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SMALL CELL CARCINOMA OF THE URINARY BLADDER.
A CLINICOPATHOLOGIC STUDY OF FIVE CASES
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Aims and background: Small cell carcinoma of the bladder (SC-
CB) is a rare entity characterized clinically by an aggressive
behavior with a high incidence of systemic metastases. We re-
port the clinicopathologic findings of five cases.

Methods: We reviewed five consecutive patients with SCCB
treated at our institute. In each case the following clinical data
were recorded: age, sex, presenting symptoms, endoscopical-
ly determined location of the tumor, clinical staging, node in-
volvement (if any), site of metastases (if any), treatment, fol-
low-up and outcome.

Results: There were four male and one female patients, age
range 42 to 68 years, mean 57.6 years. The clinical presenta-
tion was not different from conventional transitional cell carci-
noma, with hematuria being the most frequent complaint (four
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introduction

Small cell carcinoma (SCC), which characteristically
occurs in the lungs, has been described in a number of
extrapulmonary sites'. Although it has been rarely re-
ported, urinary bladder is the most common site of ex-
trapulmonary SCC in the genitourinary tract. The first
case of SCCB was reported by Cramer in 19817. Since
then, approximately 160 cases have been reported
worldwide?.

The biological behavior and microscopic, ultrastruc-
tural, and immunohistochemical features of SCCB are
similar to those of small cell lung carcinoma (SCLC).
Based on published reports, SCCB usually has an ag-
gressive clinical course characterized by early systemic
dissemination and high mortality from metastatic dis-
ease. The overall five-year survival rate for all reported
cases has been estimated at 8.3%®%. This article describes
the clinical and pathologic features of five cases among
a total of 550 patients diagnosed with bladder carcino-
ma and treated at our institute during an eight-year peri-
od (1994-2001).

Patients and methods

The following clinical data were recorded in each
case of SCCB: age, sex, presenting symptoms, endo-
scopic tumor location, clinical stage, node involvement
(if any), site of metastases (if any), treatment, follow-up

cases). Microscopic examination revealed oat cells in three
cases and an intermediate variant in one. At the time of diag-
nosis the tumors were staged as T3bN2M0, T2N2MO0, TANOMO,
T3aNOMO, and T2NOMO. Primary therapy consisted of radical
cystectomy alone (one case), transurethral resection (TUR)
alone (one case), TUR with chemotherapy (two cases), or TUR
with chemotherapy and radiotherapy (one case). Four patients
died of progressive disease, with survival from the time of di-
agnosis ranging from 7 to 16 months (mean, 12.2 months).
One patient died of myocardial infarction (unrelated to the pri-
mary disease) one month after diagnosis.

Conclusion: Our study indicates that primary small cell carcino-
ma of the urinary bladder is as aggressive as its pulmonary
counterpart and the overail prognosis of this tumor is very poor.

and outcome. Clinical staging was done according to
the 1997 TNM staging system’.

Light microscopic examination

Cystectomy and transurethral resection specimens
were processed in a routine manner and embedded in
paraffin blocks. Tissue sections stained with hema-
toxylin and eosin were examined in all cases. A diagno-
sis of small cell carcinoma was made only when the
morphologic criteria established by the World Health
Organization (WHO) for SCLC were met!?. Histologi-
cally the tumors were subdivided into three groups ac-
cording to the WHO definitions: 1) oat cell carcinoma,
2) intermediate cell type carcinoma, and 3) combined
carcinoma type.

Immunohistochemical studies

Immunohistochemical studies were performed using
the avidin-biotin complex method of Hsu et al.!! in all
patients. Antibodies against the following antigens were
used: neuron-specific enolase (NSE) (DAKO, mono-
clonal mouse antihuman neuron-specific enolase), chro-

. mogranin (Neomarkers, monoclonal mouse antihuman

chromogranin A Ab-3), cytokeratin (DAKO, monoclon-
al mouse, antihuman cytokeratin), leukocyte common
antigen (LCA) (DAKO, monoclonal mouse antihuman
leukocyte common antigen, CDA45), and synaptophysin
(Neomarkers, polyclonal rabbit antihuman synapto-
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physin Ab-1). Appropriate positive and negative con-
trols were used.

Results

Clinical findings

Clinical details are summarized in Table 1. There
were four male and one female patients, age range 42 to
68 years, mean 57.6 years. The most common present-
ing symptom was gross hematuria, observed in four pa-
tients. One patient presented with dysuria and obstruc-
tive uropathy. No patient showed evidence of paraneo-
plastic syndromes. Cystoscopy revealed the lateral
walls to be the site of origin in all cases.

At the time of diagnosis the tumors were staged as
T3bN2MO (case 4), T2N2MO (case 1), TANOMO (case
5), T3aNOMO (case 3), and T2NOMO (case 2). One pa-
tient (case 2) was treated only with cystectomy. Three
months later this patient developed distant metastases in
the liver and parailiac and paraaortic lymph nodes. Six
cycles of cisplatin (80 mg/m? day 1) and etoposide (100
mg/m? days 1 to 3) were given but no remission was
achieved. The patient died of progressive disease 14
months after the diagnosis of SCCB.

Four patients (cases 1, 3, 4 and 5) were treated with
tumor debulking by cystoscopy- guided transurethral
resection (TUR). One patient (case 4) could not receive
radiotherapy or chemotherapy after TUR because of the
development of congestive heart failure and cardiac
rhythm disturbance. The patient died of myocardial in-
farction one month after the diagnosis of SCCB.

The remaining three patients received systemic
chemotherapy consisting of cisplatin and etoposide
(case 5) or cyclophosphamide 1000 mg/m?, doxorubicin
45 mg/m? and vincristine 1.4 mg/m? (cases 1 and 3).
These patients completed the six scheduled cycles. At
the end of chemotherapy, one patient (case 5) achieved
a complete remission and received adjuvant radiothera-
py to bladder and pelvis (6660 cGy). However, the pa-
tient developed recurrences in the brain and died 16
months after the diagnosis of SCCB. The other two pa-
tients (cases 1 and 3) died of progressive disease 7 and
12 months, respectively, after the diagnosis of SCCB.

Table 1 - Clinical features of patients with SCCB
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Microscopic type and immunophenotype

Three patients had oat cell type SCC, two had the in-
termediate type. Small cell carcinomas were composed
of relatively uniform small cells consisting mainly of a
nucleus. These nuclei were densely chromatic. NSE
was the most consistently positive neuroendocrine
marker, with reactivity being observed in all five cases
studied. Staining was cytoplasmic and strongly reactive.
Chromogranin reactivity was seen in three cases, synap-
tophysin reactivity in two. Cytokeratin positivity was
found in two of five cases. Negative results were ob-
tained with LCA in all cases.

Discussion

SCCB accounts for 0.5% to 1.0% of bladder malig-
nancies'?!4. The histogenesis of SCCB has not been
clearly defined. There are three possible explanations
for its origin'>1%16, One possibility is that the tumor
arises from a neuroendocrine stem cell (Kultschitzky-
type) that exists in the urothelium of the bladder. Anoth-
er hypothesis is that these tumors arise from cells in the
submucosa or muscularis that are of neural crest origin.
A third explanation for the origin of SCCB is that these
tumors arise, through a process of metaplasia, from
conventional high grade transitional cell carcinoma
(TCC).

The clinical presentation of SCCB does not differ
from that of other malignant tumors of the bladder.
There is male predominance and patients are usually in
their seventh or eighth decade®. Hematuria is the most
common presenting symptom. Less common symptoms
are bladder irritability, suprapubic or flank pain, and ob-
structive uropathy!’,

The optimal management of SCCB has not been es-
tablished. Long-term survivors after surgery alone were
reported among patients with SCCB!718, In our series,
one patient (case 2) was managed with radical cystecto-
my alone for a T2NO tumor but subsequently developed
early distant metastases and died at 14 months from di-
agnosis. Thus, radical cystectomy alone might not be
sufficient for invasive disease.

Case Age/Sex Symptoms Cell type Stage Primary therapy* Metastases Additional therapy** Follow-up
no. (months)
1 54/M Hematuria Intermediate T2N2ZMO TUR, CH (Cy, Vinc, Dox)  Lymph nodes, brain  RT to brain DOD/7

2 42/M Hematuria  Intermediate T2NOMO  Total cystectomy Liver, lymph nodes CH (Cis-P, VP-16) DOD/ 14
3 57/M Hematuria Oat cell T3aNOMO TUR, CH (Cy, Vinc, Dox)  Adrenal gland, liver No DOD/ 12
4 67/F Hematuria Oat cell T3bN2MO TUR Lymph nodes No DUC/ 1

5 68/M Dysuria, Oat cell T4ANOMO  TUR, CH (Cis-P, VP-16),  Brain RT to brain DOD/ 16

obstructive
uropathy

RT (6660 cGy)

TUR: transurethral resection; CH: chemotherapy; RT: radiotherapy; Cis-P: cisplatin; Vinc: vincristine; Dox: doxorubicin; VP-16: etoposide; Cy: cy-
clophosphamide; DOD: dead of disease; DUC: dead of unrelated cause; *Primary therapy refers to all treatments given after the diagnosis of SCCB;
**additional therapy refers to any subsequent therapy for local recurrence or metastatic disease.
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Cystectomy may not be required in some patients
with SCCB confined to the pelvis. Some authors
demonstrated that systemic chemotherapy and local ra-
diation therapy for SCCB may produce long-term com-
plete remission'®?°, This approach allows preservation
of the bladder and improves the quality of life. Some
authors suggested that surgery (cystectomy or TUR)
plus adjuvant systemic chemotherapy is the treatment of
choice!>?!, Like for SCLC, cisplatin-based chemothera-
py regimens are most commonly used for the manage-
ment of SCCB. Newer chemotherapeutic agents such as
gemcitabine and paclitaxel could increase the
chemotherapeutic options for SCCB and may improve
the survival rate??.

Relapse of SCLC in the brain is frequently reported
and prophylactic brain irradiation is the standard of care
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