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Primary Lymphoepithelioma-like Carcinoma of the Lung in a 13 year old Girl
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Abstract

Lymphoepithelioma-like carcinoma, a large cell carcinoma with
pronounced lymphocyte infiltration, is a rare entity mostly seen
in the nasopharynx. But primary pulmonary LELC in children &
adolescents is extremely rare. Here we present a 13 year old girl with
chief complaint of fever, cough, shortness of breath and heaviness
in the left side of chest. She underwent left upper lobectomy.
Histopathological examination of the biopsy specimen confirmed
it to be a case of large cell carcinoma of lung, lymphoepithelioma
type, invading pleura (stage pI3NOMO) with high serum titre of
anti Epstein-Barr virus IgG antibody.
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Introduction

Primary Lymphoepithelioma like carcinoma (LELC) of lung is
a very rare disease. Since the first reported case in 1987, just 150
cases have been reported.? Originally described in nasopharynx,
lymphoepitheliomas are undifferentiated carcinomas with
predominant lymphoid infiltration. Recently this tumor has been
described in a number of other sites. An association with prior
infection by Epstein-Barr virus has been recognized in cases from
nasopharynx as well as its lung counterpart.>* Such primary lung
neoplasms are much rarer in children & the adolescent age group.’
Here we report an uncommon case of primary pulmonary LELC

in a 13-year-old girl of Indian origin.
Case Report

A 13 year old girl presented with low grade intermittent fever and
cough with scanty mucoid sputum for 6 months and progressive
shortness of breath and heaviness in the left side of chest for
4 months. She had no history of muscle weakness,diabetes,
hypertension or tuberculosis. On examination, she had pallor
withoutany palpable lymphadenopathy and dull note on percussion

in left mammary region with diminished vesicular breath sound.
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Her X- ray Chest PA view (figure 1) showed left hilar mass
and contrast enhanced CT scan of thorax (Figure 2) revealed a
large heterogenous lobulated enhancing mass in antero-superior
mediastenum. CT guided FNAC showed biphasic population of
cells. Epithelial component had oval to spindle shaped nuclei, pale
cytoplasm, indistinct cytoplasmic border and epithelial cells were
admixed with lymphoid cells. Initially a provisional diagnosis of

Thymoma was made. Repetitive nerve stimulation test was within

normal limit.

Figure 2: CT scan of thorax

She underwent left lung upper lobectomy and the tumour
measured to be 14 x 9 x 5 cm in size was removed. Histopathological
examination of the lung tumor (figure 3) showed sheets and nests
of epithelial cells separated by stroma rich in plasma cells and
lymphocytes that also extend into the tumor aggregates involving

the overlying pleura. The bronchial cut margin was free of lesion.
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All lymphnodes showed reactive hyperplasia with no evidence of

metastasis.
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Figure 3: Histopathological examination of the lung tumor

A diagnosis of — Large cell carcinoma Lung, lymphoepithelioma
type, was confirmed with stage pI'3 NO MO. In situ hybridization
for Epstein Barr virus was not done as we do not have this facility
in our institution. So we went for serum anti-EBV IgG which
was positive in high titre (179.23 IU/ml). She received 6 cycles of
chemotherapy with Cyclophosphamide, Doxorubicin, Cisplatin
every 3 weekly interval and 3960cGy doses of radiation in 22
fractions in a span of 4 weeks. Now she is symptom free for more

than 2 years and has resumed her studies.
Discussion

Primary LELC, a distinct clinico—pathological type of lung
carcinoma, predominantly affect adults of Asian origin with no
clear sex predilection. In contrast to non-small cell lung carcinoma,
primary LELC has minimal association with cigarette smoking.
Patients with primary LELC tend to have a more favorable
prognosis than do patients with non-small cell lung carcinoma. In
particular metastasis tend to develop less frequently & appear later
in the disease course in patients with primary LELC.

Approximately half of the patients are asymptomatic, whereas
others present with various pulmonary symptoms. The tumor
usually forms a solitary, discrete subpleural nodule, but some
patients have extensive bilateral disease at presentation. Major
bronchi are not usually affected.”

Histologically, it is indistinguishable from undifferentiated
nasopharyngealcarcinoma, characterizedbyasyncytialappearance,
lymphocyte infiltration & focal squamous differentiation.’ The
lymphoid infiltrate is so prominent as to suggest lymphoma.”
Pulmonary LELC is a subtype of large cell carcinoma of lung
according to the 1999 World Health Organization histological
typing of lung & pleural tumors.®

Epstein Barr virus (EBV) which is a member of Herpes virus
group, has been associated with a number of lymphoid neoplasm,
including endemic Burkitt’s lymphoma, Hodgkin's disease, post-
transplantation & HIV associated lymphoproliferative disease.

EBV has also been found within epithelial neoplasms including
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undifferentiated nasopharyngeal carcinoma & LELC involving
lung, thymus, stomach, salivary glands and skin.” A strong
association between EBV & LELC has been well documented by
serologic & molecular biologic analysis, particularly in patients of
Asian decent. Though the precise role of EBV in tumorigenesis is
unclear, because a similar strong association has not been found
in white patients. For lymphoepithelioma that occurs in other
sites such as cervix, vagina and urinary bladder, there is no known
association with EBV.”

A multimodality approach to the management of this disease
is recommended. The mainstay of treatment for early stage disease
is curative surgical resection, whereas multimodality treatment
(Surgery, Chemotherapy, Radiotherapy) has been adopted in
advanced or metastatic disease? The encouraging response to
combination chemotherapy with 5-fluorouracil/Leucovorin/
Cisplatin, supports its use with radiotherapy in unresectable
LELC." Capecitabine, which is converted into active 5FU
within tumour cells has also been used as single agent for salvage
chemotherapy.!!

Pulmonary lymphoepithelioma is associated with a better
survival rate than other large cell carcinomas of the lung. The 2-
& 5- year survival rates for patients with LELC were 79.9% &
53.5%, respectively, versus 59.5% & 39.1% respectively for patients
with non-LELC.” Tumor recurrence & necrosis appear to be the
prognostic factors predicting diminished survival.®

The most interesting part of our case is the diagnostic work-
up of it that was initially presumed to be a case of thymoma and
RNST was done to exclude myasthenia gravis as it may be present
in 30-40% of thymoma patients.'? Histopathological examination
of the surgical specimen revealed LELC which we never thought
of in this tender age. The merit of the case also lies on the fact that
it may be the first reported case of primary lympho-epithelioma
type lung carcinoma in adolescent age-group, from India, so far
our knowledge goes.

As she had surgery and received both radiotherapy and
chemotherapy, then she responded well to this multimodality
approach and at present she is on regular follow-up with no

evidence of recurrence of disease.
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