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ABSTRACT

Merkel cell carcinoma (MCC) is a rare and aggressive primary neuroendocrine tumor of the skin. Gastrointestinal (GI) metastasis in
MCC is uncommon. We present a case of MCC with metastasis to the stomach, duodenum, and pancreas presenting with melena
and obstructive jaundice. A large, bleeding metastatic mass was identified in the duodenum. Hemostasis was achieved with coil
embolization. Endoscopic retrograde cholangiopancreatography with stenting of the common bile duct was performed to relieve the
obstruction. Close surveillance with positron emission tomography/computed tomography scan and possible GI endoscopy should
be performed in cases with distant metastasis to identify and treat early GI tract lesions.

INTRODUCTION

Merkel cell carcinoma (MCC) is a rare and aggressive skin cancer that was first described as trabecular carcinoma by Toker in 1972.!
Incidence in the United States is estimated to be 2,835 cases/yr in 2020.> Caucasian men in the age group between 60 and 85 years are
at increased risk for MCC.? Predisposing factors include ultraviolet radiation exposure, immunosuppression, human immunode-
ficiency virus, solid organ transplantation, and the presence of other malignancies.* Growing evidence supports the association with
Merkel cell polyomavirus.” Sun-exposed areas such as the face and upper limbs are usually involved. It presents as a painless, firm,
rapidly growing intracutaneous nodule.® Lymph node metastasis occurs in 27% of cases, whereas distant metastasis occurs in 8.4% of
cases; most commonly affected sites include distant skin, liver, lungs, bone, and brain.*® Metastasis to the stomach, small bowel, and
pancreas are very rare. We present a case of MCC with metastases to the stomach, duodenum, and pancreas.”® To the best of our
knowledge, this is the first case of MCC presenting with upper gastrointestinal (GI) bleeding and obstructive jaundice.

CASE REPORT

A 67-year-old man with a history of MCC who presented with melena was first diagnosed with Stage IIA (T2, N0, M0) MCC of the
right eyebrow 18 months before presentation. He was treated with surgical excision, followed by consolidative radiotherapy (RT).
One year after the initial diagnosis, he had a recurrence in the right parotid gland that was treated with surgical resection, RT, and
chemotherapy (4 cycles of etoposide and carboplatin). Positron emission tomography/computed tomography (PET) scan 3
months before the presentation showed development of 2 hypermetabolic nodules adjacent to right submandibular gland and
right sternocleidomastoid, but no evidence of distant metastasis. He presented with melena and Hb drop from 13 to 8.5 g/dL.
Esophagogastroduodenoscopy showed multiple small ulcerated masses up to 1 cm in diameter scattered in the stomach and a
large 4 cm ulcerated mass on the lesser curvature with a blood clot that was treated with hemospray (Figures 1 and 2). Colonoscopy
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Figure 1. Small ulcerated metastatic mass in the stomach.

showed internal hemorrhoids. Biopsies confirmed metastasis
from MCC (Figures 3 and 4). He was discharged home; he re-
ceived palliative immunotherapy (atezolizumab) and RT. Repeat
outpatient PET/computed tomography scan showed significant
disease progression since the last scan 3 months before, with
widespread lymphatic, pancreatic, right perinephric, diffuse
gastric, peritoneal, and bony metastasis. He presented 4 weeks
after discharge with dark coloration of the urine.

Serum total bilirubin was 2.5 g/dL, alkaline phosphatase 458
IU/L, alanine aminotransferase 457 IU/L, aspartate amino-
transferase 441 IU/L, which were markedly increased from
normal liver tests 1 month before. Abdominal ultrasound
showed dilated intrahepatic and extrahepatic biliary radicals
and a 6.7 cm soft-tissue mass in the pancreatic head. He

Figure 2. Large ulcerated metastatic mass along the lesser curva-
ture of the stomach with an adherent blood clot that was treated
successfully with hemospray for hemostasis.

underwent endoscopic retrograde cholangiopancreatography
that showed a narrowing of the distal intrapancreatic portion of
the common bile duct. An uncovered metal stent was placed,
and the patient was discharged home. Eight days later, he
presented again with melena and Hb drop. Esophagogas-
troduodenoscopy showed a 4 cm friable, ulcerated periampul-
lary duodenal mass that was not amenable to endoscopic
intervention (Figure 5). Arteriogram showed bleeding from the
duodenal mass with tumor blush in the third part of the duo-
denum. Coil embolization of gastroduodenal and pan-
creaticoduodenal arteries was performed with successful
hemostasis. Biopsy of the duodenal mass confirmed metastatic
MCC with tumor cells morphologically identical to recent

Figure 3. Hematoxylin and eosin staining of the gastric mass showing highly anaplastic small rounded blue malignant tumor cells with large
round hyperchromatic nuclei infiltrating throughout the stroma surrounding normal glands. Finely dispersed salt and pepper chromatin with
brisk mitotic activity and individual cell necrosis classically seen in MCCs are noted. MCC, Merkel Cell Carcinoma.
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Figure 4. Cytokeratin-20 staining of gastric mass shows positive
staining of the tumor cells and the stroma with the classic dot-like
paranuclear pattern.

stomach biopsy. Two days after discharge, the patient was
readmitted with melena and epigastric pain. Embolization of 3
tumoral branches was completed by an interventional radiol-
ogist. The patient elected for hospice care after discharge and
died shortly thereafter.

DISCUSSION

To the best of our knowledge, this is the first case of MCC with
distant metastasis to the stomach, duodenum, and pancreas
presenting with recurrent upper GI bleeding and obstructive
jaundice. Diagnosis of gastric and duodenal metastasis was
established by endoscopically obtained biopsies. Endoscopic
ultrasound-guided fine-needle aspiration was not performed
because the patient had multiple biopsies confirming the di-
agnosis from other sites. Management of GI bleeding was
challenging and required repeated arterial embolization.

MCC is aggressive skin cancer with high rates of recurrence.’
Most patients (70%-80%) have localized disease on pre-
sentation, such as the one represented in our case.'’ Distant

metastasis to GI tract is uncommon. Canales et al reported the
first case of gastric metastasis in 1992."" Gastric metastasis was
described in 12 cases with GI bleeding as the main presentation.
The time between the initial diagnosis of MCC and gastric
metastasis ranges from 4 months to 4 years.® In our case, it was
18 months from the initial diagnosis. Pancreatic metastasis is
uncommon with very few reported cases in literature. Diagnosis
is usually made by surgical excision or endoscopic ultrasound-
guided fine-needle aspiration.'>"

Pathologically, MCC has a classic microscopic feature showing
sheets and nodules of undifferentiated anaplastic round small
blue cells. Confirmation of the diagnosis requires immunohis-
tochemical staining with cytokeratin-20, which is positive in
about 89%-100% of cases. Other commonly used stains include
chromogranin, synaptophysin, and cluster of differentiation
(CD56). MCCs are negative for thyroid transcription factor 1, a
marker for small cell neuroendocrine carcinoma, cytokeratin 7,
$100, CD45, and vimentin."> Merkle cell polyomavirus is
emerging as an important diagnostic tool for MCC.>"* PET scan
plays a vital role in staging, surveillance after excision, and
prognosis.'*'?

Wide local incision is the main treatment for the primary
localized lesions."* Radiotherapy is indicated when surgery is
not feasible, adjuvant to surgery in high-risk patients and
distant metastasis.'"*'®'” Adjuvant chemotherapy role in
metastatic disease is not well established and debatable.'*'®
Treatment with checkpoint inhibitors is the main treatment
now for advanced metastatic MCC.'"*'® The 5-year overall
survival for patients with local disease, regional involvement,
and distant metastasis was 55.6%, 35.4%, and 13.5%,
respectively.*

In conclusion, MCC is a rare and aggressive skin cancer with
a high recurrence rate. GI metastasis is very rare and is as-
sociated with poor prognosis. Close surveillance with PET
scan is important. GI endoscopy plays an important role in
the diagnosis of GI metastasis if suspected. Checkpoint in-
hibitors are the main treatment now in advanced metastatic
disease.

Figure 5. Friable bleeding 4 cm mass in the second part of the duodenum.

ACG Case Reports Journal / Volume 8

acgcasereports.com 3


http://acgcasereports.com

Elkafrawy et al

Metastatic Merkel Cell

DISCLOSURES

Author contributions: A. Elkafrawy wrote and edited the
manuscript, reviewed the literature, revised the manuscript for
intellectual content, and is the article guarantor. L. Numan
edited the manuscript, reviewed the literature, and provided the
endoscopic images. A. Albawaliz wrote and edited the manu-
script, and reviewed the literature. C. Liu wrote the manuscript.
W. Bahaj wrote the manuscript and reviewed the literature. O.
Tawfik provided the pathology images. F. Hamid edited the
manuscript, provided the endoscopic images, and revised the
manuscript for intellectual content.

Financial disclosure: None to report.

Informed consent could not be obtained from the family of the
deceased patient despite several attempts. All identifying in-
formation has been removed from this case report to protect
patient privacy.

Previous presentation: This case was presented at the American
College of Gastroenterology Annual Scientific Meeting;
October 25-30, 2019; San Antonio, Texas.

Received May 19, 2020; Accepted September 4, 2020

REFERENCES

1. Toker C. Trabecular carcinoma of the skin. Arch Dermatol. 1972;105(1):
107-10.

2. Paulson KG, Park SY, Vandeven NA, et al. Merkel cell carcinoma: Current
US incidence and projected increases based on changing demographics.
J Am Acad Dermatol. 2018;78(3):457-463.e2.

3. Albores-Saavedra ], Batich K, Chable-Montero F, Sagy N, Schwartz AM,
Henson DE. Merkel cell carcinoma demographics, morphology, and sur-
vival based on 3870 cases: A population based study. ] Cutan Pathol. 2010,
37(1):20-7.

4. Heath M, Jaimes N, Lemos B, et al. Clinical characteristics of merkel cell
carcinoma at diagnosis in 195 patients: The AEIOU features. ] Am Acad
Dermatol. 2008;58(3):375-81.

5. Santos-Juanes J, Ferndndez-Vega I, Fuentes N, et al. Merkel cell carcinoma
and merkel cell polyomavirus: A systematic review and meta-analysis. Br |
Dermatol. 2015;173(1):42-9.

6. Goessling W, McKee PH, Mayer R]. Merkel cell carcinoma. J Clin Oncol.
2002;20(2):588-98.

7.  Ghouri YA, Krishna SG, Kundu UR, et al. A case series and literature review
of merkel cell carcinoma metastasizing to pancreas. Dig Dis Sci. 2015;60(6):
1805-12.

8. Hu ZI, Schuster JA, Kudelka AP, Huston TL. Merkel cell carcinoma with
gastric metastasis and review of literature. ] Cutan Med Surg. 2016;20(3):
255-8.

9. Allen PJ, Bowne WB, Jaques DP, Brennan MF, Busam K, Coit DG. Merkel
cell carcinoma: Prognosis and treatment of patients from a single in-
stitution. J Clin Oncol. 2005;23(10):2300-9.

10. Vernadakis S, Moris D, Bankfalvi A, Makris N, Sotiropoulos GC. Metastatic
merkel cell carcinoma (MCC) of pancreas and breast: A unique case. World
J Surg Oncol. 2013;11:261.

11. Canales LI, Parker A, Kadakia S. Upper gastrointestinal bleeding from
merkel cell carcinoma. Am J Gastroenterol. 1992;87(10):1464-6.

12. PinhoJ, Montezuma D, Monteiro P, Dinis-Ribeiro M, Bastos P. Endoscopic
ultrasound diagnosis of Merkel cell carcinoma metastasising to pancreas.
Cytopathology. 2018;29(5):478-81.

13. Czapiewski P, Biernat W. Merkel cell carcinoma-recent advances in the
biology, diagnostics and treatment. Int ] Biochem Cel Biol. 2014;53:536-46.

14. Bichakjian CK, Olencki T, Aasi SZ, et al. Merkel cell carcinoma, version
1.2018. ] Natl Compr Cancer Netw. 2018;16(6):742-74.

15. Siva S, Byrne K, Seel M, et al. 18F-FDG PET provides high-impact and
powerful prognostic stratification in the staging of merkel cell carcinoma: A
15-year institutional experience. ] Nucl Med. 2013;54(8):1223-9.

16. Harrington C, Kwan W. Outcomes of merkel cell carcinoma treated with
radiotherapy without radical surgical excision. Ann Surg Oncol. 2014;
21(11):3401-5.

17. Chen MM, Roman SA, Sosa JA, Judson BL. The role of adjuvant therapy in
the management of head and neck merkel cell carcinoma: An analysis of
4815 patients. JAMA Otolaryngol Head Neck Surg. 2015;141(2):137-41.

18. Poulsen M, Walpole E, Harvey J, et al. Weekly carboplatin reduces toxicity
during synchronous chemoradiotherapy for merkel cell carcinoma of skin.
Int ] Radiat Oncol Biol Phys. 2008;72(4):1070-4.

19. Mantripragada K, Birnbaum A. Response to anti-PD-1 therapy in meta-
static merkel cell carcinoma metastatic to the heart and pancreas. Cureus.
2015;7(12):e403.

20. Harms KL, Healy MA, Nghiem P, et al. Analysis of prognostic factors from
9387 merkel cell carcinoma cases forms the basis for the new 8th edition
AJCC staging system. Ann Surg Oncol. 2016;23(11):3564-71.

Copyright: © 2021 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf of
The American College of Gastroenterology. This is an open access article distributed
under the terms of the Creative Commons Attribution-Non Commercial-No Derivatives
License 4.0 (CCBY-NC-ND), where it is permissible to download and share the work
provided it is properly cited. The work cannot be changed in any way or used com-
mercially without permission from the journal.

ACG Case Reports Journal / Volume 8

acgcasereports.com 4


http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://acgcasereports.com

