REVISTA MEDICA DE MINAS GERAIS

Case Report

Metastatic Melanoma In A 53-Year-Old Male With Relapsed Chronic

Lymphocytic Leukemia

Leucemia Lz'nﬁcz’tz'm Crénica Associada A Melanoma Metastitico Em Homem De 53

Anos

Emilly Neves Souza' , Claudia Stein da Silva' , Gabriela Scaramussa Sonsim! , Victor Hugo Rodrigues de

Carvalho! , Marcos Daniel de Deus Santos!

ABSTRACT

BACKGROUND: The association of Chronic Lymphocytic Leukemia
(CLL) and melanoma have been studied in the last years. The
immunosuppression caused by the treatment of CLL seems to be the
major factor of increasing patients’ susceptibility to the development
and spread of skin cancer. CASE REPORT: This case report describes
a 53-year-old male patient, in CLL treatment since 2018, already
submitted to many cycles of chemotherapy with fludarabine. History of
an exeresis of epithelioid nodular melanoma of the scalp in 2019, which
was removed with a clear margin. One year later, he presented with
a poor general condition with hospitalization indication. Additional
investigation revealed metastatic lesions in lungs, liver, kidneys, stomach,
central nervous system, and lymph nodes. Histopathologic analysis
positive for melanoma. The possibility of treatment was discarded by the
Oncology team, which suggested palliative care. DISCUSSION: One of
the most discussed mechanisms to explain this cancer association is the
immunosuppression developed during the treatment of CLL, increasing
patients” susceptibility to the development and spread of melanoma. In
addition, the use of fludarabine, a chemotherapy commonly used in
relapsed CLL, is known to deplete T-helper cells and has been described
as a cofactor of this process. The association of leukemia and cutaneous
melanoma has been reported in the last years, yet there is no surveillance
protocol.
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RESUMO

Introdugao: A associacio de leucemia linfocitica cronica (LLC) e
melanoma tem sido estudada nos dltimos anos. Acredita-se que a
imunossupressao causada pelo tratamento da doenga seja o fator de risco
mais importante para o aumento da susceptibilidade ao desenvolvimento
e disseminagao do cincer de pele. Relato de Caso: Este relato de caso
descreve homem de 53 anos, em tratamento de leucemia linfocitica
cronica desde 2018, jd submetido a diversos ciclos de quimioterapia
com fludarabina. Apresentou histdrico de exérese de melanoma nodular
epitelioide no couro cabeludo em 2019, removido com margens livres.
Um ano apds a cirurgia, paciente evoluiu com piora do estado geral com
necessidade de hospitalizagao. Investigagao adicional revelou focos de
metdstase em pulmoes, figado, rins, estdbmago, sistema nervoso central
e linfonodos. Anilise histopatolégica foi positiva para melanoma. A
possibilidade de tratamento foi descartada pela equipe de oncologia,
que sugeriu cuidados paliativos. Discussao: Um dos mecanismos mais
discutidos para explicar esta associagao de neoplasias é a imunossupressao
resultante do tratamento da LLC, que deixa o paciente suscetivel
ao desenvolvimento e a disseminacio do melanoma. Além disso, a
fludarabina, quimioterdpico geralmente usado para remissao da LLC,
¢ conhecida por depletar células T-helper e tem sido descrita como
cofator deste processo. A associa¢io de leucemia e melanoma cutineo
tém sido descrita nos tltimos anos, porém nao hd nenhum protocolo de
tratamento para esta condico.

Palavras-chave: Céncer de pele; Melanoma; Leucemia Linfocitica

Cronica; Oncologia

INTRODUCTION

Chronic Lymphocytic Leukemia (CLL) is the most
common leukemia in adults and previous studies have
reported that the imune deficits caused by CLL are
(connected with an increased risk of developing melanoma'
and other solid tumors, especially within the first 5 years
of diagnosis®. Other factors such as chemotherapy and UV
radiation via sun exposure may also contribute to worse
prognosis’.

Different types of Non-Hodgkin’s Lymphoma show an
association with a greater predisposition to the appearance of
skin cancers compared to the general population®. However,
it is known that in CLL patients the incidence and mortality
are significantly higher'.

The progress achieved in CLL treatment has allowed a
better prognosis, with increased survival in the last decades.
In this context, it is worth noting that it is an indolent
disease, more common in older age groups (> 60 years),
which coincides with the stage of higher incidence of
several types of cancer, including melanoma* 3. Doctors,
patients, and caregivers should be aware of the data in the
medical literature regarding the association of CLL and
skin cancer.
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CASE REPORT

A 53-year-old Caucasian male patient, a farmer, in CLL
treatment since 2018. He had already been submitted to five
cycles of chemotherapy, the first four cycles of combined
fludarabine and cyclophosphamide, followed by one
cycle of a second-line treatment — due to a relapse — with
fludarabine, cyclophosphamide and rituximab. History of
an exeresis of epithelioid nodular melanoma of the scalp in
2019, biopsy indicated Breslow thickness 12 mm, mitotic
rate 4 mitoses/mm?, Clark Level V and a clear margin. He
was admitted to this Hospital with a dry cough, tiredness,
pyrosis, abdominal distension, and a weight loss of almost
20 kg in 2 months. At physical examination, patient in poor
general appearance, emaciated, bilateral cervical enlarged
lymph nodes; respiratory auscultation with diffuse rhonchi
and reduced murmur in both pulmonary bases; pain upon
palpation of the epigastrium. Chest and abdominal CT scans
revealed moderate bilateral pleural effusion and pulmonary
atelectasis; multiple pulmonary, hepatic and renal nodules
suggesting secondary nature; and abdominal and pelvic
enlarged lymph nodes (figures 1, 2 and 3). Bronchoscopy
pointed a left bronchial tree with extrinsic compression
of the air passage, without possibility to progress the



RMVIG,

3 Metastatic Melanoma In A 53-Year-Old Male With Relapsed Chronic Lymphocytic Leukemia

Figure 1. Chest computed tomography: pulmonary metastases from melanoma.

device from the left carina. Clear right bronchial tree.
Bronchoalveolar lavage performed in the right lower lobe
didn’t found neoplastic cells. Cranial tomography described
hyper-attenuating areas in the right cingulate gyrus, upper
frontal gyrus and left insular subcortical region. Those
findings suggested infiltrative lesions with high cellularity
and without an expansive effect or midline deviation.
Upper Digestive Endoscopy showed severe erosive gastritis
and histopathologic analysis compatible with metastatic
melanoma (figure 4). Fine needle aspiration of a cervical
lymph node also found melanocytic cells. We decided to
suspend hematological treatment and evaluate the possibility
of treating metastatic melanoma, which was discarded by the
Oncology team. At the moment, the patient is in palliative
home care.

DiscussioN

The association of leukemia and cutaneous melanoma
has been reported since 1960% A study conducted in the
United States revealed that the risk of developing skin
cancer in patients with CLL is high, especially in the

first five years of diagnosis and in white men between 45
- 64 years'. Another American study published in 2015
described that the association of melanoma with LLC or
Non-Hodgkin’s Lymphoma (NHL) is almost 107 cases
/ 100,000 inhabitants, while the statistics for the general
population is 25.9 cases / 100,000 inhabitants®. One of
the most discussed mechanisms to explain this cancer
association is the immunosuppression developed during
the CLL treatment, increasing patients’ susceptibility to the
development and spread of melanoma.

Fludarabine, a chemotherapy commonly used in
relapsed CLL, is known to deplete T-helper cells and has
been described as a cofactor of this process®. The patient
reported in this communication was submitted to five
treatment cycles, all including fludarabine. Other potential
risk factors are exposure to ultraviolet radiation, genetics,
fair skin, and advanced age’. In this case, the patient’s labor
activity as a farmer, without adequate sun protection, may
also have contributed to the onset of skin cancer. Mortality
in melanoma associated with CLL is 2.46 times higher
than expected for patients without this hematological
neoplasia®.
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Abdominal computed tomography: hepatic metastases from melanoma.
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Figure 3. Abdomen-pelvis computed tomography: multiple abdominal and pelvic lesions of secondary nature with hepatic, splenic
and renal involvement.
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Figure 4. Gastric tissue biopsy with malignant proliferation of melanocytes, confirming metastasis site. (hematoxylin and eosin,
400x).
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