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Case Report

Abstract

We present the case of a 32-year-old patient with malignant melanoma who
relapsed with an unresectable brain metastases (BM). He was managed with whole
brain radiotherapy (WBRT) and temozolomide chemotherapy. A metabolic
positron emission tomography (PET-scan) complete response was achieved. He is
living disease-free more than 6 years after the diagnosis of BM. He is now 51 years
old and remains asymptomatic and free of disease since then. However, a
pronounced residual image still appears on magnetic resonance imaging (MRI) ant

PET-scan.
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1. Introduction

Melanoma has a high propensity to metastasize the
central nervous system (CNS). After breast and lung
cancer, it is the third most common neoplasm causing
brain metastases (BM).12 Some characteristics of
melanoma are associated with an increased risk of
systemic disease and therefore BM: origin in mucosal
surfaces or skin of trunk, head and neck, male gender,
ulcerated primary lesion, wide thickness invasion, acral
lentiginous or nodular lesions, involvement of 3 or more
regional lymph nodes, and visceral metastases at the
time of diagnosis.t

At 5 years, median survival for stage IV melanoma is
6-10 months, but for melanoma with BM is 2-9 months.2
Long-term survival after BM is very unusual because of
poor prognosis, regardless of cancer type. Nevertheless,
survival is different depending on the primary
neoplasm. Patients with ovarian tumors have the highest
survival rate (7.8%), which is only 2.3% for patients
with melanoma.?

We present the case of a patient with malignant
melanoma who relapsed with an unresectable BM. He is
living disease-free more than 6 years after the diagnosis
of BM. He was managed with whole brain radiotherapy
(WBRT) and temozolomide chemotherapy.
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2. Case Presentation

A 32 year-old man, with medical history of hypertension,
diabetes and dyslipidemia, was diagnosed with a
cutaneous malignant melanoma (stage II-A), in his left
shoulder in 1997. He underwent wide surgery and was
rendered disease-free.

In 2001, a physical exam revealed axillary lymph node
enlargement. He was treated with surgery,
complementary radiotherapy (40 Gy) and adjuvant
alpha 2b interferon therapy (20 MU/m?/day
intravenously (i.v) 5 days a week for 4 weeks, then 10
MU/m? subcutaneously (s.c) three times per week for 48
weeks).

However, in 2002, in transit skin metastases were
detected. He underwent salvage surgery plus adjuvant
chemotherapy with 6 courses of dacarbazine (250
mg/m2 x 5 days, every 4 weeks), that was well
tolerated.

He was disease-free until 2010, when an unresectable
BM relapse (5 cm in diameter, intraaxial with satellite
lesions) was noticed in the right frontal lobe (Figure 1).
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The lesion was not studied by biopsy. He received
concomitant chemo-radiotherapy (temozolamide 75
mg/m2 continuous during WBRT to a total dose of 30
Gy). After concomitant treatment, he received eighteen
cycles of temozolamide (200 mg/m2 days 1-5 of 28
days). The clinical tolerance was acceptable, presenting
only grade 2-3 emesis, which was controlled with
standard antiemetic therapy.
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Figure 2: Magnetic resonance: Post-treatment residual hemorrhagic injury (2016).

A metabolic positron emission tomography (PET-scan)
complete response was achieved. He is now 51 years old
and remains asymptomatic and free of disease since
then. However, a pronounced residual image still
appears on magnetic resonance imaging (MRI) ant
PET-scan (Figures 2 and 3).
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Figure 3: PET-scan: complete response.

3. Discussion

Malignant melanomas tend to metastasize into the CNS.#
This specific dissemination has a negative effect on
overall survival and in most cases represents a terminal
event.5 Patients with large (>4 c¢cm), or numerous lesions
are difficult to treat and usually receive palliative
therapies. In contrast, smaller (<2 cm) and single lesions
can be treated more effectively.¢ For patients with BM,
some studies have shown favorable prognostic variables
for extended survival: younger age, the presence of a
single lesion, surgical resection, chemotherapy and
WBRT.3

The treatment of choice for oligometastatic CNS disease
is surgical resection. It depends on the number of
lesions, the size and locations of the tumor, the state of
systemic disease and performance status.” In this group
of patients surgery has been shown to improve
survival.®8 In 60-70% of patients, WBRT has shown a
survival improvement of 1-2 months and is effective in
palliating symptoms of BM.? A series from the Sydney
Melanoma Unit report outcome of 646 melanoma
patients treated for BM. Median survival was 8.7 months
for surgery versus 8.9 months for surgery and
postoperative WBRT and 3.4 months for patients treated
solely with WBRT.10 Stereotactic radiosurgery can treat
smaller metastatic lesions. The benefit is that it allows
for treatment lesions that would otherwise be
inoperable.112 A variety of cytotoxic drugs has been
tested for the treatment of BM of melanoma, including
temozolamide. Most of the studies have shown better
results for combination therapies as compared to WBRT
alone.13-14

For solitary BM, the recommended treatment is surgical
removal of the lesion followed by WBRT or WBRT with
stereotactic radiosurgery. The case reported here unde-
rwent concomitant chemotherapy and radiotherapy
followed by adjuvant chemotherapy. Stereotactic
radiosurgery or surgery was not administrated due to
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the lesion extension and its location. Historically, BM
were treated with WBRT followed by stereotactic
radiosurgery. In recent years, however, it is suggested
that stereotactic radiosurgery of smaller lesions
provides long-term control as exclusively treatment, and
that many patients did not appear to require additional
treatment.!> There are some clinical trials including
patients with one to three BM from different kind of
cancers that have shown local control with stereotactic
radiosurgery is not improved by WBRT, but the
development of new BM is decreased by the addition of
WBRT'12,16,17

4. Conclusion

Systemic treatment has not been shown to be effective
in melanoma BM, therefore it has uncommonly been
used as primary treatment.!® Nowadays, the
development of new therapeutic agents point out an
important improvement in management options for
these patients.!® The present case suggests that
treatment of melanoma BM remains an ongoing
challenge, and advances in treatment are providing
benefit for patients. Nevertheless, we must continue
investigating ways to develop an optimal treatment for
these patients.
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