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Abstract
Small cell carcinoma of the urinary bladder is an extremely 
rare tumor accounting for less than 1% of all cancers arising 
from the bladder. Since the tumor is very rare, pathogenesis 
is uncertain. The tumor shares similar histological features 
with the small cell carcinoma originating at the other sites in 
body. However, its similar clinical features like the conven-
tional transitional cell carcinoma of the bladder, tendency to 
present at a advanced stage and low immunoreactivity to 
the conventional neuroendocrine markers makes the ear-
ly diagnosis challenging and simultaneously crucial for the 
patient’s survival. The unknown etiology and natural history 
of small cell carcinoma of the urinary bladder represent a 
challenge both to the pathologist and urologists for its diag-
nosis and treatment, respectively. Considering the very few 
numbers of case reports available in the literature and lack 
of the definitive data predicting the therapeutic response to 
various modalities, we, herein, describe a case of small cell 
carcinoma originating in the urinary bladder in a female pa-
tient who was treated at our institute.
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prove the life expectancy, a multidisciplinary approach 
including radical cystectomy, chemotherapy, and radia-
tion therapy should be initiated as soon as possible. In 
the present article we report a case of a female patient 
with small cell carcinoma of the bladder and emphasize 
its rarity as well as the role of immunohistochemistry.

Case Report

A 63-year-old female presented to urology outpa-
tient department with complaints of hematuria. The 
patient’s urine examination was positive for blood with 
microscopic presence of 3-7 RBC/hpf. The ultrasonog-
raphy of the urinary bladder revealed a large flat mass 
measuring 4 × 2 cm arising from dome and anterior 
wall of urinary bladder. Contrast enhanced computed 
tomography scan confirmed the anatomical location of 
the mass. Patient underwent cystoscopy and transure-
thral resection (TUR) of the mass. Microscopic sections 
showed sheets and nests of loosely cohesive, small 
round to oval cells with hyperchromatic coarsely gran-
ular nuclear chromatin, scant cytoplasm and marked 
crushing artefact (Figure 1). Immunohistochemically, 
the tumor cells stained positive for cluster of differen-
tiation (CD) 56, chromogranin A, and synaptophysin, 
(Figure 2A, Figure 2B and Figure 2C) and were negative 
for NSE, epithelial membrane antigen and leucocyte 
common antigen. The pathology of resected mass was 
primary small cell carcinoma invading muscularis pro-
pria. The patient’s whole-body scan had no evidence 
of metastasis. Faced with the diagnosis, the attending 
team chose to perform radical cystectomy (RC) and il-
eal conduit urinary diversion and standard lymph node 
dissection under general anesthesia. The patient had no 
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Introduction

Small cell carcinoma of the bladder is a highly aggres-
sive, poorly differentiated neuroendocrine neoplasm 
accounting for only 0.3-0.7% of all bladder tumors. Re-
cently, molecular studies have indicated that small cell 
carcinoma and urothelial cancer are derived from the 
same clonal population, though the tumor is still clas-
sified as a discrete entity [1,2]. Its management is chal-
lenging because it presents in the similar way like other 
more frequent histological types, but with a high met-
astatic potential and is refractory to treatment. To im-
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bladder is very rare. Small cell carcinoma of bladder (SmC-
CB) was firstly reported in 1981 by Cremer, et al. [3]. The 
male: female prevalence ratio of SmCCB is 5:1, and the 
average age of onset is approximately 67 years (range: 
32-91 years) [1]. Small cell carcinoma of bladder has sim-
ilar characteristics of age, sex, and symptoms as of tran-
sitional cell carcinoma (TCC). That is why it is a diagnostic 
challenge, depending only on the skills of the patholo-
gist to differentiate it from urothelial carcinoma, which 
beside the factors already mentioned, has the same ra-
diological aspect of small cell carcinoma of the bladder. 
Cigarette smoking, bladder calculi and long-term cystitis 
are thought to be the etiological factors involved in its 
pathogenesis [2]. Patients typically present with hematu-
ria. Tumors are usually large and polypoid or nodular and 
may have an ulcerated surface. The lateral bladder walls 
are the most common site. Epidermal growth factor re-
ceptor (EGFR) protein expression and gene amplification 
were evaluated in small cell carcinoma of bladder, and 
presence of these was correlated with the pathological 
stage of this tumor. On the other hand, DNA methylation 
can be used as a biomarker in the diagnosis, treatment, 
and follow-up of small cell carcinoma of bladder [4].

complications after RC and she was discharged on day 
19 after RC. She was also given neo adjuvant chemo-
therapy (received four cycles of cisplatin, gemcitabine 
and paclitaxel) and is doing well.

Discussion

Neuroendocrine tumors can arise in almost all organs 
and are commonly encountered in the respiratory and 
gastrointestinal tract while involvement of the urinary 
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Figure 1A: Tumor cells are arranged in sheets and clusters and are invading the muscle fibres (H&E, 40X).
Figure 1B: Tumor cells contain scant amount of cytoplasm and oval to spindle hyperchromatic nuclei. Nucleoli are inconspicuous 
(H&E, 100X).

         

Figure 2A: Synaptophysin positivity in tumor cells (100X).

         

Figure 2B: Chromogranin positivity in tumor cells (100X).

         

Figure 2C: CD56 positivity in tumor cells (100X).
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approach for this kind of tumor are scarce, showing the 
importance of reporting such cases and, in this way, de-
fining the best diagnostic and treatment methods.
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Because of the rarity and the resulting paucity of 
clinical trials, no definitive treatment algorithm for the 
disease has yet been described. Radical cystectomy is 
considered as the best method to completely eliminate 
the small cell carcinoma of the bladder, but it improves 
survival only in the localized tumor. Moreover, in addi-
tion to radical cystectomy, extended lymph node dissec-
tion can increase the survival rate. In advanced stages, 
cisplatin-based chemotherapy should be considered as 
the treatment of choice for patients with good perfor-
mance status and good renal function. The treatment 
should be based on neuroendocrine regimen- etopo-
side plus cisplatin or ifosfamide plus doxorubicin at day 
1 and etoposide plus cisplatin at day 21. Despite thera-
py, the long-term prognosis is poor, with a 16% 5-year 
survival. Lymph node metastases occur in 66% of cases, 
with distant metastases occurring in the liver, bone and 
lung [5,6]. The present case though presented with a 
large tumor mass along with muscle invasion, respond-
ed well to combination therapy of surgical resection fol-
lowed by systemic chemotherapy.

Conclusion

Small cell carcinoma of the bladder is considered to 
be extremely aggressive and there is less known infor-
mation about its pathogenesis and molecular biology. As 
a result of the rarity of this neoplasm, data on the ideal 
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