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Abstract

Anti-IL-17-biological therapy is actually used for the treatment
of moderate to severe plaque psoriasis. Brodalumab, despite oth-
er drugs such as Ixekizumab and Secukinumab, targets the IL-17
receptor and not on the circulating cytokine, performing a faster clin-
ical effect than other drugs. However, it is known that, suspending
Brodalumab treatment, the disease recurs quickly. Furthermore, the
clinical response could be not observed after the re-administration of
the drug. The mechanisms of the rebound are not completely known
and data in the literature are limited. The case described is an exam-
ple of rebound due to Brodalumab interruption. Compared to other
biological therapies, Physicians should choose carefully the patient
to be treated with Brodalumab, to avoid a possible interruption of
treatment and the beginning of a rebound.
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Introduction

Psoriasis is a common skin disorder that is associated with both a
physical and psychological burden [1]. It is a multifarious disease that
is equally prevalent in both sexes. Chronic plaque psoriasis (psoriasis
vulgaris) is the most common form of the disease, and accounts for
about 90% of cases. To quantify disease severity, the Psoriasis Area
and Severity Index (PASI) score is commonly used [2]. It measures
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erythema, thickness, scaling and the extent of lesions in patients with
widespread disease. In the past decade, several biologics have been
developed and approved for the treatment of psoriasis. Biologics are
used for long-term treatment because there is no evidence of cumu-
lative toxicity or drug-drug interactions [3]. Furthermore, biologics
have a good safety profile with only a small increase in opportunis-
tic infections. Among biologics, Brodalumab, a Human monoclonal
1gG2 antibody directed against subunit A of the IL-17 receptor (IL-
17RA) [4-6], is fast-acting and achieves PASI 75 in 4.2 weeks [5].
However, when abruptly discontinued, psoriasis rebounds quickly
[6]. The cause of the rebound is not fully known. We present a patient
who experienced severe rebound after Brodalumab discontinuation,
but no improvement despite restarting the drug.

Case Report

A 28-year-old patient affected by moderate to severe plaque pso-
riasis had previously been unsuccessfully treated with topical thera-
py, UVB narrowband phototherapy and cyclosporine 2.5 mg/kg/daily
(his PASI score was 22). In September 2018, after 6 months therapy,
as the cyclosporine lost effectiveness, psoriasis worsened (PASI 27).
Following European Guidelines, after the failure of a traditional ther-
apy, we started a biologic therapy. We chose brodalumab for its fast
action and for its dosage, 210 mg/day once every 2 weeks (Figures 1A
& 2A). Within only 4 weeks, the patient achieved clinical improve-
ment (PASI 5) (Figures 1B & 2B). In April 2019, the patient, due to
work commitments, skipped his medication and, as a result, psoriasis
relapsed within one month in a guttate-plaque form mainly involving
the face. No trigger factors could be found. Brodalumab was again ad-
ministered (210 mg/day once every 2 weeks) but the patient presented
no improvement after 3 months (PASI 15) (Figures 1C & 2C).

Figure 1: A) Large plaque psoriasis lesions involving the trunk. B) After 4 weeks of
brodalumab administration, resolution of the lesions with minor erythema. C) Despite
3 months of Brodalumab re-administration, guttate-plaque psoriasis is still observed.

Discussion

Rebound due to Brodalumab has been reported in the literature.
Regnault, et al. found that all 77 patients enrolled in the AMAG-
INE I, AMAGINE II and AMAGINE III studies presented rebound
a median of 46 days after drug discontinuation [7]. The patients were
treated with new therapies, but 36% of patients still presented a PASI
score >10 after 36 weeks of follow-up. There is no agreement in the
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literature regarding the rebound pattern. Regnault, et al. reported 73
cases of plaque psoriasis, 3 of pustular psoriasis and 1 of the erythro-
dermic type [7], where as Kemis, et al. reported 19 cases of pustular
psoriasis 12 weeks after Brodalumab discontinuation [8].

Figure 2: A) Large plaque psoriasis involving the face (right side). B) After 4 weeks
of Brodalumab administration. C) Massive hyperkeratosis psoriasis involving the face
(right side) despite 3 months of Brodalumab administration.

The reason for rebound is still unknown but some hypotheses have
been put forth. According to Cheuk, et al. [9], psoriasis relapse may
be triggered by the rapid recruitment of circulating T lymphocytes
supported by high IL-17 and IL-22 levels that are produced by tis-
sue-resident memory T cells (CD4 and CD8 cells) in the healed psori-
asis lesion. The second hypothesis concerns IL-17 levels in the serum
of psoriatic patients which, according to registration studies [10,11],
increase after Brodalumab administration and lead to an over-satura-
tion of IL-17RA when the drug is no longer circulating. This effect
would appear to be dose-dependent [10,11]. We believe that the lack
of an elimination pathway (i.e., the internalization of the cytokine-re-
ceptor complex in the cell) due to Brodalumab antagonism may cause
an increase in cytokineconcentration. When Brodalumab is discontin-
ued, all the cytokines over expressed, bind the receptor, thus result-
ing in a rebound. We have also hypothesized that when Brodalumab
is discontinued, IL-17 may bind more quickly and easily to a larger
number of receptors due to IL-17RA up-regulation on the keratino-
cyte, thus stimulating the keratinocytes to differentiate. This could
explain why exacerbation occurs so quickly and why no improvement
of the lesions is observed thereafter despite restarting treatment. Be-
sides, the drug would be under dosed to antagonize more receptors.
To date, it is not clear whether the risk of rebound is higher only in the
first months of therapy or even when therapy has been on-going for
years. Our hypotheses support both these options. However, literature
data are discordant, and discontinuation of the drug reportedly does
not always result in rebound. Thus, there is surely still a great deal to
be understood in this regard. As a result, when we evaluate a patient,
this aspect is taken into consideration, and if the patient is deemed to
be unreliable, another drug with a low rebound rate is chosen, even
though it may not be as fast-acting.

References

10.

11.

Mrowietz U, Kragballe K, Reich K, Spuls P, Griffiths CE, et al. (2011)
Definition of treatment goals for moderate to severe psoriasis: a European
consensus. Arch Dermatol Res 303:1-10.

Schmitt J, Wozel G (2005) The psoriasis area and severity index is the
adequate criterion to define severity in chronic plaque-type psoriasis. Der-
matology 210: 194-199.

Cozzani E, Wei Y, Burlando M, Signori A, Parodi A (2020) Serial biologic
therapies in psoriasis patients: A 12-year, single-center, retrospective ob-
servational study. J Am Acad Dermatol 82: 37-44.

Roostaeyan O, Kivelevitch D, Menter A (2017) A review article on broda-
lumab in the treatment of moderate-to-severe plaque psoriasis. Immuno-
therapy 9: 963-978.

Blauvelt A, Papp KA, Lebwohl MG, Green LJ, Hsu S, et al. (2017) Rapid
onset of action in patients with moderate-to-severe psoriasis treated with
brodalumab: A pooled analysis of data from two phase 3 randomized clin-
ical trials (AMAGINE-2 and AMAGINE-3). J] Am Acad Dermatol 77:
372-374.

Papp KA, Reich K, Paul C, Blauvelt A, Baran W, et al (2016) A prospec-
tive phase III, randomized, double-blind, placebo-controlled study of
brodalumab in patients with moderate-to-severe plaque psoriasis. Br J
Dermatol 175: 273-286.

Masson Regnault M, Konstantinou MP, Khemis A, Poulin Y, Bourcier
M, et al. (2017) Early relapse of psoriasis after stopping brodalumab: a
retrospective cohort study in 77 patients. J Eur Acad Dermatol Venereol
31:1491-1496.

Khemis A, Cavalié M, Montaudié H, Lacour JP, Passeron T (2016) Re-
bound pustular psoriasis after brodalumab discontinuation. Br J Dermatol
175: 1065-1066.

Cheuk S, Wikén M, Blomqvist L, Nylén S, Talme T, et al. (2014) Epider-
mal Th22 and Tc17 cells form a localized disease memory in clinically
healed psoriasis. J Immunol 192: 3111-3120.

US Food and Drug Administration (2017) Center for Drug Evaluation and
Research. Application number 7610320rigls000: Clinical pharmacology
and biopharmaceutics review(s). FDA, Maryland, USA.

Valeant Pharmaceuticals. Siliq (brodalumab) injection prescribing infor-
mation. Bridgewater, NJ; 2017.

J Clin Dermatol Ther ISSN: 2378-8771, Open Access Journal

DOI: 10.24966/CDT-8771/100041

Volume 6 ¢ Issue 1+ 100041


http://doi.org/10.24966/CDT-8771/100041
https://www.ncbi.nlm.nih.gov/pubmed/20857129
https://www.ncbi.nlm.nih.gov/pubmed/20857129
https://www.ncbi.nlm.nih.gov/pubmed/20857129
https://www.ncbi.nlm.nih.gov/pubmed/15785046
https://www.ncbi.nlm.nih.gov/pubmed/15785046
https://www.ncbi.nlm.nih.gov/pubmed/15785046
https://www.ncbi.nlm.nih.gov/pubmed/31150706
https://www.ncbi.nlm.nih.gov/pubmed/31150706
https://www.ncbi.nlm.nih.gov/pubmed/31150706
https://www.ncbi.nlm.nih.gov/pubmed/28879789
https://www.ncbi.nlm.nih.gov/pubmed/28879789
https://www.ncbi.nlm.nih.gov/pubmed/28879789
https://www.ncbi.nlm.nih.gov/pubmed/28711089
https://www.ncbi.nlm.nih.gov/pubmed/28711089
https://www.ncbi.nlm.nih.gov/pubmed/28711089
https://www.ncbi.nlm.nih.gov/pubmed/28711089
https://www.ncbi.nlm.nih.gov/pubmed/28711089
https://www.ncbi.nlm.nih.gov/pubmed/26914406
https://www.ncbi.nlm.nih.gov/pubmed/26914406
https://www.ncbi.nlm.nih.gov/pubmed/26914406
https://www.ncbi.nlm.nih.gov/pubmed/26914406
https://www.ncbi.nlm.nih.gov/pubmed/28585707
https://www.ncbi.nlm.nih.gov/pubmed/28585707
https://www.ncbi.nlm.nih.gov/pubmed/28585707
https://www.ncbi.nlm.nih.gov/pubmed/28585707
https://www.ncbi.nlm.nih.gov/pubmed/27037661
https://www.ncbi.nlm.nih.gov/pubmed/27037661
https://www.ncbi.nlm.nih.gov/pubmed/27037661
https://www.ncbi.nlm.nih.gov/pubmed/24610014
https://www.ncbi.nlm.nih.gov/pubmed/24610014
https://www.ncbi.nlm.nih.gov/pubmed/24610014
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/761032Orig1s000ClinPharmR.pdfMaryland,%20USA.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/761032Orig1s000ClinPharmR.pdfMaryland,%20USA.
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2017/761032Orig1s000ClinPharmR.pdfMaryland,%20USA.

Advances In Industrial Biotechnology | ISSN: 2639-5665

Advances In Microbiology Research | ISSN: 2689-694X

Archives Of Surgery And Surgical Education | ISSN: 2689-3126

Archives Of Urology

Archives Of Zoological Studies | ISSN: 2640-7779

Current Trends Medical And Biological Engineering

International Journal Of Case Reports And Therapeutic Studies | ISSN: 2689-310X
Journal Of Addiction & Addictive Disorders | ISSN: 2578-7276

Journal Of Agronomy & Agricultural Science | ISSN: 2689-8292

Journal Of AIDS Clinical Research & STDs | ISSN: 2572-7370

Journal Of Alcoholism Drug Abuse & Substance Dependence | ISSN: 2572-9594
Journal Of Allergy Disorders & Therapy | ISSN: 2470-749X

Journal Of Alternative Complementary & Integrative Medicine | ISSN: 2470-7562
Journal Of Alzheimers & Neurodegenerative Diseases | ISSN: 2572-9608
Journal Of Anesthesia & Clinical Care | ISSN: 2378-8879

Journal Of Angiology & Vascular Surgery | ISSN: 2572-7397

Journal Of Animal Research & Veterinary Science | ISSN: 2639-3751
Journal Of Aquaculture & Fisheries | ISSN: 2576-5523

Journal Of Atmospheric & Earth Sciences | ISSN: 2689-8780

Journal Of Biotech Research & Biochemistry

Journal Of Brain & Neuroscience Research

Journal Of Cancer Biology & Treatment | ISSN: 2470-7546

Journal Of Cardiology Study & Research | ISSN: 2640-768X

Journal Of Cell Biology & Cell Metabolism | ISSN: 2381-1943

Journal Of Clinical Dermatology & Therapy | ISSN: 2378-8771

Journal Of Clinical Immunology & Immunotherapy | ISSN: 2378-8844
Journal Of Clinical Studies & Medical Case Reports | [ISSN: 2378-8801
Journal Of Community Medicine & Public Health Care | ISSN: 2381-1978
Journal Of Cytology & Tissue Biology | ISSN: 2378-9107

Journal Of Dairy Research & Technology | ISSN: 2688-9315

Journal Of Dentistry Oral Health & Cosmesis | ISSN: 2473-6783

Journal Of Diabetes & Metabolic Disorders | ISSN: 2381-201X

Journal Of Emergency Medicine Trauma & Surgical Care | ISSN: 2378-8798
Journal Of Environmental Science Current Research | ISSN: 2643-5020
Journal Of Food Science & Nutrition | ISSN: 2470-1076

Journal Of Forensic Legal & Investigative Sciences | ISSN: 2473-733X

Journal Of Gastroenterology & Hepatology Research | ISSN: 2574-2566

Journal Of Genetics & Genomic Sciences | ISSN: 2574-2485

Journal Of Gerontology & Geriatric Medicine | ISSN: 2381-8662

Journal Of Hematology Blood Transfusion & Disorders | ISSN: 2572-2999
Journal Of Hospice & Palliative Medical Care

Journal Of Human Endocrinology | ISSN: 2572-9640

Journal Of Infectious & Non Infectious Diseases | ISSN: 2381-8654

Journal Of Internal Medicine & Primary Healthcare | ISSN: 2574-2493

Journal Of Light & Laser Current Trends

Journal Of Medicine Study & Research | ISSN: 2639-5657

Journal Of Modern Chemical Sciences

Journal Of Nanotechnology Nanomedicine & Nanobiotechnology | ISSN: 2381-2044
Journal Of Neonatology & Clinical Pediatrics | ISSN: 2378-878X

Journal Of Nephrology & Renal Therapy | ISSN: 2473-7313

Journal Of Non Invasive Vascular Investigation | ISSN: 2572-7400

Journal Of Nuclear Medicine Radiology & Radiation Therapy | ISSN: 2572-7419
Journal Of Obesity & Weight Loss | ISSN: 2473-7372

Journal Of Ophthalmology & Clinical Research | [SSN: 2378-8887

Journal Of Orthopedic Research & Physiotherapy | ISSN: 2381-2052

Journal Of Otolaryngology Head & Neck Surgery | ISSN: 2573-010X

Journal Of Pathology Clinical & Medical Research

Journal Of Pharmacology Pharmaceutics & Pharmacovigilance | ISSN: 2639-5649
Journal Of Physical Medicine Rehabilitation & Disabilities | ISSN: 2381-8670
Journal Of Plant Science Current Research | ISSN: 2639-3743

Journal Of Practical & Professional Nursing | ISSN: 2639-5681

Journal Of Protein Research & Bioinformatics

Journal Of Psychiatry Depression & Anxiety | ISSN: 2573-0150

Journal Of Pulmonary Medicine & Respiratory Research | ISSN: 2573-0177
Journal Of Reproductive Medicine Gynaecology & Obstetrics | ISSN: 2574-2574
Journal Of Stem Cells Research Development & Therapy | ISSN: 2381-2060
Journal Of Surgery Current Trends & Innovations | ISSN: 2578-7284

Journal Of Toxicology Current Research | ISSN: 2639-3735

Journal Of Translational Science And Research

Journal Of Vaccines Research & Vaccination | ISSN: 2573-0193

Journal Of Virology & Antivirals

Sports Medicine And Injury Care Journal | ISSN: 2689-8829

Trends In Anatomy & Physiology | ISSN: 2640-7752

Submit Your Manuscript: http://www.heraldopenaccess.us/Online-Submission.php

Herald Scholarly Open Access, 2561 Cornelia Rd, #205, Herndon, VA 20171, USA.
Tel: +1 202-499-9679; E-mail: info@heraldsopenaccess.us
http://www.heraldopenaccess.us/


http://www.heraldopenaccess.us/journals/advances-in-industrial-biotechnology
http://www.heraldopenaccess.us/journals/advances-in-microbiology-research
http://www.heraldopenaccess.us/journals/archives-of-surgery-and-surgical-education
http://www.heraldopenaccess.us/journals/archives-of-urology
http://www.heraldopenaccess.us/journals/archives-of-zoological-studies
http://www.heraldopenaccess.us/journals/current-trends-medical-and-biological-engineering
http://www.heraldopenaccess.us/journals/international-journal-of-case-reports-and-therapeutic-studies
http://www.heraldopenaccess.us/journals/journal-of-addiction-addictive-disorders
http://www.heraldopenaccess.us/journals/journal-of-agronomy-&-agricultural-science
http://www.heraldopenaccess.us/journals/journal-of-aids-clinical-research-stds
http://www.heraldopenaccess.us/journals/journal-of-alcoholism-drug-abuse-substance-dependence
http://www.heraldopenaccess.us/journals/journal-of-allergy-disorders-therapy
http://www.heraldopenaccess.us/journals/journal-of-alternative-complementary-integrative-medicine
http://www.heraldopenaccess.us/journals/journal-of-alzheimers-neurodegenerative-diseases
http://www.heraldopenaccess.us/journals/journal-of-anesthesia-clinical-care
http://www.heraldopenaccess.us/journals/journal-of-angiology-vascular-surgery
http://www.heraldopenaccess.us/journals/journal-of-animal-research-veterinary-science
http://www.heraldopenaccess.us/journals/journal-of-aquaculture-fisheries
http://www.heraldopenaccess.us/journals/journal-of-atmospheric-earth-sciences
http://www.heraldopenaccess.us/journals/journal-of-biotech-research-biochemistry
http://www.heraldopenaccess.us/journals/journal-of-brain-neuroscience-research
http://www.heraldopenaccess.us/journals/journal-of-cancer-biology-treatment
http://www.heraldopenaccess.us/journals/journal-of-cardiology-study-research
http://www.heraldopenaccess.us/journals/journal-of-cell-biology-cell-metabolism
http://www.heraldopenaccess.us/journals/journal-of-clinical-dermatology-therapy
http://www.heraldopenaccess.us/journals/journal-of-clinical-immunology-immunotherapy
http://www.heraldopenaccess.us/journals/journal-of-clinical-studies-medical-case-reports
http://www.heraldopenaccess.us/journals/journal-of-community-medicine-public-health-care
http://www.heraldopenaccess.us/journals/journal-of-cytology-tissue-biology
http://www.heraldopenaccess.us/journals/journal-of-dairy-research-&-technology
http://www.heraldopenaccess.us/journals/journal-of-dentistry-oral-health-cosmesis
http://www.heraldopenaccess.us/journals/journal-of-diabetes-metabolic-disorders
http://www.heraldopenaccess.us/journals/journal-of-emergency-medicine-trauma-surgical-care
http://www.heraldopenaccess.us/journals/journal-of-environmental-science-current-research
http://www.heraldopenaccess.us/journals/journal-of-food-science-nutrition
http://www.heraldopenaccess.us/journals/journal-of-forensic-legal-investigative-sciences
http://www.heraldopenaccess.us/journals/journal-of-gastroenterology-hepatology-research
http://www.heraldopenaccess.us/journals/journal-of-genetics-genomic-sciences
http://www.heraldopenaccess.us/journals/journal-of-gerontology-geriatric-medicine
http://www.heraldopenaccess.us/journals/journal-of-hematology-blood-transfusion-disorders
http://www.heraldopenaccess.us/journals/journal-of-hospice-palliative-medical-care
http://www.heraldopenaccess.us/journals/journal-of-human-endocrinology
http://www.heraldopenaccess.us/journals/journal-of-infectious-non-infectious-diseases
http://www.heraldopenaccess.us/journals/journal-of-internal-medicine-primary-healthcare
http://www.heraldopenaccess.us/journals/journal-of-light-laser-current-trends
http://www.heraldopenaccess.us/journals/journal-of-medicine-study-research
http://www.heraldopenaccess.us/journals/journal-of-modern-chemical-sciences
http://www.heraldopenaccess.us/journals/journal-of-nanotechnology-nanomedicine-nanobiotechnology
http://www.heraldopenaccess.us/journals/journal-of-neonatology-clinical-pediatrics
http://www.heraldopenaccess.us/journals/journal-of-nephrology-renal-therapy
http://www.heraldopenaccess.us/journals/journal-of-non-invasive-vascular-investigation
http://www.heraldopenaccess.us/journals/journal-of-nuclear-medicine-radiology-radiation-therapy
http://www.heraldopenaccess.us/journals/journal-of-obesity-weight-loss
http://www.heraldopenaccess.us/journals/journal-of-ophthalmology-clinical-research
http://www.heraldopenaccess.us/journals/journal-of-orthopedic-research-physiotherapy
http://www.heraldopenaccess.us/journals/journal-of-otolaryngology-head-neck-surgery
http://www.heraldopenaccess.us/journals/journal-of-pathology-clinical-medical-research
http://www.heraldopenaccess.us/journals/journal-of-pharmacology-pharmaceutics-pharmacovigilance
http://www.heraldopenaccess.us/journals/journal-of-physical-medicine-rehabilitation-disabilities
http://www.heraldopenaccess.us/journals/journal-of-plant-science-current-research
http://www.heraldopenaccess.us/journals/journal-of-practical-professional-nursing
http://www.heraldopenaccess.us/journals/journal-of-protein-research-&-bioinformatics
http://www.heraldopenaccess.us/journals/journal-of-psychiatry-depression-anxiety
http://www.heraldopenaccess.us/journals/journal-of-pulmonary-medicine-respiratory-research
http://www.heraldopenaccess.us/journals/journal-of-reproductive-medicine-gynaecology-obstetrics
http://www.heraldopenaccess.us/journals/journal-of-stem-cells-research-development-therapy
http://www.heraldopenaccess.us/journals/journal-of-surgery-current-trends-innovations
http://www.heraldopenaccess.us/journals/journal-of-toxicology-current-research
http://www.heraldopenaccess.us/journals/journal-of-translational-science-and-research
http://www.heraldopenaccess.us/journals/journal-of-vaccines-research-vaccination
http://www.heraldopenaccess.us/journals/journal-of-virology-antivirals
http://www.heraldopenaccess.us/journals/sports-medicine-and-injury-care-journal
http://www.heraldopenaccess.us/journals/trends-in-anatomy-physiology

