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ABSTRACT

Lymphoepithelioma-like carcinoma is an undifferentiated carcinoma with histological features similar to
undifferentiated, non-keratinizing carcinoma of the nasopharynx. Lymphoepithelioma-like carcinoma of the
urinary bladder is uncommon with a reported incidence of 0.4%- 1.3% of all bladder cancer. We report a case
of a 72 year-old-man with a muscle-invasive lymphoepithelioma-like carcinoma of the bladder who was
treated with radical cystectomy with a 12-month follow-up.
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Introduction

Lymphoepithelioma-like carcinoma (LELC) is a rare
malignancy, named for its resemblance to
nasopharyngeal undifferentiated carcinoma or
lymphoepithelioma and has been reported to occur in
other sites of the body. LELC of the bladder was first
described by Zukerberg et al in 1991 [1]. It represents
a rare variant of urothelial carcinoma, with features
resembling nasopharyngeal carcinomas and a
reported incidence of 0.4% to 1.3% of all bladder
carcinomas [2]. Because of the small number of cases
reported in the literature, prognosis and ideal
treatment guidelines have not been clearly defined.
We report a case of a muscle-invasive LELC of the
bladder with 12 months to follow-up and review the
literature of this uncommon pathology.

Observation

A T72-year-old man, with a history of chronic
smoking, presented with intermittent gross hematuria
for several weeks. Physical examination and vital
signs were unremarkable. Ultrasounds revealed an
intravesical echogenic image localized at the
posterior and left-side wall of his bladder. A CT scan
of the abdomen and pelvis showed multifocal tumors
of the urinary bladder in the posterior, right-side, and
left-side wall (Figure 1) with dilation of the left upper
urinary tract. There was no pelvic lymphadenopathy.
Cystoscopic examination revealed multiple bladder
tumors, the largest in the left postero-lateral wall.
Transurethral resection of bladder tumor (TURBT)
was performed and histopathological examination
revealed high-grade urothelial carcinoma papillary
type and associated lymphoepithelioma-like
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carcinoma (LELC) of the urinary bladder, with
extensive muscle invasion (Figure 2). After a chest
CT scan that did not show a secondary location, a
radical cystectomy with ileal conduit diversion and
lymph node dissection were performed with no
postoperative complications. The final pathology
report showed high-grade urothelial carcinoma
associated with LELC in the left wall with muscle
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invasion. All lymph nodes were free from metastatic
urothelial carcinoma. It was classified aspT2 NO. The
patient didn’t have per-operative chemotherapy. The
regular clinical and radiological (CTs) follow-up
showed no evidence of recurrence or metastasis and
the patient is currently free of disease after a follow-
up of 12 months.

Figure 1. CT scan showing multifocal tumors of the urinary bladder in the posterior, right-side, and left-side walls.

Figure 2. A microscopic aspect of high-grade urothelial carcinoma papillary type and associated

lymphoepithelioma-like carcinoma.
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Discussion

The majority of urinary bladder malignancies have a
urothelial origin, accounting for approximately 90%
of these tumors [3]; however, additional histological
variants such as sguamous, glandular,
micropapillary, sarcomatoid, lymphoepithelioma-
like and other tumor types may be found. LELC of
the bladder was classified as a distinct variant of
urothelial carcinomas in the classification of the
World Health Organization of urothelial tumors in
2004 [4]. This variant resembles lymphoepithelioma
of the nasopharynx and has been described in the
urinary bladder but also in the upper urinary tract. It
is an extremely rare tumor first described by
Zukerberg et al in 1991 [1]. In 1994, Amin et al
categorized LELC of the urinary bladder into three
subgroups: pure, predominant (>50%
lymphoepithelial component), and focal (<50%
lymphoepithelial component) [5]. The Epstein-Barr
virus (EBV) is sometimes associated with a
lymphoepithelioma of the nasopharynx but was not
detected in any of the cases of LELC of the urinary
bladder [6]. Lymphoepithelioma cases have frequent
p53 accumulations supporting similar pathogenesis
to conventional urothelial carcinoma [7]. The
epithelial component is composed of nests, sheets,
and cords of undifferentiated cells with large
pleomorphic nuclei and prominent nucleoli. The
cytoplasmic borders are poorly defined, imparting a
syncytial appearance, with positive CKAEL/AE3,
CK7, GATAS3, and negative-to rare CK20. The
background consists of a prominent lymphoid stroma
that includes T and B lymphocytes, plasma cells,
histiocytes, and occasional  neutrophils or
eosinophils. CD3 T-lymphocytes predominate [8,9].
The major differential diagnostic considerations are
poorly differentiated urothelial carcinoma with
lymphoid inflammatory response, poorly
differentiated squamous cell carcinoma, and
lymphoma [10]. Immunohistochemical studies for
cytokeratin and lymphoid markers can help in
resolving the differential diagnosis. LELC of the
urinary bladder is a male-predominant tumor with a
male-to-female ratio of 3:1, and the average age is
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68.4 (52-84) years [2]. The clinical presentation does
not differ from that of urothelial carcinoma, so most
patients present with painless gross hematuria [2]. At
endoscopy, the tumor is often unifocal, small, and has
a polypoid form [1]. Owing to limited experience,
standard therapeutic approaches for LELC of the
urinary bladder are not well established yet. The pure
or predominant type responds better to chemotherapy
than conventional urothelial carcinoma, and this
provides a potential to salvage bladder function [6].
This advantage is lost when the urothelial elements
predominate. Lopez-Beltran et al. [11] reported that
2 of 3 patients with pure type received transurethral
resection of the bladder and adjuvant chemotherapy.
They both showed no evidence of disease at 21 and
47 months. Tamas et al. [6] reported that 2 of 3 pure
cases received chemotherapy, and they both showed
no evidence of disease at 4 and 65 months. Dinney et
al. [12] reported a complete response to
chemotherapy and TURBT in 3 cases of muscle-
invasive LELC, with no evidence of recurrence after
6 years of follow-up. In most cases, platinum-based
chemotherapies were performed [13]. Most authors
recommend radical cystectomy in the case of muscle
infiltration [6]. We opt for radical cystectomy in our
case taking into account the low level of evidence
advocating conservative treatment.
Lymphoepithelioma-like bladder carcinoma has been
found to have a similar prognosis, chemo-sensitivity,
and response to immunotherapy to the observed in
conventional urothelial carcinoma [10]. Serrano et al.
[14] reported a recurrence-free survival in 87.5% of
patients who had a pure form and stages T2 or T3.
The prognosis of pure forms is linked to the
importance of the inflammatory infiltrate and
cytotoxic T lymphocytes [14]. Finally, recent
preliminary data published as an abstract also support
using immunotherapy in these patients [10].

Conclusion

LELC isa rare variant of urothelial carcinoma whose
therapeutic approaches are not established yet.
Radical treatment seems most appropriate for
muscle-invasive mixed forms of LELC, while pure
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forms could be managed with bladder-sparing
approaches. It is strongly suggested that a clear
guideline for LELC is needed.
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