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Abstract

Small cell carcinoma (SCC) of the urinary bladder is a rare dis-
ease accounting for 0.5% to 0.7% of all primary bladder cancers.
Transplant recipients are a special subset of patients with increased
risk for various urologic malignancies, including transitional cell
carcinoma of the bladder. However, to the best of our knowl-
edge, a SCC of the urinary bladder has not been reported in trans-
plant recipients. We report what we believe are the first 2 reported
cases of transplant recipients with SCC of the bladder. Small cell
carcinoma was diagnosed 5 years after transplantation in both
patients and they died due to metastatic SCC. Our report empha-
sizes the highly aggressive nature of SCC and also the rapid pro-
gression seen in transplant recipients.
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Introduction

Small cell carcinoma (SCC) occurs primarily in the lung
and much less commonly in the urinary bladder, account-
ing for only 0.5% to 0.7% of all primary bladder cancers.
Small cell carcinoma of urinary bladder is much more aggres-
sive than transitional cell carcinoma (TCC) of the bladder,
and is generally believed to have a high metastatic poten-
tial. Transplant patients have been documented to be at
increased risk for several malignancies, including TCC of
the bladder. However, to the best of our knowledge, a SCC
of the urinary bladder has not been reported in transplant
recipients. We report what we believe are the first 2 cases.

A 73-year-old male, with a history of smoking 50 packs
per year, underwent a cadaveric renal transplant in 1997
for chronic renal failure. His immunosuppressive regimen
included methylprednisolone, tacrolimus, and mycophe-
nolate mofetil. In November 2003, the patient presented
with hematuria and a transurethral resection (TUR) that
showed T1 TCC. He did not receive intravesical chemother-

apy. In April 2004, he underwent a second TUR demon-
strating high grade T2 TCC. The patient was referred to us
and on slide consultation by a genitourinary pathologist;
the TUR specimen was reported as consistent with a diag-
nosis of SCC. A radical cystectomy with neobladder was
performed in May 2004. Cystectomy pathology showed
small uniform cells with scant cytoplasm (Fig. 1), frequent
mitotic figures and areas of necrosis. Immunohistochemistry
was positive for synaptophysin (Fig. 2). The final diagnosis
was SCC infiltrating into the perivesical fat without any
lymphnode metastasis (T3 NO). He was subsequently coun-
selled regarding adjuvant chemotherapy which he declined.
He developed pulmonary recurrence in November 2004
and expired in February 2005.

A 65-year-old male underwent orthotopic liver transplan-
tation in 1999 for cirrhosis secondary to alcohol abuse. His
medications included tacrolimus for immunosuppression.
In June 2004, he presented with gross hematuria and under-
went TUR. The patient was then referred to our institution
in July 2004 and underwent a re-staging resection. Pathology
demonstrated high grade T2 TCC and SCC. He was referred
to a medical oncologist and received chemotherapy (car-
boplatin and etoposide). He subsequently developed pul-
monary metastases in 5 months and expired in July 2005.

Discussion

Malignancy following transplantation is a well-recognized
complication. A small proportion of these are urological
malignancies, of which renal cancer is the most common.!
Most bladder cancers in transplant recipients are TCC, and
the disease follows an aggressive course.? An SCC of the
bladder in the post-transplant setting has not been reported
so far.

The first case of SCC of urinary bladder was reported in
1981.3 Since then, several cases have been reported. Gross
hematuria with or without dysuria is the most common symp-
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Fig. 1. Hematoxylin and eosin stain (H & E) of a radical cystectomy specimen
demonstrating small cell carcinoma of the bladder.

tom. Most patients are men and most are smokers. The blad-
der SCC is most commonly a solid polypoidal mass.
Histologically, a SCC of the bladder is indistinguishable
from a SCC of the lung. Sheets or nests of small or inter-
mediate cells with nuclear molding, scant cytoplasm, incon-
spicuous nucleoli and a “salt and pepper chromatin” is the
hallmark appearance of SCC on light microscopy.*
Immunohistochemistry staining for neural markers, like neu-
ron specific enolase, chromogrannin A, synaptophysin, can
help in the diagnosis. Numerous theories have been pro-
posed to explain the origin of extrapulmonary SCC. The
most accepted explanation is a multipotential stem cell ori-
gin with ability to differentiate into various tissue types.
The management guidelines for SCC of the bladder are still
unclear. Combinations of surgical resection, chemother-
apy and radiotherapy are presently used. Radical cystec-
tomy alone has a limited role and may be used only in
small volume disease. Neoadjuvant chemotherapy followed
by radical cystectomy may be used where the tumour bur-
den is limited. The high rate of systemic relapse has prompted
the use of chemoradiotherapy with bladder preservation
protocol.” Stage, performance status and the use of
chemotherapy are the prognostic determinants.

In a post-transplant setting, primary SCC of prostate has
been reported.® Donor derived SCC of liver and adrenal
have also been previously reported.”? A donor derived malig-
nancy is a very rare occurrence with modern day screen-
ing. The timing of donor derived malignancies have mani-
fested anywhere from several days to 38 months.'? We
believe that in both of our patients the SCC was a primary
bladder tumour, in view of the long interval between the
transplant and manifestation of the bladder SCC. In the
post-transplant setting and associated immunosuppression
the disease usually progresses rapidly. The first patient had
surgery alone and the second patient received chemother-
apy following TURBT, however both developed pulmonary

Fig. 2. Positive synaptophysin stain confirming small cell carcinoma in a radical
cystectomy specimen.

metastases. The first patient in our report had a histologi-
cal diagnosis of high-grade TCC on 2 occasions before being
diagnosed as SCC. Immunohistochemical staining of the
TUR specimens was not performed. The management of
post-transplant patients with malignancy is complicated.
In view of the need for a specialized care, it is of utmost
importance that urologists, oncologists and transplant physi-
cians work together to treat this complex problem in trans-
plant recipients.

Conclusion

Our report demonstrates the aggressive nature of SCC and
a rapid progression seen in transplant recipients.
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