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Summary

The two main histologic esophageal cancer subtypes are squa-

mous cell carcinoma and adenocarcinoma. Other subtypes
are uncommon and consequently poorly studied. Esophageal
carcinosarcoma is a rare neoplasm, accounting for about 1%

of all esophageal tumors. It is a mixed neoplasm, composed by
both carcinoma and sarcomatous components. The present
study aims to investigate clinical and pathological features
of esophageal carcinosarcoma patients followed in a single
oncologic center. A retrospective analysis and review of litera-
ture of esophageal carcinosarcoma was performed. Diagnosis
of this tumor was based on immunohistochemistry. Among
1.574 patients with esophageal malignancies, six (0.38%)

were diagnosed with carcinosarcoma (one woman and five
men). Mean age was 63.2 (range 53-76) years old. All ca-

ses presented a mixed tumor with squamous cell carcinoma.

Two patients were submitted to curative intent surgery. Half
patients presented metastasis at diagnosis. One patient is
still alive at the present moment, and 3 patients died with
less than 2 years of follow-up. Esophageal carcinosarcoma is
a rare poorly studied tumor. Some case series suggest these
neoplasms have low invasiveness rate, and low rate of no-

dal dissemination, leading to a better prognosis than other
esophageal cancer. These statements are not supported by our
study. Most of the patients had bad prognosis, with advanced
stages tumors at diagnosis and low overall survival.
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Carcinosarcoma esofagico.
Experiencia institucional y revision de
la literatura de esta rara enfermedad

Resumen

Los dos principales subtipos histoldgicos de cdancer de eséfago
son el carcinoma de células escamosas y el adenocarcinoma.
Otros subtipos son poco frecuentes y por consiguiente poco
estudiados. El carcinosarcoma de eséfago es una neoplasia
rara, que representa aproximadamenteel 1% de todos los
tumores del esdfago. Es un tumor mixto, compuesto por dos
componentes, carcinoma y sarcoma. El presente estudio tiene
como objetivo investigar las caracteristicas clinicas y pato-
ldgicas de los pacientes con carcinosarcoma esofdgico segui-
dos en un dnico centro oncoldgico. Se realizé un andlisis
retrospectivo y la revision de la literatura de carcinosarco-
ma de esdfago. El diagndstico de este tumor se basé en la
inmunohistoquimica. Entre 1.574 pacientes con neoplasias
esofdgicas, seis (0,38%) fueron diagnosticados como carcino-
sarcoma (una mujer y cinco hombres). La edad mediana fue
de 63 arios (rango: 53-76). Todos los pacientes presentaron
un tumor mixto con carcinoma de células escamosas. Dos
pacientes fueron sometidos a cirugia con intencidn curativa.
La mitad de los pacientes presentaron metdstasis al momento
del diagndstico. Un paciente estd vivo en el momento actual,
3 pacientes fallecieron con menos de 2 afios de sequimiento.
Algunas series de casos sugieren que estos tumores son de baja
invasividad y baja tasa de diseminacién linfitica, lo que ha-
ria a un mejor prondstico que otros cinceres esofdgicos. Estas
afirmaciones no son compatibles con nuestro estudio. La ma-
yoria de los pacientes tenian mal prondstico, con tumores en
estadios avanzados al momento del diagndstico y baja tasa
de supervivencia.
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Abbreviations

SCC: squamous cell carcinoma.
PC: paclitaxel and carboplatin.
PT: cisplatin and paclitaxel.
IP: irinotecan and cisplatin.
CK: cytokeratin.

Carcinosarcoma, also known as sarcomatoid carcino-
ma, spindle cell carcinoma, or pseudosarcoma is a rare di-
sorder that can affect various organs, mainly uterus and fe-
male reproductive system." It is a mixed type of neoplasm,
with coexisting epithelial and mesenchymal components.?

Carcinosarcoma accounts for only 0.32-2.4% of
esophageal malignancies.** Due to its rarity, little is known
about this entity. Esophageal carcinosarcoma is believed to
have a better prognosis than other esophageal cancer types,
although this statement is controversial. It is believed that
esophageal carcinosarcoma usually have low nodal spread
rate and low invasiveness rate, with polypoid and intralu-
minal growth, what would lead to early symptoms.”*

The present study is a descriptive report on clinical
and pathological features of esophageal carcinosarcoma
cases in a single oncologic center along 8 years of expe-
rience, and a review of the literature.

Patients and methods

All esophageal cancer patients’ charts of our institu-
tion were reviewed, between 2008 and 2016. Cases of
sarcomatoid neoplasm were identified and clinical and
pathological features of these patients were assessed. For
carcinosarcoma diagnosis, cases were submitted to im-
munohistochemistry. Carcinosarcoma components were
identified by cytokeratin detection (CK-5/6, AE-1/AE-3,
35BH11 or 34BE12) or tumor protein p63, and sarco-
matous elements were identified by vimentin detection.
This project was approved by local institutional ethics
committee.

Results

A total of 1.574 of esophageal cancers was reviewed.
Six (0.38%) cases of carcinosarcoma were selected, 1 fe-
male and 5 male patients (7able 1). Median age was 63
(range:53-76) years old.

Of these patients, 2/6 had previous history of high
amount of alcohol intake and all were tobacco smokers.
One of these cases was previously diagnosed with Chaga-
sic megaesophagus (Patient “2”).

Tumors had vegetating endoscopic features. Patient
"2" had a pediculated aspect, with intraluminal growth.

Squamous cell carcinoma was the carcinoma element
in all cases. Neoplasms had low grade of cellular differen-
tiation (7able 2). Figure I presents microscopy of one of
the cases of a mix cancer of squamous cell carcinoma and
sarcomatous neoplasm.

Curative intent surgery was performed in 2/6 patients,
of which one has been submitted prior to neoadjuvant
therapy and is still alive at 13 months of follow-up, with
recurrence in vertebral bones.

Most cases were diagnosed in advanced oncologic sta-
ges (III and IV), accordingly AJCC 7* Edition.” Metas-
tasis sites were liver and bones. Nodal spread occurred in
5/6 patients.

Patients 3, 4, 5 and 6 had short survival, and died
with disease. Patient who lived longer died at 68 months,
without disease.

Discussion

Esophageal carcinosarcoma is a fairly rare tumor and
knowledge about this disease is still scanty. Its origin is
unknown. The collision theory claims that epithelial and
mesenchymal neoplasms happen to occur at the same
time and collide in esophagus. The conversion theory is
that high-grade carcinoma cells undergo metaplastic mu-
tation, giving origin to the sarcomatous element. Some
theories state that a stem cell would originate epithelial
and mesenchymal neoplasms.> %2

Iyomasa et al® state that most of the carcinosarcoma
tumors are located in the middle or lower esophagus.
Macroscopic aspect is usually polypoid. Yamamoto et al
'3 affirm that sarcomatoid carcinoma has a much better
prognosis than squamous cell carcinoma because these
tumors grow into the lumen, with low invasiveness. Mc-
Cort et al say these tumors usually are diagnosed at early
stage, once symptoms tend to be premature.’

Moreover, these tumors would have a low lymph-no-
dal dissemination incidence.

Our study does not corroborate these statements and
suggest a much worse prognosis of this disease. Half of
the cases were diagnosed with metastasis. Nodal dissemi-
nation was present in most patients. Only one patient
survived longer than 2 years of follow-up. Prior to the
carcinoma diagnosis, this patient was frequently submit-
ted to endoscopic exams due to Chagasic megaesophagus,
leading to an early cancer diagnosis.

Based on previous knowledge on uterus carcinosarco-
ma, curative resection is the first line treatment option,
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Table 1. Main characteristics of patients diagnosed with esophageal carcinosarcoma.

Patient Age Sex Stage" Site Size (cm)  Survival (months)  Esophagectomy Chemotherapy Radiotherapy

1 65 M A Upper and 10 Alive at 13 mo. Yes PC 22x180cGy
Upper and

2 58 M B middle 5 68 Yes No No
Upper and

3 67 M v middle 6 24 No PT No

4 53 M [[[¢ Lower 10 4 No PT No

5 60 M vV Lower 2 4 No IP No

6 76 F vV Lower 13 3 No No No

SCC: squamous cell carcinoma. PC: paclitaxel and carboplatin. PT: cisplatin and paclitaxel. IP: irinotecan and cisplatin

Table 2. Pathology analysis on esophageal carcinosarcoma cases.

Patient Grade of cellular differentiation’ Carcinoma component CK p63 Vimentin
1 G3 SCC Positive Negative Positive
2 G3 SCC Positive Negative Positive
3 G3 SCC Positive Negative Positive
4 G3 SCC Positive Negative Positive
5 G3 SCC Positive Negative Positive
6 G3 SCC Positive Negative Positive

All cases had poorly differentiated (G3)® neoplasms, with squamous cell carcinoma (SCC) as carcinoma element. Immunohistochemistry was performed with detection
analysis for cytokeratin (CK), p63 and vimentin.

Figure 1. Slides section showing a mixture of epitelioid and sarcomatoid pattern of tumor underlying by a ulcera-
ted epithelium (A, HE, 100x). High power view from the epitelioid (B, HE, 400x) and sarcomatoid component
(C, HE, 200x).
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although there is not enough data in the literature to deter-
mine the ideal treatment." Supported by the metaplastic
carcinoma theory, treatment should be modeled based on
treatment protocols for high-risk carcinoma.’

Thereafter, we advocate RO esophagectomy with
strict lymphadenectomy for esophageal carcinosarcoma.
Neoadjuvant chemoradiation therapy should be conside-
red. Palliative chemotherapy or radiation therapy could
be used in cases of contraindication for surgical resection.
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