Acta Clin Croat 2007; 46:255-258

Case Report

MERKEL CELL CARCINOMA IN RENAL TRANSPLANT
RECIPIENT
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SUMMARY - A 57-year-old male was started on hemodialysis in 1998 because of end-stage renal disease
caused by IgA nephropathy. He received an allograft in April 2002 and was treated with cyclosporine,
mycophenolate mofetil and steroids. Graft function was optimal, without episodes of acute rejection. A
red intradermal painless nodule was observed in the left preauricular region in September 2004.
Immunohistochemical staining showed perinuclear expression of cytokeratin 20 and synaptophysin as
well as the presence of neuron-specific enolase and chromogranin, characteristic of Merkel cell carcinoma.
Radical re-excision with a median margin of 2 cm was necessary. The patient received adjuvant radiotherapy
in a total dose of 55 Gy in 20 cycles. Immunosuppressive therapy was reduced. Merkel cell carcinoma is
a rare aggressive cancer that may be misdiagnosed as an indolent skin disease. In immunocompromised
host it is more likely to occur, at a younger age and probably assuming a more aggressive course than in
the general population.
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etiology

Introduction

Merkel cell carcinoma (MCC) is a rare aggressive
skin cancer originally described in 1972 as trabecular
cell carcinoma'. It is considered to originate from Mer-
kel cells, the neuroendocrine cells present in the basal
layer of the epidermis?. Tumor appears as an asympto-
matic, solitary, small, red-purple, subcutaneous nodule.
The exact cause of MCC is unknown, but it has been
associated with the exposure to ultraviolet radiation. It
tends to occur more often in immunocompromised host*
5. Tumor is very aggressive, with a high metastatic po-
tential and high mortality rate. Optimal therapeutic
approach has not yet been determined. Guidelines for
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the treatment of MCC have not yet been established
because of the limited number of cases making control-
led, randomized studies impossible.

We report on a 57-year-old male patient who devel-
oped MCC three years after renal transplantation.

Case Report

A 57-year-old male was started on hemodialysis in
1998 because of end-stage renal disease caused by IgA
nephropathy. He received a cadaveric allograft in April
2002 and was treated with cyclosporin A (5 mg/kg/day,
adjusted to maintain serum level within the target
range), mycophenolate mofetil 2x1000 mg, and steroids
(tapered to 0.1 mg/kg/day after 1 year). Graft function
was optimal, without episodes of acute rejection. The
post-transplantation course was uneventful, except for
two episodes of urinary tract infection caused by Prozeus
mirabilis that were successfully treated with antimicro-
bial therapy.
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In September 2004, an intradermal nodule was ob-
served in the left preauricular region. It was a red-pur-
ple, painless nodule that measured 12 mm. Tumor exci-
sion was performed with 5-mm margins. Immunohisto-
chemical staining showed intradermal tumor with nu-
merous trabecular atypical epithelial cells with large
nuclei and numerous mitoses. Tumor cells were cytok-
eratin positive, S-100 negative, with focal expression of
synaptophysin and presence of neuroendocrine markers
of neuron-specific enolase and chromogranin (Fig. 1A-
D).

Sentinel lymph node scintigraphy showed enhanced
signal in the left submandibular area and lower pole of
the parotid gland. Radical re-excision with a median
margin of 2 cm was performed, along with excision of
the sentinel lymph node and lower pole of the parotid
gland. Histopathologic findings of the lymph node and

parotid gland were negative. The patient received ad-
juvant radiotherapy in a total dose of 55 Gy in 20 cycles.
Immunosuppressive therapy was reduced. He is now
receiving cyclosporine 2 mg/kg, mycophenolate mofetil
2x500 mg, and steroids. After two-year follow up, his
renal function is stable with creatinine level ranging
between 115 and 135 mmol/L, and creatinine clearance
63 mL/min. The patient is under regular follow up by
nephrologists and oncologists.

Discussion

In the general population, MCC is an aggressive skin
cancer that occurs in older adults. More than 95% of cases
are recorded in Caucasians®. The tumor is most com-
monly found on the sun exposed areas of the head and
neck, followed by extremities and trunk, suggesting

Figure 1. Immunolhistochemistry of the skin. Positive staining for neuron-specific enolase (magnification X200) (A), cytokeratin 20
(X200) (B) and synaptophysin (X400) (C); and negative staining for S-100 (X200) (D).
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ultraviolet radiation as a possible etiologic factor. How-
ever, other factors may be involved in the pathogenesis
of the disease, since MCC has been reported to involve
genital and oral mucosa’. Several lines of evidence sug-
gest that MCC occurs more frequently in immunocom-
promised patients as compared with the general popu-
lation. In a literature review, 15% of patients had previ-
ously received or were receiving immunosuppressive
therapy®’. While in the general population MCC is pre-
dominantly a disease of the elderly with only 5% of cas-
es diagnosed before age 50, in transplant recipients 30%
of patients are younger than 50°. It seems that changes
in the immune response to ultraviolet radiation enable
development of this malignant tumor.

MCC has a recurrence rate of 30%°. It behaves ag-
gressively, with a mortality rate of 56%. Almost 70% of
MCC patients have lymph node metastases. In the same
time, metastases were found in only 20% of renal trans-
plant recipients who developed melanoma, with a mor-
tality rate of 29%°. The presence of lymphatic discase
is considered as an adverse prognostic factor'®'?. The
reported 3-year overall survival for MCC is only 31%,
with the majority of patients dying from distant meta-
static disease!. Several cases of spontancous regression
of MCC have been reported!*!5,

There are less than 50 cases of MCC reported to
arise after renal transplantation, which is the main rea-
son for the lack of consensus regarding optimal thera-
peutic approach to MCC in renal transplant recipients.
However, its highly aggressive behavior demands radi-
cal therapeutic approach that should be determined by
the clinical stage at presentation. Wide local excision of
the lesion with 2-cm margin should be performed in
suspected cases. Local irradiation is recommended to
decrease the rate of recurrence, while the tumor is con-
sidered to be radiosensitive. In general, the radiation
fractionation schemes were 45 to 50 Gy in 10 to 25 frac-
tions over 2 to 5 weeks, depending on the size of the
affected area'. Positive lymph node scintigraphy de-
mands nodal dissection accompanied by local irradia-
tion'”. Chemotherapy is used in patients with metastatic
disease, and involves use of various combinations of plat-
inum-based chemotherapeutics, cyclophosphamide,
doxorubicin, steroids and vincristine'®.

In conclusion, MCC occurs more frequently in renal
transplant recipients, who should therefore be regularly
screened for the presence of skin changes. The high rate
of local recurrence, distant metastases, and high mor-
tality rate require radical therapeutic approach.
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Sazetak
KARCINOM MERKELOVIH STANICA U BOLESNIKA S PRESADENIM BUBREGOM
N. Basic-Jukic, Lj. Bubic-Filipi, P Kes, V. Separovic, J. Smacelj, V. Stitic, T. Hudolin i J. Pasini

Kod muskarca u dobi od 57 godina hemodijaliza je zapoceta 1998. godine zbog zavr$nog stadija kroni¢nog zatajenja bubrega
uzrokovanog IgA nefropatijom. Bolesnik je primio alograft u travnju 2002. godine te je lije¢en ciklosporinom, mikofenolatom
mofetil i steroidima. Funkcija transplantata je bila optimalna, bez akutnog odbacivanja. U rujnu 2004. zapaZen je crveni bezbolni
intradermalni ¢vor u lijevom predaurikularnom podruc¢ju. Imunohistokemijsko bojenje je pokazalo perinuklearnu izrazenost
citokeratina 20 i sinaptofizina, kao i prisutnost za neuron specifi¢ne enolaze 1 kromogranina, sve znakovito za karcinom
Merkelovih stanica. Bila je potrebna ponovna radikalna ekscizija uz medijan granice od 2 cm. Bolesnik je primio dopunsku
terapiju u ukupnoj dozi od 55 Gy u 20 ciklusa. Imunosupresivna terapija je smanjena. Karcinom Merkelovih stanica je rijedak
agresivni rak koji se moze pogresno dijagnosticirati kao indolentna bolest koze. Kod imunokompromitiranih domaéina on nastaje
¢esce, u mladoj dobi i vjerojatno poprima agresivniji tijek negoli u opcoj populaciji.

Kljuéne rijeci: Transplantacija bubrega — posoperatione komplikacije; Karcinom Merkelovih stanica — etiologija; Neoplazme koZe — etiologija
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