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QUEM E RAFFAEL?

Raffael tem 10 anos e convive com a Sindrome de
Olmsted, uma doenca extremamente rara associada a
Eritromelalgia.

Desde o0s primeiros anos de vida enfrenta dores
Intensas, lesOes de pele e a necessidade de cuidados
continuos. Apesar dos desafios, € uma crianca alegre,
cercada pela familia e que busca ter uma vida o mais
proximo possivel da normalidade.

Ele gosta de jogar bola, videogame e brincar com os
amigos, mas a doenca muitas vezes o limita das
atividades mais simples do dia a dia.
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O QUEEA
SINDROME DE
OLMSTED?

E uma doenca rara que afeta principalmente a pele,
causando espessamento doloroso das maos e dos
pés.

A condicao pode provocar lesdes em outras regioes
do corpo, dor intensa e grande impacto na qualidade
de vida dos pacientes.
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COMO A DOENGCA
AFETA RAFFAEL

A Sindrome impacta diretamente a vida do Raffael
toda a infancia. Aléem das lesGes dolorosas nos pés e
nas maos, a doenca ja afetou outras regides do corpo,
como olhos, ouvidos, boca e regiao anal.

As dores constantes, queda de cabelo, sensacao de
calor nas extremidades, dificuldades para dormir, as
rachaduras nos dedos dos pés e a necessidade de
resfriamento frequente com agua fria para aliviar a dor,
interferem significativamente em sua qualidade de vida
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O TRATAMENTO

e A doenca exige acompanhamento médico continuo.

e Raffael utiliza diversos medicamentos para controle
dos sintomas.

e Também necessita de hidratantes e sabonetes
especificos para protecao da pele.

e Entre os tratamentos utilizados esta o Erlotinibe
(Tarceva).

e O medicamento tornou-se fundamental para o

controle da doenca e para sua qualidade de vida.
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ANTES E DEPOIS DO R
TARCEVA

O uso do Erlotinibe (Tarceva) trouxe uma mudanca significativa na vida de Raffael.
Houve melhora importante das lesOes, do sono e da qualidade de vida, permitindo maior controle da doenca.
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e | esdes nos pés, ouvidos, olhos e regiao anal. e | esOes e medicamentos significativamente reduzidos.
e Dores intensas e frequentes. e Doenca mais controlada.

e Dificuldade para dormir. e Sono restabelecido.

e Necessidade constante de cuidados medicos. e Melhora da dor e do desconforto.

e Grande impacto na qualidade de vida. e Melhor qualidade de vida.
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SOCIEDADE BRASILEIRA
DE DERMATOLOGIA

LETTER - THERAPY

Association of erlotinib and "
acitretin for the treatment of

Olmsted syndrome with

erythromelalgia in a pediatric

patient

Dear Editor,

Olmsted syndrome (05) is a rare genodermatosis characte-
rized by painful and mutilating palmoplantar keratoderma
(PPK) and periorificial keratotic plaques. It is an orphan
disease, which represents a therapeutic challenge. 05 is
most often caused by dominant gain-of-function pathogenic
variants in the TRPV3 gene. We report an B-year-old male
suffering from OS with erythromelalgia, who was treated
since the age of 1E-months with acitretin and topicals, lead-
ing to only minor improvement. At the age of 5-years, oral
erlotinib was added to acitretin, resulting in a significant
improvement in pain, keratoderma and erythromelalgia,
with sustained efficacy and safety.

The patient s a full-term male newbomn from non-
consanguineous parents with no family history of skin
disease. From the age of 5-months, the patient devel-
oped painful and pruritic PPK. Over time, PPK progressed
bilaterally and was associated with periorificial hyperker-
atosis. Upon physical examination, the patient presented
with asymmetric, thick, and localized or diffuse bilateral
PPK (Fig. 1A), keratotic plaques around the anus, ears, and
mouth alongside leukokeratosis on the tongue 1B). The
scalp hair was fine and reduced. Congenital left-sided club-
foot was additionally observed,

Genomic DNA was extracted from the patient’s periph-
eral blood for genetic testing. Next-generation sequencing
analysis using a custom gene panel revealed a heterozygous
c.1703-T, p.Gly56EVal pathogenic missense variant in the
TRPV3 gene. The parents did not carry this varfant.

Topical treatments (0.1% retinolc acid cream, 20% urea
cream, corticosteroids and emollients) were ineffective.
Acitretin treatment (1 mg/kg/day) was started at 18-

Study conducted at the Instituto de Dermatologia Professor
Rubem David Azulay, Santa Casa da Misericordia do Rio de Janeiro,
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manths, resulting in moderate improvement of the callus:
but with very limited effect on pain.

Intense burning pain was associated with itching, redm
and warmth, triggered by heat and relieved by cooling
the extremities, a typical presentation of erythromelalg
The patient was therefore referred to the pain clinic a
a treatment with gabapentin and tramadol was asseciat
with acitretin, which only partially reduced pain.

Due to persistent symptoms at the age of 4-years, o
erlotinib (50 meg/day, altermating with 25 mg/day) (
weight was 13 kg), was added to acitretin. The assoc
tion resulted in a significant improvement in pain, prurit
sleep, mobility, reduced irritability, analgesic use, ¢
appearance of erythromelalgia attacks and a signific:
improvement in PPK (Figs. 2 and 3), keratotic plaques
the perioral region and leukokeratosis on the tongue witl
four weeks of initiation (Fig. 4). After 52-months of co
bined treatment, the child had no adverse events and gain
weight,

This is the fourth reported case with the p.Gly568
mutation in TRPV3."" The Asian patients carrying t
mutation presented with severe disease; another Brai
ian patient had focal keratoderma.’* These reports did ¢
mention erythromelalgia, indicating clinical variability
the same mutation.

TRPV3 encodes a non-selective tetrameric cationic ch:
nel predominantly expressed in keratinocytes and sensc
neurons, activated by temperature (31-39 “C) or chemi
ligands. It is implicated in skin inflammation and nocict
tive signalling, and is involved in erythromelalgia. In eig
previously reported OS5 patients, erythromelalgia has be
described, suggesting that it is not a coincidental feature
TRPV3-related 0S.

Currently, there is no specific treatment for 05, althou
the repurposing of erlotinib for this condition has shown
important benefit, as in this case. Erlotinib is an Epid
mal Growth Factor Receptor (EGFR) tyrosine kinase inhibit
approved for the treatment of non-small cell lung cancer a
advanced pancreatic cancer. This drug inhibits the EGF
affecting both wild-type and mutated EGFRs with EG
mutations, which are essential for cellular differentiatic
proliferation, and angiogenesis. Studies have shown that t
EGFR pathway is activated in 05 and that oral EGFR inhibi!
(erlotinib) has a drastic effect on the reduction of pain a
keratoderma in 05 patients.

EVIDENCIA
CIENTIFICA

Um estudo cientifico publicado por pesquisadores
brasileiros e internacionais demonstrou resultados
positivos com o uso do Erlotinibe (Tarceva) em pacientes
com Sindrome de Olmsted.

Os resultados apontaram melhora significativa das lesoes,
da dor e da qualidade de vida, reforcando a importancia
desse tratamento para pacientes com essa doenca
extremamente rara.

1o Restrito:

Site destinado aos artigos até 2020, A partir de 2021, favor acessar o site oficial: hitps
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O tratamento e continuo, indispensavel e possui um custo que ultrapassa a

O DESAFIO DO ACESSO

AO TRATAMENTO

capacidade financeira da familia.
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MELHORA COMPROVADA ALTO CUSTO NECESSIDADE DE ACESSO
DOENGARARA COM TARCEVA AO TRATAMENTO

Sindrome de Olmsted associada
a eritromelalgia, condicao
extremamente rara.

O Tarceva tornou-se fundamental
para o controle dos sintomas.

O tratamento exige
aproximadamente R$ 6.000
por mes.

Sindrome de Olmsted, condicao
rara.
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POR TRAS DE CADA CASO RARO,
EXISTE UMA VIDA.

ESPERAMOS CONTRIBUIR PARA O AVANCO DO ACESSO A TRATAMENTOS DE
PACIENTES COM DOENCAS RARAS.

Obrigado pela atencao.
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