
TOPICAL LIDOCAINE & TOPICAL CAPSAICIN (as monotherapy – 
placebo-controlled trials) 
 
Evidence tables of included studies: 
 
 
Bernstein 1989 (Topical capsaicin-PHN) 
Methods US Study 

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

Participants Condition: PHN 

32 participants with PHN, aged between 54 and 90 years with severe 
intractable PHN for at least 12 months. All participants had been 
poorly or incompletely controlled with oral analgesics, antidepressants 
or anticonvulsants. Mean age: capsaicin = 72.3 years, placebo = 72.6 
years; mean duration of PHN: capsaicin = 30.0 months, placebo = 
41.8 months. Male = 12, female = 20. 

Capsaicin = 16, placebo = 16 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to the affected site 3 to 4 times/d for 6 
weeks. 

Previous oral medications for pain were allowed. 

Outcomes At least 40% pain reduction on VAS-100mm - week 6: 

Capsaicin = 7/16, placebo = 1/16 

Pain scores (VASpr-100mm) decrease from 100mm - week 6: 

Capsaicin = 50.0, placebo = 72.5 

Adverse effects: 

Burning/stinging: capsaicin = 5/16, placebo = 2/16 

Notes Dropouts: 3/32 (lost to follow-up, but not reported from which group) 

QS = 3 

 
 
 
 
 

 

 

 

 

 



Cheville 2009 (Topical lidocaine-Postsurgical neuropathic pain) 

Methods US Study 

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

2 x 4 weeks study periods (no washout, but analysis of carry over 
effects showed no significant interactions) 

Participants Condition: Postsurgical Neuropathic Pain 

28 participants (18 completed) with persistent posysurgical 
neuropathic pain for at least 1 month, with at least 4 (out of 10) 
neuropathic features, aged at least 18 years old. Mean age = 61.8 
years, male = 9, female = 19. 

Interventions 5% Lidocaine vs. Placebo 

Up to max. 3 patches were applied to affected areas for 18 hours 
daily, for 4 weeks. 

Previous stable oral analgesics were allowed. 

Outcomes No ITT: lidocaine = 8, placebo = 13 

Mean (SD) Pain intensity rating (NRS 11-point) (first period only) - 
week 4: 

Lidocaine = 4.4 (2.12), placebo = 4.8 (1.71), mean diff. = -0.4, p = 
0.92 

Notes Dropouts: lidocaine = 8/28, placebo = 2/28 (reasons: AEs, lack of 
compliance, others) 

QS = 4 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Donofrio 1992  (Topical capsaicin-PDN/radiculopathy) 



Methods US Study (Capsaicin study group) 

Randomised double-blind placebo-controlled, parallel study, 8 weeks. 

Participants Condition: PDN or Radiculopathy 

277 participants (219 completed) with PDN or radiculopathy, aged 
between 18 and 85 years. PDN = 179, radiculopathy = 14, both = 7. 
Mean age: capsaicin = 60.1 years, placebo = 60.3 years, male = 139, 
placebo = 138. 

Capsaicin = 138, placebo = 139 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to affected site 4 times/d for 8 weeks. 

Outcomes No ITT analysis: 

Mean change from baseline (VASpi-100mm) - week 8: 

Capsaicin (n = 119) = -38.1, placebo (n = 131) = -27.4, p = 0.037 

Mean VAS pain relief scores (VASpr-100mm) week 8: 

Capsaicin (n= 120) = 58.4, placebo (n = 131) = 45.2, p = 0.004 

Capsaicin showed significantly greater improvement in sleep (p 
= 0.036) (actual data not reported) 

Adverse effects: 

Withdrawals due to AEs: capsaicin = 18/138, placebo = 5/139 

Burning sensation: capsaicin = 87/138, placebo = 23/139 

Coughing/sneezing: capsaicin = 16/138, placebo = 2/139 

Rash/erythema: capsaicin = 10/138, placebo = 4/139 

Dry skin: capsaicin = 5/138, placebo = 6/139 

Increased pain: capsaicin = 2/138, placebo = 5/139 

Notes Dropouts: capsaicin = 38/138, placebo = 20/139 (reasons: AEs, lack 
of efficacy, lack of compliance, other health problems, others) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 

 
 
Estanislao 2004  (Topical lidocaine-HIV related polyneuropathy) 



Methods US Study 

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

2 x 2 weeks study period (2 weeks washout) 

Participants Condition: HIV-related Polyneuropathy (distal symmetric) 

64 participants (56 completed) with distal symmetric HIV-related 
polyneuropathy in both feet for at least 2 weeks, with at least 'mild' 
pain all the time or 'moderate' pain for at least 2 hours per day. Mean 
age = 45 years old. 

Interventions 5% Lidocaine vs. Placebo 

5% lidocaine gel applied to the affected area once daily, for 2 weeks. 

Outcomes Global pain relief (mean, SE) - week 2: 

Lidocaine = 2.25 (0.76), placebo = 2.23 (0.71), p = 0.715 

No ststistically significant differences for pian (Gracely pain 
scale) (actual data and analysis not reported) 

No AEs reported. 

Notes Dropouts: lidocaine = 3/64, placebo = 5/64 (reasons: lack of 
compliance, AEs, lost to follow-up, protocol violation, others) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
Galer 2002 (Topical lidocaine-PHN) 



Methods US Study 

Randomised double-blind placebo-controlled, parallel study, 3 weeks. 

Participants Condition: PHN 

96 participants with established torso PHN, reported moderate to 
severe pain on the NPS for at least 1 month and the presence of 
allodynia. Mean age: lidocaine = 74, placebo = 74, male = 36, female 
= 60. 

Lidocaine = 67, placebo = 29 

Interventions 5% Lidocaine vs. Placebo 

5% lidocaine patch on the affectd site for 3 weeks. 

Outcomes Mean (SD) change in NPS from baseline - week 3: 

Lidocaine = -15.3 (17.9), placebo = -7.7 (14.2), p = 0.043 

Adverse effects not reported. 

Notes Dropouts: not reported 

QS = 2 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
Ho 2008 (Topical lidocaine-Mixed neuropathic pain) 
Methods Taiwan/Singapore Study 



Randomised double-blind placebo-controlled, crossover study, 1 
week. 

3 x 1 week study period (1 week washout) 

Participants Condition: Mixed NP 

35 participants (31 completed) with neuropathic pain for more than 6 
months, aged more than 18 years old. Mean age = 57.4 years, male = 
16, female = 19. 

Interventions 5% Lidocaine vs. Placebo vs. 5% Topical Amitriptyline 

3 to 5 mL of 5% lidocaine applied to affected area twice a day for 1 
week. 

Previous or current oral medications for apin were allowed (opioids, 
analgesics, NSAIDs, antidepressants, anticonvulsants) 

Outcomes No ITT: Lidocaine = 30, placebo = 31 

Mean (SD) change from baseline (VASpi-100mm) - week 1: 

Lidocaine = -5.7 (17.5), placebo = 7.6 (23.9), p = 0.88 

Adverse effects: 

Itching: lidocaine = 5/35, placebo = 3/35 

Numbness: lidocaine = 1/35, placebo = 0/35 

Tingling sensation: lidocaine = 2/35, placebo = 0/35 

Notes Dropouts: lidocaine = 5/35, placebo = 4/35, topical amitriptyline = 5/35 
(reasons not reported) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
Low 1995  (Topical capsaicin-Distal painful polyneuropathy) 
Methods US Study 



Randomised double-blind placebo-controlled, parallel study, 8 weeks. 

Participants Condition: Distal Painful Polyneuropathy 

40 participants (39 completed) with bilateral symmetric chronic painful 
peripheral neyropathy involving the distal lower extremities for at least 
6 months, refractory to at least one other form of treatment. 
Participants were randomised by side (left leg or right leg). Age 
ranged from 30 to 78 years old, duration of pain (range) = 6-180 
months, male = 24, female = 16. 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied 4 times/d on the affected limb for 8 week. 

Active placebo (methyl nicotinate) used on the other limb (limbs were 
randomised) 

Outcomes ITT analysis 

Reported 'improved' - week 8: 

Capsaicin = 23/40, placebo = 26/40 

VAS pain relief - week 8: 

Capsaicin = 39.0, placebo = 39.0 (not significant, actual analysis not 
reported) 

Adverse effects: 
Burning pain: Capsaicin = 29/40, placebo = 16/40 

Itching: Capsaicin = 4/40, placebo = 2/40 

Rash: Capsaicin = 1/40, placebo = 0/40 

Notes Dropouts: 1/40, not reported from which treatment, reasons for 
dropout not reported. 

QS = 2 

 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
McCleane 2000  (Topical capsaicin-Mixed neuropathic pain) 
Methods Irish Study 

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



Participants Condition: Mixed NP 

200 participants (all 4 groups) with chronic NP, unresponsive or 
intolerant to analgesics, TCA or NSAIDs. Mean age: capsaicin = 47.8 
years, placebo = 45.5 years; mean duration of pain: capsaicin = 59.4 
months, placebo = 57.9 months. Male = 29, female = 45. 

Capsaicin = 33, placebo = 41 

Interventions 0.025% Capsaicin vs. Placebo vs. Topical Doxepin vs. Topical 
Doxepin+Capsaicin 

0.025% capsaicin applied to affected site 3 times/d for 4 weeks. 

Outcomes Mean change scores from baseline (VAS-10cm) - week 3: 

Capsaicin = -1.12 (95%CI: 0.44 to 1.80), placebo = unchanged (actual 
data & analysis not reported) 

Adverse effects: 

Burning sensation: capsaicin = 27/33, placebo = 22/41 

Notes Dropouts: not reported. 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
Meier 2003  (Topical lidocaine-Peripheral neuropathic pain) 
Methods European Study 

Randomised double-blind placebo-controlled, crossover study, 1 



week. 

2 x 1 week study period (1 week washout) 

Participants Condition: Focal Peripheral Neuropathic Pain 

58 participants (40 completed) with chronic focal peripheral 
neuropathic pain, over 21 years of age, with pain score of at least 
40mm from a VAS-100mm. Mean age = 63.4 years, mean duration of 
pain = 35.5 months, male = 28, female = 30. 

Interventions 5% Lidocaine vs. Placebo 

Up to 4 patches of 5% lidocaine applied onto painful areas for 12 
consecutive hours daily, for 1 week. 

Previous or current pain medications were allowed (including opioids, 
TCA, anticonvulsants, others). 

Outcomes Final number: lidocaine = 40, placebo = 40 

Change of VAS scores from baseline - week 1: 

Lidocaine vs. baseline: p < 0.001, placebo vs. baseline: p < 0.05 

Lidocaine vs. placebo: p = 0.002 

(actual data and analysis not reported) 

NNT for 50% pain reductiojn = 4.4 (95%CI: 2.5 to 17.5) 

NNT for 30% pain reduction = 3.6 (95%CI: 2.6 to 107.5) 

No statistically significantly differences on Sleep 

(actual data and analysis not reported) 

Adverse effects: 

Withdrawals due to AEs: lidocaine = 1/58, placebo = 0/58 

Rash: lidocaine = 10/58, placebo = 11/58 

Pruritis: lidocaine = 4/58, placebo = 5/58 

Warming: lidocaine = 1/58, placebo = 1/58 

Increasing pain: lidocaine = 1/58, placebo = 1/58 

Notes Dropouts: lidocaine = 8/28, placebo = 10/30 (reasons: lack of efficacy, 
patient wish, protocol violation, others) 

QS= 4 

 
 
 
 
 
 

 
 
Paice 2000  (Topical capsaicin-HIV related neuropathy) 
Methods US Study 

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



Participants Condition: HIV-related Peripheral Neuropathy (distal symmetrical) 

26 participants (14 completed) with NIV-related distal symmetrical 
peripheral neuropathy, aged 18 years or older (mean age = 40.3 
years), male = 25, female = 1. 

Capsaicin = 15, placebo = 11 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to affected site 4 times/d for 4 weeks. 

Outcomes Final numbers for analysis at week 8: capsaicin = 6, placebo = 8 

Found no statistical significant differences on pain scores, 
POMS and Quality of Life Index. (actual data and analysis not 
reported) 

Adverse effects: 

Withdrawals due to AEs (burning pain): capsaicin = 5/15, placebo = 
0/11 

Notes Dropouts: capsaicin = 10/15, placebo = 2/11 (reasons: AEs, other 
medical problems, lost to follow-up, lack of compliance, others) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
Scheffler 1991  (Topical capsaicin-PDN) 
Methods US Study 

Randomised dougle-blind placebo-controlled, parallel study, 8 weeks. 



Participants Condition: PDN 

54 participants (42 completed) with PDN who were unresponsive or 
intolerant to conventional therapy, with at least moderate to severe 
pain, aged 18 to 95 years old. Mean age: capsaicin = 59.3 years, 
placebo = 62.0 years, mean duration of PDN: capsaicin = 3.5 years, 
placebo = 3.4 years. Male = 19. female = 35 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to affected site 4 times/d for 8 weeks. 

Participants previous oral analgesics allowed. 

Outcomes No ITT analysis: capsaicin = 24, placebo = 25 

Mean (SE) change in pain intensity (VAS-100mm) from baseline - 
week 8: 

Capsaicin = -49.1 (9.09), placebo = -16.5 (9.67), p = 0.020 

Mean (SE) pain relief (VAS-100mm) at week 8: 

Capsaicin = 65.7 (7.95), placebo = 38.6 (6.83), p = 0.013 

Capsaicin has significantly improved sleep at week 8 (p = 0.016) 
(actual analysis not reported) 

Adverse effects: 

Withdrawals due to AEs: capsaisin = 2/28, placebo = 0/26 

Burning pain: capsaicin = 17/28, placebo = 5/26 

Notes Dropouts: capsaicin = 9/28, placebo = 3/26 (reasons: AEs, lack of 
compliance, others 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
 
Tandan 1992  (Topical capsaicin-PDN) 
Methods US Study 

Randomised double-blind placebo-controlled, parallel study, 8 weeks. 



Participants Condition: PDN 

22 participants (21 complated) with PDN of at least moderate intensity 
of pain and minimum duration of 3 months, aged between 18 and 85 
years. Mean age: capsaicin = 55.1, placebo = 53.3, mean duration of 
PDN: capsaicin = 4.2 years, placebo = 5.7 years. Male = 11, female = 
11. 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to affected site 4 times/d for 8 weeks. 

Outcomes No ITT analysis: capsaicin = 10, placebo = 10 

Patient-reported globa pain scale - week 8: 

Improved: capsaicin = 7/10, placebo = 2/10 

No change or worse: capsaicin = 3/10, placebo = 8/10 

Mean (SE) pain relief on VAS-100mm - week 8: 

Capsaicin = 44.6 (9.4), placebo = 23.2 (7.9), p = 0.09 

Adverse effects: 

Withdrawals due to AEs: capsaicin = 1/11, placebo = 0/11 

Burning sensation: capsaicin = 6/11, placebo = 2/11 

Notes Dropouts: capsaicin = 1/11, placebo = 1/11 (reasons: AEs, other 
medical reason) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
Watson 1992  (Topical capsaicin-Neuropathic cancer pain) 
Methods Canadian Study 

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

Participants Condition: Neuropathic cancer pain (post-mastectomy) 



25 participants (23 completed) with neuropathic post-mastectomy pain 
for more than 3 months, with at least moderate or severe pain for at 
least one half of the day. Median age = 58 years (range: 36-78), 
median pain duration = 4 years (range: 5 months-16 years). All 
females. 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to the affected site 4 times/d for 6 weeks. 

Participants could continue with previous analgesics as needed. 

Outcomes No ITT: capsaicin = 13, placebo = 10 

At least 50% pain reduction - week 6: 

Capsaicin = 8/13, placebo = 3/10 

Mean (SE) change of pain from baseline (VASpr-10cm) - week 6: 

Capsaicin (n = 12) = -17.8 (7.15), p = 0.03 

Placebo (n = 10) = -9.6 (7.90), p = 0.26 

Adverse effects: 

Withdraws due to AEs: capsaicin = 1/14, placebo = 0/11 

Burning pain: capsaicin = 12/14, placebo = 1/11 

Notes Dropouts: capsaicin = 1/14, placebo = 1/11 (reasons: AEs, the 
recurrence of malignancy) 

QS = 3 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
Watson 1993  (Topical capsaicin-PHN) 
Methods US & Canadian Study 

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

Participants Condition: PHN 

143 participants with PHN of at least 6 months, at least 18 years of 



age, most had been poorly or incompletely controlled with oral 
analgesics, antidepressants or anticonvulsants. Mean age: capsaicin 
= 71.1, placebo = 70.4; mean duration of PDN: capsaicin = 26.2 
months, placebo = 38.2 months. 

Capsaicin = 74, placebo = 69 

Interventions 0.075% Capsaicin vs. Placebo 

0.075% capsaicin applied to affected site 4 times/d for 6 weeks. 

Previous oral medication s for pain were allowed. 

Outcomes No ITT analysis: 

PHN > 12 months = 93, PHN > 6 months = 131 (number in treatment 
and placebo group not reported) 

PHN > 12 months - week 6: 

Clinician-reported global improvement: Capsaicin = 64%, placebo = 
25%, p = 0.014 

VAS-100cm pain relief - week 6: Capsaicin = 39%, placebo = 6%, p = 
0.006 

PHN > 6 months - week 6: 

Clinician-reported global improvement: Capsaicin showed more 
improvement, p = 0.032 

*Actual data and analysis not reported 

Adverse effects: 

Withdrawals due to AEs (burning/stinging): capsaicin = 13/74, placebo 
= 1/69 

Burning/stinging: capsaicin = 45/74, placebo = 23/69 

Notes Dropouts: capsaicin = 18/74, placebo = 2/69 (reasons: AEs, other 
medical problems, others) 

QS = 4 

 

 
 
 
 
 
 
 
 
 
 
 




