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Resumo A abordagem terapéutica do melanoma metastatico revolucionou o curso clinico
desta doenca. Desde 2011, diferentes medicacdes imunoterapéuticas foram aprovadas. O nivo-
lumabe é um anticorpo monoclonal humanizado de imunoglobulina G4 (IgG4) que se liga ao
receptor PD-1, bloqueando sua interacao com seu ligante PD-L1. Este relato descreve um novo
caso de fotossensibilidade induzida por nivolumabe. A distribuicdo da erupcao em areas foto-
expostas, a exposicdo solar anterior ao inicio da erupcao e a relacao cronolégica com o inicio
do tratamento sdao dados que permitiram confirmar o diagnodstico clinico suspeitado.

© 2022 Sociedade Brasileira de Dermatologia. Publicado por Elsevier Espana, S.L.U. Este € um
artigo Open Access sob uma licenca CC BY (http://creativecommons.org/licenses/by/4.0/).

Relato do caso

Paciente do sexo feminino, de 44 anos, com diagnostico de
melanoma metastatico, foi encaminhada ao Departamento
de Dermatologia em virtude da presenca de erupcao
cutanea com uma semana de evolucdo. Ela havia iniciado
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tratamento com nivolumabe trés meses antes. A paciente
nao relatou a utilizacao de qualquer outro medicamento. Em
seu historico médico nao havia observacao de urticaria ou
erupcao cutanea anterior. Foi relatada exposicao intermi-
tente ao sol antes da erup¢ao cutanea pruriginosa. O exame
fisico revelou erupcdo eritematosa localizada em areas
fotoexpostas, como regido cervical, colo e dorso das maos
(figs. 1-3). A prega do lobulo da orelha e a area do pescoco
recoberta por uma gargantilha foram poupadas (figs. 4 e 5).
A paciente recusou a realizacao de biopsia de pele. fig. 2
Foi indicado tratamento com anti-histaminico oral (ceti-
rizina 10 mg/dia) e corticosteroide topico (creme de furoato
de mometasona 0,1%, 1 vez/dia) até a resolugao da erupcao.
Foi indicado o uso de roupa fotoprotetora e fotoprotetor
topico cobrindo os trés espectros de radiacao (Intense Pro-
tect, Avene®). Resolucao completa foi observada apos duas
semanas de seguimento. O fototeste mostrou uma dose
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Figura 1 Erupcdo eritematosa localizada em area de
fotoexposicao na regiao cervical posterior.

Figura 2 Erupcdo eritematosa localizada em area de
fotoexposicao na regiao cervical anterior.

localizada em area de
fotoexposicao na regiao dorsal das maos.

Figura 3 Erupcdo eritematosa

minima de eritema (MED, do inglés minimal erythema dose)
de 4J/cm? UVA (ultravioleta A), sem mostrar alteracdes na
MED para UVB (ultravioleta B) ou luz visivel. O exame labo-
ratorial descartou a presenca de autoanticorpos, alteracdes

Figura 4 Erupcdo eritematosa localizada em area de
fotoexposicao no pavilhao auricular poupando a regiao posterior
do l6bulo auricular.

Figura 5 Erupcdo eritematosa localizada em area de
fotoexposicao poupando a regido recoberta por uma garganti-
lha.

nos niveis de complemento ou imunoglobulina. O uso do
nivolumabe nao foi interrompido em consenso com o depar-
tamento de Oncologia. Atualmente, a paciente esta sendo
submetida a check-ups periddicos, mantendo o uso de roupa
fotoprotetora e creme protetor solar, e nao apresenta recor-
rencia do quadro ha trés meses.

Discussao

As imunoterapias com anticorpos anti-PD-1, pembrolizu-
mabe e nivolumabe sdao aprovadas para o tratamento do
melanoma metastatico. Esses medicamentos se ligam aos
receptores PD-1, bloqueando assim a ligacdo ao PD-L1
(ligando de morte programada 1) e PD-L2 (ligando de morte
programada 2), liberando a inibicao da via PD-1. Os efeitos
adversos (EAs) sdo relacionados a dose e sao reversiveis.

O nivolumabe é um anticorpo monoclonal humanizado
de imunoglobulina G4 (IgG4) que se liga ao receptor PD-1,
bloqueando sua interacao com seu ligante PD-L1. Prurido,
erupcao cutanea, vitiligo, erupcao maculopapular e pele
seca destacam-se entre os EAs dermatoldgicos mais frequen-
tes que o nivolumabe pode causar durante o tratamento em
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monoterapia. A maioria desses EAs aparece nas primeiras
cinco semanas de tratamento e independem do fato de o
paciente ter recebido ipilimumabe como terapia anterior.’

Fotossensibilidade ja foi descrita com inibidores de BRAF,
principalmente vemurafenibe e ipilimumabe (anti-CTLA4).
Um Unico caso de fotossensibilidade foi relatado em um paci-
ente que recebeu a combinacao nivolumabe/ipilimumabe
até o momento,” embora na série mais longa publicada até
agora, que incluiu 576 pacientes que receberam terapia
com nivolumabe, tenham sido descritos oito pacientes com
reacao de fotossensibilidade graus 1 e 2, sem mais detalhes
em termos de resultado e tratamento.

Varios casos de lUpus eritematoso cutaneo subagudo
induzido por nivolumabe também foram relatados.** Cicco-
lini et al.” relataram recentemente uma revisao sistematica
sobre o risco de fotossensibilidade na imunoterapia contra
melanoma. Vemurafenibe e vandetanibe foram relatados
como as principais terapias com maior risco de fotossen-
sibilidade. O relato de dermatoses fotossensiveis induzidas
pelo medicamento requer medidas educativas adequadas
para esses pacientes. Fotoprotecao e uma exposicao solar
adequada sao cruciais para evitar esses EAs na pele.

Suporte financeiro
Nenhum.
Contribuicao dos autores

Francisco J. Navarro-Trivino: Aprovacao da versao final do
manuscrito; revisdo critica da literatura; obtencao, analise e
interpretacao dos dados; participacao efetiva na orientacao
da pesquisa; participacao intelectual em conduta propedéu-
tica e/ou terapéutica de casos estudados; revisao critica do

manuscrito; elaboracao e redacdo do manuscrito; analise
estatistica; concepcao e planejamento do estudo.

Ricardo Ruiz-Villaverde: Aprovacao da versao final do
manuscrito; revisao critica da literatura; obtencao, analise e
interpretacao dos dados; participacao efetiva na orientacao
da pesquisa; participacao intelectual em conduta propedéu-
tica e/ou terapéutica dos casos estudados; revisao critica
do manuscrito; elaboracao e redacao do manuscrito; analise
estatistica; concepcao e planejamento do estudo.

Conflito de interesses
Nenhum.
Referéncias

1. Weber JS, Hodi FS, Wolchok JD, Topalian SL, Schadendorf D,
Larkin J, et al. Safety Profile of Nivolumab Monotherapy: A Poo-
led Analysis of Patients With Advanced Melanoma. J Clin Oncol.
2017;35:785-92.

2. Sakaguchi 'Y, Komori T, Aoki M, Otsuka A, Kabashima K, Matsushita
S. Photosensitive Dermatitis Induced by Nivolumab/Ipilimumab
Combination Therapy in a Patient with Malignant Melanoma. Acta
Derm Venereol. 2020;100:adv00335.

3. Liu RC, Sebaratnam DF, Jackett L, Kao S, Lowe PM. Subacute
cutaneous lupus erythematosus induced by nivolumab. Australas
J Dermatol. 2018;59:e152-4.

4, Zitouni NB, Arnault JP, Dadban A, Attencourt C, Lok CC, Chaby
G. Subacute cutaneous lupus erythematosus induced by nivolu-
mab: two case reports and a literature review. Melanoma Res.
2019;29:212-5.

5. Ciccolini KT, Kim J, Chaudhari SP, Lucas AS, Benhuri B, Duran
J, et al. Incidence and risk of developing photosensitivity
with targeted anticancer therapies. J Am Acad Dermatol.
2019;81:1009-11.

650


http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0030
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0035
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0040
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0045
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050
http://refhub.elsevier.com/S2666-2752(22)00157-6/sbref0050

	Erupção fotossensível induzida por nivolumabe
	Relato do caso
	Discussão
	Suporte financeiro
	Contribuição dos autores
	Conflito de interesses

	Referências

