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Rezumat

Introducere: Inhibitorii de checkpoints imunologici
(anticorpi monoclonali anti-CTLA-4, anti-PD-1, anti-PD-
L1), reprezintd o noud clasi de medicatie in terapia
cancerului. Toxicitatea inhibitorilor de checkpoints
imunologici, este in principal imunologicd mediatd prin
reactivarea si proliferarea limfocitelor T induse. Incidenfa
acestor reactii variazd in functie de anticorpul monoclonal
utilizat fiind insd asemdndtoare pentru fiecare moleculd.
Aceste efecte indezirabile pot afecta teoretic in ansamblu
toate organele.

Caz clinic: Prezentdm cazul unui pacient in vdrstd de
62 de ani cu melanom metastatic avind adenopatie axiliard
stangd si paratraheald inferioard, metabolic activd.
Pacientului i s-a introdus tratament cu pembrolizumab
intravenos. Tratamentul nu a fost urmat de aparitia unei
toxicitdti cu excepfia aparitiei de vitiligo pe pielea pdroasi a
capului.

Discutii: Toxicitatea dermatologica apare atdt cu anti-
PD-1 (nivolumab, pembrolizumab) cit si cu anti-CTLA-4
(ipilimumab) indiferent de tipul tumorii tratate [1-6]. Cele
mai frecvente afectiri cutanate sunt reprezentate de
exanteme, exanteme maculo-papuloase, prurit si vitiligo.
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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 wvaries 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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Introducere

Inhibitorii de checkpoints imunologici
(anticorpi monoclonali anti-CTLA-4, anti-PD-1,
anti-PD-L1), reprezintd o noud clasd de medicatie
in terapia cancerului. Toxicitatea inhibitorilor de
checkpoints imunologici, este in principal
imunologicd mediatd prin reactivarea si
proliferarea limfocitelor T induse. Incidenta
acestor reactii variaza in functie de anticorpul
monoclonal utilizat fiind insd asemdandtoare
pentru fiecare moleculd. Aceste efecte
indezirabile pot afecta teoretic ansamblul tuturor
organelor cu aparitia de tiroidite, dermatite,
pneumopati, colite, hepatite, hipofizite, uveite,
polinevrite, pancreatita.

Toxicitatea dermatologicd apare atat cu anti-
PD-1 (nivolumab, pembrolizumab) cét si cu anti-
CTLA-4 (ipilimumab) indiferent de tipul tumorii
tratate afectdind mai mult de o treime din
pacientii tratati cu aceastd medicatie [1-6]. Cele
mai frecvente afectdri cutanate sunt reprezentate
de exanteme, exanteme maculo-papuloase, prurit
si vitiligo.

Caz clinic

Pacient in varstd de 62 de ani este consultat
pentru pléci acromice localizate la nivelul pielii
pdroase a capului, accentuate la examenul cu
lampa Wood evocand diagnosticul de vitiligo.

Pacientul a fost operat in 2012 pentru
melanom localizat pe toracele posterior avand
indicele Breslow de 2 mm si indicele Clark V. in
octombrie 2018 pacientul a prezentat o for-
matiune tumorald nodulara subcutanata
localizatd pe toracele posterior care a fost
excizatd, dovedindu-se a fi o metastaza a
melanomului. In decembrie 2018 la examinarea
PET-CT au fost evidentiati noduli pulmonari
hiperfixanti in aria lobului inferior sting
necesitand efectuarea toracotomiei stangd cu
lobectomie inferioard stanga. In iunie 2020 la o
noua examinare PET-CT s-a evidentiat
adenopatie axilard stangd si paratraheald
inferioard metabolic activd de aparitie recentd. S-
a introdus tratamentul cu pembrolizumab
intravenos. Tratamentul nu a fost urmat de
aparitia vreunei toxicitdti cu exceptia aparitiei
leziunilor de vitiligo pe pielea paroasa a capului
dupa 6 sdptdmani de la introducerea acestuia cu
extindere ulterioard. (Fig. 1, Fig. 2)
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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]. 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
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).
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Figura 1

Figura 2

Figura 1 si Figura 2 — Aspect clinic de vitiligo apdrut dupd introducerea tratamentului cu pembrolizumab.
Figure 1 and Figure 2 — Clinical aspect of vitiligo appeared after the introduction of pembrolizumab treatment.

Discutii

Vitiligo poate sa apard la pacientii tratati cu
anti-PD-1 pentru melanom metastatic [7]. Inci-
denta globalad a aparitiei vitiligo In melanomul
metastatic tratat cu inhibitori de checkpoints
imunologici a fost estimatd la 8,3% si 7,5% la
pacientii tratati cu pembrolizumab si respectiv
nivolumab [8,9] notdndu-se si incidente supe-
rioare in jur de 25% [10,11]. In schimb incidenta
aparitiei de vitiligo este mult mai scdzuta pentru
ipilimumab. Aparitia de vitiligo este insa
exceptionald la pacientii tratati cu inhibitori de
checkpoints imunologici pentru un alt cancer
precum leucemie mieloidd [12] sau carcinom
hepatocelular [13], aducandu-se in discutie si
posibilitatea subevaludrii diagnosticului de
vitiligo In luarea In evidentd a acestor pacienti in
oncologia medicala.

Aparitia vitiligo In cursul tratamentului este
asociatd semnificativ cu ameliorarea supra-

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
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
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vietuirii, reprezentdnd un marker indirect al
eficacitatii antitumorale a tratamentului cu anti-
PD-1 [14]. Leziunile de vitiligo corespund poten-
tial unei reactii limfocitare incrucisate intre anti-
genele tumorale si anumiti epitopi melanocitari
(MART-1, GP100, TRP1-2 sau tirozinaza).
[6,10,11]

Vitiligo apare dupad céteva luni de tratament
cu inhibitori checkpoints imunologici avand o
extindere progresiva si putdnd fi precedat de o
faza inflamatorie. Distributia leziunilor poate fi
bilaterald si simetrica, [10,16] difuza [6,10] dar si
focald sau segmentard. [11,17] Larsabal [17] a
sugerat cd vitiligo indus de imunoterapie se
deosebeste de cel clasic predominand pe zonele
fotoexpuse, fiind rar asociat cu fenomenul
Kobner si respectand zonele de , bastion” clasice
si afectdnd mai frecvent foliculul pilos. Autorul
sugereazd totodatd un mecanism fiziopatologic
diferit In aparitia de vitiligo indus de imuno-
terapie.

In cursul tratamentului cu checkpoints
imunologici depigmentarea poate s apard si in
jurul metastazelor cutanate, a nevilor (fenomen
Sutton) sau cicatricilor post chiuretaj ganglionar.
[10,17] Au fost notate si depigmentdri conco-
mitente sau izolate a genelor, sprancenelor sau
parului. [18] Vitiligo persistd de obicei timp inde-
lungat dupd oprirea imunoterapiei [6] putand
duce la afectarea calitdtii vietii pacientilor.
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