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Summary

Introduction: Immune checkpoint inhibitors (anti-CTLA-4, anti-PD-1, anti-PD-L1 monoclonal antibodies) represent a
new class of medication in cancer therapy. The toxicity of immune checkpoint inhibitors is primarily immunologically mediated
by the reactivation and proliferation of induced T lymphocytes. However, the incidence of these reactions varies depending on the
monoclonal antibody used, being similar for each molecule. These side effects can theoretically affect all organs as a whole.

Clinical case: We present the case of 62 year old patient with metastatic melanoma with left axillary and inferior
paratracheal lymphadenopathy which are metabolically active. The patient was treated with intravenous pembrolizumab. The
treatment was not followed by the appearance of toxicity except for the appearance of vitiligo on the scalp.

Discussion: Dermatological toxicity occurs with both anti-PD-1 (nivolumab, pembrolizumab) and anti-CTLA-4
(ipilimumab) treatments regardless of the type of tumor treated [1-6]. The most common skin conditions are rash, maculopapular

rash, pruritus and vitiligo.
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Introduction

Immune checkpoint inhibitors (anti-CTLA-4,
anti-PD-1, anti-PD-L1 monoclonal antibodies)
represent a new class of medication in cancer
therapy. The toxicity of immune checkpoints
inhibitors is mainly immunologically mediated
by the reactivation and proliferation of induced T
lymphocytes. However, the incidence of these
reactions varies depending on the monoclonal
antibody used, being similar for each molecule.
These side effects can theoretically affect all
organs causing of thyroiditis, dermatitis,
pneumonia, colitis, hepatitis, hypophysitis,
uveitis, polyneuritis, pancreatitis.

Dermatological toxicity occurs with both
anti-PD-1 (nivolumab, pembrolizumab) and anti-
CTLA-4 (ipilimumab) regardless of the type of
tumor treated, affecting more than one-third of
patients treated with this medication [1-6].
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The most common skin conditions are rash,
maculopapular rash, pruritus and vitiligo.

Clinical case

A 62-year-old patient is consulted for
achromic plaques located on the scalp, visible
with the Wood'’s lamp evoking the diagnosis of
vitiligo.

The patient underwent surgery in 2012 for
melanoma located on the posterior thorax with
the Breslow index of 2 mm and the Clark level V.
In October 2018 the patient presented a
subcutaneous nodular tumor located on the
posterior thorax that was removed, proving to be
a metastasis of melanoma. In December 2018, at
the PET-CT examination, hyperfixed lung
nodules were highlighted in the area of the left
lower lobe, requiring a left thoracotomy with a
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left lower lobectomy. In June 2020, a new PET-CT
examination revealed recent left axillary and
lower paratracheal adenopathy metabolically
active. Intravenous pembrolizumab treatment
was introduced. The treatment was not followed
by any toxicity except for the appearance of
vitiligo lesions on the hairy scalp 6 weeks after its
introduction with subsequent extension (Fig. 1,
Fig. 2).

Discussions

Vitiligo may occur in patients treated with
anti-PD-1 for metastatic melanoma [7]. The
overall incidence of vitiligo in metastatic
melanoma treated with immune checkpoint
inhibitors was estimated at 8.3% and 7.5% in
patients treated with pembrolizumab and
nivolumab [8.9], respectively, with higher
incidences of around 25% [10,11]. In contrast, the
incidence of vitiligo is much lower for
ipilimumab. However, the occurrence of vitiligo

Figure 1

is exceptional in patients treated with immune
checkpoint inhibitors for another cancer such as
myeloid leukemia [12] or hepatocellular
carcinoma [13], and the possibility of
underestimating the diagnosis of vitiligo in the
detection of these patients in medical oncology.

The appearance of vitiligo during treatment
is significantly associated with improved
survival, representing an indirect marker of the
antitumor efficiency of anti-PD-1 treatment [14].
Vitiligo lesions potentially correspond to a cross-
lymphocyte reaction between tumor antigens
and certain melanocyte epitopes (MART-1,
GP100, TRP1-2 or tyrosinase). [6,10,11]

Vitiligo occurs after several months of
treatment with immune checkpoint inhibitors
with a progressive spread and may be preceded
by an inflammatory phase. The distribution of
lesions can be bilateral and symmetrical, [10,16]
diffuse [6,10] but also focal or segmental. [11,17]
Larsabal [17] suggested that immunotherapy-
induced vitiligo different from the classical one

Figure 2

Figure 1 and Figure 2 — Clinical aspect of vitiligo appeared after the introduction of pembrolizumab treatment.
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by predominating on the photoexposed areas,
being rarely associated with the Kobner
phenomenon and respecting the classic “bastion”
areas and affecting the hair follicle more
frequently. The author also suggests a different
pathophysiological mechanism in the occurrence
of vitiligo induced by immunotherapy.

During treatment with immune checkpoints
inhibitors, depigmentation may also occur
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around skin metastases, nevi (Sutton phe-
nomenon) or scars after lymph node removal.
[10,17]

Isolated depigmentation of the eyelashes,
eyebrows or hair appered, sometimes
acompanied by plaque vitiligo. [18] Vitiligo
usually persists for a long time after stopping
immunotherapy [6] and may affect patients
quality of life.
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