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THE CASE
A 56-year-old woman with a history of melanoma in situ presented with progressive dyspnea 
on exertion, cough productive of clear sputum, and right-sided rib pain radiating to the up-
per back of 5 weeks’ duration. 

Twenty-four years earlier, the patient had undergone excision of a skin lesion from the 
right side of her back. Pathology revealed melanoma in situ with no evidence of invasion of the 
underlying dermis. Because of close margins, she underwent wider excision 2 weeks later and 
no residual tumor was found. The patient subsequently underwent routine biannual dermato-
logic follow-up and transitioned (within the past few years) to annual dermatologic follow-up. 
At a recent dermatologic visit (9 months earlier), there were no suspicious skin lesions. 

At current presentation, she denied fever, chills, night sweats, or unintentional weight 
loss. On examination, her vital signs were normal. Her pulse oximetry on room air was 95% at 
rest and 94% with ambulation. She had decreased breath sounds at the right lung base and 
a fixed 2 × 2-cm nontender, indurated mass in the right upper anterior chest wall, superior to 
the right breast. A skin examination was not performed at this time. 

A complete blood count revealed a white blood cell count of 8220/mcL (reference range, 
4500–11,000/mcL), hemoglobin of 13.6 g/dL (reference range, 14–17.5 g/dL), and a platelet 
count of 162 × 103/mcL (reference 
range, 150–350 × 103/mcL). The 
patient’s electrolytes were within 
normal limits, with a creatinine 
level of 0.67 mg/dL (reference 
range, 0.1–1.2 mg/dL) and a cal-
cium level of 9.4 mg/dL (reference 
range, 8.2–10.2 mg/dL). Lactate 
dehydrogenase was elevated at 
308 U/L (reference range, 100–
200 U/L). 

A chest radiograph revealed 
a right upper lobe mass, right 
lower lobe consolidation, and 
a large right-sided pleural ef-
fusion (FIGURE 1). Chest com-
puted tomography (CT) with 
intravenous contrast revealed a 
5.2 × 5.7–cm right pleural-based 
mass with extension to the an-
terior chest wall, 3 left-sided 
pulmonary nodules, numerous  
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FIGURE 1 

Chest x-ray reveals source  
of patient’s complaints

The patient’s chest x-ray revealed a paratracheal mass (A), a right 
upper lobe mass (B), and a large right-sided pleural effusion with 
consolidation in the right lower lobe (C). 
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right-sided pleural-based nodules (FIGURE 2), 
and multiple low-density liver lesions. An ab-
dominal and pelvic CT scan revealed a 5.6 × 2.5 
× 4.8–cm hepatic lesion (FIGURE 3) with scat-
tered hepatic cysts. 

THE DIAGNOSIS
A diagnostic thoracentesis was performed, 
and pleural fluid cytology results revealed 
metastatic melanoma. Magnetic resonance 
imaging (MRI) of the brain showed no evi-
dence of metastases. 

After the patient’s initial presentation, 
her dermatologist performed a biopsy on a 
pre-existing skin lesion on the patient’s left 
abdomen, which initially was thought to be a 
cherry angioma. This left abdominal skin le-
sion was in a location different from her pre-
vious melanoma in situ, which was located 
on the right side of the back. Biopsy results 
of the presumed cherry angioma revealed a 
nodular malignant melanoma (which was 
partially removed), adjacent to a cherry an-
gioma (which was completely excised).

z Two primary melanomas. Our patient 
had 2 different primary melanomas: a mela-
noma in situ on the right back diagnosed  
24 years prior to the current presentation and 
the more recently identified melanoma on 
the left abdomen with metastases to the lung 
and liver. 

We referred the patient to Oncology and 
she was enrolled in a clinical study with ipi-
limumab and nivolumab, monoclonal anti-
bodies directed against negative regulators of 
T-cell activation. 

DISCUSSION
In the United States, melanoma is the fifth 
leading cancer in men and the sixth leading 
cancer in women.1 A prior history of melano-
ma or melanoma in situ increases the risk for 
a second melanoma,2-4 and the risk remains 
elevated for more than 20 years after the ini-
tial diagnosis.2 One- and 2-year survival rates 
for metastatic melanoma are 32% to 65% and 
18% to 40%, respectively5; the 5-year survival 
rate of metastatic melanoma to the lung is ap-
proximately 16%.6 

Recommendations regarding the ap-
propriate follow-up of patients with a his-
tory of melanoma in situ and melanoma 
vary widely.7 For patients with a history of 
melanoma in situ, the American Academy of  

FIGURE 2

Pleural mass seen on chest CT 

Computed tomography of the chest with intravenous contrast 
revealed a 5.2 × 5.7–cm pleural-based mass with extension to the 
anterior chest wall (A) and pleural-based nodules (B, C).

FIGURE 3

Patient’s lung had collapsed 

An abdominal and pelvic computed tomography scan 
demonstrated a 5.6 × 2.5 × 4.8–cm hepatic lesion near the 
dome of the diaphragm (A), a large pleural effusion (B), and a 
collapsed lung (C). 
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Patients with a 
prior melanoma 
in situ or  
invasive  
melanoma have 
a higher risk for 
a subsequent  
invasive  
melanoma  
and require  
indefinite annual 
dermatologic 
follow-up.

Dermatology and the National Comprehen-
sive Cancer Network recommend annual skin 
examination indefinitely and self-examina-
tion of the skin and lymph nodes monthly.4,7,8

Novel therapies are powerful 
allies in fight against melanoma
Previous standard treatment of metastatic 
melanoma included surgery, radiation, and 
cytotoxic chemotherapy. Resection rarely 
is curative in distant metastatic melanoma, 
and cytotoxic chemotherapy has low re-
sponse rates, has a response duration of 4 to 
6 months, and does not improve overall sur-
vival in advanced melanoma.9-12

Novel therapies, such as immunotherapy 
and molecular-targeted therapies, are dra-
matically increasing survival rates in meta-
static melanoma. Melanoma frequently is 
associated with somatic mutations, and each 
patient may have a unique collection of mu-
tations resulting in the expression of antigens 
that bind to certain T-cell receptors, which 
serve as targets for inhibitor immunotherapy.

z Ipilimumab and nivolumab are mono-
clonal antibodies directed against negative 
regulators of T-cell activation. When ipili-
mumab and nivolumab bind to their recep-
tors, feedback inhibition is prevented, which 
results in an immune response against the 
tumor. In a trial of 53 patients with advanced 
melanoma treated with both drugs, the over-
all survival rate at 1 and 2 years was 94% and 
88%, respectively.13 

z Dabrafenib and trametinib. Mutations 
that activate the serine/threonine kinase 
gene, BRAF, are present in approximately 
40% to 60% of advanced melanomas and 
lead to clonal expansion and tumor progres-
sion.14,15 Inhibition of BRAF produces rapid 
tumor regression—even in extensive disease. 
Treatment with dabrafenib, a BRAF inhibitor, 
and trametinib, a mitogen-activated protein 
kinase inhibitor, has been shown to be supe-
rior to a BRAF inhibitor alone and is associ-
ated with a survival rate of 72% at 1 year.16 

z Our patient. Seven months after en-
rolling in the clinical trial with ipilimumab 
and nivolumab, our patient developed brain 
metastases and was withdrawn from the trial. 
A resection of her brain metastases and radi-

ation therapy followed. The patient was then 
started on molecular-targeted therapy with 
dabrafenib and trametinib. Twelve weeks 
later, a repeat CT scan of the chest, abdomen, 
and pelvis demonstrated an interval decrease 
in the size of the majority of the metastatic le-
sions, and a repeat brain MRI showed no ad-
ditional metastases. 

More than 4 years after her diagnosis, 
our patient remains on dabrafenib and tra-
metinib therapy and her metastatic lesions to 
the lung and liver remain stable. 

THE TAKEAWAY
Patients with a prior melanoma in situ or 
invasive melanoma have a higher risk for 
a subsequent invasive melanoma, and this 
risk remains elevated for more than 20 years. 
While patients with a history of melanoma 
in situ do not require specific oncologic fol-
low-up, they do require annual dermatologic 
follow-up indefinitely and should perform 
monthly self-examination of their skin and 
lymph nodes. 

Heightened awareness of the risk for a 
second primary melanoma should prompt 
primary care physicians to conduct ongo-
ing patient surveillance. Family physicians 
should also keep in mind that novel therapies 
for metastatic melanoma, such as molecular-
targeted therapies and immunotherapy, are 
associated with a much higher survival rate 
than previous standard therapy.               JFP
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