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SUMMARY

Introduction Melanoma is a solid aggressive tumor characterized by the malignant transformation
of melanocytes. To date, only about 35 primary and about 30 metastatic malignant melanomas of the
bladder have been reported.

Our objective is to report a rare case of secondary tumor of urinary bladder.

Case outline A 57-year-old man presented to the Urologic Clinic due to lower urinary tract symptoms.
The urologist indicated transurethral resection (TUR). His medical history was significant for cutaneous
malignant melanoma resected 3 years prior, which were localized at scapular region on the left side.
Microscopic examination of the TUR specimen showed several fragments of ureter mucosa with pres-
ence of tumor and focally with normal urothel. Tumor cells were markedly atypical and polygonal in
a solid pattern. The nuclei were large with variation in size and prominent eosinophilic nucleoli. Also,
there were present areas with abundant brown pigment. Immunohistochemical analysis of tumor cells
showed positivity for Melan A and HMB45 and negativity for GATA3. Molecular analysis showed that
BRAF was mutated.

Conclusion The incidence of malignant melanoma is high and increasing, but the urinary bladder is a
rare location of metastasis. However, both primary and metastatic melanomas can occur in the bladder,
so the urologist and the pathologist have to consider it when it is the primary site of onset, or when it
represents the first symptomatic metastasis.
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INTRODUCTION

Melanoma is a solid aggressive tumor charac-
terized by the malignant transformation of me-
lanocytes, melanin producing cells in the basal
layer of the epidermis. The incidence and mor-
tality rate are high and tend to increase [1, 2].

Overall, metastatic disease to the bladder is
unusual, with only 2% of bladder cancer cases
representing metastasis [3].

To date, only about 35 primary and about 30
metastatic malignant melanomas of the bladder
have been reported [4, 5]. However, on autopsy
series of patients with extra-regional disease,
18-37% also had metastases in the bladder [6, 7].

When it occurs, the main complaints are
hematuria or lower urinary tract symptoms,
urinary retention or dysuria [6, 8, 9].

Our objective is to report a rare case of sec-
ondary tumor of urinary bladder.

CASE REPORT

A 57-year-old man presented to the Urologic
Clinic due to lower urinary tract symptoms.
The urologist indicated transurethral resection
(TUR). His medical history was significant for
cutaneous malignant melanoma resected three
years prior, which were localized at the scapular

region on the left side. The melanoma was 2.8
cm in diameter and 2.6 cm deep (Breslow IV,
Clark ITI). The tumor was widely resected, with
negative surgical margins. Thereafter the pa-
tient underwent sentinel lymph node biopsy;,
which proved negative.

Microscopic examination of the TUR speci-
men showed several fragments of ureter mu-
cosa with presence of tumor and focally with
normal urothelium. Tumor cells were markedly
atypical and polygonal in a solid pattern. The
nuclei were large, with variations in size and
prominent eosinophilic nucleoli. Separately,
there were polypoid fragments of tumor. Also,
there were present areas with abundant brown
pigment (Figure 1).

Immunohistochemical analysis of tumor
cells showed positivity for Melan-A and HMB-
45 and negativity for GATA3 (Figure 2). The
patient underwent further imaging studies.
Computed tomography of the chest, abdomen
and pelvis was negative for dissemination of
the disease.

Molecular analysis showed that BRAF was
mutated.

This case report was approved by the insti-
tutional ethics committee, and written consent
was obtained from the patient for the publica-
tion of this case report and any accompanying
images.
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Figure 2. Metastatic malignant melanoma of the urinary bladder; d)
GATA3 immunonegativity in the tumor cells; 100 x; ) HMB-45 im-
munopositivity in the tumor cells, 100 X; f) HMB-45 immunopositivity
in the tumor cells, 100 X; g) Melan-A immunopositivity in the tumor
cells, 100 x

DISCUSSION

Malignant melanoma is a highly aggressive tumor with an
incidence that continued to rise in the past 30 years. It is
the deadliest skin cancer, accounting for up to 60% of skin
cancer-related deaths, primarily due to rapid proliferation
and metastasis [10].

Melanoma can metastasize to any part of the body, but
it has predilection for the skin, the lungs, the liver, and
the brain, while metastases to the bladder in clinical series
appear to be rare, with only about 30 reported cases in the
literature [3, 4, 6]. In contrast, autopsy series indicate an
18-37% incidence of the metastatic disease in the bladder
[6, 7].

Meunier et al. [11] reviewed the published data and
confirmed the previously reported 23 cases of metastatic
melanoma. However, some authors consider that the rea-
son for this small number of cases is due to the fact that
metastatic melanoma is often seen only at autopsy, as a
result of its asymptomatic nature [3].

A study by Dasgupta and Brasfield [12] from 1964
showed that 18% of patients with melanoma had bladder
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Figure 1. Metastatic malignant melanoma of the urinary bladder; a) H&E; 100 x; b) H&E; 200 x; c) H&E; 200 x
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metastasis on autopsy, further validating the notion that
secondary melanoma of the bladder might be relatively
more common than was originally thought [3].

Diagnosis of metastasis of melanoma of the urinary
bladder is based on immunohistochemical confirmation of
a morphological suspicion using melanoma tumor mark-
ers. Sometimes the hematoxylin and eosin appearance can
be very deceptive; for example, melanotic malignant mela-
noma of the bladder can have many features in common
with a high-grade urothelial carcinoma, leading to mis-
diagnosis. Also, it is important to differentiate metastatic
melanoma of the bladder from primary melanoma of the
bladder, for which the following criteria have been used:
(1) detailed history ruling out cutaneous, regressed, or
visceral melanoma; and (2) recurrence pattern consistent
with the primary origin of melanoma [3, 4, 13].

On the other hand, lesions that can mimic melanoma
of the bladder both clinically and cystoscopically include
melanosis and pseudomelanosis (lipofuscinosis and hemo-
siderosis) of the bladder, which can be differentiated only
by careful histological examination [4].

Several treatments for malignant melanoma metastatic
to the bladder are available, considering the performance
status of the patient, the anatomic location of the metasta-
ses, the existence of bladder symptoms, and the life expec-
tancy. Radical cystectomy is an aggressive approach, while
conservative options include TUR and partial cystectomy.
Also, systemic chemotherapy is reported as an adjunct to
endoscopic resection and should be limited to patients
with good performance status [9].

According to some studies, BRAF mutation is present
in 50% of malignant melanomas and is associated with
poor prognosis. Targeted therapies, including BRAF in-
hibitors, have been shown to improve response rates, but
not durably [5, 14, 15].

The incidence of malignant melanoma is high and in-
creasing, but the urinary bladder is a rare location of me-
tastasis. However, both primary and metastatic melanomas
can occur in the bladder, so the urologist and the patholo-
gist have to consider when it is the primary site of the onset
and when it represents the first symptomatic metastasis.
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MeTacTasza MenaHOMa Kao TYMOPCKa Maca Y MOKpahHoj 6elumum — pegak cnyyaj

MnpjaHa XunBojuHos'?, AnekcaHapa Wnuh'? Tatba Jlakih'?, iBaHa CraHnwinh?, XKerbka MaHuh?
'YHuBep3utet y Hosom Cagy, MegnunHcku dakyntet, Katepa 3a natonorujy, Hosu Cag, Cpbuja;
2KnuHuukm LeHTap BojsoguHe, LieHTap 3a natonorujy v xuctonorujy, Hosu Cag, Cp6uja;

YHneep3uTet MpriBpeaHa akagemuja y Hoom Capy, ®apmaueytcku dakyntet, Hosu Cag, Cpbuja

CAXETAK

YBop MenaHom je conupaH arpecrMBHN TYMOP KOju HacTaje Ma-
JITHOM TpaHcdopMaLmjom MenaHouuTa. [lo AaHac je 3abenexe-
HO caMo OKO 35 npuvMapHuX 1 0Kko 30 MeTacTaTCKuX MaSIUTHNX
menaHomMa MokpahHe Gelurike.

Linsb paga je npukasatu pefak ciyyaj MetactaTtckor Tymopa
MoKpahHe 6eLunke.

Mpwukas 6onecHnka MylKapal cTap 57 roguHa jaBuo ce Ha
KnuHuky 3a yponorujy 36or cumntoma y JoHeM ypUHapHOM
TPaKTy. YpOsnor je MHANKOBAO TpaHCypeTpaHy pecekuujy. 13
HEeroBe 1cTopuje 6oNecTy casHanm Mo Aa je Mao pecekuujy
KOXXHOT MaJIUrHOT MeflaHoOMa Npe Tpw roAviHe, Koju je 61o 5io-
Kanu3oBaH y npefeny neBe ckanyne. MMKPOCKONCKN npernea
y30pKa TpaHCypeTpasiHe peceKLmje NoKas3ao je HeKonMKo dpar-
MeHaTa CJly3HuiLe ypeTepa ca NprCyCcTBOM TyMopa U GOoKaHoO
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ca HopmarnHum ypotenom. Tymopcke henwje cy 6une n3pasnto
aTUMNMYHE 1 MONIMTOHAJTHE, Ca BEJIMKUM 1 MeoMOPOHUM je-
APVIMa 1 MPOMUHEHTHIM €03MHOUITHIM HyKneonycuma. Ta-
Kohe, nocTojana cy nogpyyja ca 06unHUM cMefhHM NArMEHTOM.
MmyHoxmcToxemujcka aHanm3a Tymopckux henvja nokasana je
no3nTnBHOCT Ha MenaH A n HVMB45 n HeraTuBHOCT Ha GATAS.
MonekynapHa aHanu3a je nokasana aa je BRAF myTtupaH.
3aKsbyuyak Mako je nHUMAeHLa MenaHoMa B/COKa, Ca TeHAEH-
LmMjom nopacTa, MoKpahHa 6eLurKa je BeoMa peTka JloKkanm3a-
Upja meTacTasa. MehyTum, Kako ce 1 MpUMapHX 1 MeTacTaTcKm
MefiaHOMV MOTY jaBWTU Y GelunLy, yponor 1 natonor Tpeba aa
pa3mMoTpe fa i1 je NprmapHa 6onecT nnu npefcTaBba Npsy
CMMNTOM MeTacTaTcke 6onecty.

KmbyuHe peun: ManaHom; MeTacTasa; MoKpahHa belmka
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