Letter to Editor i

Dear Editor,

Alopecia areata (AA) is an acquired autoimmune
disease caused by an aggression of cytotoxic T-cells
against the hair follicles. A genetic predisposition
and environmental triggers are necessary for the
development of AA. Different triggering factors have
been hypothesized: viral infections, vaccines, traumas,
drugs, and emotional or physical stressors. Recently,
immune checkpoint inhibitors (ICI), specifically
nivolumab, pembrolizumab, and ipilimumab, have been
associated with the development of AA.I?

A 72-year-old Caucasian man underwent surgical excision
of a cutaneous squamous cell carcinoma of the upper
left eyelid in May 2020. In July 2020, he developed a
metastasis in the left parotid gland that was surgically
excised. Local external radiotherapy of the left parotid
area and the left side of the neck was subsequently
performed. During follow-up, total body computed
tomography scan performed in December 2020 showed
multiple bilateral solid nodules of the lungs, associated
with multiple lymphadenopathies of the mediastinum,
consistent with metastases. In January 2021, the patient
was started on the treatment with the anti-programmed
cell death protein 1 (PD1) drug cemiplimab, 350 mg
intravenously every 3 weeks. He had a good clinical
response to the drug, with marked reduction of all the
lung and lymph node metastases. After 4 months of
treatment, the patient developed two wide patches of
alopecia of the beard, clinically and dermatoscopically
indicative for AA [Figures 1 and 2]. In accordance with the
patient, no treatment was started and regular follow-up
visits were planned. After 4 months, at the follow-up visit,

Figure 1: Clinical image showing two wide patches of alopecia of
the beard

Cemiplimab-Induced Alopecia Areata

the patches of AA had spontaneously resolved, while
the response of the metastases to cemiplimab remained
stable.

To our knowledge, this is the first case report on the
occurrence of AA associated with the use of cemiplimab.
In our opinion, it is important to share the occurrence of
ascertained or possible side effects of new drugs, because
only by drawing attention to the subject can more robust
data be obtained.

AA due to ICI is a new cutaneous side effect of this
group of drugs. Up to now, all the reported cases are
linked to nivolumab, pembrolizumab, or ipilimumab.
This last molecule is an antibody against cytotoxic
T-lymphocyte-associated antigen-4. It seems that about
1%-2% of the patients treated with ICI can develop AA,
usually after a median time of 5 months, within a range of
6 weeks—23 months.”) AA can present in different forms:
well circumscribed and patchy, diffuse, or universalis.” Hair
regrowth has been reported to occur after few months,
even continuing ICI and without any specific treatment,
usually presenting with poliosis.F)

Cutaneous adverse events due to ICI are linked to the
activation of CD4 and CDS cells not only against tumor cells
but also, erroneously, toward other cutaneous antigens, causing
vatious types of skin disorders, including maculopapular rash,
psoriasis, bullous diseases, lichenoid reactions, Stevens—
Johnson syndrome, drug rash with eosinophilia and systemic
symptoms, sarcoidosis, vitiligo, and alopecia.* In the case of
AA, itis hypothesized that anti-PD1 drugs cause an alteration
of the hair follicle’s immune privilege and a T-cell-mediated
widespread attack to the hair bulb.

Figure 2: Dermatoscopy showed the presence of black dots and
broken hair
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As for other cutaneous adverse events occurring with
the use of ICl, in particular vitiligo, the development of
AA during ICI treatment seems to be a sign of better
therapeutic response. It has been associated with a good
objective response, a better progression-free survival, and
a better overall survival.”) Our case seems to confirm this
association, as our patient had a robust and persistent
response to cemiplimab and AA was the only side effect
from the treatment.

Declaration of patient consent

The authors certify that they have obtained all appropriate
patient consent forms. In the form, the patient(s) has/have
given his/her/their consent for his/her/their images and
other clinical information to be reported in the journal.
The patients understand that their names and initials will
not be published and due efforts will be made to conceal
their identity, but anonymity cannot be guaranteed.

Financial support and sponsorship
Nil.

Conflicts of interest

There are no conflicts of interest.

Bianca Maria Piraccini', Francesca Comito?,
Barbara Melotti®, Ignazio Stanganelli**,
Metelda Medri‘, Francesco Savoia*

"Department of Experimental, Diagnostic Specialty
Medicine (DIMES), Dermatology, IRCCS Policlinico
Sant'Orsola, Alma Mater Studiorum, University of
Bologna, “Department of Experimental, Diagnostic and
Specialty Medicine (DIMES), Division of Oncology,
IRCCS Policlinico Sant’Orsola, Sant’Orsola-Malpighi
University Hospital, Bologna, *Department of Clinical and
Experimental Oncology and Hematology, Skin Cancer
Unit, IRCCS Istituto Romagnolo per lo Studio dei Tumori
(IRST) "Dino Amadori", Meldola (FC), ‘Department of
Medicine and Surgery, University of Parma, Parma, Italy

Address for correspondence:

Dr. Francesco Savoia,

Skin Cancer Unit, IRCCS Istituto Romagnolo per lo
Studio dei Tumori, “Dino Amadori”, Meldola, Italy.
E-mail: francescosavoia76@virgilio.it

Submitted: 07-Nov-2021
Accepted: 03-Mar-2022
Published: 28-Jul-2023

REFERENCES

1. Sibaud V. Dermatologic reactions to immune checkpoint inhibitors: Skin
toxicities and immunotherapy. Am J Clin Dermatol 2018;19:345-61.

2. Antoury L, Maloney NJ, Bach DQ, Goh C, Cheng K. Alopecia areata as an
immune-related adverse event of immune checkpoint inhibitors: A review.
Dermatol Ther 2020;33:¢14171.

3. Muntyanu A, Netchiporouk E, Gerstein W, Gniadecki R, Litvinov IV.
Cutaneous immune-related adverse events (irAEs) to immune checkpoint
inhibitors: A dermatology perspective on management. | Cutan Med Sutg
2021;25:59-76.

4. Malviya N, Tattersall IW] Leventhal J, Alloo A. Cutaneous immune-related
adverse events to checkpoint inhibitors. Clin Dermatol 2020;38:660-78.

5. Edwards CL, Comito F, Agraso Busto S, Harland C, Turajlic S, Larkin ],
¢t al. Cutancous toxicities in patients with melanoma receiving checkpoint
inhibitor therapy: A retrospective review. The experience of a single large
specialist institution. Clin Exp Dermatol 2021;46:338-41.

This is an open access journal, and articles are distributed under the terms of
the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License,
which allows others to remix, tweak, and build upon the work non-commercially,
as long as appropriate credit is given and the new creations are licensed under
the identical terms.

Access this article online

Quick Response Code

O30

Website:

https:/journals.lww.com/ijot

DOI:

10.4103/ijt.ijt_107_21 E -

How to cite this article: Piraccini BM, Comito F, Melotti B,
Stanganelli I, Medri M, Savoia F. Cemiplimab-induced alopecia
areata. Int J Trichol 2023;15:77-8.
© 2023 International Journal of Trichology | Published by Wolters Kluwer - Medknow

78 International Journal of Trichology / Volume 15 / Issue 2 / March-April 2023



