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Abstract
The authors describe a case of a 76-year-old male with a med-
ical history of Merkel cell carcinoma (MCC) of the right lower 
eyelid. He was admitted to the emergency department due to 
abdominal pain in the right hypochondrium, nauseas, asthe-
nia, and choluria with 3 days of evolution. Biochemical liver 
workup revealed a cytocholestase pattern as well as a pro-
longed prothrombin time. After admission, the patient devel-
oped hepatic encephalopathy, and a clinical and analytical 
worsening was observed. Abdominal ultrasound showed a re-
duction in the caliber of the hepatic veins, in apparent relation 
to a parenchymal compression. Liver biopsy was performed 
and showed an extensive infiltration of the hepatic parenchy-
ma by a solid neoplasm, which, upon immunohistochemical 
study, was compatible with a diffuse metastization of a MCC. 
We report this clinical case due to its rarity of presentation and 
to show the important role of liver biopsy in cases of acute 
hepatitis. © 2019 Sociedade Portuguesa de Gastrenterologia

Published by S. Karger AG, Basel
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Resumo
Os autores descrevem o caso de um homem de 76 anos, 
com carcinoma de células de Merkel (CCM) da pálpebra 
direita, admitido no Serviço de Urgência por dor abdomi-
nal no hipocôndrio direito, náuseas, astenia e colúria com 
3 dias de evolução. Analiticamente, apresentava um pa-
drão citocolestático e coagulopatia com prolongamen- 
to do tempo de protrombina. Durante o internamento, 
desenvolveu encefalopatia hepática, com agravamento 
clínico e analítico. Ecograficamente, verificou-se redução 
do calibre das veias heapticas, em aparente relação com 
compressão parenquimatosa. Foi realizada biópsia he
pática que relevou infiltração extensa do parênquima 
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hepático por uma neoplasia sólida compatível, imunohis-
toquimicamente, com metastização pelo CCM. Os autores 
reportam este caso clínico devido à raridade da sua apre-
sentação, bem como para salientar o papel da biópsia 
hepática na abordagem dos casos de hepatite aguda.

© 2019 Sociedade Portuguesa de Gastrenterologia
Publicado por S. Karger AG, Basel

Introduction

Merkel cell carcinoma (MCC) is a rare tumor of the 
skin of a neuroendocrine origin. Its estimated annual in-
cidence rate is 0.7 per 100,000 persons, being higher in 
males, elderly subjects, and people with light skin and 
those with increased sun exposure [1]. Immunosup-
pressed patients have also a higher risk of MCC. It pres-
ents with a rapidly growing asymptomatic solitary, firm, 
non-tender, flesh-colored to red tumor with nodular or 
plaque features. Typically, the diagnosis is made based on 
incisional tumor biopsy. The main sites of MCC are the 
head and neck (53%) and extremities (34–35%) [2]. MCC 
has a high tendency to local recurrence and regional 
lymph node disease. Distant dissemination occurs in 
5–8% of the cases, mainly in the liver and lung and typi-
cally as a solitary focus. The sentinel node biopsy is useful 
to identify patients with occult metastasis [3].

The authors describe a rare case of a MCC with a dif-
fuse liver metastization diagnosed by liver biopsy.

Clinical Case

The authors describe the case of a 76-year-old male with  
a medical history of MCC of the right lower eyelid staged  
pT2NxR1 who underwent surgical treatment. His surgical 
wound was treated with amoxicillin-clavulanate. Seven days lat-
er, the patient was referred to the Emergency Department due to 
abdominal pain, mainly in the right hypochondrium, jaundice, 
choluria, nauseas, and asthenia with 3 days of evolution. Ana-
lytically, he presented an aspartate aminotransferase of 333 U/L 
(9 times the upper limit of normal [ULN], reference value [RV]: 
10–37 U/L), alanine aminotransferase of 239 U/L (7 times the 
ULN, RV: 10–37 U/L), gamma-glutamyl-transferase of 1,524 
U/L (31 times the ULN, RV: 10–49 U/L), and alkaline phospha-
tase of 1,040 U/L (9 times the ULN, RV: 30–120 U/L). Total bil-
irubin was 6.24 mg/dL with a direct value of 4.06 mg/dL (RV:  
< 1.20 and < 0.40, respectively). The international normalized  
ratio (INR) was 1.2. The biochemical liver workup performed 2 
months before was normal. The abdominal ultrasound showed 
hepatomegaly and a reduction in the caliber of the hepatic veins, 
in apparent relation to a parenchymal compression (Fig. 1). Dur-

ing the hospital stay, an analytical worsening was observed, with 
the highest total bilirubin value being 22.9 mg/dL and an INR of 
1.56. Moreover, the patient developed hepatic encephalopathy 
(grade 3, according to the West Haven criteria). In light of this 
clinical scenario, it was decided to perform a percutaneous liver 
biopsy (as the patient presented a normal INR value at the time 
of hepatic biopsy). The hepatic histological evaluation showed 
an extensive infiltration of the hepatic parenchyma by a solid 
neoplasm, with hyperchromatic nuclei with scarce cytoplasm 
and with frequent apoptosis and mitosis figures (Fig. 2). Immu-
nohistochemical study revealed a positivity for CK 19, CAM 5.2, 

Fig. 1. Abdominal ultrasound showing a reduction in the caliber 
of the hepatic veins, in apparent relation to a parenchymal com-
pression.

Fig. 2. Hematoxylin-eosin stain (×100) showing infiltration of the 
hepatic parenchyma by a solid neoplasm (hyperchromatic nuclei 
with scarce cytoplasm and with frequent apoptosis and mitosis 
figures).
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CD 56 NCAM, synaptophysin, and CK-20 (para-nuclear), and 
chromogranin (focal) was observed, compatible with liver 
metastization of the MCC (Fig. 3). After the multidisciplinary 
discussion of the case, due to impairment of the liver function 
caused by diffuse liver metastization, it was decided to offer the 
patient best supportive care. He died 2 weeks after emergency 
admission.

Discussion

This case illustrates the importance of liver biopsy 
when addressing an acute hepatitis case. In fact, our first 
diagnostic hypothesis based on the patient’s clinical his-
tory was hepatotoxicity induced by amoxicillin-clavula-
nate, with a cholestatic pattern (R value < 2). Moreover, 
the assessment of causality, according to the RUCAM 
score, was 8 (compatible with a probable causality), sup-
porting this hypothesis [4]. Nevertheless, the imaging 
findings (abdominal ultrasound) and the worsening of 
cytocholestasis laboratory tests were not compatible 
with drug-induced hepatotoxicity. Therefore, it was de-
cided to perform a liver biopsy to clarify the clinical 
findings. As a matter of fact, even after antibiotic sus-
pension, the biochemical liver tests did not improve, 
and considering the patient’s past medical history (eye-
lid MCC), liver biopsy seemed crucial to determine the 
etiology and prognosis of disease. Moreover, in this 
case, a formal diagnosis of acute liver failure (ALF) was 
made as the patient developed encephalopathy (grade 
3) and presented with a severe liver injury with elevated 
serum transaminases and impaired liver function (jaun-
dice and INR > 1.5). 

Despite the unclear role of the hepatic biopsy in 
drug-induced liver injury cases, the European Associa-
tion for the Study of the Liver (EASL) guidelines suggest 
that in cases of ALF with suspicion of hepatic malignant 
infiltration, biopsy has a crucial role allowing early di-
agnosis and prognosis assessment. Hepatic histology is 
also important in cases of liver metastasis confirmation, 
as the patient was not candidate for liver transplanta-
tion [5].

Liver is one of the most important solid organs for 
MCC metastization, typically in the form of a nodular le-
sion, well-defined on imaging examinations [6]. In this 
case, the metastization occurred in a diffuse pattern, with 
less representation in the imaging techniques, which is 
another interesting and rare finding that supports the 
performance of liver biopsy.

MCC is an aggressive disease. In a large European reg-
istry, an overall 5-year survival for patients up to 71% in 

localized disease and 52 and 17% in regional and distant 
stages, respectively, were estimated [7]. The patient de-
scribed herein presented some unfavorable prognostic 
factors, namely male gender, primary disease located in 
the eyelid (head/trunk), and deep mucosal and lymphatic 
invasion. Moreover, the distant involvement of tumor 
(liver metastization) is considered the main factor for 
poor prognosis [1].

The treatment of this type of neoplasia depends main-
ly on tumor stage and other factors such as tumor loca-
tion, patient age, and overall health status [8]. The treat-
ment of metastatic MCC should be individually tailored. 
The only curative treatment is surgery, in case of isolated 
metastasis [1]. When the dissemination of disease limits 
tumor resection, immune or chemotherapy are the avail-
able alternatives, sometimes in the context of clinical tri-
als. Due to their tolerability and safety profiles, the im-
munotherapies such as avelumab are preferred, if the pa-
tients do not have any contraindication [9]. Our patient 
died in the context of ALF without response to estab-
lished medical therapies. He also did not meet the criteria 
for a liver transplantation.
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Fig. 3. Immunohistochemical analysis with synaptophysin.
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