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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.[1,2]

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, 
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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.[2] AA can present in different forms: 
well circumscribed and patchy, diffuse, or universalis.[2] Hair 
regrowth has been reported to occur after few months, 
even continuing ICI and without any specific treatment, 
usually presenting with poliosis.[3]

Cutaneous adverse events due to ICI are linked to the 
activation of  CD4 and CD8 cells not only against tumor cells 
but also, erroneously, toward other cutaneous antigens, causing 
various 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.[3‑5] In the case of  
AA, it is 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  1: Clinical image showing two wide patches of alopecia of 
the beard

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  ICI, 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.[2] 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.
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