 66 

Interventions Tramadol (oral) vs. Placebo 

Tramadol escalated from 100 to 400 mg/day max dose. 

Outcomes Mean (SE) pain intensity scores - week 6: 

tramadol = 1.4 (0.1), placebo = 2.2 (0.1), p < 0.001 (actual analysis 
not reported) 

Physical functioning (mean, SE) - week 6: 

tramadol = 64.3 (3.8), placebo = 55.1 (4.0), p = 0.002 (actual analysis 
not reported)  

Social functioning (mean, SE) - week 6: 

tramadol = 75.0 (3.3), placebo = 69.5 (3.5), p = 0.04 (actual analysis 
not reported) 

Adverse effects: 

Withdrawals due to AEs: tramadol = 9/65, placebo = 1/66 

Nausea: tramadol = 15/65, placebo = 2/66 

Constipation: tramadol = 14/65, placebo = 2/66 

Headache: tramadol = 11/65, placebo = 3/66 

Somnolence: tramadol = 8/65, placebo = 4/66 

Dyspepsia: tramadol = 6/65, placebo = 2/66 

Pruritis: tramadol = 4/65, placebo = 0/66 

Rash: tramadol = 4/65, placebo = 0/66 

Fatigue: tramadol = 3/65, placebo = 0/66 

Dizziness: tramadol = 3/65, placebo = 0/66 

Vomiting: tramadol = 3/65, placebo = 0/66 

Diarrhea: tramadol = 2/65, placebo = 5/66 

Notes Dropout: tramadol = 18/65, placebo = 22/66 (reasons: AEs, lack of 
efficacy, others) 

QS = 3 

 
 
 

 
 
Huse 2001 (Morphine-Phantom limb pain)  
Methods European Study 

Randomised double-blind placebo-controlled, crossover, 2 weeks. 



2 x 4 weeks study (1-2 weeks washout), drug initiated with an 
intravenous test infusion of morphine (MST) (20mg/h) or placebo. 

Participants Condition: Phantom Limb Pain 

12 participants (12 completed) aged between 18 and 75 years old, 
with phantom limb pain with an intensity of at least 3 on a 10-cm VAS. 
Mean age = 50.58 years, male = 10, female = 2. 

Interventions Morphine (oral) vs. Placebo 

Morphine oral long-acting (SST) was titrated to at least 70mg/d to max 
300 mg/day in, or max torelated dose in 2 weeks, then 2 weeks stable 
dose. Acetylsalicylic acid tablets and paracetamol upto 600mg/d were 
allowed as rescue analgesics. 

Outcomes At least 50% pain reduction (10-cm VAS) - at week 4: 

Morphine = 5/12, placebo = 1/12 

Mean change scores (SD) in 10-cm VAS against baseline - at 
week 4: 

N = 12: Baseline = 4.65 (1.06), morphine = 3.26 (1.59), placebo = 
3.99 (1.23) 

Adverse Effects: 

Not reported. 

Notes Dropout: No dropout. 

QS = 3 (R = 1, DB = 2, W = 0) 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
Khoromi 2007 (Morphine-Radiculopathy)  
Methods US Study 

Randomised double-blind placebo-controlled, crossover study, 7 



weeks. 

4 x 7 weeks (10 days tapering, 4 days washout) 

Participants Condition: Radiculopathy (sciatica) 

55 participants (28 completed) aged beetween 18 and 65 years, with 
lumbar radiculopathy for at least 3 months and at least 5 days a week. 
Average pain at least 4 of the NRS (11-point). Male = 30, female = 25, 
age range = 19-65 years, pain duration (range) = 0.3-37 years. 

Interventions Morphine (sustained-release) vs. Placebo vs. Nortriptyline vs. 
Morphine+Nortriptyline 

Morphine escalated from 15mg/d to 90mg/d or max. tolerated dose in 
5 weeks, then 2 weeks stable dose. 

Active placebo (benztropine) 

Anti-inflammatory medications and paracetamol were allowed as 
rescue analgesics. 

Outcomes Global pain relief (6-item) - week 7: 

At least moderate pain relief: morphine = 13/32, placebo = 11/33 

Mean (SD) leg pain scores (NRS 11-point) - week 7: 

Baseline= 4.9 (2.43), morphine = 3.4 (2.8), placebo = 3.7 (2.7) 

decreased in comparison to placebo = 7.0% (95%CI: -8% to 22%) 

Mean (SD) BDI - week 7: 

Baseline = 8.0 (6.7), morphine = 9.6 (8.5), placebo = 9.0 (8.5), not 
significant (actual analysis not reported) 

Mean (SD) SF-36 - week 7: 

Significant at p = 0.04 for overall model. 

Physical functioning: Baseline = 48 (26), morphine = 56 (27), placebo 
= 51.3 (25.8) 

Social functioning: Baseline = 63(30), morphine = 69 (28), placebo = 
67 (31) 

Role physical: Baseline = 41 (46), morphine = 53 (42), placebo = 54 
(46) 

Role emotional: Baseline = 81 (33), morphine = 69 (42), placebo = 63 
(43) 

Mental health: Baseline = 74 (16), morphine = 68 (21), placebo = 69 
(24) 

[only role emotional and mental health were significant different, 
actual analysis not reported] 

Adverse effects: 

Withdrawals due to AEs: morphine = 9/55, placebo = 1/55 

Any AEs, non-specified: morphine = 26/28, placebo = 14/28 

Constipation: morphine = 18/28, placebo = 2/28 

Dry mouth: morphine = 9/28, placebo = 9/28 

Headache: morphine = 4/28, placebo = 4/28 

Drowsiness: morphine = 7/28, placebo = 1/28 



Tired/fatigue: morphine = 2/28, placebo = 5/28 

Dizziness: morphine = 4/28, placebo = 1/28 

Insomnia: morphine = 2/28, placebo = 0/28 

Nausea: morphine = 2/28, placebo = 0/28 

Sexual dysfunction: morphine = 3/28, placebo = 0/28 

Abdominal pain: morphine = 1/28, placebo = 0/28 

Decreased appetite: morphine = 2/28, placebo = 0/28 

Blurred vision: morphine = 2/28, placebo = 3/28 

Notes Dropout: 27/55 (reasons: AEs, other medical problems, lack of 
efficacy, non-compliance, others) 

QS = 5 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
Sindrup 1999 (Tramadol-Polyneuropathy) 
Methods Danish Study 

Randomised double-blind placebo-controlled, crossover study, 4 
weeks. 



2 x 4 weeks (1 week washout), no carry-over effects. 

Participants Condition: Painful Polyneuropathy 

45 participants (34 completed) with painful polyneuropathy for more 
than 6 months, aged 20-80 years old. Male = 27, female = 18. 

Interventions Tramadol (oral) vs. Placebo 

Tramadol escalated from 200mg/d to 400mg/day, or max. tolerated 
dose. 

Paracetamol allowed as rescue analgesics. 

Outcomes Mean (SD) pain scores (NRS 11-point) - week 4: 

Tramadol = 4.5 (2.7), placebo = 6.3 (2.4) 

The NNT for at least 50% pain reduction = 4.3 (95%CI: 2.4 to 20.0) 
(actual number of participants with 50% pain reduction not 
reported) 

Adverse effects: 

Withdrawals due to AEs: tramadol = 7/45, placebo = 2/45 

Any AEs, non-speciufied: tramadol = 28/45, placebo = 12/45 

Tiredness: tramadol = 19/45, placebo = 4/45 

Dizziness: tramadol = 15/45, placebo = 2/45 

Dry mouth: tramadol = 17/45, placebo = 6/45 

Sweating: tramadol = 14/45, placebo = 6/45 

Constipation: tramadol = 10/45, placebo = 2/45 

Nausea: tramadol = 11/45, placebo = 3/45 

Notes Dropouts: tramadol = 8/45, placebo = 3/45 (reasons: AEs, lost to 
follow-up, protocol violation) 

QS = 4 

 
 
 
 
 
 
 
 
 
 

 
 
Wu 2008 (Morphine-Phantom limb pain) 
Methods US Study 

Randomised double-blind placebo-controlled, crossover study, 6 
weeks. 

3 x 6 weeks study (1 week washout) 



Participants Condition: Phantom Limb Pain 

60 participants (35 completed) with post-amputation pain of at least 6 
months, with pain score at least 3 on a NRS (11-point) 

Interventions Morphine (oral) vs. Placebo vs. Mexiletine 

Morphine (sustained release) escalated from 15mg/d to 180mg/d in 4 
weeks, then 2 weeks maintenance (and 2 weeks tapering). 

Paracetamol and NSAIDs were allowed as rescue analgesics. 

Outcomes At least 30% pain reduction - week 6: 

Morphine = 33/50, placebo = 19/43 

At least 50% pain reduction - week 6: 

Morphine = 23/50, placebo = 13/43 

Mean change in pain intensity from baseline (NRS 11-point) - 
week 6: 

Morphine = -2.8 (95%CI: -3.4 to -2.3), placebo = -1.4 (95%CI: -2.2 to -
0.6), p = 0.0003 

Adverse effects: 

Any AEs, non-specified: morphine = 27/50, placebo = 7/43 

Constipation: morphine = 17/50, placebo = 2/43 

Nausea: morphine = 4/50, placebo = 1/43 

Drowsiness: morphine = 9/50, placebo = 3/43 

Dizziness: morphine = 2/50, placebo = 2/43 

Notes Dropouts: 4/60 before treatment started; morphine = 10/56, placebo = 
5/56, mexiletine = 6/56 (reasons: not reported) 

QS = 5 

 

 
 
 
 
 
 
 
 
 
 
 
 
 


