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Introduction

Notalgia paresthetica (NP) is a sensory neuropathy of the back characterized by chronic pruritus. NP presents with
or without a well-demarcated, hyperpigmented macule medial or inferior to the scapulae, between T2 and T6.
There are no approved therapies for NP, and off-label treatments are largely ineffective or associated with poor
compliance or tolerability issues. Intravenous difelikefalin (DFK), a kappa-opioid receptor agonist, was approved in
2021 for the treatment of moderate-to-severe pruritus in adults with chronic kidney disease undergoing
hemodialysis, and an oral formulation of DFK is being developed for the treatment of other chronic pruritic
conditions. We report the results of KOMFORT, a phase 2 study of oral DFK for the treatment of moderate-to-
severe pruritus in subjects with NP.

Materials and methods

A phase 2, multicenter, randomized, double-blind, placebo-controlled study (NCT04706975) was conducted in
adults with a clinically confirmed diagnosis of NP and a Worst Itch Numeric Rating Scale (WI-NRS) score ≥5 at
baseline. Subjects were randomized to oral DFK 2.0 mg BID or placebo. The primary endpoint was change from
baseline in the weekly mean of the daily 24-hour WI-NRS score at week 8. Other itch endpoints included the
proportion of subjects who achieved ≥4-point improvement from baseline in WI-NRS score at week 8 and the
proportion who achieved complete response, defined as ≥70% of daily WI-NRS scores equal to 0 or 1. Safety data
were summarized descriptively.

Results

A total of 126 subjects were randomized; the majority were female and white. Mean age was approximately 60
years, and mean duration of NP was over 8 years. At baseline, the mean WI-NRS score was 7.6. The study met the
primary endpoint, demonstrating statistically significant superiority of DFK vs placebo; the change from baseline in
WI-NRS score at week 8 was −4.0 for DFK vs −2.4 for placebo (P=0.001; Figure 1). There was a rapid onset of
action with improvement in itch over placebo observed as early as day 1. A significantly greater proportion of
subjects achieved a ≥4-point improvement in WI-NRS score at week 8 with DFK compared with placebo (41% for
DFK, 18% for placebo, P=0.007; Figure 2). In addition, 23% of DFK-treated subjects experienced a complete
response at week 8 compared with 5% for placebo (P=0.008). The most commonly reported treatment-emergent
adverse events with DFK were nausea, abdominal pain, headache, dizziness, constipation, and increased urine
output (Table).



Discussion

KOMFORT demonstrated that oral DFK has a strong antipruritic effect in patients with NP. DFK significantly
reduced itch intensity and was well tolerated. Improvement was rapid, and response was maintained through 8
weeks. These results underscore the potential for oral DFK to fill a significant unmet need and warrants further
clinical development in NP.
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