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Metastatic Merkel cell carcinoma: Pancreatic mass,
an unknown primary site

Aashima Gupta, Yull Arriaga, Russell Plowman

CASE REPORT

A 73-year-old man with known history of paroxysmal
atrial fibrillation, stage III chronic kidney disease, and
hypertriglyceridemia presented with a one-month history
of progressive epigastric pain, shortness of breath,
nausea, loss of appetite, and unintentional weight loss of
approximately 40 pounds. His family noticed pallor paler
and jaundiced. The patient also noted dark yellow urine.
Upon arrival, vitals were stable with blood pressure (BP)
117/71 mmHg, heart rate 74 beats/minute, temperature
was normal (afebrile), oxygen saturation 97% on room
air. Initial blood work with unremarkable complete blood
count (CBC) with White cell count (WBC) 5.03 x 103/uL
(reference: 4—10 x 103/uL), hemoglobin (Hgb) 15.0 g/
dL (reference: 13—16 g/dL), and platelets 280 x 103/uL
(reference: 149—390 x 103/uL). Comprehensive metabolic
panel (CMP) was abnormal with elevated creatinine 2.13
mg/dL (Baseline creatinine 0.9—1.1 mg/dL), Blood urea
nitrogen (BUN) 56 mg/dL (5—25 mg/dL), elevated liver
enzymes: aspartate aminotransferase (AST) 9o U/L
(reference: 13—39 U/L), alanine aminotransferase (ALT)
155 U/L (7—-52 U/L), alkaline phosphatase 288 U/L (34—
104 U/L), and total bilirubin 11.06 mg/dL (0.20-1.00
mg/dL). Lipase was also elevated to 2551 U/L (11-88
U/L). Urine studies with some ketonuria no proteinuria,
hematuria, pyuria, or bilirubinuria noted.

Contrast-enhanced computed tomography (CECT) of
the abdomen and pelvis performed during initial workup
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revealed alargelobulated mass arising from the pancreatic
head and uncinate process, measuring 10.2 x 7.9 x 10.3 cm,
with associated biliary ductal dilatation, highly suspicious
for pancreatic malignancy (Figure 1). Given high-risk
features including unintentional 40 pound weight loss
over one month, initial imaging suggestive of pancreatic
mass, the patient was admitted for further evaluation of
possible pancreatic malignancy. This was followed by
magnetic resonance cholangiopancreatography (MRCP),
which confirmed an approximately 10 c¢cm pancreatic
head mass encasing the proximal superior mesenteric
artery and occluding the superior mesenteric vein, with
no evidence of distant metastasis.

Figure 1: Coronal section of contrast enhanced computed
tomography abdomen with arrow showing a large lobulated
mass arising from the pancreatic head and uncinate process,
measuring 10.2 X 7.9 x 10.3 cm.
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Endoscopic retrograde cholangiopancreatography
(ERCP) demonstrated an ulcerated mass within the
duodenum. The common bile duct was markedly dilated
up to 19 mm, with an abrupt distal cutoff and replacement
of the ampulla by tumor. Endoscopic ultrasound
identified a heterogeneous, hypoechoic, irregular solid
mass measuring 76 x 89 mm within the pancreatic
head. Endoscopic ultrasonography-guided biliary stent
placement and biopsy of the mass were performed.

Core-needle biopsy showed sheets of monotonous,
small- to medium-sized malignant cells with finely
stippled chromatin and inconspicuous nucleoli (Figure
2A, hematoxylin and eosin stain). Initial diagnostic
consideration included neuro-endocrine tumor and
lymphoma. Subsequently, flow cytometry demonstrated
malignant cells were CD56 positive and CD 45 negative
suggestive of non-hematolymphoid origin. Due to concern
of neuro-endocrine nature immunohistochemistry was
performed which demonstrated positivity for CK20 in
a perinuclear dot-like pattern (Figure 2B), along with
CAM 5.2 and chromogranin A. The Ki-67 proliferative
index exceeded 90%, consistent with a high-grade
neuroendocrine carcinoma. Tissue was sent for next-
generation sequencing (NGS), which identified a tumor
profile most compatible with Merkel cell carcinoma.
This was further supported by a positive Merkel cell
polyomavirus (MCPyV) immunostain (Figure 2C),
confirming metastatic Merkel cell carcinoma from an
unknown primary source.

The patient was started on first-line systemic
chemotherapy with modified FOLFIRINOX (infusional
5-fluorouracil, oxaliplatin, and irinotecan) and achieved

Figure 2: (A) An H&E stain shows sheets of monotonous,
small- to medium-sized malignant cells with variable amounts
of eosinophilic to amphophilic cytoplasm; the nuclei are round
to irregular with vesicular and finely stippled chromatin and
inconspicuous nucleoli (20x). (B) Tumor cells are positive for
CK20 (perinuclear dot-like pattern) (60x). (C) Tumor cells are
positive Merkel cell polyomavirus (MCPyV) (40x).
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a near-complete radiographic response. Dermatology
was consulted to evaluate for a primary cutaneous lesion;
however, no primary skin lesion was identified.

DISCUSSION

Merkel cell carcinoma (MCC) is a rare and aggressive
cutaneous neuroendocrine malignancy with an estimated
annual incidence of approximately 2448 cases worldwide
[1]. It most commonly spreads to regional lymph nodes,
followed by bone and bone marrow, lung, and skin [2].
Pancreatic metastasis is exceedingly rare.

When MCC does metastasize to the pancreas, it can
closely mimic a primary pancreatic neuroendocrine
neoplasm, creating significant diagnostic difficulty. The
distinction is important because the two conditions
are managed very differently and carry very different
prognoses.

In our patient, Next gene sequencing (NGS) played
a central role in establishing the correct diagnosis. It
identified the pancreatic lesion as metastatic MCC in
the absence of any detectable primary tumor, which was
further supported by positive MCPyV immunostaining.
This finding substantially altered both disease staging
and treatment planning. While localized pancreatic
neuroendocrine tumors are typically managed with
surgical resection [3]. Metastatic MCC 1is better
approached with systemic therapy [4, 5]. Immune
checkpoint inhibitors targeting the PD-1 pathway have
shown meaningful efficacy in metastatic MCC [4—6].
Our patient’s plan includes transition to maintenance
immunotherapy following his chemotherapy response,
with the goal of achieving durable disease control.

CONCLUSION

This case represents a rare presentation of metastatic
Merkel cell carcinoma involving the pancreas with
no identifiable primary skin lesion. It highlights two
important points: first, MCC should be kept in mind when
evaluating pancreatic masses, even in the absence of a
known cutaneous primary; and second, next-generation
sequencing can be a valuable and at times essential
diagnostic tool in atypical cases. In this patient, NGS not
only confirmed the diagnosis but also changed the staging
and guided appropriate systemic treatment.
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