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Abstract

Primary malignant melanoma of the bladder is very rare. Rather
than being a primary lesion, malignant melanomas of the blad-
der are more commonly metastatic lesions. The histopathological
appearance largely does not differ from that of melanoma at other
body sites. It is often difficult to discriminate whether a bladder
melanoma is primary or metastatic. Therefore, a careful review of
histological features and performing necessary immunohistochemi-
cal staining procedures for S-100 protein and HMB-45 are very
important in achieving a correct diagnosis. We report a case of
hypomelanotic malignant melanoma of the bladder. Despite the
variety of therapies available for primary melanomas of the blad-
der, the prognosis is still poor.

Introduction

Primary malignant melanoma of the bladder is very rarely
seen and accounts for 0.2% of all melanomas."? While the
urethra and penis are the most common sites of origin of
primary malignant melanoma in the genitourinary tract, the
prostate, renal pelvis, ureter, and bladder are less common.?
Rather than being a primary lesion, malignant melanomas of
the bladder are more commonly metastatic lesions, which
originate from a distant primary site.* Despite the variety of
therapies available for primary melanomas of the bladder,
the prognosis is still poor.> We report a case of hypomela-
notic malignant melanoma of the bladder, which mimics
high-grade urothelial carcinoma.

Case report

A 70-year-old man was admitted to the Department of
Urology for gross hematuria. After obtaining informed con-

sent, we performed a deep transurethral resection (TUR) of
the bladder. The totally resected specimen weighed 20 g.
Upon microscopic evaluation, the tumour was predomi-
nantly composed of fascicles and sheets of oval to fusiform
cells (Fig. 1). Tumour cells had moderate cytoplasm and
spindle-shaped hyperchromatic nuclei with conspicuous
nucleoli, and had a mitotic rate of more than 10 mitoses
per 10 high-power fields (HPF). The tumour tissue invaded
the lamina propria and muscular layers. The overlying epi-
thelium was eroded and focal pigmentation was close to the
surface. We could not perform an immunohistochemical
staining at that time because the laboratory had not yet been
constructed. Pathological diagnosis of invasive malignant
spindle cell tumour was reported as high-grade urothelial
carcinoma. The patient was admitted urgently to our hospital
with an acute abdomen 30 months after the biopsy. During
laparotomy, a frozen section was obtained from the mass
that occupied the abdomen. Permanent sections showed
heavily pigmented malignant epithelioid-shaped melano-
cytes with a high mitotic rate (Fig. 2). Immunohistochemical
study showed that tumour cells were positive for S-100 (Fig.
3, part A) and HMB-45 (Fig. 3, part B), and they were nega-
tive for cytokeratin 7 and 20, actin, and desmin. These find-
ings were consistent with malignant melanoma. Exhaustive
examination of the skin, eyes, gastrointestinal tract, brain,
and chest was performed to exclude other possible primary
sites of origin. Computed tomography (CT) showed a giant
lobulated soft tissue mass measuring 20 x 19 x 9 mm with
centrally necrotized areas in the abdomen, starting from infe-
rior pole of the liver and extending towards the pelvis and
the bladder. Also, some metastatic foci were found within
the abdomen (Fig. 4). A retrospective search was done to
find out whether the patient had a previous biopsy in the
pathology service. Transurethral resection of bladder tumour
specimens were found in the archives and re-examined. In
contrast to the appearance of the frozen tissue, which con-
tained an epithelioid cell component, more than 90% of the
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Malignant melanoma of the bladder

composed of fascicles and sheets of oval to fusiform cells (hematoxylin and
eosin x100).

tumour was composed of spindle cells. Melanocytes were
seen in the urothelial mucosa close to the tumour margins
(Fig. 5). We found diffuse positivity when we performed
HMB-45 and S-100 staining on the first TUR biopsy speci-
men. It was noticed that the patient had not discussed the
biopsy report with the clinician. After refusing therapy, the
patient died 2 months later.

Discussion

Primary malignant melanoma is uncommon in the geni-
tourinary tract, especially in the bladder.* Wheelock and
colleagues reported the first case of primary malignant mela-
noma of the urinary bladder in 1942.%7 About 20 cases
of primary malignant melanoma of the bladder have been

Fig. 3. Inmunohistochemical staining for [A) S-100 and (B) HMB-45in a
malignant melanoma of the bladder (S-100, x200; HMB-45, x200).

with heavily pigmented melanosomes (hematoxylin and eosin x200).

reported to date." Patient ages range from 34 and 82 years
(mean 60.6 years), and there was no sex predominance; the
male to female ratio was 1/1. Most cases presented hema-
turia and/or dysuria as initial symptoms.' This was the case
for our patient.

It is often difficult to discern whether a bladder mela-
noma is primary or metastatic.> Some authors have proposed
the following criteria for designating a bladder melanoma as
a primary lesion: (1) no previous cutaneous lesion history; (2)
no evidence of regressed cutaneous malignant melanoma;
(3) no evidence of other visceral primary melanoma; (4) the
pattern of recurrence should be consistent with the initial
lesion; and (5) the margins of the bladder lesion should

Fig. 4. The computed tomography scan shows centrally necrotized areas in
the abdomen, starting from inferior pole of the liver and extending towards the
pelvis and the bladder.
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Fig. 5.Histological section of the bladder wall demonstrating pigmented
melanocytes (hematoxylin and eosin x100).

contain atypical melanocytes.*® Our case fulfilled all these
criteria, with the exception of number 4. Metastatic tumour
masses within the abdomen showed an epitheloid cell pat-
tern containing a huge amount of melanin, in contrast to
bladder melanoma. The origin of malignant melanoma in
the bladder remains unclear. The existence of atypical mela-
nocytes on the mucosa surrounding the tumour supports
the ectopic melanocyte theory.? According to this theory,
precursor melanocytes arise in the neural crest and migrate
to the bladder.?*® Another theory is that argyrophil urothelial
cells are derived from urothelial stem cells with differentia-
tion in the direction of neoplastic melanocytes.?®° In our
case, pigmented melanocytes around the tumour supported
the primary origin.

Because malignant melanoma has microscopic vari-
ability, it can be epithelioid, spindle-shaped, or extremely
bizarre. Specifically, these lesions may mimic urothelial car-
cinoma on histological evaluation, particularly with cases
of hypomelanotic to amelanotic melanoma.® In our case,
pathological examination showed a solid lesion that closely
mimicked urothelial carcinoma. Its true nature became obvi-
ous only after high-power examination and the finding of
fine brown granules in some tumour cells. Most previously
reported cases of primary bladder melanomas showed a
strong pigmentation.”* In our case, the pigment was very
scant, similar to what had been found in the case of Ahlen
and colleagues.'" In such cases, immunohistochemical study
is required. The immunohistochemical markers S-100 pro-
tein and HMB-45 antigen have become an important com-
ponent of diagnosis.'? In our case, the primary tumour and
metastatic tumour were evaluated using S-100 and HMB-45.

Despite the variety of therapies available for primary
melanomas of the bladder (transurethral resection, partial
cystectomy, total cystectomy with urinary diversion, chemo-
therapy, radiation therapy, and immunotherapy with inter-

feron-alpha), the prognosis of patients with this tumour is still
poor."'" Most patients died due to widespread metastases
3 years after the initial diagnosis.! One 1 patient survived
for 144 months." Although we did not apply any treatment,
the patient survived longer than average. He died due to
metastases 30 months after the first TUR biopsy.

Conclusion

Malignant melanoma in the bladder is very rarely seen. It
must be kept in mind that we may witness malignant mela-
noma, particularly the hypomelanotic type, in the urinary
bladder. Therefore, a careful review of histological features
and performing necessary immunohistochemical staining
procedures for S-100 and HMB-45 are very important in
achieving a correct diagnosis.
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