
Dupilumab (DUPIXENT) in Prurigo Nodularis 
National Drug Monograph  

October 2023 
VA Pharmacy Benefits Management Services, Medical Advisory Panel, and VISN Pharmacist Executives 

The purpose of VA PBM Services drug monographs is to provide a focused drug review for making formulary 
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FDA Approval Information 

Description / Mechanism of Action 
• Dupilumab is a monoclonal IgG4 antibody to interleukin (IL)-4Rα that thereby inhibits IL-4 and IL-13 

signaling.1 These cytokines have been linked to allergic and atopic diseases. 

Indication Under Review in This Document 
• Treatment of adult patients with prurigo nodularis (PN).  

Dosage Regimen and Dosage Form(s) Under Review 
• Initial: 600 mg (two 300-mg injections) SC 
• Maintenance: 300 mg SC every 2 weeks. 
• Single-dose prefilled syringe or single-dose prefilled pen: 300 mg/2 mL (cartons of 2 syringes or pens) 

Efficacy Considerations 
• No active-controlled trials have been performed. 
• Two published, similarly designed, phase 3 placebo-controlled randomized clinical trials (RCTs), LIBERTY-

PN PRIME and PRIME2, showed efficacy of dupilumab in adults who had PN with ≥ 20 nodules and severe 
itch despite use of topical therapies.2  

Phase 3 Randomized Clinical Trials 
• Table 1 summarizes the methods of the phase 3 RCTs. 

Table 1 Methods of Phase 3 RCTs 
Topic PRIME PRIME2 

Study Design 24-wk Phase 3 MN DB PC RCT (1:1) plus 12-wk post-
treatment follow-up 

24-wk Phase 3 MN DB PC RCT (1:1) 
plus 12-wk post-treatment follow-up 

Major Entry Criteria  Inclusion: 
• 18–80 years of age 
• Clinical diagnosis of PN for ≥ 3 months 
• Total of ≥ 20 PN lesions / nodules on both legs 

and/or both arms and/or trunk (≥ 2 body surface 
areas) 

• WI-NRS score ≥ 7 (scale, 0–10) for 7 previous days 

Same as in PRIME 
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Topic PRIME PRIME2 

• Inadequate control after a 2-week course of 
medium–super potency TCS or not medically 
advisable 

Exclusion: 
• PN secondary to medications (e.g., opioids, ACEIs) 
• PN secondary to medical conditions such as 

neuropathy or psychiatric disease 
• Documented moderate–severe atopic dermatitis in 

previous 6 months 
Interventions  For 24 weeks: 

• Dupilumab 600 mg then 300 mg Q2W 
• Placebo 

Allowed co-medications: Stable regimen of low–medium 
potency topical corticosteroids and topical 
calcineurin inhibitors 

Same as in PRIME 

Primary Efficacy 
Measure(s) 

At Week 24: WI-NRS–4 response  At Week 12: WI-NRS–4 response 

ACEIs, Angiotensin converting enzyme inhibitors; WI-NRS–4, Worst Itch Numeric Rating Scale (range, 0 
/ No Itch to 10 / Worst imaginable itch) at least 4-point reduction from baseline (considered a clinically 
meaningful change) 

Table 2 Baseline Patient Characteristics 

Characteristic 
PRIME 
(N = 151) 

PRIME2 
(N = 160) 

Age, mean, y 50.1 48.8 
Male, n (%) 100 (66.2) 103 (64.4) 
White, n (%) 80 (53.0) 90 (60.0) 
Asian, n (%) 54 (35.8) 52 (32.5) 
Black / African American 11 (7.3) 8 (5.0) 
Western countries region, n (%) 38 (25.2) 92 (57.5) 
History of atopy† 61 (40.4) 74 (46.3) 
Prior topical corticosteroid for PN, n (%) 149 (98.7) 157 (98.1) 
Prior topical calcineurin inhibitor for PN, n (%) 21 (13.9) 14 (8.8) 
Prior systemic medication for PN, n (%) 105 (69.5) 101 (63.1) 

Antihistamines 89 (58.9) 76 (47.5) 
Corticosteroids 30 (19.9) 24 (15.0) 
Nonsteroidal immunosuppressants 26 (17.2) 38 (23.8) 
Antidepressants 3 (2.0) 23 (14.4) 
Gabapentinoids 7 (4.6) 1 (0.6) 
Opioid antagonists 4 (2.6) 3 (1.9) 

Source: 2 
† Atopy was defined as medical history of atopic dermatitis, allergic rhinitis / 

rhinoconjunctivitis, asthma, or food allergy 

Results 
• More patients discontinued the study in the placebo group than the dupilumab group in both studies 

(16/76 [21.1%] vs 1/75 [1.3%], respectively, in PRIME and 25/82 [30.5%] and 2/78 [2.6%], respectively, in 
PRIME2).2 Discontinuations were mainly due to adverse event or lack of efficacy in the placebo groups 
and lack of efficacy in the dupilumab groups. No discontinuations were due to loss to follow-up. 

• Efficacy data are summarized in Table 3 and Table 4. 
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Table 3 Selected efficacy results from phase 3 clinical trials 

Outcome Study DUP PBO 
Relative Risk 
(95% CI) 

Difference  
(95% CI) 

WI-NRS–4 and IGA-PN-S–
0/1 response at Week 24 

PRIME 29/75 (38.7) 7/76 (9.2) 4.2 (2.0, 9.0) 29.6 (16.4, 42.8) 
PRIME2 25/78 (32.1) 7/82 (8.5) 3.8 (1.7, 8.2) 25.5 (13.1, 37.9) 

Source: 2 
CFB, Change from baseline; DUP, Dupilumab 300 mg every 2 weeks; IGA-PN-S–0/1, Investigator Global Assessment for PN-
Stage Score of 0 / Clear (No lesions) or 1 / Almost clear (≤ 5 nodules); PBO, Placebo; WI-NRS–4, Worst Itch Numeric Rating 
Scale (range, 0 / No Itch to 10 / Worst imaginable itch) at least 4-point reduction from baseline 

Table 4 Absolute Effects for Achieving Combined WI-
NRS–4 and IGA-PN-S–0/1 Response With 
Dupilumab vs Placebo at Week 24  

Trial 
AAE per 1000 
(95% CI) NNT (95% CI) Q 

AAE, Anticipated absolute effect for achieving the outcome; NNT, 
Number needed to treat for one additional patient to benefit; Q, 
GRADE quality of evidence (M = Moderate) 
α Downgraded for imprecision (optimal information size not met and/or 

wide CIs). 
PRIME 295 (167, 423) 4 (3, 6) Mα 
PRIME2 235 (115, 355) 5 (3, 9) Mα 

 

• Selected secondary efficacy results: 

o Dupilumab was superior to placebo in changes from baseline to Week 24 in multiplicity-
controlled Patient-Reported Outcomes of Dermatology Life Quality Index, Skin Pain Numerical 
Rating Scale, and total Hospital Anxiety and Depression Scale scores. 

• Subgroup Analyses 

o In subgroup analyses by topical corticosteroid or topical calcineurin inhibitor use / non-use and 
atopic / non-atopic history showed no response predictors. 

Safety Considerations 

Safety Profile from US Prescribing Information 
• Boxed Warnings, Contraindications, Other Warnings / Precautions: As for previous indications. 
• Common Adverse Events (≥ 2% of dupilumab group and greater than placebo): Nasopharyngitis, 

conjunctivitis, herpes infection, dizziness, myalgia, diarrhea 

Safety Results from Clinical Trials 
• Deaths and Serious Adverse Events: No deaths were reported in either phase 3 trial. Serious adverse 

events rates were numerically lower on dupilumab than placebo in PRIME (6.7% of 75 patients vs 8.0% of 
75 patients, respectively) and similar in PRIME2 (2.6% of 77 patients and 2.4% of 82 patients, 
respectively).2  

• Discontinuations Due to Adverse Events (DAEs): DAEs were not reported on dupilumab and were 
reported in 2.7% and 1.2% of placebo patients in PRIME and PRIME2, respectively.2  

Evidence Gaps 
• Long-term efficacy and safety in PN 
• Maintenance of response 
• Durability of lesion clearance after treatment discontinuation  
• Patient Satisfaction 
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Network Meta-analyses 
• No network meta-analyses including dupilumab studies were found. 

Other Considerations  

Onset of Treatment Benefit and Duration of an Adequate Therapeutic Trial 
• Onset of effects (earliest significant treatment difference) based on WI-NRS–4 response was 4 weeks in 

PRIME and 5 weeks in PRIME2. Based on IGA–0/1 response, onset was 4 weeks and 12 weeks in PRIME 
and PRIME2, respectively. 

• The duration of an adequate therapeutic trial based on either WI-NRS–4 response or IGA–0/1 response 
may not have been reached by Week 24 in both phase 3 trials.  

• According to a systematic review, 2 months of dupilumab therapy are required before itch is relieved. 
Complete remission is rarely observed before 4 months of therapy. Atopic dermatitis-related PN patients 
need more weeks of treatment than non-atopic dermatitis-related PN patients.3 

Maintenance and Durability of Response  
• No published data. 

Other Therapeutic Options 
• The goal of therapy in PN is to relieve pruritus and interrupt the itch-scratch cycle.8 Nodules slowly resolve 

once itching ceases.  
• Since PN is often challenging to treat and involves neural and immune dysregulation, a multimodal 

approach is suggested. There is wide variability in treatment approaches and nonstandardized dosages for 
drugs.  

• Society treatment guidelines pre-date the FDA approval of dupilumab in PN. The recommendations of a 
US consensus panel,4 the International Forum on the Study of Itch (IFSI),5 and the European Dermatology 
Forum and European Academy of Dermatology and Venereology (EDF / EADV)6 are summarized below. 

Japanese guidelines are not reviewed.7 
• Note that the guidelines use different terminologies. The US guideline uses PN as an overarching term 

comprising all variants of the disease.4 In Europe, the term chronic prurigo is used as the general term, 
and subclassifications are used for the nodular, papular, plaque, or umbilicated variants (e.g., chronic 
prurigo of the nodular type).4,5,8 

US Consensus Panel Approach to Management of PN (2021) 
• According to a US consensus panel, treatment should be based on clinical judgment instead of a stepwise 

approach.4 The potential treatments are based on small RCTs, intraindividual RCTs, observational studies, 
case reports / series, or retrospective studies. Table 5 shows the potential drugs for PN available in the 
US. 
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Table 5 Potential Treatments for PN Per a US Consensus Panel  
Tier Neuromodulators Immunomodulators 
1  Mainly Topical Therapies Topical capsaicin 

Topical ketamine / amitriptyline / 
lidocaine 

Intralesional corticosteroids (< 10 
lesions) / cryotherapy 

Topical calcipotriol 
Topical calcineurin inhibitors 
Topical corticosteroids 

2  Mainly Widespread Skin-directed 
or Systemic Therapies with 
Reasonable Tolerability 

Low-dose gabapentinoids 
Antidepressants (SNRI > SSRI > TCA) 
High-dose gabapentinoids 
NK1 receptor antagonists 

Narrowband UVB / PUVA phototherapy 
Methotrexate 
Cyclosporine 

3 Less Tolerable, Less Well-
established, or Experimental 
Therapies 

KOR / MOR antagonists 
Thalidomide 

Dupilumab† 
Azathioprine 

4 Therapies that May Prove Useful 
but Currently Lack Data in PN 

Cannabinoids Mycophenolate mofetil 
JAK inhibitors 

JAK, Janus kinase; KOR, Kappa-opioid receptor; MOR, Mu-opioid receptor; NK1, Neurokinin-1 
† Dupilumab was not FDA approved as of the date of the guideline. 

International Forum on the Study of Itch (IFSI) Guideline on Chronic Prurigo (2020) 
• The IFSI panel consisted of the European Dermatology Forum and US itch experts. The IFSI used the 

GRADE (Grading of Recommendations Assessment, Development, and Evaluation) method for evaluating 
the quality of evidence. 

• The expert panel recommended emollients and an interdisciplinary approach to the management of 
chronic prurigo.5 Cognitive behavioral therapy is suggested. 

• The IFSI proposed a treatment ladder and recommended a step-wise approach (Table 6).  

Table 6 IFSI Guideline on Chronic Prurigo  

Step 
Strongly Recommended 
Treatments  

Weakly Recommended / 
Suggested Treatments  Cannot Make a Recommendation 

1 Topical Corticosteroids 
(moderate–very potent) 

Topical calcineurin inhibitors 
Antihistamines (H1)† 
Cryotherapy‡ 

— 

2 Narrowband 311-nm UVB 
Broadband UBV 
PUVA 

Topical capsaicin 
Intralesional corticosteroids‡ 
Excimer laser‡ 

— 

3 Gabapentin 
Pregabalin 

Antidepressants§ 
Cyclosporine 
Methotrexate 

— 

4 — Dupilumab‡ 
Mu-opioid antagonists 
Aprepitant 
Nemolizumab¶ 
Thalidomide#  

Serlopitant†† 
Lenalidomide 
Kappa-opioid receptor agonists 
Other biologics and small molecules 

† Antihistamines (H1) have only low evidence of antipruritic effects. Histamine may be an itch mediator in chronic prurigo. 
‡ Cryotherapy and/or intralesional corticosteroids, excimer laser, and dupilumab are suggested in selected patients. 
§ Antidepressants (examples): serotonin reuptake inhibitors, mirtazapine (at a non-antidepressant dose of 15 mg). 
¶ Nemolizumab pending availability (currently investigational) 
# Thalidomide is suggested only in very exceptional cases of chronic prurigo refractory to safer therapies and prescribed by physicians 

experienced in the use of the drug. 
†† Serlopitant, a neurokinin-1 receptor antagonist, showed efficacy in a phase 2 RCT9 but failed to show PN anti-itch efficacy in two phase 3 

RCTs.10,11  
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European Guidelines on Chronic Pruritus Including Chronic Prurigo (2019) 
• Treatments recommended for PN by the European Dermatology Forum and European Academy of 

Dermatology and Venereology (EADV) were topical corticosteroids and systemic cyclosporin, 
methotrexate, azathioprine, neurokinin-1 (NK-1) receptor antagonists (e.g., the investigational agent 
serlopitant), and phototherapy.6,8 

Potential Treatment Modalities for PN  
• Evidence for pharmacotherapies in PN are limited.12,13 Dupilumab is the only agent shown to be effective 

in placebo-controlled RCTs.2  
• In a large, US prescription claims database, ambulatory cohort study (N = 86,855; 7095 with PN), the three 

most commonly prescribed treatments in patients with a diagnosis of PN (International Classification of 
Diseases, 10th revision–Clinical Modification [ICD-10-CM] code: L28.1) were all corticosteroids given via 
different routes of administration: intralesional (36%), topical (26%), and systemic (19%). Of the other 
systemic agents, gabapentin (7%) was most frequently used.14 

• Individual therapies for PN are summarized in Table 7. 

Table 7 Pharmacotherapies for PN  
Treatment 
Modality Alternatives Comments 
Local 
Therapies 

Neuromodulators  

Topical capsaicin Use is limited by minimal effectiveness, frequent dosing (6x/d), and skin 
irritation. 

Topical ketamine / 
amitriptyline / 
lidocaine 

Off-label, compounded. Retrospective study in chronic pruritus15 (not prurigo). 

Immunomodulators  

Topical corticosteroids Limited, active-controlled RCTs.16,17 High-potency agents are considered first-
line topical therapy. Occlusion may improve effectiveness and discourage 
scratching the skin. 

Topical calcineurin 
inhibitors 

Limited, active-controlled RCT with pimecrolimus cream.18 No RCTs with 
tacrolimus. 

Topical calcipotriene 
(aka calcipotriol) 

Limited, active-controlled RCT suggested better lesion count/size efficacy with 
calcipotriene ointment 0.005% than betamethasone valerate ointment 0.1%.19 

Intralesional 
corticosteroids 

For patients with < 10 lesions. Can relieve pruritus and flatten nodules. E.g.: 
triamcinolone (initially 10 mg/mL).  

Topical anesthetics Moderately antipruritic; may be useful in mild PN. Not mentioned by US 
consensus panel.4 E.g.: pramoxine lotion 1%, lidocaine spray. 

Phototherapy Narrow-band UVB 
(nbUVB) 

Phototherapy may be useful in patients with comorbidities and drug-drug 
interactions. nbUVB is considered first-line therapy. Adjunctive systemic 
therapies are often needed to obtain an adequate response. Evidence for 
phototherapy in PN consists of case series.20,21 

Psoralens + UVA 
(PUVA) 

Systemic 
Therapies 

Neuromodulators  

Gabapentinoids 
(e.g., gabapentin, 
pregabalin) 

Case reports / series in PN.22,23 Gabapentin (300–900 mg/d) is considered 
useful for reducing the “emotional dysregulation” associated with 
development of PN.22 Use is limited by sedation because of the higher doses 
often needed to relieve itching. 

Antidepressants  E.g., SSRIs / paroxetine, fluvoxamine; SNRIs / duloxetine; TCAs / amitriptyline 

Aprepitant Ineffective in a phase 2 RCT.24 
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Treatment 
Modality Alternatives Comments 

Naltrexone Mu-opioid receptor antagonist. Has been dosed at 50 mg/d.25 Long-term 
treatment has been associated with tachyphylaxis and worsening of PN-related 
pruritus.26 

Nalbuphine Kappa-opioid receptor agonist and mu-opioid receptor antagonist. Showed 
promising antipruritic effects at 162 mg or 81 mg BID in a 10-week phase 2 
placebo-controlled RCT.27 

Butorphanol Kappa- and sigma-opioid receptor agonist and mu-opioid receptor antagonist. 
E.g., intranasal butorphanol 1 mg 

Thalidomide Neurotoxic and teratogenic. Generally reserved for patients who fail 
conventional agents. Use is supported by case series.28,29  

Immunomodulators  

Dupilumab The only systemic agent with confirmed efficacy and safety and FDA approval 
in PN. Notable adverse effects: Conjunctivitis, keratitis, arthralgia. 

Corticosteroids Can be considered for refractory PN or refractory, severe acute flares. Notable 
adverse effects: diabetes mellitus, hypertension, osteoporosis, muscle atrophy, 
etc. 

Methotrexate Retrospective studies.  
Notable adverse effects: mucositis, GI, myelosuppression, liver toxicity, acute 
kidney injury, pulmonary fibrosis, malignancy, skin cancer. Dosage per expert 
consensus: 7.5–15 mg PO weekly. 

Cyclosporine Retrospective studies. Can be considered for short-term treatment of severe, 
chronic, refractory PN for 3–6 months. Notable adverse effects: nephrotoxicity, 
HTN, liver toxicity, myelosuppressive, neurotoxicity, lipid elevation, 
hypertrichosis. Dosage per expert consensus: 3 mg/kg/d for 2–4 weeks, then 
increase by 0.5–1 mg/kg/d every 2–4 weeks as tolerated. 

Mycophenolate mofetil No published studies in PN. 

Azathioprine Retrospective studies. Notable adverse effects: transaminitis, GI, 
myelosuppression, infection, lymphoproliferative malignancy, nonmelanoma 
skin cancer. Pretreatment testing for thiopurine methyl transferase (TPMT) 
deficiency may help identify patients at increased risk of severe drug toxicity. 
Dosage per expert consensus: 50–200 mg PO daily.  

Abrocitinib Investigational in PN 

Tofacitinib Investigational in PN 
Sources: 4,30 

 

Projected Place in Therapy  
• Epidemiology and Prevalence of Prurigo Nodularis. PN is a rare, chronic, inflammatory dermatosis 

manifested by severely pruritic nodules or papules that develop in areas within reach of scratching on 
both sides of the body usually after the onset of itching. The upper-mid region of the back is often spared. 
The itching tends to be uncontrollable. Prolonged, repetitive scratching and rubbing results in erosive, 
hyperkeratotic, lichenified skin lesions. PN causes more intense itching and quality of life impairment than 
chronic pruritus. The disease is associated with immune and neural dysregulation although the 
etiopathogenesis of PN is not definitely known. While PN may be associated with other conditions, such 
as atopic dermatitis, malignancy, and chronic kidney disease, it should be considered a distinct disease 
entity. Itching does not necessarily improve with treatment of any associated diseases. The prevalence of 
chronic prurigo in the US has been estimated to be 13 per 100,000,31 36.7–43.9 per 100,000,32 and 72 per 
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100,000.33 African Americans may be more likely to develop PN than white patients.34,35 The elderly are 
most frequently affected.4 

• Potential Place in Therapy Based on the Evidence. Although no head-to-head trials were available, 
moderate-quality evidence from a placebo-controlled trial supports the use of dupilumab in patients with 
PN who have had an inadequate response to medium to super-high potency topical corticosteroids or for 
whom such therapy is medically inadvisable. The majority of patients had received prior systemic 
medications for PN, mainly antihistamines, corticosteroids, and nonsteroidal immunomodulators. Overall, 
the combined antiprurigenic and complete / near complete lesion clearance benefits are small to medium 
and clinically meaningful. 

• Potential Place in Therapy in VHA. Dupilumab may be used in patients with a documented diagnosis of 
PN and ≥ 20 nodules who have an inadequate response (after ≥ 2 weeks per therapy) or intolerance to 
either of the following: (1) two topical therapies (e.g., medium, high, or super-high corticosteroids [where 
different strengths count as different therapies], calcipotriene, or calcineurin inhibitor), or (2) one topical 
therapy and an intralesional corticosteroid, unless these therapies are medically inadvisable.  

 
 

Prepared: October 2023.  
Contact person: Francine Goodman, PharmD, BCPS, National PBM Clinical Pharmacy Program Manager, Formulary 
Management, VA Pharmacy Benefits Management Services (12PBM) 
  



  Dupilumab in PN Monograph 

9 

References 
 

1  DUPIXENT (dupilumab) injection for subcutaneous use [prescribing information online]. City, State:  Regeneron 
Pharmaceuticals, Inc. October 2022. Available at: dupixent_fpi.pdf (regeneron.com). Accessed 13 Sep 2023. 

2  Yosipovitch G, Mollanazar N, Ständer S, Kwatra SG, Kim BS, Laws E, Mannent LP, Amin N, Akinlade B, Staudinger HW, 
Patel N, Yancopoulos GD, Weinreich DM, Wang S, Shi G, Bansal A, O'Malley JT. Dupilumab in patients with prurigo 
nodularis: two randomized, double-blind, placebo-controlled phase 3 trials. Nat Med. 2023 May;29(5):1180-1190. doi: 
10.1038/s41591-023-02320-9. 

3  Husein-ElAhmed H, Steinhoff M. Dupilumab in prurigo nodularis: a systematic review of current evidence and analysis of 
predictive factors to response. J Dermatolog Treat. 2022 May;33(3):1547-1553. doi: 10.1080/09546634.2020.1853024. 

4  Elmariah S, Kim B, Berger T, Chisolm S, Kwatra SG, Mollanazar N, Yosipovitch G. Practical approaches for diagnosis and 
management of prurigo nodularis: United States expert panel consensus. J Am Acad Dermatol. 2021 Mar;84(3):747-760. 
doi: 10.1016/j.jaad.2020.07.025. 

5  Ständer S, Pereira MP, Berger T et al. IFSI-guideline on chronic prurigo including prurigo nodularis. Itch 2020; 5:1–13 
[e42]. https://doi.org/10.1097/itx.0000000000000042. 

6  Weisshaar E, Szepietowski JC, Dalgard FJ, Garcovich S, Gieler U, Giménez-Arnau AM, Lambert J, Leslie T, Mettang T, 
Misery L, Şavk E, Streit M, Tschachler E, Wallengren J, Ständer S. European S2k Guideline on Chronic Pruritus. Acta Derm 
Venereol. 2019 Apr 1;99(5):469-506. doi: 10.2340/00015555-3164. 

7  Satoh T, Yokozeki H, Murota H, Tokura Y, Kabashima K, Takamori K, Shiohara T, Morita E, Aiba S, Aoyama Y, Hashimoto 
T, Katayama I. 2020 guidelines for the diagnosis and treatment of prurigo. J Dermatol. 2021 Sep;48(9):e414-e431. doi: 
10.1111/1346-8138.16067. 

8  Misery L. Chronic prurigo. Br J Dermatol. 2022 Oct;187(4):464-471. doi: 10.1111/bjd.21698. 
9  Ständer S, Kwon P, Hirman J, Perlman AJ, Weisshaar E, Metz M, Luger TA; TCP-102 Study Group. Serlopitant reduced 

pruritus in patients with prurigo nodularis in a phase 2, randomized, placebo-controlled trial. J Am Acad Dermatol. 2019 
May;80(5):1395-1402. doi: 10.1016/j.jaad.2019.01.052. 

10  Study of the Efficacy, Safety and Tolerability of Serlopitant for the Treatment of Pruritus (Itch) With Prurigo Nodularis – 
Study Results – ClinicalTrials.gov. Accessed: 1 Sep 2023. 

11  Study of the Efficacy, Safety and Tolerability of Serlopitant for the Treatment of Pruritus (Itch) With Prurigo Nodularis – 
Study Results – ClinicalTrials.gov. Accessed: 1 Sep 2023. 

12  Frølunde AS, Wiis MAK, Ben Abdallah H, Elsgaard S, Danielsen AK, Deleuran M, Vestergaard C. Non-Atopic Chronic 
Nodular Prurigo (Prurigo Nodularis Hyde): A Systematic Review of Best-Evidenced Treatment Options. Dermatology. 
2022;238(5):950-960. doi: 10.1159/000523700. 

13  Qureshi AA, Abate LE, Yosipovitch G, Friedman AJ. A systematic review of evidence-based treatments for prurigo 
nodularis. J Am Acad Dermatol. 2019 Mar;80(3):756-764. doi: 10.1016/j.jaad.2018.09.020. 

14  Huang AH, Canner JK, Kang S, Kwatra SG. Analysis of real-world treatment patterns in patients with prurigo nodularis. J 
Am Acad Dermatol. 2020 Jan;82(1):34-36. doi: 10.1016/j.jaad.2019.09.007.  

15  Lee HG, Grossman SK, Valdes-Rodriguez R, Berenato F, Korbutov J, Chan YH, Lavery MJ, Yosipovitch G. Topical ketamine-
amitriptyline-lidocaine for chronic pruritus: A retrospective study assessing efficacy and tolerability. J Am Acad 
Dermatol. 2017 Apr;76(4):760-761. doi: 10.1016/j.jaad.2016.10.030. 

16  Saraceno R, Chiricozzi A, Nisticò SP, Tiberti S, Chimenti S. An occlusive dressing containing betamethasone valerate 0.1% 
for the treatment of prurigo nodularis. J Dermatolog Treat. 2010 Nov;21(6):363-6. doi: 10.3109/09546630903386606. 
Betamethasone valerate tape 0.1% (once daily) was not significantly different vs antipruritic cream with feverfew (twice 
daily) in 12 patients with severe PN in a 4-week comparative observational pilot study. 

17  Brenninkmeijer EE, Spuls PI, Lindeboom R, van der Wal AC, Bos JD, Wolkerstorfer A. Excimer laser vs. clobetasol 
propionate 0·05% ointment in prurigo form of atopic dermatitis: a randomized controlled trial, a pilot. Br J Dermatol. 
2010 Oct;163(4):823-31. doi: 10.1111/j.1365-2133.2010.09858.x. Excimer laser was not significantly different from 
clobetasol propionate ointment 0.05% in antipruritic effects in a 34-week right/left comparative RCT in 10 patients with 
atopic dermatitis prurigo. 

https://www.regeneron.com/downloads/dupixent_fpi.pdf
https://classic.clinicaltrials.gov/ct2/show/results/NCT03677401?term=serlopitant+prurigo+nodularis&phase=2&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/results/NCT03677401?term=serlopitant+prurigo+nodularis&phase=2&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/results/NCT03546816?term=serlopitant+prurigo+nodularis&phase=2&draw=2&rank=2
https://classic.clinicaltrials.gov/ct2/show/results/NCT03546816?term=serlopitant+prurigo+nodularis&phase=2&draw=2&rank=2


  Dupilumab in PN Monograph 

10 

 
18  Siepmann D, Lotts T, Blome C, Braeutigam M, Phan NQ, Butterfass-Bahloul T, Augustin M, Luger TA, Ständer S. 

Evaluation of the antipruritic effects of topical pimecrolimus in non-atopic prurigo nodularis: results of a randomized, 
hydrocortisone-controlled, double-blind phase II trial. Dermatology. 2013;227(4):353-60. doi: 10.1159/000355671. 
Pimecrolimus cream 1% was not significantly different in antipruritic efficacy vs hydrocortisone cream 1% in 30 patients 
with nonatopic PN in a phase 2 RCT. 

19  Wong SS, Goh CL. Double-blind, right/left comparison of calcipotriol ointment and betamethasone ointment in the 
treatment of Prurigo nodularis. Arch Dermatol. 2000 Jun;136(6):807-8. doi: 10.1001/archderm.136.6.807. Twice daily 
calcipotriol ointment 0.005% produced significantly earlier and greater reduction in nodule counts / size vs 
betamethasone valerate ointment 0.1% in 10 patients with nonatopic PN in an 8-week right/left comparative RCT. 

20  Bruni E, Caccialanza M, Piccinno R. Phototherapy of generalized prurigo nodularis. Clin Exp Dermatol. 2010;35(5):549–50 
21  Rombold S, Lobisch K, Katzer K, Grazziotin TC, Ring J, Eberlein B. Efficacy of UVA1 phototherapy in 230 patients with 

various skin diseases. Photodermatol Photoimmunol Photomed. 2008;24(1):19–23. 
22  Gupta MA, Pur DR, Vujcic B, Gupta AK. Use of antiepileptic mood stabilizers in dermatology. Clin Dermatol. 2018 Nov-

Dec;36(6):756-764. doi: 10.1016/j.clindermatol.2018.08.005. 
23  Mazza M, Guerriero G, Marano G, Janiri L, Bria P, Mazza S. Treatment of prurigo nodularis with pregabalin. J Clin Pharm 

Ther. 2013;38(1):16–8. 
24  Tsianakas A, Zeidler C, Riepe C, Borowski M, Forner C, Gerss J, et al. Aprepitant in antihistamine-refractory chronic 

nodular prurigo: a multicentre, randomized, double-blind, placebo-controlled, cross-over, phase-II trial (APREPRU). Acta 
Derm Venereol. 2019; 99(4):379–85. 

25  Ekelem C, Juhasz M, Khera P, Mesinkovska NA. Utility of Naltrexone Treatment for Chronic Inflammatory Dermatologic 
Conditions: A Systematic Review. JAMA Dermatol. 2019 Feb 1;155(2):229-236. doi: 10.1001/jamadermatol.2018.4093. 

26  Metze D, Reimann S, Beissert S, Luger T. Efficacy and safety of naltrexone, an oral opiate receptor antagonist, in the 
treatment of pruritus in internal and dermatological diseases. J Am Acad Dermatol. 1999 Oct;41(4):533-9.  

27  Weisshaar E, Szepietowski JC, Bernhard JD, Hait H, Legat FJ, Nattkemper L, Reich A, Sadoghi B, Sciascia TR, Zeidler C, 
Yosipovitch G, Ständer S. Efficacy and safety of oral nalbuphine extended release in prurigo nodularis: results of a phase 
2 randomized controlled trial with an open-label extension phase. J Eur Acad Dermatol Venereol. 2022 Mar;36(3):453-
461. doi: 10.1111/jdv.17816. 

28  Anderson TP, Fogh K. Thalidomide in 42 patients with prurigo nodularis Hyde. Dermatology. 2011;223(2):107–12. 
29  Sardana K, Gupta A, Sinha S. An observational analysis of low-dose thalidomide in recalcitrant prurigo nodularis. Clin Exp 

Dermatol. 2020;45(1):92–6. 
30  Labib A, Ju T, Vander Does A, Yosipovitch G. Immunotargets and Therapy for Prurigo Nodularis. Immunotargets Ther. 

2022 Apr 26;11:11-21. doi: 10.2147/ITT.S316602. 
31  Whang KA, Mahadevan V, Bakhshi PR et al. Prevalence of prurigo nodularis in the United States. J Allergy Clin Immunol 

Pract 2020; 8:3240–1. 
32  Ständer S, Augustin M, Berger T et al. Prevalence of prurigo nodularis in the United States of America: a retrospective 

database analysis. JAAD Int 2020; 2:28–30 
33  Huang AH, Canner JK, Khanna R et al. Real-world prevalence of prurigo nodularis and burden of associated diseases. J 

Invest Dermatol 2020; 140:480–3. 
34  Boozalis E, Tang O, Patel S, Semenov YR, Pereira MP, Stander S, Kang S, Kwatra SG. Ethnic differences and comorbidities 

of 909 prurigo nodularis patients. J Am Acad Dermatol. 2018 Oct;79(4):714-719.e3. doi: 10.1016/j.jaad.2018.04.047. 
35  Sutaria N, Semenov YR, Kwatra SG. Understanding racial disparities in prurigo nodularis. J Am Acad Dermatol. 2022 

Sep;87(3):e111-e112. doi: 10.1016/j.jaad.2022.05.014. Epub 2022 May 13. 


	Dupilumab (DUPIXENT) in Prurigo Nodularis
	National Drug Monograph
	October 2023
	FDA Approval Information
	Description / Mechanism of Action
	Indication Under Review in This Document
	Dosage Regimen and Dosage Form(s) Under Review

	Efficacy Considerations
	Phase 3 Randomized Clinical Trials
	Results


	Safety Considerations
	Safety Profile from US Prescribing Information
	Safety Results from Clinical Trials

	Evidence Gaps
	Network Meta-analyses
	Other Considerations
	Onset of Treatment Benefit and Duration of an Adequate Therapeutic Trial
	Maintenance and Durability of Response

	Other Therapeutic Options
	US Consensus Panel Approach to Management of PN (2021)
	International Forum on the Study of Itch (IFSI) Guideline on Chronic Prurigo (2020)
	European Guidelines on Chronic Pruritus Including Chronic Prurigo (2019)
	Potential Treatment Modalities for PN

	Projected Place in Therapy
	References


