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Prurigo Nodularis: Moving Forward

Ailish Hanly, MD; Kalman L. Watsky, MD

:) rurigo nodularis (PN), a condition that histori-
cally has been a challenge to treat, now has a US
Food and Drug Administration (FDA)-approved
therapy—dupilumab—with other agents in the pipeline.
As clinicians, we recognize PN as typically symmetric,
keratotic, papular and nodular lesions presenting in
older adults with chronic pruritus; patients with atopic
dermatitis make up roughly half of patients with PN,
but a workup for pruritus is indicated in other settings.'
In the United States, Black patients are 3.4-times more
likely than White patients to have PN.? The differential
diagnosis includes conditions such nodular scabies, pem-
phigoid nodularis, acquired perforating disorders, and
hypertrophic lichen planus, which also should be con-
sidered, especially in cases that are refractory to first-line
therapies. Recent breakthroughs in therapy have come
from substantial progress in our understanding of the
pathogenesis of PN as driven by disorders of cytokine
expression and/or neurocutaneous aberrations. We review
progress in the treatment of PN over the last 3 years.

Treatment Guidelines

In 2020, an expert panel published consensus treatment
guidelines for PN." The panel, which proposed a 4-tiered
approach targeting both neural and immunologic mecha-
nisms in the pathogenesis of PN, emphasized the impor-
tance of tailoring treatment to the individual patient. Topical
therapies remained the mainstay of treatment, with agents
such as topical capsaicin, ketamine, lidocaine, and ami-
triptyline targeting the neural component and topical cor-
ticosteroids, calcineurin inhibitors, and calcipotriol and
intralesional corticosteroids targeting the immunologic
component. Phototherapy, methotrexate, cyclosporine, anti-
depressants, and gabapentinoids used with varying degrees
of success were noted to have acceptable tolerability.'

FDA-Approved Therapy

In September 2022, the FDA approved dupilumab for
the treatment of PN. An antagonist of the IL-4 receptor,
dupilumab was found to reduce both pruritus and skin
lesions over a 24-week period in 2 phase 3 clinical trials.?
Results also demonstrated progressive improvements in

measures assessing quality of life and pruritus over the
study period, suggesting that continued treatment could
lead to even further improvements in these measures.
Adverse events were minimal and similar between the
dupilumab- and placebo-treated groups.?

The FDA approval of dupilumab is a promising step in
decreasing the disease burden of widespread or refractory
PN, both for patients and the health care system. The treat-
ment of patients with PN has been more challenging due
to comorbidities, including mental health conditions, endo-
crine disorders, cardiovascular conditions, renal conditions,
malignancy, and HIV.*> These comorbidities can complicate
the use of traditional systemic and immunosuppressive
agents. Dupilumab has virtually no contraindications and
has demonstrated safety in almost all patient populations.®

Consistent insurance coverage for patients who
respond to dupilumab remains to be determined. A review
investigating the use of dupilumab in patients with atopic
dermatitis at the University of Pittsburgh Medical Center
(Pittsburgh, Pennsylvania) found that of 179 patients,
67 (37.4%) did not start dupilumab, mainly due to insurance
denial (34/179 [19%]) or copay (20/179 [11%]). Medicare
patients were less likely to receive treatment compared to
those on private insurance or Medicaid.” In a recent review
of 701 patients with PN, the mean age was 64.8 years,’
highlighting the concern about obtaining insurance cover-
age for dupilumab in this population given the higher like-
lihood that these patients will be on Medicare. Prescribers
should be aware that coverage denials are likely and should
be prepared to advocate for their patients by citing recent
studies to hopefully obtain coverage for dupilumab in the
treatment of PN. Resources such as the Dupixent MyWay
program  (https://www.dupixent.com/support-savings
/dupixent-my-way) can provide useful recommendations
for pursuing insurance approval for this agent.

Investigation of Janus Kinase Inhibitors

Emerging data suggest that Janus kinase (JAK) inhibitors
may be beneficial in the treatment of PN. Patients with
refractory PN have been treated off label with the JAK
inhibitor tofacitinib at a dosage of 5 mg twice daily with
improvement in symptoms and minimal side effects.®’
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Similarly, a case report showed that off-label use of the
JAK inhibitor baricitinib resulted in marked improve-
ment in pruritus and clearance of lesions at a dosage of
4 mg daily, with reduction in pruritus seen as early as
1 week after treatment initiation."” Although most
patients are able to tolerate JAK inhibitors, known side
effects include acne, viral infections, gastrointestinal tract
upset, and the potential increased risk for malignancy."!
The use of topical JAK inhibitors such as ruxolitinib has
not yet been studied in PN, though cost may limit use to
localized disease.

Other New Therapies

Recent case reports and case series have found the
vitamin A derivative alitretinoin to be an effective
treatment for recalcitrant PN, typically at a dosage of
30 mg daily.”*" Sustained remission was noted even
after discontinuation of the medication."” Alitretinoin,
which has been demonstrated to be effective in treating
dermatitis,'* was well tolerated. Similar to JAK inhibitors,
there are minimal data investigating the use of topical
retinoids in the treatment of localized PN.

Topical cannabinoids have shown benefit in the
treatment of pruritus® and may be beneficial for the
treatment of PN, though there currently are limited
data in the literature. With the use of both medical and
legal recreational marijuana on the rise, there is an
increased interest in cannabinoids, particularly as many
patients consider these agents to be more “natural”’—
and therefore preferable—treatment options. As the use
of cannabis derivatives become more commonplace in
both traditional and complementary medicine, providers
should be prepared to field questions from patients about
their potential for PN.

Finally, the IL-31RA inhibitor nemolizumab also has
shown promise in the treatment of PN. A recent study
suggested that nemolizumab helps modulate inflam-
matory and neural signaling in PN." Nemolizumab has
been granted breakthrough therapy designation for the
treatment of pruritus in PN based on a phase 2 study that
demonstrated improvement in pruritus and skin lesions
in a group of 70 patients with moderate to severe PN."
Nemolizumab, which is used to treat pruritus in atopic
dermatitis, has minimal side effects including upper
respiratory tract infections and peripheral edema.*®

Final Thoughts

Prurigo nodularis historically has been considered diffi-
cult to treat, particularly in those with widespread lesions.
Dupilumab—the first FDA-approved treatment of PN—is
now an exciting option, not just for patients with underly-
ing atopic dermatitis. Not all patients will respond to the
medication, and the ease of obtaining insurance approval
has yet to be established; therefore, having other treatment
options will be imperative. In patients with recalcitrant
disease, several other treatment options have shown
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promise in the treatment of PN; in particular, JAK inhibi-
tors, alitretinoin, and nemolizumab should be considered
in patients with widespread refractory PN who are will-
ing to try alternative agents. Ongoing research should be
focused on these medications as well as on the devel-
opment of other novel treatments aimed at relieving
affected patients.
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