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Spontaneous Regression of Metastatic Merkel Cell Carcinoma

SJ Hassan, M Knox, M Griffin, MJ Kennedy
HOPE Directorate, St James Hospital, Jamesâ��s St, Dublin 8

Abstract
Merkel cell carcinoma is a rare aggressive neuroendocrine carcinoma of the skin predominantly affecting elderly Caucasians. It has a high rate
of local recurrence and regional lymph node metastases. It is associated with a poor prognosis. Complete spontaneous regression of Merkel cell
carcinoma has been reported but is a poorly understood phenomenon. Here we present a case of complete spontaneous regression of metastatic
Merkel cell carcinoma demonstrating a markedly different pattern of events from those previously published.

Case Report
A 60 year old Caucasian Irish woman presented in October 2003 with a 3 x 4.5cm lump in her right groin. An excisional biopsy was performed and
histology revealed poorly differentiated carcinoma, forming nests suggestive of neuroendocrine origin. Immunostains were positive for
synaptophysin, MNF keratin and cytokeratin 20, with a characteristic dot like pattern, consistent with metastatic Merkel cell carcinoma.
No primary lesion of the skin was identified. The initial computed tomography staging scan was consistent with a previous excisional biopsy
and showed an additional lymph node in the right groin. An incidental dermoid cyst was noted in the right ovary.

Fluorodeoxyglucose positron emission tomography revealed positive uptake in the right external inguinal node, right internal iliac chain,
pre-sacral nodes and bilateral hilar and mediastinal nodes. This woman was considered a poor candidate for treatment as she had a longstanding
history of severe depression and at the time of diagnosis was undergoing treatment as an inpatient in a psychiatric hospital. Her medications
at that time incuded dothiepin, sulpiride, lithium, zopiclone and lorazepam. It was decided that she would be followed up with 6 monthly CT
scans.

Figure 1: Lymph node biopsy of poorly differentiated carcinoma, forming nests suggestive of neuroendocrine origin. H+E original magnification
x 20

Subsequent CT surveillance revealed a gradual increase in size of the right inguinal node. At 15 months post initial diagnosis there was
significant disease progression with increased size of the right inguinal node from 1.5 cm initially to 4.5 cm. There were further enlarged
pelvic nodes with new right external iliac nodes (the largest measuring 5.0cm), a right common iliac (1.6cm) and a left inguinal node
measuring 4.0cm.  Surveillance scans continued and in July 2005, 20 months following initial diagnosis, CT showed no evidence of recurrent or
metastatic disease. No enlarged lymph nodes were visible in the pelvis consistent with complete spontaneous regression. Her regular
prescription at the time of complete sponateous regression included losartan and rabeprazole in addition to the previously mentioned
psychiatric medications. Four years since spontaneous regression all follow up CT scans show that she remains in complete radiographic
remission.

Figure 2a                                        Figure 2b

Figure 2a: Axial CT image through the pelvis post oral and intravenous contrast at 15 months post diagnosis showing two right external iliac
lymph nodes measuring 4.2cm each, (straight arrows). Incidental note is made of a Dermoid cyst in the right ovary (curved arrow).
Figure 2b: Axial CT image through the pelvis post oral and intravenous contrast at follow-up shows complete resolution of these nodes
(straight arrows). Incidental note is again made of a Dermoid cyst in the right ovary (curved arrow).

Discussion
This is the 17th case of complete spontaneous regression of Merkel cell carcinoma to be reported. Previous reports have noted a correlation
between spontaneous regression and the site of the primary lesion being in the head or neck (94% of cases). In addition, the patients were
female in the majority of cases (70.6%), and all cases except one underwent biopsy of the primary cancer prior to subsequent regression. The
clinical features of the current report differ in two significant ways. Firstly, the primary tumour was presumably in the lower body, as the
lymphatic involvement was inguinal. Secondly, the sequence of events related to biopsy differs from the previous reports. In this case a
primary was never found. One can only presume that the primary lesion had in fact already spontaneously regressed at the time of diagnosis.
This would mean that complete spontaneous regression of the primary lesion occurred independent of surgical intervention. Furthermore, in this
report, following lymph node biopsy, the disease actually progressed further before regressing, whereas in the other reported cases it simply
regressed following biopsy.

A further consideration, regarding the absence of a primary at diagnosis, is that it may have been within the dermoid cyst. Although a Merkel
cell type carcinoma has never been reported to do so, squamous cell carcinoma and malignant melanoma have been known to arise in dermoid
cysts. This should be considered as a possibility but as the dermoid cyst described here remained completely unchanged and there was no FDG
uptake in the original PET scan, it seems unlikely that it was part of the disease process in this case.
The mechanism of complete spontaneous regression of cancer is unclear. The fact that 15 of the 16 previous cases had undergone biopsy prior to
regression

1
 led previous authors to conclude that the pathogenesis was linked to the activation of an immune response stimulated by surgical

intervention.
2,3

 This case gives reason to question the significance of surgical intervention in the process of regression. In the current
case, as in 10% of all MCC cases

4
, there was no identifiable primary lesion. In addition, the progression of disease subsequent to biopsy in

this case would lead us to raise the possibility that complete spontaneous regression occurred here both in the primary cancer and in the
nodal disease independently of one another.
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