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Abstract

treatment daily.

Conventional treatments for peripheral neuropathic pain may be restricted by factors such as systemic side
effects, interactions with other drugs, the slow onset of action, the need for dose adjustments and multiple daily doses.
Recently it has been published in the European Journal of Pain a simultaneous non-inferiority study comparing patch
capsaicin 8% with pregabalin (flexible dose optimized) in adult patients with nondiabetic peripheral neuropathic pain.
According to this study, topical treatment with capsaicin patch 8% was not inferior to pregabalin. This means that
the patch capsaicin 8% could be another treatment option for patients with nondiabetic peripheral neuropathic pain,
especially those who are very sensitive to the side effects of systemic medications or for those not wishing oral drug
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Introduction

Neuropathic pain arises as a direct consequence of a lesion or
disease affecting the somatosensory system (e.g. diabetes mellitus,
herpes zoster infection, HIV infection, chemotherapy or surgery)
and can be classified as peripheral or central depending on where the
lesion/disease is situated [1]. Diagnosis is suggested by the presence
of allodynia, dysaesthesia (e.g., burning, tingling) and signs of nerve
injury [2].

Neuropathic pain is very challenging to manage because of the
heterogeneity of aetiologies, symptoms and underlying mechanisms
[3,4]. Conventional oral therapies have been limited by negative factors
such as systemic side effects, drug-drug interactions, slow onset of
action, the need for titration, multiple daily dosing and the potential
risk of addiction, dependence, withdrawal symptoms and abuse [3,5].
Furthermore, most topical treatments require frequent applications
(daily for the lidocaine 5% patch and up to four times a day for the
capsaicin creams) [6,7].

The capsaicin 8% patch is an adhesive patch containing a high
concentration (8% w/w) of synthetic capsaicin, a selective agonist
of transient receptor potential vanilloid 1 channel. It is approved for
treatment of peripheral neuropathic pain in adults either alone or in
combination with other medicinal products for pain in the EU; it is only
approved to treat postherpetic neuralgia (PHN) in the USA [8].

The capsaicin 8% patch was generally well tolerated by patients with
peripheral neuropathic pain, with most treatment-emergent adverse
events being of mild to moderate intensity and relatively few patients
discontinuing treatment because of adverse events. The most frequently
reported adverse events in clinical trials were transient application-site
reactions. Most patients who required intervention for treatment-
related pain were adequately managed with local cooling and/or oral
medications [9].

Place of capsaicin 8% patch in the management of peripheral
neuropathic Pain

Current strategies for the treatment of neuropathic pain include
systemic pharmacotherapy (e.g. tricyclic antidepressants, serotonin
noradrenaline reuptake inhibitors, anticonvulsants and opioids) or
topical analgesics (e.g. lidocaine 5% plaster, capsaicin 8% patch) [4,10-
13]. Tricyclic antidepressants, gabapentin, pregabalin or lidocaine

5% plasters (particularly in elderly patients) are often recommended
as first-line treatments [4,10-13]. Second-line treatments generally
include tramadol [4,10-12], and in some cases, nortriptyline,
imipramine or duloxetina [10-12]. Strong opioids, other antiepileptics,
other antidepressants, cannabinoids, N-methyl-D-aspartate receptor
antagonists, memantine, mexiletine and topical low-concentration
capsaicin cream are often third-line options [4,10-13].

Finnerup et al. [14]. have proposed that the NeuPSIG guidelines
[4] should be revised following the results of their systematic review
and meta-analysis. They determined that tricyclic antidepressants,
pregabalin, gabapentina (also extended-release), enacarbil and
duloxetine should be recommended as first-line treatments because
of strong GRADE classifications [14]. Capsaicin 8% patches are
recommended as second-line options (weak GRADE classification) due
to low effect sizes, training requirement and a current lack of published
data on changes in sensation with long-term use [14]. The lidocaine 5%
plaster (currently recommended as a first-line therapy) and tramadol
were also recommended as second-line options due to lower tolerability
(tramadol) or weak quality of evidence (lidocaine) [14]. Strong opioids
and botulinum toxin A should be recommended as third-line options
[14].

Capsaicin 8% patch compared with pregabalin

The efficacy of the capsaicin 8% patch compared with pregabalin was
assessed in a multicentre, open-label trial in patients with nondiabetic
peripheral neuropathic pain in the ELEVATE trial [15].

Adults with a mean Numeric Pain Rating Scale (NPRS) score 24 over
at least four consecutive days and a baseline diagnosis of PHN (pain
persisting 26 months since shingles vesicle crusting), peripheral nerve
injury (post-surgical or post-traumatic neuropathic pain persisting for
>3 months) or nondiabetic painful peripheral polyneuropathy (pain
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persisting for >3 months) were included. Patients with HIV-associated
neuropathy (HIV-AN) were excluded [15].
Following the screening period, patients were randomized to o
receive the capsaicin 8% patch (n=282) or oral pregabalin (n=277). The o o — Capsaicn B puch (=282

capsaicin 8% patch (up to four patches) was given as a single 30-min
application to the feet or as a single 60-min application to any other
part of the body. Oral pregabalin was initiated at 75 mg/day and was
increased by 75 mg every 3-4 days, up to the highest tolerated dose or
600 mg/day over the first 4 weeks (one down-titration was allowed).
From weeks 4-8, patients remained on an optimised pregabalin dosage
of 150-600 mg/day as two or three divided doses. Noninferiority was
achieved if the two-sided 95% confidence interval (CI) for the odds
ratio (OR) of the capsaicin patch versus pregabalin was > 0.693 in both
the full analysis set (FAS) and per protocol set (PPS) (Figure 1) [15].

The capsaicin 8% patch was noninferior to an optimized dose of
oral pregabalin in relieving pain in patients with moderate-to-severe
peripheral neuropathic pain. The proportion of patients who achieved
a 230% decrease in the average NPRS score from baseline to week
8 (primary endpoint) was 55.7% in the capsaicin 8% patch group
compared with 54.5% in the pregabalin group. The between-group
difference (capsaicin 8% patch - pregabalin) was 1.2% (OR 1.03; 95%CI
0.71-1.49) in the FAS analysis and 0.3% (OR 1.03; 95% CI 0.70-1.52) in
the PPS analysis. The median time to pain relief (where 50% of subjects
had a 30% reduction in average daily NPRS score) was 7.5 days in
capsaicin 8% patch recipients compared with 36.0 days in pregabalin
recipients (adjusted hazard ratio 1.68; 95% CI 1.35-2.08; p<0.0001).
Mean NPRS scores were reduced by 37.1 and 27.5% from baseline to
between weeks 2-8 in the capsaicin 8% patch group and the pregabalin
group, respectively (no significant between-group difference) (Figure
2) [15].

According to a prespecified subgroup analysis, the proportion of
capsaicin 8% patch recipients versus pregabalin recipients achieving a
>30% decrease in the average NPRS score was 53.4 vs. 40.9% (treatment
difference +12.5%; 95% CI 1.0-24.1) in patients with peripheral nerve
injury (n=283), 71.4 vs. 76.7% (-5.3%; 95% CI -20.1 to 9.5) in patients with
PHN (n=136) and 46.6 vs. 58.2% (-11.6%; 95% CI -28.1 to 4.8) in patients
with non-diabetic painful peripheral polyneuropathy (n=140). Of note,
ELEVATE was not adequately powered for subgroup analyses [15].

Capsaicin 8% patch treatment significantly improved mean
treatment satisfaction scores at week 8, as assessed by the Treatment
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Satisfaction Questionnaire for Medication scale, for patient perception
of effectiveness (59.1 vs. 54.8; treatment difference 4.3; 95% CI 0.4-8.1),
side effects (95.3 vs. 74.1, treatment difference 21.2; 95% CI 17.5-24.9)
and global satisfaction (59.6 vs. 52.9; treatment difference 6.7; 95% CI
2.3-11.2) compared with pregabalin treatment; there were no between-
group differences in convenience score (71.8 vs. 72.8) [15].

In summary, the capsaicin 8% patch was shown to be noninferior
to oral pregabalin in nondiabetic adult patients with a variety of types
of peripheral neuropathic pain. Importantly, the time to onset of pain
relief was significantly shorter in the capsaicin than the pregabalin
group. As patients with HIV were excluded, the comparative efficacy
of capsaicin versus pregabalin in patients with HIV-AN is unknown.
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