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Resumen

Los tumores mucoepidermoides que asientan en la trdquea y arbol bronquial son neopla-
sias infrecuentes. Representan menos del 5% de las neoplasias pulmonares. Se presenta
un paciente de sexo masculino, de 29 afios de edad, que consultd por presentar tos con
expectoracion asociado a registros febriles de 8 meses de evolucion, sin pérdida de peso
ni hemoptisis. La TAG revel6 una atelectasia del 10bulo superior izquierdo y una imagen
de aspecto polipoideo de 16 mm localizada en el bronquio fuente izquierdo. En la fibro-
broncoscopia se observd una tumoracion polipoidea a 18 mm de la bifurcacion traqueal.
Se realiz6 una reseccion en manguito con anastomosis bronquial termino-terminal. El
estudio anatomopatoldgico de la pieza informd como carcinoma mucoepidermoide bien
diferenciado. El paciente presentd una buena evolucion postoperatoria con un egreso
hospitalario al quinto dia.

Palabras clave: tumor bronquial, carcinoma mucoepidermoide, cirugia, reseccion
en manguito

Abstract

Bronchial Mucoepidermoid Carcinoma: A Case Report and Literature Review
Mucoepidermoid tumors of the trachea and bronchi are uncommon neoplasms, and
represent less than 5% of all pulmonary neoplasms. We present a 29-year-old patientwho
was referred to our hospital with complaints of cough with expectoration together with
intermittent fever during 8 months without weight loss or hemoptysis. The CT scan of the
chest revealed left upper lobe atelectasis and a polypoid mass in the left main bronchus
with a diameter of about 16 mm. Bronchoscopy revealed a polypoidendobronchial tumor at
18 mm from tracheal bifurcation. The patient underwent a sleeve resection with bronchial
anastomosis. The hystopathological analysis of post-operative material confirmed the
diagnosis of a low grade, well-differentiated mucoepidermoid carcinoma. There were
no complications during the post-operative period and the patient was discharged from
hospital on the fifth day after surgery.

Key words: bronchial tumor, mucoepidermoid carcinoma, surgery, sleeve resection

glandulas salivales' y representan menos del 5% de
las neoplasias pulmonares?.

Los tumores mucoepidermoides que asientan en

la traquea y arbol bronquial son neoplasias infre- Reporte de caso

cuentes. Antiguamente se incluian bajo la catego-

ria de adenomas bronquiales. Se comportan clinica ~ Paciente de sexo masculino, de 29 afios de edad, sin
y morfolégicamente similares a los que afectanlas  antecedentes patoldgicos de relevancia, consulté
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por presentar tos con expectoracion asociado a re-
gistros febriles de 8 meses de evolucion. No refirié
pérdida de peso ni hemoptisis.

Al examen fisico presentaba disminucién de los
ruidos respiratorios y de las vibraciones vocales
asociados a sibilancias en el hemi-térax izquierdo.
En la radiografia de térax se observé una pérdida
de volumen a nivel del campo pulmonar superior
izquierdo (Figura 1A). La TAC revel6 una atelec-
tasia del l6bulo superior izquierdo y una imagen
de aspecto polipoideo de 16mm localizada en el
bronquio fuente izquierdo (Figura 1B-C).

La fibrobroncoscopia mostré una tumoraciéon
polipoidea en el bronquio fuente izquierdo a 18mm
de la bifurcacion traqueal (Figura 2A). La misma
obstruia por completo la luz del bronquio. Al sos-
pechar que se trataba de un tumor carcinoide, se
decidié no tomar biopsias ya que el resultado de
la misma no iba a modificar la conducta quirur-
gica. Se realiz6 una reseccion en manguito con
anastomosis bronquial termino-terminal. El estu-
dio anatomopatolégico de la pieza informé como
carcinoma mucoepidermoide bien diferenciado
de bajo grado de 2 X 1.5 cm (Figura 2B-C-D). La
inmunomarcacién revelé positividad para p53, ci-
toqueratina AE1-AE3, CEA y un Ki67 del 3%. Los
margenes se encontraban libres de enfermedad.
El paciente presenté una buena evolucién posto-
peratoria con un egreso hospitalario al quinto dia.

Discusion

Los carcinomas mucoepidermoides (MECs) que
afectan a los bronquios son habitualmente neo-
plasias bien circunscriptas cubiertas por mucosa
bronquial normal que se caracterizan por invasién
local con baja diseminacion a distancia®. Los MECs
de BAJO GRADO (como el caso que se presenta)
deben diferenciarse de los MECs de alto grado y
carcinomas adenoescamosos, por ser estos dos 1l-
timos de peor pronéstico y tratamiento diferente®.
Los MECs se originan en las glandulas bronquiales.
El de bajo grado se localiza en el centro de las mis-
mas y tiene caracteristicas histolégicas similares
a las glandulas salivares contiguas con mezcla de
glandulas mucinosas y células escamosas con o sin
atipia. Si bien los de alto grado son mas dificiles
de diferenciar de los carcinomas adenoescamosos,
estos ultimos presentan queratinizacion mientras
que en los de alto grado esta ausente, asi como rara
vez presentan carcinoma in situ.

El tratamiento quirtrgico empleado para los
MECs es similar al que se realiza en el cancer de
pulmén®. Como alternativa quirtrgica se puede
realizar una lobectomia, una reseccién en mangui-
to, una reseccion local o una reseccién endoscépica.
El tipo de cirugia a realizar va a depender de la
localizacién del tumor y de la experiencia de cada
equipo quirargico. Cuando el tumor asienta en

Figura 1A. Radiografia de térax frente. Pérdida de volumen a nivel del campo pulmonar
superior izquierdo B-C. TAC térax. B. Atelectasia del I6bulo superior izquierdo. C. Imagen
de aspecto polipoideo de 16 mm localizada en el bronquio fuente izquierdo.
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Figura 2A. FBC. Tumoracion polipoidea en el bronquio fuente izquierdo a 18mm de la
bifurcacion traqueal. B-C-D. Estudio microscopico. Carcinoma mucoepidermoide bien
diferenciado de bajo grado de 2 x 1.5 cm.

bronquio fuente, la reseccién en manguito deberia
ser la cirugia indicada. La neumonectomia debe ser
la ultima opcién terapéutica®.

La invasién ganglionar est4 descripta en menos
del 5% de estos tumores. Sin embargo, a pesar de
que se cree que tienen mejor prondéstico que el
cancer de pulmoén de células no pequenas, en los
de alto grado el tratamiento debe ser radical’.

Luego de la cirugia, la mayoria de los pacien-
tes presentan buenos resultados. No obstante,
un pequeno subgrupo de pacientes puede sufrir
recurrencias a distancia durante el seguimiento a
largo plazo. En pacientes con tumores de glandulas
salivales, niveles elevados de FDG en el PET-TC son
habitualmente indicadores de afectacién ganglionar
pero no de baja supervivencia, mientras que los
hallazgos tomograficos de enfermedad avanzada
se correlacionan con una supervivencia mas pobre®.

Yousem and Hochholzer? mencionan que pacien-
tes anosos y aquellos con afectaciéon ganglionar
presentan un peor prondéstico. En la serie repor-
tada por Vadasz y Egervary'?, sélo los tumores de
alto grado desarrollaron metastasis ganglionares
y en el estudio publicado por Xi et al., el analisis
univariado mostro6 que tanto la edad como el TNM
estaban correlacionados con la supervivencia
global. Sin embargo, en el estudio multivariado,
el tnico factor independiente fue la afectacion
ganglionar!!.

La diseminacién ocurre de manera linfatica o he-
matdgena. Los sitios mas frecuentes de metastasis
son los ganglios linfaticos regionales (48%), hueso
(25%), ganglios linfaticos alejados (18%), glandula
suprarrenal, cerebro y piel (14%)'2.

En los tumores de bajo grado, la radioterapia
postoperatoria no es necesaria mientras que, en
los de alto grado, debe utilizarse junto con la qui-
mioterapia como tratamiento adyuvante cuando
los margenes de reseccion estén comprometidos o
cuando se trate de tumores irresecables con me-
tastasis a distancia al momento del diagnéstico®®.
Las drogas con mayor efectividad que se utilizan
para la quimioterapia son: cisplatino, docetaxel,
gemcitabine, adriamicina y pemetrexed!“.

Dado que el EGFR esté frecuentemente sobre
expresado en los MECs de las glandulas salivales,
se han hecho pruebas para evaluar qué sucedia
en los de localizacién bronquial. La evidencia
publicada en la bibliografia no es concluyente.
Diversos estudios en donde se encontraba muta-
do el EGFR, el inhibidor de la tirosina quinasa
(gefitinib) resulto efectivo'® y se ha sugerido que
esta terapia podria mejorar el pronéstico en las
recurrencias y en los tumores de alto grado. No
obstante, el rol del inhibidor es aun incierto y
en multiples reportes de casos publicados atin no
esta del todo aceptado. En una revision publicada
se encontr6 que de 48 pacientes con MEC sélo
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nueve presentaban mutaciones del EGFR y que
lo pacientes que no presentaban esta mutacién
respondieron a los inhibidores de la tirosina
quinasa'®.

Conclusion

Las neoplasias mucoepidermoides primarias de
pulmoén son una variedad infrecuente de cancer
de pulmén. Los pacientes con tumores de bajo
grado, como el presentado en este reporte, ha-
bitualmente tienen buen pronéstico luego del
tratamiento quirargico y la terapia adyuvante
no tendria indicacién. Sin embargo, en los MECs
de alto grado, al igual que en los carcinomas de
células pequenas de pulmén que presentan mal
prondstico, el tratamiento adyuvante dirigido hacia
el EGFR podria ser de gran aporte pero atin no hay
evidencia suficiente.

Conflictos de interés: SQ es consultora en estudio
de seguridad de la pirfenidona financiado por la compania
farmacéutica DOSA.
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Abstract

Bronchial Mucoepidermoid Carcinoma: A Case Report and Literature Review

Mucoepidermoid tumors of the trachea and bronchi are uncommon neoplasms, and represent less than 5% of all pulmonary neoplasms.
We present a 29-year-old patientwho was referred to our hospital with complaints of cough with expectoration together with intermittent
fever during 8 months without weight loss or hemoptysis. The CT scan of the chest revealed left upper lobe atelectasis and a polypoid
mass in the left main bronchus with a diameter of about 16 mm. Bronchoscopy revealed a polypoidendobronchial tumor at 18 mm
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fromtracheal bifurcation. The patient underwent a sleeve resection with bronchial anastomosis. The hystopathological analysis of post-
operative material confirmed the diagnosis of a low grade, well-differentiated mucoepidermoid carcinoma. There were no complications
during the post-operative period and the patient was discharged from hospital on the fifth day after surgery.

Key words: bronchial tumor, mucoepidermoid carcinoma, surgery, sleeve resection

Introduction

Mucoepidermoid lung tumors of the trachea and
bronchi are uncommon neoplasms, previously
included under the term bronchial adenoma.
They are morphologically and clinically similar
to mucoepidermoid tumors of the salivary glands!
and represent less than 5% of all pulmonary neo-
plasms?. Histologically, MEC is characterized by a
combination of mucus-secreting, squamous, and
intermediate cell types.

Case report

A 29-year-old man was referred to our hospital
with complaints of cough with expectoration along
with on and off fever for last 8 months. He did
not reported weight loss or hemoptysis. His past
medical history was unremarkable.

General physical examination revealed decreased
breath sounds and decreased vocal resonance and
wheezing on the left side. The examination of other
systems was unremarkable. A chest radiograph was
suggestive of volume loss in the left hemithorax
(Figure 1A). Further evaluation with CT scan of

the chest revealed left upper lobe atelectasis and
a polypoid mass in the left main bronchus with a
diameter of about 16 mm (Figure 1B-C).

Bronchoscopy was performed, revealing a po-
lypoid endobronchial tumor, localized in the left
main bronchus (18 mm from tracheal bifurcation),
completely occluding its lumen (Figure 2A). The
suspected diagnosis was a carcinoid tumor and be-
cause of the perspective of a surgical treatment, the
risk of bleeding was not considered cost-effective
and the tumor was not biopsied.

The patient was transferred to thoracic sur-
gery ward for surgical treatment. He underwent
a sleeve resection with bronchial anastomosis.
The hystopathological analysis of post-operative
material confirmed the diagnosis of a low grade,
well-differentiated mucoepidermoid carcinoma
(Figure 2B-C-D). The remaining bronchial stump
did not contain microscopic disease.

Immunohistochemical results showed that the
tumor was strongly stained with monoclonal an-
tibodies anticytokeratins AE1 and AE3. It showed
Ki67 antigen staining of 3% and CEA: (+). Tumor
also stained for p53. There were no complications

Figure 1A. Thorax X-ray. Missing volume at the left upper lung field. B-C. CT thorax. B. left
upper lobe atelectasis. C. Polypoid image of 16 mm located in the left main bronchus.
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Figure 2A. FBC. Polypoid tumor in the left main bronchus located 18mm from the tracheal
bifurcation. B-G-D. Microscopy. Well differentiated mucoepidermoid carcinoma of low
grade 2x 1.5¢cm

during post-operative period and the patient was
discharged from hospital on the fifth day after

surgery.
Discusion

When mucoepidermoid tumors occur in the bron-
chus they have been described as well circums-
cribed, covered by normal bronchial mucosa and
characterized by local invasion with only a few
instances of distant metastases®. In the World
Health Organization’s histological classification
of lung tumors, MECs belong in the main group of
malignant epithelial tumors and the subgroup of
salivary gland tumors*. Mucoepidermoid carcinoma
of high-grade malignancy should be differentiated
from adenosquamous carcinoma and from low-
grade mucoepidermoid carcinoma, which has a
better prognosis. MEC arise from bronchial glands,
low-grade mucoepidermoid carcinoma are centrally
located and show histologic features identical to
their salivary gland counterpart, with mixture of
mucinous glands, intermediate or squamoid cells,
with no or mild atypia. High-grade mucoepidermoid
carcinoma is more difficult to differentiate from ade-
nosquamous carcinoma. Keratinization, a feature
of adenosquamous carcinoma, is absent in high-
grade MEC. Another difference is that the surface
epithelium of MEC rarely shows in situ carcinoma.

Radical surgery based on lung cancer treatment
is performed for MEC, and in recent years this ope-
ration has been frequently performed using VATS?.
MECs of the lung are often treated by lobectomy,
sleeve resection, local resection, segmental resec-
tion, or even endoscopic removal. Sleeve lobectomy
should be considered when the primary bronchus
isinvaded, and pneumonectomy is the last choice®.

Regional lymphatic node metastases have been
seen in less than 5% of these tumors. In high-grade
tumors, the prognosis is variable. Although, high-
grade MECs are thought to have a better prognosis
than non-small cell lung carcinomas, they also
should be treated by radical surgical treatment’.

Most patients with this disease have a favorable
outcome after a complete resection. However, the
disease may recur in distant organs in a small
subset of the patients during long-term follow-up
periods. Higher FDG uptake is associated with
nodal disease in patients with primary salivary
gland-type tumors of the lung but is not predicti-
ve of survival, whereas CT features suggestive of
advanced disease correlate with worse outcome?®.

Yousem and Hochholzer® proposed that the
prognosis of older patients and those with hilar
lymph node metastasis is worse. In the series re-
ported by Vadasz and Egervary', only high-grade
tumors develop lymph node metastasis and in the
21 patients reported by Xi et al, univariate analysis
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showed that age and TNM stage were correlated
with OS and PFS. However, multivariate regres-
sion analysis revealed that lymph node metastasis
was the only independent prognostic factor!!.

Metastases in MECs occur by lymphatic or
hematogenous ways. They are more frequent in
the regional lymphatic nodes (48%), bone (25%),
distant lymphatic nodes (18%), and the adrenal
gland, cerebral, and skin (14%)'2.

Postoperative radiation therapy or chemothera-
py is unnecessary in the low-grade variant of these
tumors.6 High-grade mucoepidermoid carcinoma
carries a worse prognosis, and it must be treated as
anon-small cell lung cancer with more radical sur-
gical resection, even if this lesion is known to have
a better prognosis than bronchogenic carcinoma?s.
Radiotherapy and chemotherapy should be added
in patients whose surgical margins remained posi-
tive and whose tumors cannot be re-resected, or in
inoperable patients who already are metastatic at
the time of diagnosis. There is effective treatment
for high-grade tumors and those patients usually
have a poor prognosis. Cisplatin, docetaxel, ge-
mcitabine, adriamycin, and pemetrexed have been
reported as potential chemotherapy combinations.

Given that the epidermal growth factor receptor
(EGFR) is frequently overexpressed in MECs of
salivary gland origin, bronchial MECs have been
tested for EGFR. Evidence is inconclusive. There are
several reports on the efficacy of the tyrosine kinase
inhibitor gefitinib in patients with epidermal growth
factor receptor (EGFR) gene mutations'® and it has
been suggested that this molecularly targeted therapy
is likely to improve the prognosis of cases with pro-
gressive high grade and recurrent MEC. However, in
spite of some case reports, the role of TKI therapy in
metastatic MECs remains unclear. It must be taken
into account the finding that no activating EGFR
mutations were detected in the tumors of patients who
reportedly responded to the TKI therapy' reported
in a review of the literature, that 48 pulmonary MEC
tumors were tested for EGFR mutations, and nine
tumors (19%) tested positive for mutations. Of note,
all the EGFR mutations were detected in the Asian
population. Whether treatment with TKIs improves
outcome in these patients remains unclear.

Conclusion

Primary pulmonary MEC represents a very infre-
quent type of lung cancer. Patients with low-grade
MECs, like the present patient, usually have a

good prognosis after primary surgical resection.
Adjuvant treatment is not indicated for these pa-
tients. However, in cases of high-grade malignant
neoplasm as in small cell lung cancer, surgery
results in a significantly worse prognosis. The role
of targeted therapy directed against EGFR is yet
to be determined.

Conflict of interest: SQ is a consultant in the research
study “Safety of pirfenidone in IPF” sponsored by DOSA.
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