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Abstract

We examined a 51-year-old white male patient diagnosed with metastatic Merkel cell tumor, treated with immunotherapy, 
who came to the emergency room with upper abdominal pain and elevated pancreatic serum enzymes. He was suspected 
to have acute pancreatitis and was referred for computed tomography examination, which didn’t depict any sign of acute 
pancreatitis, showing a solid mass adjacent to the pancreatic head, retroperitoneal lymphadenopathies, solid nodules in the 
subcutaneous fat, and retroperitoneum.
        
Keywords: Subcutaneous Metastases; Chemotherapy; Immunetherapy; Retroperitoneum

Abbreviations: MCC: Merkel Cell Carcinoma; MDCT: 
Multi Detector Computed Tomography; M: Metastases; LDH: 
Lactate Dehydrogenase; CT: Computed Tomography.

Introduction

Merkel cell carcinoma (MCC) is a rare epidermal 
malignant tumor that appears on the sun-exposed tegument 
of the head and neck in old patients and is considered to 
be a neuroendocrine tumor derived from the Merkel cells 
[1,2]. This is an aggressive lesion that causes regional 
lymphadenopathies and metastases in subcutaneous fat, 
the liver, bones, brain, and lungs [3,4], which are all grouped 
under stage IV [4,5]. The impact of the M1a to M1c categories 
on prognosis is not certain. M1a disease is metastasis to 
distant skin, subcutaneous tissue, or lymph nodes. M1b 
represents metastasis to the lungs, and M1c to all other 
visceral sites [6,7].

MCC doesn’t have a durable response to chemotherapy, 
so immunotherapy became the first-choice drug for treating 
metastatic MCC [6]. This is a human monoclonal antibody that 

causes several serious adverse reactions like pneumonitis, 
hepatitis, colitis, pancreatitis, endocrinopathies, and some 
undesirable effects like fatigue, nausea, diarrhea, and 
abdominal pain [8,9].

Case report

We examined a 51-year-old white male patient 
diagnosed with metastatic Merkel cell tumor; the primary 
tumor was located on the antero-inferior part of the neck 
and was surgically resected, but at the time he already 
had metastases, so he began immunotherapy (2 cures of 
checkpoint inhibitors - Avelumab); the patient came to the 
emergency room with upper abdominal pain and elevated 
LDH (911 U/L) and pancreatic enzymes (serum amylase 
= 330 U/L, serum lipase = 517 U/L). He was suspected to 
have acute pancreatitis and was referred for abdominal 
ultrasound and computed tomography examinations.

Abdominal ultrasound revealed lobulated, 
inhomogeneous, confluent hypoechoic masses in the 
pancreatic head and a mildly dilated main pancreatic duct; 
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there was no retroperitoneal or intraperitoneal fluid. We 
performed contrast-enhanced abdomino-pelvic MDCT, 
with a noncontrast-enhanced phase, intravenous injection 
of iodinated contrast medium (1 ml/kg, 3 ml/s), followed 
by arterial and portal venous phases, and we found the 
following lesions:

• Large, solid, slightly enhancing, well-defined, lobulated 
mass nearby the pancreatic head, which compresses 
pancreatic parenchyma, portal, and splenic veins; 
pancreatic body and tail with normal dimensions and 

structure, with mildly dilated main pancreatic duct (4 
mm) (Figure 1).

• lymphadenopathies all over the retroperitoneum 
(interaortocaval, precaval, mesenteric root, nearby 
internal and external iliac vessels) but also in the inguinal 
region, retrocrural, and paravertebral (Figure 1).

• hyperdense, slightly enhancing round nodules localized 
subcutaneously on the abdominal wall and in the 
posterior pararenal space (Figure 2).

• no focal lesions in the liver, adrenals, spleen, or kidneys;
• no retroperitoneal or intraperitoneal fluid.

Figure 1: Abdominal CT scan, arterial and portal venous phases – solid mass adjacent the pancreatic head (a); retroperitoneal 
lymphadenopathies: interaortocaval (b, c), precaval (d), mesenteric (e).

Figure 2: Abdominal CT scan, portal venous phase -a, b - solid nodules in the subcutaneous fat (arrow) and retroperitoneal 
fat (blue arrow).
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Discussion

The 51-year-old construction worker with MCC we 
examined is a particular case because:

He is middle-aged (the literature reports this malignant 
skin tumor in older patients) [1]; He had an acute development 
after immunotherapy, consisting of upper abdominal pain 
(which frequently appears after this treatment), associated 
with elevated pancreatic enzymes.

Abdominal ultrasound was inconclusive for the suspicion 
of acute pancreatitis and revealed instead hypoechoic lesions 
in the pancreatic head.

The MDCT examination didn’t depict any sign of 
acute pancreatitis and showed a solid mass adjacent to 
the pancreatic head, retroperitoneal lymphadenopathies, 
solid nodules in the subcutaneous fat, and right posterior 
pararenal space (which were suspected to be secondary 
lesions), but no liver or bone metastases; the solid nodules in 
the subcutaneous fat and pararenal space enhanced mildly, 
although in the literature the metastases from Merkel cell 
carcinoma are known to have intense uptake of contrast 
medium.

Merkel cell tumors frequently cause regional 
lymphadenopathies; instead, our patient has retroperitoneal 
and inguinal lymph node involvement [7].

The metastatic lesions cited in the literature are in 
subcutaneous fat, liver, bones, brain, and lungs, but in this 
case the secondary lesions were located in subcutaneous fat 
and in the pararenal fat without other secondary lesions in 
the organs (M1a) [10].

An elevated level of LDH indicates tissue damage, which 
has multiple causes and can appear not only in pancreatitis 
but also in cases of metastatic malignant tumors. Studies 
show a link between tumor lactate concentration and the 
frequency of metastasis in head and neck cancer, and a 
high level of lactate production has been recognized as the 
hallmark of cancer [11,12].

The main diagnosis problem was the mass nearby the 
pancreatic head, which raised several differential diagnosis 
problems:
• Pancreatic cancer is a solid lesion, slightly hipodense 

on noncontrast enhanced and postcontrast scans, with 
poorly defined margins, invading the peripancreatic fat, 
peripancreatic vessels, and adjacent organs [13];

• neuroendocrine pancreatic tumor: on MDCT the lesion 
has intense contrast enhancement;

• Focal autoimmune pancreatitis is a mass with 

homogenous enhancement, which determines a smooth 
narrowing of the Wirsung duct and a mild dilatation 
upstream [13].

• Mass-forming chronic pancreatitis is a hypoattenuating 
mass (noncontrast enhanced CT) and hypovascular on 
contrast-enhanced scans, with well-defined margins, 
often located in the pancreatic head [14].

• Paraduodenal pancreatitis (groove pancreatitis) is a 
form of chronic pancreatitis that appears in the groove 
between the pancreatic head and duodenum, sometimes 
involving the pancreatic head, and usually does not 
encase the gastroduodenal artery or the biliary duct 
[15].

• Peripancreatic lymphadenopathies are lobulated, well-
defined masses that compress the elements around 
them but do not invade them, and have mild contrast 
enhancement.

We concluded that the lesion adjacent the pancreatic 
head was in fact represented by lymphadenopathies, based 
on their appearance (well-defined, lobulated mass), lack of 
pancreatic and vessel invasion, and mild uptake of contrast 
medium.

Acute pancreatitis induced by immunotherapy is 
rarely reported (less than 1%), and MDCT examination can 
establish the diagnosis of acute pancreatitis but is not specific 
for autoimmune pancreatitis, and we could not correlate this 
diagnosis with checkpoint inhibitors treatment (there are no 
typical lesions of acute pancreatitis on MDCT). The elevated 
pancreatic enzymes could appear as a pancreatic reaction to 
any other digestive diseases or even with the treatment.

Conclusion

We examined a patient with metastatic Merkel cell 
carcinoma, treated with immunotherapy, who came with 
upper abdominal pain and elevated LDH and pancreatic 
enzymes. The suspected diagnosis was acute pancreatitis, 
but abdominal ultrasound and computed tomography 
did not confirm the diagnosis, finding instead secondary 
lesions in the subcutaneous and retroperitoneal fat and 
abdominal (including peripancreatic head) and pelvic 
lymphadenopathies. The throwback of our statement is 
that we did not have any pathological confirmation for 
the metastases or lymphadenopathies, but in the case 
of this patient with Merkel cell carcinoma and no other 
malignancies, this was the only logical conclusion.
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