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An Asymptomatic Small-Cell Bladder Cancer Until Bilateral
Ureteral Obstruction Happened
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Abstract

Small-cell bladder cancer is a rare form and composes less than 1%
of primary bladder malignancies. We present a case with a large
small-cell bladder cancer leading to acute kidney failure clinic
without gross hematuria. Computed tomography revealed that all
the bladder walls were invaded by the extensive tumor and bilateral
hydronephrosis. Double J stent for left side and nephrostomy tube
for the right side were inserted, and bladder biopsy was taken by
transurethral resection. Pathologic examination revealed small-cell
bladder cancer. The patient did not accept chemotherapy. He died
because of the acute renal failure 4 months later since the begin-
ning.
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Introduction

Small-cell cancer (SCC) primarily originates from the lung
[1]. Bladder cancer (BC) is the fourth most common cancer
in men but small-cell bladder cancer (SCBC) is a rare form
and composes less than 1% of primary bladder malignancies
[2].

Available knowledge in the literature is based mainly
on some retrospective series and case reports [3]. Although
older age and smoking are putative risk factors for this type
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of carcinoma, the role of familial or genetic predisposition is
uncertain [4]. The age, gender predilection and symptoms at
presentation of SCBC are similar to those of bladder urothe-
lial carcinoma [5]. The most common presenting symptoms
such as painless hematuria, dysuria, obstructive voiding
symptoms, weight loss, abdominal pain and/or recurrent uri-
nary tract infections as seen in BC, can occur in the patients
with SCBC [1, 5].

In this case report, we present a case with a large SCBC
leading to acute kidney failure.

Case Report

A 58-year-old male patient was admitted to our clinic with
dysuria, nocturia and pollacuria happening for 1 month. He
had no smoking and gross hematuria history in his health
past. He was a farmer. His PSA level (2.1 ng/dL), urine anal-
ysis test results were at normal level and no bacteria were
cultured in his urine culture. Although an antibiotic regi-
men including ciprofloxacin group was given for 7 days, his
complaints increased and nausea and anorexia occurred. His
creatinine level was 2.1 and urea was 65 at that time, and uri-
nary system ultrasonography revealed that a bilateral grade
2 hydronephrosis in his kidneys and thickness of his bladder
wall was measured as 24 mm. It was not established residual
urine was in his bladder but the patients was catheterized
for urine output follow-up. Two days later, his urine output
stopped and creatine level increased up to 5.3. Non-contrast
abdomen computed tomography (NCCT) was performed
and an increased bilateral hdyronephrosis was established
on NCCT sections (Fig. 1). NCCT also revealed that all the
bladder wall thickness increased. Bilaterally double J ure-
teral stent insertion was planned to deal with hydronephrosis
and bladder biopsy for pathological diagnosis. Cystoscopy
revealed that tumor had been already extended to nearly all
bladder walls. Right ureteral orifice was not seen, but the
left one was hardly seen and a double J ureteral stent was
inserted. Afterwards, transurethral resection (TUR) was
performed. His creatine level increased after for a while
progressively while not establishing prerenal or renal in-
sufficiency by the internist. But the patient’s general health
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Figure 1. (A) Prominent at the right side bilateral hydronephrosis depending on obstruction of the bilateral ureteral orifices by the
extensive bladder tumors. (B) Extensive bladder tumor image on CT transverse section.

status went bad progressively. His creatine level increased
up to 8.5 and NaHCO, was given in order to prevent meta-
bolic acidosis. His creatine level started to decrease after a
nephrostomy tube was inserted for the right side. After these
managements, the patient’s general health status went well.
Pathological examination revealed a small-cell carcinom of
the bladder (Fig. 2). NCCT did not reveal any metastatic
signs. A chemotherapy regimen was planned, but the patient
did not accept it and died 4 months after the first diagnosis.
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Pathological examination

Macroscopic examination revealed 0.3 cc volume, ragged,
irregularly shaped and gray white tissue. Microscopy
showed a diffuse patternless type growth of loosely cohe-
sive, relatively uniform and small round to oval cells with
powdery (salt-and-pepper) nuclear chromatin and scant cy-
toplasm. Mitotic figures and apoptotic bodies are commonly
observed. The neoplastic cells on immunohistochemistry ex-

Figure 2. (A) Diffuse infiltrative tumor cells, small round to oval cells with powdery (salt & pepper) nuclear chromatin and
scant cytoplasm. (B) The tumor cells are forcytokeratin-positive. (C) The tumor cells are synaptophysin-positive. (D) The

tumor cells are negative for LCA.
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hibited cytokeratin and diffuse synaptophysin positivity, and
were negative for chromogranin A and leucocyte common
antigen (LCA) (Fig. 2).

Discussion

SCBC commonly affects men (men/women ratio is 3.8:1 [3,
6, 7]) in their seventh or eighth decade of life [2], and the
patient in our case was 58 years old.

Numerous hypotheses have been proposed for the ori-
gin of SCBC, three of which have gained prominence. The
first so-called stem cell theory, postulates a cancer stem cell,
which then differentiates into diverse cell types. This is sug-
gested by the occurrence of SCBC together with other types
of bladder tumors [6]. A second view suggests the origin of
SCBC from malignant transformation of neuroendocrine
stem cells that are found within the urothelium and bladder
[8]. The third hypothesis is that SCBC originates from ex-
treme metaplasia of urothelial cells [2].

Smoking is the strongest risk factor in the 50-70% of
patients with SCBC [5], but the patient in our case had no
smoking history.

Painless gross hematuria and local irritative symptoms
such as dysuria, pelvic pain, urinary obstruction, urinary in-
fections, sometimes anorexia, and fatigue and weight loss
are some of the symptoms [1, 2, 9] as they existed in our
case. The clinical features in our case mostly depend on the
acute renal failure.

Ultrasonography in our case revealed an increase in
bladder wall up to 24 mm. NCCT revealed that all bladder
walls increased as it looks like in carcinoma in situ (Fig. 1) as
well as bilateral grade 2 hydronephrosis. However, the final
diagnosis of SCBC is based on pathological examination of
the tumor tissue obtained by TUR. Also, the common cellular
pattern is diffuse sheets of dark blue cells with necrosis and
mitosis [1]. Neuroendocrine markers, such as chromogranin
A, synaptophysin, CD56 and neuron specific enolase (NSE)
are often focally or diffusely positive for these cancers by
immunohistochemical methods [10]. However, the absence
of staining for these markers does not rule out the diagnosis
of SCBC, and diagnosis relies on microscopic findings [2].
The microscopic examination of our case showed a diffuse
patternless type growth of loosely cohesive, relatively uni-
form, small round to oval cells with powdery (salt-and-pep-
per) nuclear chromatin and scant cytoplasm (Fig. 2).

There are no standard guidelines for SCBC treatment due
to its rarity. Treatment decisions are usually based on retro-
spective studies and case reports [2]. Because SCBC is more
aggressive than the conventional ones, it should be treated as
metastatic disease, even there is no radiologic evidence [1,
3]. We also could not establish any metastases. SCBC man-
agement is not well-known and it is usually treated as small-
cell lung cancer with the exception that surgical therapies are
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often an important part of management in SCBC [4]. A study
did not reveal any difference in patients treated with or with-
out cystectomy; however, the 5-year cancer-specific survival
rate was only 16% [7]. But neoadjuvant chemotherapy fol-
lowed by surgery (in case of a surgically resectable tumor is
existing) can result in a 5-year survival of 80% [4]. Chemo-
therapy can be useful for all stages of SCBC among patients
who were treated with TUR, but it is not effective in addition
to cystectomy [1]. A variety of chemotherapeutic regimens
have been used, but carboplatin or cisplatin and etaposide is
the current treatment of choice [1]. Although chemoradiation
therapy is the primary management for the SCBC, the expe-
rience combining chemotherapy with radical cystectomy for
primary SCBC has shown equal, or better, local control and
cancer-free survival than that was found with chemoradia-
tion [1]. However, with 5-year disease-specific survival rates
of 16% to 18% with chemoradiation or chemotherapy and
radical cystectomy, respectively, the primary method to im-
prove survival will be more effective treatment [1].
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