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ABSTRACT 
 
Introduction: Distal metastases occur in 30 to 
75% cases of advanced hepatocellular 
carcinoma and the most common sites are the 
lungs, bones, intraperitoneal organs and 
adrenal gland. The most  frequent metastases, 
except those mentioned above, are in the 
regional lymph nodes. Metastases to the 
esophagus are very rare, being present in less 
than 0.4% of patients with hepatocellular 
carcinoma. Case Report: We present a case of a 
56-year-old male patient who had been treated 
for alcoholic liver cirrhosis and hepatocellular 
carcinoma in cirrhotic liver, followed by 
orthotopic liver transplantation (OLT). Three 
months after OLT patient was admitted to the 
hospital due to anemia. The upper 
gastrointestinal endoscopy revealed two 
lesions in the lower part of the esophagus, of 
which the lesion at the cardia severely bleed. 
Sclerotherapy was the method of choice in 
order to stop bleeding which was followed by 
surgery after sclerotherapy failed. Biopsies of 
the esophageal lesions showed metastases of 
hepatocellular carcinoma, while multiple 
metastases  in  the lungs  and  the mediastinum 
 
 
 
 
 
 
 
 
 
 
 
 
        
 
 
 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

had been diagnosed earlier. After the patient 
had recovered from surgery sorafenib was 
suggested as adjuvant therapy. The patient 
gave up on further treatment and eventually 
passed away. Conclusion: The presently 
available scanning methods in severely ill 
patients will not always detect extrahepatic 
metastases of the liver cancer, thus causing an 
inappropriate use of liver transplantation. OLT 
failure resulting in spreading of the 
hepatocellular carcinoma will make us 
redefine the criteria for liver transplantation. 
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INTRODUCTION 
 
Primary malignant diseases of the liver can be 

treated by orthotopic liver transplantation (OLT) if the 
extent of the disease is not too great. Unfortunately, it 
is difficult to find small and microsopic metastases 
which allow fast spreading in an immunosuppressed 
patient. Distal metastases, excluding regional lymph 
nodes, occur in 30 to 75% cases of advanced 
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hepatocellular carcinoma [1] and the most common 
sites are the lungs, bones, intraperitoneal organs and 
adrenal gland [2-5]. Metastases to the esophagus are 
very rare being present in less than 0.4% of patients 
with hepatocellular carcinoma (HCC) [6, 7].  

We report the first case of multiple, intermitently 
bleeding metastases of hepatocellular carcinoma in the 
esophagus in Europe, diagnosed three months after 
liver transplantation. Only two cases of unusual 
spreading of HCC in the oesophagus have been 
reported so far both in China [1, 8]. 

 
 

CASE REPORT 
 
 A 56-year-old male Caucasian, who had been 
treated for five years due to alcoholic cirrhosis, was 
admitted to hospital in October, 2008, because of 
single hematemesis. Endoscopy revealed esophageal 
varices (Figure 1), without actual bleeding. 
Sclerotherapy was performed, packed cells transfusion 
ordered, and there was no re-bleeding during 
hospitalization. Ultrasound and computed tomography 
(CT) scan revealed three liver lesions, ranging in size 
from 2.0 cm to 3.3 cm. Alpha-fetoprotein, viral 
serology markers (hepatitis A, B and C), colonoscopy 
and chest X-ray findings were normal. Abdominal 
magnetic resonance (MR) scan was indecisive, but 
suggested a possibility of liver cancer of the left lobe 
(segment 4) and right lobe (segment 7 and 8) of the 
liver. MR imaging procedures (fast imaging employing 
steady state acquistion-FIESTA, fast relaxation fast 
spin echo-FRFSE T2, fast spin echo, spin spin 
relaxation time- FSE T2, DUAL ECHO, fast spoiled 
gradient echo spin lattice relaxation time-FSPGR T1) 
were performed with paramagnetic contrast in all 
scans. Due to ascites and coagulopathy histology or 
cytology of the described lesions were not possible. 
Neither of the imaging techiques showed signs of 
portal vein thrombosis. The patient was discharged so  
 
 

 
 
Figure 1: Esophageal varices. 

we could assess esophageal varices later, but within a 
month the patient was readmitted again due to upper 
gastrointestinal (GI) bleeding. Again, no actual site of 
bleeding was found, so we performed endoscopic band 
ligation on the varices. 

After the patient was stabilized, needle aspiration of 
the liver lesions was done which established the 
diagnosis of HCC. Again, the presence of ascites and 
coagulopathy made fine needle aspiration (cytology 
aspiration) more appropriate in obtaining the 
diagnosis instead of biopsy. The smear showed atypical 
cells resembling hepatocytes, with marked 
anysocytosis and anisonucleosis. The cells were CK18 
positive and, CK19 and CK20 negative. The cytology 
diagnosis was ‘hepatocellular carcinoma’. Other than 
usual exhaustion from bleeding and parenteral feeding 
the patient had no other leading symptoms like 
dysphagia, odynophagia or substantial weight loss. The 
patient was, after  standard procedure that included 
upper and lower GI endoscopy, establishing viral 
status of the patient, excluding the hepatorenal and 
hepatopulmonary syndroma, otorhinolaryngeal and 
urology examination with complete biochemistry, 
reported for The National Liver Transplantation list 
with Model for End Stage Liver Disease (MELD) score 
16, and received a new organ in January, 2009. The 
surgery went well; the explanted liver was examined by 
an experienced pathologist. Serial slices of the left liver 
lobe showed multiple tumors ranging in size from 0.2 
cm to 2.0 cm, spreading to the right lobe of the liver 
where five tumor masses, ranging from 0.5 cm to 2.5 
cm were found. 
The portal vein was invaded and occluded by cancer 
cells, as well as the blood vessels in the ligament of 
teres. The surrounding tissue next to the liver was also 
invaded by the tumor. The preserved part of the liver 
parenchyma showed signs of an incomplete cirrhosis, 
even though its blood vessels showed signs of tumor 
invasion. The histology finding matched completely 
with previous cytology findings. 

 
 

 
 
Figure 2: Bleeding mass expanding from cardia. 
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At the beginning of May 2009, the patient was 
admitted to the hospital again due to anemia. 
Gastroscopy revealed a lesion (Figure 2) at the end of 
the esophagus, which was intermittently spurting 
blood.  At  first  sight,  it was  unclear  if  it was a polyp, 
large blood clot, or a varix.  Five days later the lesion 
prolapsed into the fundic part of the stomach with 
venous bleeding (Figure 3) which was stopped by 
sclerotherapy, even though the tissue was unusually 
soft and yielding to the catheter. Five days later we 
noticed a flat lesion (Figure 4), five cm above the 
cardia, elevated from the surrounding mucosa, 1.5 cm 
in diameter.  Even though the lesions bled 
intermittently, biopsies were taken which revealed a 
HCC metastase in both lesions. The chest X-ray 
revealed multiple lesions within the lungs (Figure 5). 
Brain and abdominal CT scan revealed no other 
lesions. Since the patient bled from the esophageal 
lesion every time he underwent upper GI endoscopy, 
there was no satisfactory mean to solve the problem via 
endoscopy, so surgery was chosen in order to stop 
bleeding. Intraoperatively, the cardiac metastasis 
significantly bled, so it was resected and sutured. At 
laparotomy it was clear that the transplanted liver and 
surrounding lymph nodes were packed with 
metastases. Multiple biopsies were obtained from the 
metastasis. It was clear there was no surgical solution 
for the extensive stage of the metastatic disease. The 
oesophageal resection was merely a life saving 
procedure. The patient came for regular check-ups in 
his surgery recovery period.  
His last visit was in July, 2009 and he was stable. 
Irradiation as a therapeutic option was discarded 
because of the expected complications in massively 
spread malignant disease. Sorafenib adjuvant therapy 
was suggested, but the patient developed a serious case 
of depression, and lost the will to carry on. Eventually 
the patient passed away, but the information on that is 
indirect and off the record. 
 
 
DISCUSSION 

 
During the last ten years only a few cases of 
hepatocellular carcinoma with esophageal metastases 
have been reported [1, 6, 8-12]. Two articles on 
esophageal metastases of hepatocellular carcinoma 
followed by OLT have been published so far [1, 8].  The 
leading symptom in our case as well as in case 
described by Hsu et. al. [8] was bleeding from the 
upper GI tract, while in case described by Xie et. al. [1] 
dysphagia and odynophagia were leading symptoms. 
Biopsies of lesions found at endoscopy brought up 
exact diagnosis in all cases described above – 
‘metastases of hepatocellular carcinoma’. Hsu et. al. 
applied conservative therapy in order to stop bleeding, 
but the disease progressed and the patient died within 
a couple of months [8]. In our case, massive bleeding 
in the esophagus required life saving surgery. 

Recovering  from surgery, sorafenib  was suggested 

 
 
Figure 3: Actual bleeding of the metastase. 
 
 

 
 
Figure 4: Non bleeding metastase in the esophagus. 

 
 

 
 
Figure 5: Chest X-ray  revealed  multiple lesions within the 
lungs. 
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as adjuvant therapy and the patient was stable at 
following check-ups for six months after OLT, till July 
2009. Later on, the patient developed a serious case of 
depression and lost the will to carry on, passing away 
eventually.  Xie  et.  al.   found   metastases  of   hepato-
cellular carcinoma solely in the esophagus which were 
treated with radiotherapy [1]. After more than six 
months of radiotherapy the endoscopy could not detect 
metastatic lesions in the esophagus, while the lesion in 
the liver was stable. It is presumed that tumor invasion 
of portal veins caused tumor infested thrombi which 
are disseminated throughout GI system [12, 13]. 
Patients receiving immunosuppressive therapy are 
supposed to be more prone to develop metastases of 
earlier diagnosed malignant diseases. They also 
develop primary malignant diseases other than hepatic 
cancer more frequently [1].  

Due to their dimensions, dull clinical course and 
short interval between sowing in of esophageal 
metastases and death, the most of patients are not 
diagnosed until post mortem [13]. Orthotopic liver 
transplantation is the method of choice in well chosen 
patients with terminal liver diseases [14]. In our 
Institution the Milan criteria and MELD score [15] are 
the usual inclusion methods for liver transplantation. 
Available morphological examinations and scanning 
do not always provide satisfactory staging and the 
extent of the disease. Macronodular cirrhosis can 
mimic hepatocellular carcinoma and vice versa. 
Concomitant disorders like ascites and coagulopathy 
makes establishing the diagnosis much more 
complicated. In this case, all imaging studies didn't 
match the actual spread of the extrahepatic 
metastases. Unfortunately, the explanted liver showed 
poor prognostic features in our case - multiple tumors 
in both lobes of the liver, vascular invasion and the 
tumor invasion of the surrounding tissue. It is 
impossible to pinpoint the risks responsible of the 
esophageal spread of the disease. Small number of 
similar cases reported so far confirms this statement. 
Our assumption that the immun0supressive therapy 
may contribute to the spread of the metastases is yet to 
be confirmed in well designated studies, and is not the 
object of this case report. Metastases of hepatocellular 
carcinoma including metastases in the esophagus can 
be treated with surgery, radiotherapy and sorafenib, 
thus extending the life expectancy. Sorafenib inhibits 
tumor cell proliferation and tumor angiogenesis [16]. 
Used as palliative chemotherapy it can be delivered to 
patients with recurrent hepatocellular carcinoma after 
liver transplantation with tolerable toxicity, but the 
efficacy to date is not satisfactory [17]. However, in 
patients with advanced hepatocellular carcinoma, 
median survival and the time to radiologic progression 
were nearly three months longer for patients treated 
with sorafenib than for those given placebo [18]. In 
order to make the diagnosis of metastatic spreading of 
hepatocellular carcinoma in the esophagus, the upper 
GI endoscopy is essential in both visualizing and 
sampling the lesion. If the latter is unsatisfactory other 
methods can be useful such as CT scan or angiography. 

Unfortunately, the presently available scanning 
methods in severely ill patients will not always reveal 
extrahepatic metastases of the liver cancer, thus 
causing an inappropriate use of liver transplantation. 
Our efforts will have to be emphasized on finding 
distant metastases after establishing the diagnosis of 
the hepatocellular carcinoma, thus choosing the right 
patient eligible for liver transplantation. It is not easy 
to decide to expose all patients to invasive procedures 
like laparoscopy, repetitive bronchoscopies, upper GI 
endoscopies etc., but the OLT failure resulting in 
spreading of the hepatocellular carcinoma will make us 
redefine the criteria for liver transplantation. 
 

CONCLUSION 

 

Unfortunately, the presently available scanning 
methods in severely ill patients will not always reveal 
extrahepatic metastases of the liver cancer, thus 
causing an inappropriate use of liver transplantation. 
Our efforts will have to be emphasized on finding 
distant metastases after establishing the diagnosis of 
the hepatocellular carcinoma, thus choosing the right 
patient eligible for liver transplantation. It is not easy 
to decide to expose all patients to invasive procedures 
like laparoscopy, repetitive bronchoscopies, upper GI 
endoscopies etc., but the OLT failure resulting in 
spreading of the hepatocellular carcinoma will make us 
redefine the criteria for liver transplantation. 
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