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Absiract- Merkel cell carcinoma [MCC] is a rare neoplasm of skin with an aggressive behaviour
and unfavourable prognosis. MCC mainly occurs in the elderly, in the sun exposed areas of skin.
Indian’s experiences regarding patients’ profiles, clinical presentation, age of occurrence, pattern
of tumour are very limited as well as challenging.

This retrospective study was performed, in a tertiary care hospital in Paschim Medinipur,
West Bengal, India, reviewing the cases of five patients.

In our cases we try to elaborate data regarding the age of occurrences, presentation, and
behaviour of tumour and prognosis of MCC.

The patients’ profiles, clinical presentation, age of occurrence & the tumour characteristics
including histopathological and immunohistochemical profiles are similar to the cases presented
in other parts of world.
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Abstract- Merkel cell carcinoma [MCC] is a rare neoplasm of
skin with an aggressive behaviour and unfavourable
prognosis. MCC mainly occurs in the elderly, in the sun
exposed areas of skin. Indian’s experiences regarding
patients’ profiles, clinical presentation, age of occurrence,
pattern of tumour are very limited as well as challenging.

This retrospective study was performed, in a tertiary
care hospital in Paschim Medinipur, West Bengal, India,
reviewing the cases of five patients.

In our cases we try to elaborate data regarding the
age of occurrences, presentation, and behaviour of tumour
and prognosis of MCC.

The patients’ profiles, clinical presentation, age of
occurrence & the tumour characteristics including
histopathological and immunohistochemical profiles are
similar to the cases presented in other parts of world.
Keywords: merkel cell carcinoma, neuroendocrine

fumour, skin tumour.

. INTRODUCTION

erkel cell carcinoma(MCC) is a rare primary
I\/l cutaneous neoplasm with  epithelial and

neuroendocrine differentiation and it has been
first described by Toker in 1972" as the “trabecular
carcinoma of the skin”. This neoplasm arises from the
neuronal crest cells- Merkel cells which is situated in the
basal layer of the epidermis. Though the exact cause
remains unkown, sunlight has been reported to be a
major risk factor. Common associations include in situ
or invasive squamous cell carcinoma, basal -cell
carcinoma indicating its origin from multipotent stem
cells of ectodermal derivation. High occurance of this
tumour in organ transplant receipients and in
immunocopromised patients indicates the role of
immunosuppression in its etiogenesis(2). The reported
annual incidence of MCC ranges from 0.2 to 0.45 per
100000%. It is mainly a disease of the Caucasian race.
The annual age-adjusted incidence of MCC is 0.23 per
100,000 for whites and 0.01 for blacks®. Age of
occurrence in elderly with mean age at presentation
being around 75 years®. Only a few cases reported
before the age of 50, and are usually related to
immunosuppression®. Many cases have been reported
worldwide, majority of which are Caucasians, while
Indian experience regarding incidence of MCC, clinical
presentation, age of occurrence and pattern of tumour
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are very limited. So in this article we tried to share our
experience of such few rare occurrences in a tertiary
care hospital of eastern India.

II.  MATERIAL AND METHODS

These  retrospective  observations  were
performed in a tertiary care hospital in Paschim
Medinipur, West Bengal, India between 2009 -2011. We
included patients with a pathologic diagnosis of MCC
coming from neighbouring rural areas to this hospital.
Patient characteristics, clinical features of the lesion (i.e.
site, size, tenderness, colour and growing time), stage at
presentation, and clinician’s impression at the time of
biopsy were reviewed. Tissue specimens were obtained
from the Department of Surgery, Midnapore Medical
College, Paschim Medinipur, West Bengal. Table 1 & 2
represents the patients & tumour characteristics
respectively. The tissue samples were routinely
embedded in paraffin and processed at the Department
of Pathology, Midnapore Medical College Hospital,
stained with Haematoxylin and Eosin stain and
immunohistochemicaly studied with CK-20,
chromogranin, neuron specific enolase (NSE) and TTF-1
as markers to confirm the diagnosis.

Table 1 :Patient’s characteristics

Number of
cases (%)
Age < 50 years 1(20%)
60- 70 years 4 (80%)
Sex Male 3(60%)
Female 2 (40%)
Race Asian 5
Occupation Farmer 5
Immunocompromised | Yes due to CLL 1
No 4
Table 2 : Tumour characteristics
Number of
cases (%)
Site of Head & neck 2(40%)
tumour Upper limb 2(40%)
Lower limb 1(20%)
Size of <2cm 3 (60%)
tumour >2cm 2(40%)
Shape of Nodular 4 (80%)
tumour Ulcerative 1 (20%)
Lymph node Yes 2(40%)
involvement No 3(60%)
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[11. RESULT

Patient characteristics, as detailed in table no 1,
shows that during the study period 5 patients were
came with a skin lesion, among them one was younger
than 50 year, and others were older than 60 year. There
was a slight male predominance with a ratio of 1.5:1
(60% male and 40% female). In this study all patients
were Asian and farmer with history of occupational sun
exposure. One patient had history of immunosuppresion
due to pre-diagnosed CLL.

As mentioned in Table 2, most lesions
appeared on sun-exposed skin. Most common site of
the primary tumour was head & neck region (40%) and
upper limbs (40%), followed by lower limbs (20%) (Fig-
1). Size of the tumours were variable ranging from 1.5
cm to 4.6 cm. Primary tumour diameter of less than 2
cm was found in 3 cases and that of more than 2 cm in
2 cases. Four patients presented with a nodule covered
by intact skin, while more advanced tumour form was
found in one with ulcerating growth. The lesions were
painless, firm, and non-tender. Regional lymph node
metastasis found in two patients. Three patients of the
group having no regional lymph node metastasis were
clinically diagnosed as benign lesion. Other two patients

with lymph node enlargement were clinically suspected
as malignant.

All patients were subjected to excision followed
by histopathological examination. The prepared H&E
stained slides exhibited diffuse pattern of infiltration of
dermis by small round cells with an intact epidermis (Fig
2a, 2b & 2¢), cells having scanty eosinophilic cytoplasm
and round vesicular nuclei with fine granular chromatin
(Fig 2d). In immunohistochemical examination, the
tumor cells showed typical perinuclear dot like positivity
for cytokeratin 20 (Fig- 3a), negative for TTF-1 (Fig- 3b),
as well as immunoreactive for chromogranin (Fig- 3c)
and NSE (Fig- 3d). On the basis of these histological
and immunohistochemical features, diagnosis of Merkel
Cell Tumor were established. Then additional excisions
were performed to achieve margins 3 cm wide and 1-2
cm deep along with lymph node dissection. The patients
were evaluated with a CT scan for staging. CT scan
reports revealed regional lymph node metastasis in two
patients having primaries more than 2 cm in size; others
were negative for metastasis. All patients were treated
with post-operative radiotherapy. The follow-up were
done through CT scan. Two patients died 1 year later
during the follow-up period.

Figure 1
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Figure 3

with M:F ratio of 1.5:1, which also follows Heath et al
study®. Constant sun light exposure is obvious in all
patients as they all are farmer by occupation. Also they
presented with tumours involving head & neck, upper

IV.  DISCUSSION

Merkel cell carcinoma is a rare neoplasm of skin
with an aggressive behaviour and unfavourable
prognosis’. Many reported cases found in literature are
mainly in white*. Data regarding the occurrences,
presentation, behaviour of tumour and prognosis is still
limited in Indian subcontinent. In our study we found
only five cases of MCC in three years of span (2009-
2011). It is mainly a tumour of elderly®, few cases found
before age of 50 years were associated with
immunosuppression®. In our study, among five cases
four (80%) were within age range of 60-80 years and
one (20%) younger than 50 years, who had previously
diagnosed CLL. According to Brenner et al incidence of
CLL as second neoplasm is 15.9% & majority of this
second neoplasm preceded the diagnosis of MCCSE.
Here the occurrence of MCC was slightly higher in male

limbs and lower limbs, supporting the possible
contributory role of sun light in development of MCC, as
shown by Miller & Rabkin in their study that incidence of
MCC is increased with the exposure of solar UVB ray®'°.
Van Gele et al also shows a UV-B-induced C to T
mutation in MCC cell line11, suggesting that sun
exposure plays a leading role in the pathogenesis of this
tumour. However, this does not provide a satisfactory
explanation, because MCC has been reported in non-
sun exposed sites.

MCC usually presented as a non-tender nodular
growth, sometimes as an ulcerated lesion’. Most of the
tumours are approximately 2 to 4 cm in diameter'.
Clinically correct diagnosis is made rarely, because
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these lesions can resemble many other tumours. The
clinical differential diagnosis often includes basal cell
carcinoma, squamous cell carcinoma, pyogenic
granuloma, keratoacanthoma, amelanotic melanoma,
adnexal tumor, clear cell acanthoma, lymphoma, and
metastatic carcinoma'®.

On gross examination it shows grey coloured
cut surface™ (Fig-1). Microscopically tumour occurs in
the dermis, sometimes in subcutaneous tissue with an
intact overlying  epidermis’, though epidermal
involvement by the tumour is also reported previously'™.
Tumours are composed of small round cells arranged in
diffuse and sometimes in trabecular pattern. The cells
have scanty eosinophilic cytoplasm and round vesicular
nuclei with fine granular chromatin & multiple nucleoli.
Mitotic count is high'®". Immunohistochemically MCC
are positive for low molecular weight keratin (CK20),
chromogranin & neuron specific enolase”'®. The CK20
shows typical perinuclear dot like positivity’. MCC are
negative for TTF-1'" 2 In our present study all cases
show similar above mentioned histological &
immunohistochemical features.

Different types of chromosomal abnormalities
have been reported in this tumour. Trisomy of
chromosome 6 & 1 are most typical®" #* % along with
partial & complete trisomy of chromosome 1122

Due to rarity of the tumour there are multitudes
of treatment protocols. The treatment depends on the
stage of the tumour at the time of presentation. Patient
with a localized tumour surgery with excision of 3 cm
wide margins and 2 cm depth is considered as a gold
standard method.?® #". Postoperative radiotherapy in
patients without lymph node metastasis is still
controversial. But due to high rate of local relapse, 45-
60 Gy** 2 is used routinely to the area of lesion to
decrease the local recurrence®. The lymph node
involvement is an important prognostic factor of this
tumour. Its involvement decrease the survival rates from
88% to 50% and it is evident in 50% -70% of all patients
within 2 years of diagnosis®. So sentinel node biopsy”'
and routine lymph node dissection®” # is strongly
recommended along with postoperative radiotheraphy
in case of its metastasis®. Other poor prognostic factors
are tumour size >2 cm, male sex, age>60 years &
immunosuppression? 2%,

V. (CONCLUSION

We reported five cases of merkel cell
carcinoma, arising in different parts of the body, from
surrounding areas of Paschim Medinipur district in
eastern India. Patients’ profiles and tumour
characteristics including histopathological findings &
immunohistochemical patterns are similar to those
presented in other parts of world. A strong clinical
suspicion, clinicoradiological correlation and
histopathological and immunohistochemical confirm-
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ation are required for proper evaluation along with wide
margin  resection with or without postoperative
radiotheraphy & lymph node dissection.

VI. ACKNOWLEDGEMENT

The authors gratefully acknowledge the
assistance of the laboratory staffs of the Department of
Pathology, Midnapore Medical College and Hospital.

REFERENCES REFERENCES REFERENCIAS

1. Toker C. Trabecular carcinoma of the skin. Arch
Dermatol 1972, 105:107-110.

2. Ziprin P, Smith S, Salerno G, Rosin RD. Two cases
of Merkel cell tumour arising in patients with chronic
lymphocytic  leukemia. Br J Dermatol 2000,
142(3):525-528.

3. Pan, D. Naryan, D. and Ariyan, S. (2002). “Merkel
Cell Carcinoma: Five Case reports Using Sentinel
Lymph Node Biopsy and Review of 110 New
Cases.” Plastic and Reconstructive surgery 110:
1259 - 1265.

4. Miller, R. W. and Rabkin, C. S. (1999). “Merkel cell
carcinoma and melanoma: etiological similarities
and differences.” Cancer Epidemiol Biomarkers
Prev 8(2): 153-8.

5. Savage, P., Constenla, D., Fisher, C., Thomas, J. M.
and Gore, M. E. (1997). “The natural history and
management of Merkel cell carcinoma of the skin: a
review of 22 patients treated at the Royal Marsden
Hospital.” Clin Oncol (R Coll Radiol) 9(3): 164-7.

6. Penn, I. and First, M. R. (1999). “Merkel's cell
carcinoma in organ recipients: report of 41 cases.”
Transplantation 68(11): 1717-21.

7. Rosai J: Rosai and Ackerman's Surgical Pathology.
Mosby 9th edition. 2004, 1:177 179.

8. Brenner, B. Sulken, A. Rakowsky, E. Feinmesser, M.
et al. (2001). “Second neoplasm in patients with
merkel cell carcinoma.”Cancer 91(7): 1358-62.

9. Heath. M, Jaimes. N, Lemos. B, Mostaghim. A. et al.
Clinical characteristics of Merkel cell carcinoma at
diagnosis in 195 patients: the AEIOU features. J AM
ACAD DERMATOL 58( 3): 375-81.

10. Miller, R. W. and Rabkin, C. S. (1999). “Merkel cell
carcinoma and melanoma: etiological similarities
and differences.” Cancer Epidemiol Biomarkers
Prev 8(2): 153-8.

11. Van Gele M, Kaghad M, Leonard JH, et al. Mutation
analysis of P73 and TP53 in Merkel cell carcinoma.
Br J Cancer. 2000;82:823-826.

12. Haag ML, Glass LF, Fenske NA. Merkel cell
carcinoma: diagnosis and treatment. Dermatol
Surg. 1995;21:669-683.

13. O’Connor WJ, Brodland DG. Merkel cell carcinoma.
Dermatol Surg. 1996;22:262-267.



14.

15.

16.

17.

18.

10.

20.

21.

22.

23.

24,

25.

26.

27.

28.

Silva EG, Mackay B, Goepfert H, et al. Endocrine
carcinoma of the skin (Merkel cell carcinoma).
Pathol Annu. 1984:;19:1-30.

Smith. PD, Patterson. JW. Merkel Cell Carcinoma
(Neuroendocrine Carcinoma of the Skin) Am J Clin
Pathol 2001;115 (Suppl 1):S68-S78.

Sidhu GS, Feiner TJ, Mullins JD, Schaefler K,
Schultenhover  SJ: Merkel cell  Neoplasms.
Histology, electron microscopy, biology and
histogenesis. Am J Dermatopathol 1980, 2:101-119.
Walsh NM: Primary neuroendocrine (Merkel cell)
carcinoma of the skin. Morphologic diversity and
implications thereof. Hum Pathol 2001, 32:680-689.
Hofler H, kerl H, Lackinger E, Helleis G, Denk H. The
intermediate filament cytoskeleton of cutaneous
neuroendocrine carcinoma ( merkel cell tumour).
Immunohistochemical and biochemical analysis.
Virchows Arch [A] 1985, 406: 339-350.

Byrd-Gloster AL, Khoor A, Glass LF, et al
Differential expression of thyroid transcription factor
1 in small cell lung carcinoma and Merkel cell
tumor. Hum Pathol. 2000;31:58-62.

Hanly AJ, Elgart GW, Jorda M, et al. Analysis of
thyroid transcription factor-1 and cytokeratin 20
separates Merkel cell carcinoma from small cell
carcinoma of lung. J Cutan Pathol. 2000;27:118-
120.

Larsimont, D. and Verhest, A. (1996). “Chromosome
6 trisomy as sole anomaly in a primary Merkel cell
carcinoma.” Virchows Arch 428(4-5): 305-9.
Gancberg, D. Feoli, F. Hamels, J. et al. (2000).
“Trisomy 6 in Merkel cell carcinoma: a recurrent
chromosomal aberration.” Histopathology 37(5):
445-51.

Vortmeyer, A. O., Merino, M. J., Boni, R., Liotta, L.
A., Cavazzana, A. and Zhuang, Z. (1998). “Genetic
changesassociated with primary Merkel cell
carcinoma.” Am J Clin Pathol 109(5): 565-70.
Leonard, J. H., Leonard, P. and Kearsley, J. H.
(1993). “Chromosomes 1, 11, and 13 are frequently
involved in karyotypic abnormalities in metastatic
Merkel cell carcinoma.” Cancer Genet Cytogenet
67(1): 65-70.

Amo-Takyi, B. K., Tietze, L., Tory, K., et al. (1999).
“Diagnostic relevance of chromosomal in-situ
hybridization in Merkel cell carcinoma: targeted
interphase cytogenetic tumour analyses.”
Histopathology 34(2): 163-9.

Pectasides D, Pectasides M, Economopoulos T:
Merkel cell cancer of the skin. Ann Oncol 2006,
24:1489-1495.

Eng TY, Boersma MG, Fuller CD, Cavanaugh SX,
Valenzuela F, Herman TS: Treatment of merkel cell
carcinoma. Am J Clin Oncol 2004, 27(5):510-515.
Boyse K, Foley EH, Bradley V, Scarborough D:
Merkel cell carcinoma: a case report with treatment
summary and updates. Cutis 2004, 74:350-356.

29.

30.

31.

32.

33.

Senchenkov A, Barnes SA, Moran SL: Predictors of
survival and recurrence in the surgical treatment of
merkel cell carcinoma of the extremities. J Surg
Oncol 2007, 1;95(3):229-234.

Mehrany K, Otley CC, Weenig RH, Phillips PK,
Roenigk RK, Nguyen TH: A meta-analysis of the
prognostic significance of sentinel lymph node
status in Merkel cell carcinoma. Dermatol Surg
2002, 28(2):113-117.

Bichakjian CK, Lowe L, Lao CD, Sandler HM,
Bradford CR, Johnson TM, Wong SL: Merkel cell
carcinoma: critical review with guidelines for
multidisciplinary management. Cancer 2007, 110:1-
12.

Dinh V, Feun L, Elgart G, Savaraj N: Merkel cell
carcinomas. Hematol Oncol Clin North Am 2007,
21:527-544.,

Papamichail M, Nikolaidis I, Nikolaidis N, Glava C,
Lentzas I, Marmagkiolis K, Karassavsa K, Digalakis
M : Merkel cell carcinoma of the upper extremity:
Case report and an update. World Journal of
Surgical Oncology 2008, 6:32.

© 2014 Global Journals Inc. (US)

Year 2014

[EEN
w

(C)



	Merkel Cell Carcinoma : An Indian Experience
	Authors
	Keywords
	I. Introduction
	II. Material and Methods
	III. Resul t
	IV. Discussion
	V. Conclusion
	VI. Acknowledgement
	References Références Referencias

