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Combined hepatocellular carcinoma and cholangiocarcinoma is the 
most common primary liver cancer worldwide. Another primary 
liver cancer is intrahepatic cholangiocarcinoma. HCC –CC is the 

sixth most common lethal malignancy for men and the 10th for women 
in the US, with approximately 300,000-1,000,000 new cases per year, and 
the incidence is not among the top 10 in both sexes. It is more common in 
countries like Japan, Africa, South-East Asia, Italy and Greece, compared 
to North America, Britain and other European countries. The incidence of 
the disease is steadily rising, while in the United States it has doubled over 
the past 30 years, and perhaps this increase is related to HCV infection and 
migration (1,2). The male / female ratio is 3.7 : 1 except for cases where 
there is no pre-existing liver disease where the ratio is 1: 1. Recent studies 
indicate that the disease is present in younger ages [40-60 years], although it 
is rare in children. Genetic predisposition to different races or ethnic groups 
has not been demonstrated, and its preference for men is more likely to be 
related to the greater exposure of men to environmental factors associated 
with the disease [HBV, HCV, alcoholism, etc.].  In the majority of patients 
it develops in a background of fibrosis or cirrhosis due to hepatitis B or C 
or alcoholism, but it can also develop in the absence of this background 
(3,4). Recent classification of combined HCC-CC is usually based on three 
categories: i) separate type in which the tumor consists of varying degrees of 
a combination of moderately differentiated HCC with a trabecular pattern 
and CC with a tubular pattern and abundant fibrous stroma, ii) transitional 
type, in which the CC element with its tubular pattern and fibrous stroma 
is contiguous with HCC elements having a trabecular or solid pattern, iii) 
the intermediate type in which HCC elements and CC elements are almost 
indistinguishable, and the tumors cells are hyperchromatic (5-7).

MATERIALS AND METHODS

We received a liver tissue measuring 11 × 8.5 × 4 cm. and weighing 155 gr., 
with an adjacent fatty tissue of 12 × 6 × 3 cm and an adherent gall bladder, 
8.5 cm in length and 5 cm in diameter. The tissue sections were stained with 
Hematoxylin and Eosin [H & E] staining technique. The procedure was: 

• Deparaffinize the section: flame the slide on burner and place in the 
xylene. Repeat the treatment.

• Hydration: Hydrate the tissue section by passing through decreasing 
concentration of alcohol baths and water. (100%, 90%, 80%, 70%)

• Stain in hematoxylin for 4 minutes.

• Wash in running tap water until sections “blue” for 5 minutes or
less.

• Differentiate in 1% acid alcohol (1% HCl in 70% alcohol) for 1
second.

• Wash in running tap water.

• Stain in Eosin for 2 minutes.

• Dehydrate in increasing concentration of alcohols and clear in
xylene.

• Mount in mounting media.

• We also examine the tissue using immunohistochemistry technique
with the cell markers AE1/AE3, AFP, Hepar-1, Ck 7 and Ck 19.
After the staining procedure the sections observed under microscope 
and the results conducted.

RESULTS

The histological examination of the incisions from the above macroscopically 
described tumor showed a biphasic presence of malignant neoplastic 
elements consisting of hepatocellular carcinoma in the form of nodules, with 
the presence of cholangiocarcinoma areas. The two malignant neoplasms are 
closely mixed, but their classical morphology remains. The hepatocellular 
carcinoma element is poorly differentiated and immunohistochemically 
expresses the markers AE1 / AE3, AFP [focal positivity], Hepar-1 [focal 
positivity], while the cholangiocarcinoma element shows positivity to the 
markers Ck 7, Ck 19 and AE1 / AE3 (Figures 1-5).

DISCUSSION

The diagnosis is usually performed in the context of control and 
monitoring of high-risk patients [cirrhotic, hepatitis, etc.] or randomized 
control for unrelated reason. The pick of the diagnosis is imaging 
examinations: ultrasound with or without contrast diluents, CT scan with 
or without angiography and MRI. Blood tests vary and are not diagnostic 
of hepatocellular carcinoma but show the patient’s physical condition. Even 
cancer markers such as Alpha-Phetoprotein have no purely diagnostic role 
but rather supportive preoperative and control and follow-up postoperatively, 
since their preoperative values were high. Special reference should be made 
to the biopsy of the lesion, which should be done in a very limited number 
of cases to none at all (8,9). Nowadays, in the majority of cases, the diagnostic 
imaging tests that are performed enable precise pre-operative diagnosis. 
There are very few cases where imaging does not provide a clear diagnosis, 
but even then we have to ask ourselves whether the clear diagnosis that the 
biopsy can give us will affect our treatment strategy. If there is a liver tumor 
that will anyway be treated, nothing will help us with a biopsy that involves 
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Combined hepatocellular cholangiocarcinoma [HCC-CC] is a rare form 
of primary liver cancer, showing a mixture of hepatocellular and biliary 
features. Data suggest that most CHC arise from hepatic progenitor cells 
[HPCs]. Recent classification of combined HCC-CC is usually based on 

three categories separate type, transitional type and intermediate type. The 
case reported below, concerns the incident of a liver tissue measuring 11 × 
8.5 × 4 cm. and weighing 155 gr. with an adjacent fatty area of 12 × 6 × 3 cm 
and an adherent gall bladder, 8.5 cm in length and 5 cm in diameter. We 
investigated the type of HCC-CC and immunophenotypes using different 
hepatic progenitor cell markers and classic histological staining technique.
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the risk of bleeding and spreading cancer (10,11). Conversely, a biopsy not 
from the damage but from the normal parenchyma may in some cases be 
needed to assess the quality and condition of the liver parenchyma that will 
remain after the resection.

CONCLUSION

The most widespread treatment is surgical resection. Transplantation is 
indicated in some patients under certain conditions, but given the reduced 
availability of transplants, this treatment is not as broad as it is not for all 
those with hepatocellular cancer but only for some who meet the criteria (12). 
Other modes of treatment that are always compared to their efficacy with 
the resection that is the comparison measure are RF ablation, microwave 
ablation and arterial injection. Surgical resection is a treatment that requires 
planning to achieve the maximum possible therapeutic effect for a particular 
tumor in a particular patient.
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Figure 2) Compined hepatocellular cholangiocarcinoma (HEx200)

Figure 3) Cytokeratin 7 (HEx100)
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Figure 5) Alpha-fetoprotein (HEx200)
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