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This retrospective study investigates the efficacy of 2 
treatment regimens, pregabalin alone versus pregaba-
lin combined with ketamine, amitriptyline, and lidocai-
ne cream, in reducing itch in patients with brachioradi-
al pruritus at a tertiary care center. Electronic medical 
records of 64 brachioradial pruritus patients seen at 
the University of Miami Itch Center were analyzed. A 
significant reduction in itch scores was seen with both 
treatments, with no significant difference between the 
groups. A small number of patients experienced adver-
se effects, including drowsiness and weight gain with 
pregabalin and skin irritation with ketamine, amitrip-
tyline, and lidocaine cream. Ultimately, our findings 
underscore the potential of utilizing combined therapy 
for difficult-to-treat brachioradial pruritus cases and 
implementing individualized approaches for managing 
neuropathic pruritus. Further controlled clinical trials 
are needed to establish optimal treatment protocols.
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Brachioradial pruritus (BRP) is a rare form of neuro-
pathic pruritus localized to the dorsolateral arms (1). 

Most therapeutic strategies have been reported in limited 
case reports (2–6) with no identified gold standard. We 
present here a large cohort of BRP patients examined 
at a tertiary center for itch reduction in response to 2 
treatment regimens. 

MATERIALS AND METHODS
In this study, approved by the University of Miami Institutional 
Review Board, electronic medical records of 64 patients seen at the 
University of Miami Itch Center from January 2017 to February 
2023 were examined retrospectively. Itch Numerical Rating 
Scale (NRS) scores at the initial visit and 3-month follow-up 
were recorded. A paired samples t-test was conducted to compare 
the outcome measures of pregabalin at baseline and 3-month 
follow-up. An independent samples t-test was used to assess for 
significance between the 2 cohorts: oral pregabalin alone and 

oral pregabalin + compounded ketamine 10%, lidocaine 5%, and 
amitriptyline 5% in liposomal transdermal base (KAL cream). 

RESULTS

Of the 64 BRP patients, most were white (56 of the 64 
or 88%) with a mean age of 64.09 ± 12.06 years. Some 
45% (29) were men and 55% (35) were women with 
most patients being overweight or obese (36 of the 64 or 
56%). The average daily dose of pregabalin prescribed 
for these patients was 300 mg daily; 28 patients were on 
oral pregabalin alone and 15 were prescribed KAL cream 
in addition to pregabalin. The other 21 patients were 
receiving various treatments other than pregabalin or in 
combination with compounded KAL cream and were 
not analyzed due to limited numbers. These other medi-
cations included gabapentin, KAL cream alone, Sarna 
lotion, hydrocortisone cream, triamcinolone ointment, 
capsaicin cream, pramoxine 1% cream, and desonide 
lotion. One patient did not have any treatment docu-
mented. In assessing the efficacy of pregabalin alone at 
baseline and at 3-month follow-up, the analysis revealed 
a significant reduction in mean itch scores between the 
2 visits of 3.57  ±  1.251 (p < 0.0145, 2-tailed), 95% CI 
[0.85, 6.30], as shown in Fig. 1. This statistically sig-
nificant difference suggests a meaningful impact of the 
treatment on the measured outcome. For the combined 
pregabalin and topical KAL cream group, the reduction 
in mean itch scores at 3-month follow-up from baseline 
was also significant at 3.00 ± 1.003 (p < 0.0057, 2-tailed), 
95% CI [0.95, 5.05], as shown in Fig. 1. In comparing 
the 2 cohorts of patients receiving pregabalin (pregabalin 

SIGNIFICANCE
This study on brachioradial pruritus presents valuable 
insights into effective treatments for a condition lacking 
standardized therapies. Additionally, treatment adverse 
effects and non-responder rates highlight the need for 
careful consideration and further research into optimal 
medication dosages and combinations. Our findings con-
tribute to improving symptom management in brachio-
radial pruritus with both pregabalin alone and combined 
with topical treatment and the need to establish treatment 
guidelines for brachioradial pruritus patients.
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alone vs pregabalin + KAL), however, no significant 
difference was noted.

Patients with an itch NRS score reduction of less 
than 3 points between the two visits were considered 
non-responders. For patients receiving pregabalin alone, 
2 were non-responders, both of whom were on 50 mg 
twice daily. For the pregabalin + KAL cream group, 6 
patients were non-responders: 4 on 75 mg pregabalin 
2 times/day + KAL, 1 on 50 mg pregabalin daily + 
KAL, and 1 on 75 mg pregabalin 4 times/day + KAL. 
These findings emphasize the need for higher doses of 
GABAergic drugs (2). Conversely, patients with an itch 
NRS score reduction to 0 or 1 point at follow-up were 
considered to have fully responded to treatment. For 
the pregabalin-only group, 3 patients had full response. 
In the pregabalin + KAL group, 7 patients had full re-
sponse. Regarding adverse effects, 6 patients reported 
drowsiness and 2 could not tolerate higher pregabalin 
doses. Additionally, 2 patients reported weight gain 
of up to 2 kg, and 1 patient reported leg edema. These 
are consistent with known side effects of GABAergic 
drugs. Amongst patients using KAL, 2 reported skin 
irritation and 4 stopped using the cream altogether due 
to no perceived improvement in itch. 

Only 5 patients were found to be on KAL cream alone 
and were excluded from the analysis; 3 of these 5 pa-
tients did not have itch NRS scores recorded during their 
dermatology visits. One patient showed no reduction in 
itch scores from baseline to 3-month follow-up. Another 
patient showed a significant reduction in itch scores at 
the 3-month follow-up visit from baseline (itch score 
was 3 at baseline and 0 at follow-up).

DISCUSSION

Pregabalin is a γ-aminobutyric acid analog that acts by 
antagonizing the alpha-2-delta subunit of voltage-gated 
calcium channels and reduces the central neural release 
of excitatory molecules such as substance P and other 

neuropeptides involved in pruritus (4). The mechanism 
of action for its reduction in chronic pruritus is thought 
to involve increasing the threshold for neuronal depo-
larization by itch (7). Comparably, the combination of 
amitriptyline, ketamine, and lidocaine has been reported 
to be effective for neuropathic itch (8) by preventing 
neuronal excitation through synergistic effects on the 
synapse and axon. It is possible that the beneficial effect 
in BRP seen in our patients for both treatments is at least 
partly due to an inhibitory effect on central sensitization 
processes of itch chronification. These mechanisms likely 
overlap with those generating chronic pain. Moreover, 
most of our patients in the pregabalin + KAL group 
started with higher baseline itch NRS scores, signifying 
difficult-to-treat pruritus that may have previously failed 
improvement with other therapies. KAL cream may thus 
be used as an adjunct to oral medications for localized 
itch relief in these patients. In fact, a prior retrospective 
study we performed analyzing the efficacy and tolerabi-
lity of topical ketamine–amitriptyline–lidocaine (TKAL) 
reported significant improvement in average itch scores 
before and after its application for BRP patients but with 
a limited number of patients (8).

Our study was limited by its retrospective nature and 
associated drawbacks including lack of control over 
original patient data collection, patient recall bias, and 
possible concomitant use of other systemic medications. 
Controlled clinical trials are needed to verify the efficacy 
and optimal dosing for BRP treatments and help establish 
clinical guidelines for treatment escalation decisions. 
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Fig. 1. Impact of pregabalin on brachioradial pruritus.
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