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Abstract

Esophageal cancer (EC) is a highly lethal disease.
Approximately 50% of patients present with metastatic
EC and most patients with localized EC will have local
recurrence or develop metastases, despite potentially
curative local therapy. The most common sites of distant
recurrence are represented by lung, liver and bone while
brain and breast metastases are rare. Usually patients
with advanced disease are not treated aggressively and
their median survival is six months. We report a woman
patient who developed breast and brain metastases
after curative surgery. We treated her with a highly
aggressive chemotherapeutic and surgical combination
resulting in a complete remission of the disease even
after 11-year follow-up. We think that in super selected
patients with more than one metastasis, when functional
status is good and metastases are technically resectable,
a surgical excision may be considered as a salvage
option and chemotherapy should be delivered to allow a
systemic control.
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INTRODUCTION

Esophageal cancer (EC) is a highly lethal disease, with an
estimated annual incidence of 14550 new cases and 13
770 related deaths in 2006 in the USA". Approximately
50% of patients present with metastatic disease and most
patients with localized EC will have local recurrence
or develop metastases, despite potentially curative local
therapy”.

The most common sites of distant recurrence are
represented by lung, liver and bone™ while brain and breast
metastases are rare. Brain metastases have been reported
only in 3.6% of all resected patientsm but their incidence
in all patients with EC is higher™.

Extra mammary malignancies rarely metastasize to the
breast, usually in patients with disseminated neoplasmsm
and according to literature data, only few cases of breast
metastases from EC have been reported so far,

The case presented here is a woman with EC who
underwent surgery and later developed synchronous
solitary breast and brain metastases. She showed
uncommon sites of recurrence of the disease. Generally,
patients with EC are not treated aggressively in the
presence of advanced diseases. Nevertheless, we
performed a highly combined aggressive chemotherapeutic
and surgical approach resulting in a complete remission of
the disease even after 11-year follow-up. Together with the
clinical case description, considering the rarity of the event,
we discussed the features connected with the diagnosis and
management of such an uncommon presentation of the
metastatic disease.

CASE REPORT

In June 1995 a 51-year-old white woman patient with EC
was admitted to our hospital. She complained of severe
dysphagia and dyspeptic disorders associated with a weight
loss. Her history revealed recent onset of dysphagia,
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Figure 1 Barium swallow shows the presence of a stenotic
trait in the middle thoracic esophagus.

Figure 2 Esophageal histological
sample (haematoxylin-eosin stain 20 x)
shows the presence of squamous cell
carcinoma with involvement of muscular
tunic.

Figure 3 A squamous pearl at a higher magnification (haematoxylin-eosin stain
200 x).

present at first due to solid foods and then due to fluids
as well. The difficult food intake caused a subsequent
5 kg weight loss during the five months prior to our
observation. Since she had no other specific complaints,
we decided to submit our patient to instrumental checks.
Barium swallow showed the presence of a 4 cm sten-
otic trait in the middle thoracic esophagus (Figure 1) and
a next esophagogastroduodenoscopy revealed a vegetant
mass in the esophageal lumen causing the stenosis. A biop-
sy of the mass was performed and histologic examination
revealed a squamous esophageal carcinoma (Figures 2 and
3). The tumor marker values were increased and carbo-
hydrate antigen 19-9 (CA19-9) was 250 U/mL (normal <
40 U/mL) while carcinoembryonic antigen (CEA) was 24
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Figure 4 Mammography shows a well-
defined nodule without calcification.

ug/L (normal < 3 pg/L). Other laboratory findings were
normal.

Total body CT scan, abdominal ultrasonography and
bone scintigraphy revealed that the disease was at stage 1la,
we therefore decided to treat the patient surgically. In July
1995, subtotal esophagectomy was performed with dissec-
tion of lymph nodes and retrosternal reconstruction using
tubulized gastric stump. Surgical operation was radical and
the lymph nodes were negative for metastases. Histological
examination confirmed the presence of squamous carci-
noma and pathological stage of the disease was T2 No Mo.
The woman underwent periodical clinical checks.

In November 1995, the patient noted the presence of
an approximately 3 cm X 3 ¢cm nodule in the upper lat-
eral quadrant of the left breast. At clinical examination,
it appeared as a hard mass not fixed to the surrounding
structures. The tumor marker carbohydrate antigen 15-3
(CA15-3) was normal. A mammography confirmed the
presence of the nodule (Figure 4) and fine-needle aspira-
tion cytology under ultrasound guidance was performed,
indicating the presence of squamous carcinoma cells.

Total body CT scan requested for restaging showed also
a1 cm X 1 cm focal lesion in the frontal right lobe of the
brain. Therefore, we treated the woman with a palliative
chemotherapy schedule based on cisplatin (25 mg/m’iv a
day) from d 1 to d 5, and 5-fluorouracil (1000 mg/m’iv a
day) from day 1 to day 5 by continuous infusion every four
weeks'"". After the first cycle administration we observed
remarkable reduction of the breast metastasis at clinical
examination.

Taking into account either the palliative medical
treatment or her relatively young age and good general
conditions, we decided to perform surgical excision
of both metastases followed by chemotherapy. In
the following ten days, either tumorectomy or brain
metastasectomy of the breast lesion was performed.
Histological examination (Figures 5 and 0) revealed the
presence of esophageal metastatic tumor. No surgical
complication occurred. One month later, we resumed
chemotherapy and further five courses of treatment were
delivered.

In the following time the patient began to start again
her daily activities and underwent periodical clinical and
instrumental checks, which were always negative. The
woman enjoyed good health after eleven years.
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Figure 5 The right side of breast histological sample shows an infiltranting
squamous carcinoma’s focus with peritumoral inflammation while the left side
shows a normal mammary duct section (haematoxylin-eosin stain 40 x).

Figure 6 Squamous carcinoma infiltrating the cerebral parenchyma
(haematoxylin-eosin stain 100 x).

DISCUSSION

EC is treatable but rarely curable. Patients with metastatic
EC have a median survival time of six months!!),
Moreover the reported 5-year survival rate ranges from
20% to 36% after intentionally curative surgerym] due to
a high rate of either local or distant recurrence. Distant
metastasis rate is reported to be 26% within 20 mo after
radical surgery'”. Early metastatic relapse after complete
resection of any apparentlylocalized primary tumor
indicates that micrometastatic tumor cell spread at the time
of surgery is undetectable by current staging methods and
routine histopathologym.

Commonly EC metastasizes to the lungs, liver and
bone® but rarely to the brain and exceptionally to the
breast'”. We observed an unusual metastatic pattern
with both solitary breast and brain single metastases
in our patient. Breast metastases from non-mammary
malignancies are very rare and their incidence ranges from
0.5% to 5.1% of all breast tumors'”. They usually occur in
the upper outer quadrant and their prognosis is poor™”.

Clinical and radiological aspects of secondary breast
tumors are heterogeneous, though in most cases they
appear as a solitary palpable, usually mobile mass.
Mammographic finding consists of a round, dense
and well-circumscribed mass, without spiculature,
microcalcification or skin thickening. Furthermore, growth

is usually rapid"”. However, differential diagnosis is needed
for correct treatment choice and it is reasonable to obtain
a histological or cytological sample of the lesion.

The presence of metastatic lesions in any patient
is an indication for a systemic treatment of primary
cancer. Anyhow it has been reported that curative surgery
for breast metastasis is a correct choice of treatment
if metastases in other sites are controlled by other
modalities”.

For the case reported here, we made a disease restaging
which showed concomitant presence of a brain metastasis
because of the detection of her breast metastasis. This
feature represents a further worsening of the prognosis of
our patient. As a matter of fact patients with brain metas-
tases from EC have a median survival time of 3.9 mo''.
However it has been reported that an intensive brain
tumor treatment may result in a longer survival time of
selected patients with good Karnofsky performance status
(KPS)"" after excision of a single brain metastasis from
EC". Even the presence of multiple or recurrent brain
metastases does not automatically controindicate surgery
because it can prolong survival and enhance the quality of
life""”. Currently surgery followed by whole brain radiation
therapy (WBRT) is considered the standard treatment™
for a single brain metastasis.

For the case reported here, we began chemotherapy
in order to obtain a systemic control of the disease. Since
we observed a remarkable reduction of the breast lesion
after only one course of chemotherapy, we modified our
treatment plan. Since the patient was relatively young and
in good functional status, we decided to perform radical
excision of her metastatic EC followed by chemotherapy.
Brain radiotherapy was not performed. This combined
aggressive chemotherapeutic and surgical approach
resulted in a complete remission of the disease even after
11-year follow-up.

Generally, the prognosis of patients with recurrent EC
is poort, but in some cases surgical resection, chemotherapy
or radiotherapy has been proven effective’”’

Our experience suggests that when functional status
is good and metastases are technically resectable, surgical
excision may be considered in selected patients with more
than one metastasis and chemotherapy should be delivered
to allow a systemic control.
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