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Combined hepatocellular and cholangiocarcinoma: A rare 
pathological diagnosis, clinically mimicking its parent 
phenotypes
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Introduction

Cholangiocarcionomas (CCAs) are classified based on their 
anatomic location as intrahepatic CCA (iCCA), perihilar CCA 
or distal CCA. Combined hepatocellular-cholangiocarcinomas 
(cHCC-CCA), a distinct subtype of hepatic malignancy are rare 
cancers which account for 1-4.7% of all primary liver cancers 
[1]. cHCC-CCA It has unequivocal features of both hepatocytic 
and cholangiocytic differentiation and manifested features of 
hepatic stem/progenitor cells [2].

Risk factors for cHCC-CCA are ill defined; may include Hepa-
titis B Virus (HBV) or Hepatitis C Virus (HCV) infection, alcohol 
consumption, and primary sclerosing cholangitis with male pre-
dominance noted in some studies.

Preoperative radiological diagnosis is difficult and biopsy 
with immunohistochemical examination is needed to confirm 
diagnosis. Most patients present with symptoms of advanced 
disease like jaundice, fatigue, fever, abdominal discomfort and 
distension [3]. Lesions resembling HCCs may show arterial phase 
hyperenhancement (APHE) with a corresponding washout ap-
pearance (i.e. HCC mimickers) whereas lesions resembling ICCs 
may show gradual APHE in the periphery of tumor [4].

Treatment of choice for patients with limited disease is 
hepatic resection with hilar lymph node (LN) dissection as LN 
metastases are found in over 70% patients. There’s limited lit-
erature available to guide clinicians on systemic management 
of this disease as patients usually present in advanced stages 
when the disease is inoperable [3].

Case presentation

A middle aged premenopausal female presented with com-
plains of indigestion and vague upper abdominal pain since 
4 months. There was no history of alcohol or drug use or any 
high-risk behavior.

Initial ultrasound of abdomen revealed a 118 x 67 x 99 mm 
ill-defined heterogeneous, hypoechoic mass in left lobe of liver 
with few satellite nodular lesions in both liver lobes. The gall 
bladder lumen was distended, filled with multiple calculi. Ab-
dominal CT scan revealed borderline hepatomegaly with fatty 
infiltration of liver with ill-defined heterogeneously enhancing 
11 x 7 cm lesion involving segments IV and VIII of right lobe 
of liver. Multiple satellite lesions were noted in liver along with 
enlarged periportal LN. Enhancing soft tissue lesions were seen 
in anterior and posterior walls of gall bladder along with chole-
lithiasis (Figure 1).
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Figure 1: Diagnostic abdominal CT-scan showing enhancing lesion involving segments IV and VIII of liver 
with multiple satellite lesions along with enlarged periportal lymph nodes Enhancing lesions seen in wall 
of gall bladder along with cholelithiasis.

Figure 2: Immunohistochemistry studies on biopsied tissue.

Microscopic examination of ultrasound-guided biopsy of liv-
er mass revealed a malignant carcinoma infiltrating the liver pa-
renchyma. On immunohistochemistry studies, the hepatocel-
lular component stained positive for CK19, Arginase, Heppar1 
whereas the cholangiocarcinoma component stained positive 
for CK19, Arginase, CK7, Berep4, Claudin, Glypican (Figure 2). 
Both components were negative for PAX8, WT1, CK20, CEA. The 
final diagnosis was Combined Hepatocellular and Cholangiocar-
cinoma.

18F-FDG PET-CT showed multiple, FDG avid predominantly 
hypodense lesions in liver, largest conglomerated mass of size 
7.5 x 10 cm involving segment IV, V and VIII of liver (SUV max 
18.37). The gall bladder was distended and showed multiple 
soft tissue lesions adherent to its anterior and posterior wall 
(SUV max 7.8). Few FDG avid periportal LN along with multiple 
deposits in the omentum and mesentery were noted.

Patient’s blood work revealed normal counts and serum 
chemistries including liver function tests. Serum alpha fetopro-
tein was raised to 233 IU/ml, serum CA 19.9 was 15958 U/ml,

serum CA 125 was 15.20 U/ml and serum CEA was 0.65 ng/
ml. Lab tests ruled out any viral infections.

Patient underwent six cycles systemic chemotherapy with 
gemcitabine and cisplatin post which a triple phase CT scan of 
abdomen showed an exophytic soft tissue lesion in fundal re-
gion in posterior wall of gall bladder and gross hepatomegaly 
with multiple lesions in both lobes of liver.

As disease was progressive, patient was then given two cy-
cles of gemcitabine and oxaliplatin. 

A month later, patient presented with abdominal distension. 
Abdominal ultrasound showed progressive disease hepatobili-
ary disease along with a 53 x 58 mm mass lesion seen in right 
adnexal region. Left ovary was bulky with an eccentric solid 
nodular lesion of 30 x 29 mm in size. There was diffuse omental 
thickening with nodularity. Moderate free fluid was present in 
peritoneal cavity.

Patient underwent therapeutic and diagnostic ascitic tap-
ping. About two litres of ascitic fluid was drained and sent for 
examination which showed malignant cells.

In view of non-responsiveness of disease to treatment, pa-
tient was started on best supportive care and died a few weeks 
later.
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Discussion

The diagnosis of cHCC-CCA is challenging for clinicians, ra-
diologists and pathologists. Moeini et al confirmed that cHCC-
CCAs represent a heterogeneous group of tumors ranging from 
a more stem-cell like type characterized by features of poor 
prognosis to a classical type with common lineage of HCC and 
ICC components [2].

Immunohistochemical markers are needed to confirm dis-
tinction between iCCA and HCC.  Immunohistochemical markers 
that are indicative of hepatocellular differentiation include Hep-
Par-1 (hepatocyte in paraffin 1), Arginase-1, Alpha-Fetoprotein 
(AFP), pCEA (canalicular) and CD10 (canalicular). Markers indic-
ative of biliary differentiation include CK7, CK19 and Epithelial 
Membrane Antigen (EMA) [5]. Histological mimickers of iCCA 
include intrahepatic metastases from other primary tumours, 
such as gastric or pancreatic carcinomas and inflammatory dis-
eases like IgG4-associated cholangitis [6].

Non-surgical treatments are not well discussed in literature. 
cHCC-CCAs are less vascular and much more fibrotic than HCC, 
thus less likely to respond to non-surgical treatment options 
like Transarterial chemoembolisation (TACE) and Percutaneous 
Ethanol Injection (PEI) [3]. Few case reports have suggested use 
of combinations of chemotherapy agents like cisplatin, gem-
citabine, 5-fluorouracil and doxorubicin [7].

Some studies have shown poorer survival of patients with 
cHCC-CCA compared to that of HCC or CC patients with median 
survival of cHCC-CCA 7.9 months vs. 10.8 months for HCC and 
8.2 months for ICC. Lymphovascular invasion and presence of 
satellite metastases are predictors of poor surgical outcome. In-
operable patients have poor survival, usually less than 2 years 
[8]. Intrahepatic bile duct dilatation, increased CA19.9 levels 
and an increased Child Pugh score are related to poor prognosis 
and early death in these patients [9]. It remains unclear wheth-
er conventional treatments for HCCs, including surgical resec-
tion, liver transplantation, locoregional therapy, or systematic 
agents, can also be used as treatments for cHCC-CCA.

Our patient had advanced disease at diagnosis and being 
surgically unresectable was started on chemotherapy. She ex-
perienced disease progression even on second line chemother-
apy and eventually succumbed to her disease.

Further studies are needed to investigate appropriate treat-
ment plan in patients with advanced cHCC-CCA, the role of bio-
logical markers and targeted therapy.
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