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Abstract

We present a case of synchronous double primary tumor of gallblad-
der and liver. A 65-year-old male was admitted to the hospital com-
plaining of abdominal discomfort and right upper abdominal pain. 
Abdominal computed tomography imaging showed acute cholecys-
titis with tiny gallbladder stones, a 2.2 cm size enhanced nodule be-
tween segment 7 and 8 and a 5.6 cm size hypodense lesion in the left 
lobe of the liver. The patient underwent a partial hepatectomy of the 
left lobe of the liver and a cholecystectomy. The result of histopa-
thology confirmed the diagnosis as hepatocellular carcinoma (HCC) 
of the liver and gallbladder adenocarcinoma. The histopathologic 
examination of fine needle aspiration from the lesion between seg-
ment 7 and 8 also revealed an HCC and radiofrequency ablation was 
performed. The coexistence of an HCC and gallbladder adenocarci-
noma is extremely rare. In conclusion, concomitant gallbladder car-
cinoma and HCC may occur with coexisting risk factors. Despite the 
more sophisticated diagnostic tools, it is not always possible to detect 
synchronus malignancies without histopathological examination. Ra-
diofrequency ablation can be performed following surgery with low 
morbidity for preservation of liver function.
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Introduction

Hepatocellular carcinoma (HCC) is a major public health 
problem and the sixth most common cancer worldwide with 
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about 500,000 new cases annually, representing the third larg-
est cause of cancer-related death [1]. HCC has become the 
fastest growing cause of cancer-related death in men [2]. Most 
of the human HCC occurs after viral hepatitis (especially hepa-
titis B virus (HBV) or hepatitis C virus (HCV)) infections. In 
developing countries, 59% of liver cancers are attributable to 
HBV and, in developed countries, 23% of liver cancers are 
attributable to HBV [3]. In the preoperative setting, computed 
tomography (CT) is highly accurate in the staging of HCC, as 
the number of lesions, segmental anatomy, regional adenopa-
thy, vascular tumour invasion and metastases can be detected 
easily. Gallbladder carcinoma is a less common malignancy 
than HCC with a female dominance. The main risk factors 
for gallbladder carcinoma are gallstones, anomalous pancre-
atic biliary-union, obesity and parity [4]. Synchronous double 
primary malignant neoplasms are a secondary malignancy oc-
curring at the same time or within 6 months after the first ma-
lignancy. The coexistence of an HCC and gallbladder adeno-
carcinoma is extremely rare. The common embriyonic origin 
of gallbladder and liver may cause multiple cancers arising at 
different sites at the same time with well-known risk factors. 
This association, together with an analysis of the literature 
shows the increased incidence of gallstones in cirrhotic pa-
tients and the consequent greater surgical risk when undergo-
ing subsequent cholecystectomy after liver resection. La Greca 
et al [5] suggested that cholecystectomy should be performed 
routinely during liver resection for HCC with or without cir-
rhosis, even for minor resections and when there are no evident 
signs of gallbladder disease.

Case Report

A 65-year-old male patient was admitted to our hospital com-
plaining of abdominal discomfort and right upper abdominal 
pain for 3 months. The patient was chronic alcohol consumer 
and heavy smoker. The patient had chronic obstructive pulmo-
nary disease (COPD) with no diagnosis and treatment. We be-
gan the treatment for COPD. There was no remarkable family 
history. On admission, vital signs (blood pressure, heart rate, 
respiration rate, and body temperature) were within normal 
limits. The patient was in good general health and had no sig-
nificant weight loss. On physical examination, the abdomen 
was soft. The routine blood tests were normal. The platelet 
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count was 156,000/mm3. International normalized ratio was 
1.56. Viral markers were hepatitis B surface antigen(+), an-
ti-HBs(-) and anti-hepatitis C virus(-). Tumor marker assays 
showed alpha-fetoprotein was 72 ng/mL (normal range (NR) 
0 - 8.1 ng/mL), carcinoembryonic antigen was 3 ng/mL (NR 0 
- 5 ng/mL), and carbohydrate antigen 19-9 was 11 U/mL (NR 0 
- 37 U/mL). The patient was in Child-Pugh A and MELD score 
was 12. There were not esophageal varices in upper GI endos-
copy. Abdominal CT imaging showed acute cholecystitis with 
tiny gallbladder stones (Fig. 1A), liver was non-cirrhotic, a 2.2 
cm size enhanced nodule between segments 7 and 8 (Fig. 1B) 
and a 5.6 cm size hypodense lesion (Fig. 1C) in the left lobe 
of the liver. In the preoperative setting, the histopathologic ex-
amination of fine needle aspiration (FNA) from the lesion in 
the left lobe revealed an HCC, so we prepared the patient with 
the diagnosis of HCC and acute cholecystitis caused by gall-
stones. At laparotomy, the gallbladder was slightly distended 
and showed wall thickening. The patient underwent surgical 
resection of the gallbladder and the left lobe of the liver 3 
weeks after the diagnosis. Regional lymph nodes were dissect-
ed from pericholedochic area and intraoperative frozen section 
revealed reactive benign lymph nodes. The histopathologic 
examination after the operation revealed adenocarcinoma of 
gallbladder and HCC of liver (Fig. 1D). T stage of gallbladder 
cancer was T1a (Fig. 1E). The surgical margins were clean. On 
gross examination, the mass of the liver measured 7 × 4 × 3 
cm. The patient recovered from the surgery with no complica-
tions. The patient was discharged on postoperative day 8. The 
histopathologic examination of FNA from the lesion between 
segments 7 and 8 also revealed an HCC and radiofrequency 
ablation was performed 3 weeks after the surgery. Radiofre-
quency ablation (RFA) should be performed in the operating 

room but, the patient had COPD. For shortening the operation 
time, we decided to perform RFA after the surgery. Anti-viral 
treatment (lamivudin 100 mg/day) was initiated and postop-
erative adjuvant chemotherapy (sorafenib 800 mg/day) was 
planned. After a 6-month follow-up, he remains in good health 
with no signs of recurrence.

Discussion

Coexistence of an HCC and gallbladder adenocarcinoma is ex-
tremely rare. The occurrence rate of multiple primary malig-
nancies is between 0.73% and 11.7% [6]. Multiple primary tu-
mors could be synchronous or metachronous depending on the 
interval between their diagnosis. Synchronous tumors are sec-
ond tumors occurring simultaneously or within 6 months after 
the first malignancy like as the present case. HCC is known 
to be pathogenically associated with liver cirrhosis, chronic 
hepatitis virus infection, and abuse of alcohol [7]. Gallblad-
ders containing stones or infectious agents develop cancer as a 
result of recurrent trauma and chronic inflammation [8]. In the 
present case, gallbladder stones, abuse of alcohol and chron-
ic HBV infection may have played an important role in the 
pathogenesis of gallbladder adenocarcinoma and HCC. De-
spite, hepatocellular and gallbladder carcinoma do not share 
common molecular pathways, the liver, gallbladder, bile ducts 
and pancreas have a common embryonic origin, so it is not 
surprising to have multiple cancers arising at different sites at 
the same time with well-known common risk factors, as they 
are expected to share similar spectrum of histologic types [4]. 
Simple cholecystectomy may be adequate treatment only for 

Figure 1. A 65-year-old male patient was admitted to our hospital complaining of abdominal discomfort and right upper abdomi-
nal pain. (A) Acute cholecystitis with tiny gallbladder stones and non-cirrhotic liver; (B) Nodule between segments 7 and 8; (C) 
Hypodense lesion in the left lobe of the liver; (D) Hepatocellular carcinoma consisting of solid, nodular tumor masses with pleo-
morphic hepatocyte like tumor cells; (E) Well differentiated adenocarcinoma of the gall bladder restricted to superficial muscularis 
propria. 
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the earlier stages: Tis and T1a. All other stages, starting from 
T1b should be treated with lymphadenectomy and resection 
of at least 2 - 3 cm of liver parenchyma around the liver bed, 
provided that no residual microscopic cancer (R0) remains [9]. 
In the last decades, many local and regional techniques have 
been introduced, helping, together with surgery, to treat the 
HCC, like RFA. The benefits of this therapy include excellent 
local control comparable to surgical resection, low morbidity, 
repeatability for recurrence, preservation of liver function, and 
few complications [10]. In the present case we performed RFA 
with surgery for preservation of liver function and aimed to re-
duce morbidity and mortality. T stage of gallbladder carcinoma 
was T1a, so simple cholecystectomy was enough for adequate 
treatment.

To conclude, with well-known risk factors, the association 
of an HCC and gallbladder adenocarcinoma should be born 
in mind. This association, together with an analysis of the lit-
erature showing the increased incidence of gallstones in cir-
rhotic patients and the consequent greater surgical risk when 
undergoing subsequent cholecystectomy after liver resection, 
would suggest that cholecystectomy could be performed rou-
tinely during liver resection for HCC with or without cirrhosis, 
even for minor resections and when there are no evident signs 
of gallbladder disease in high risk patients with risk factors.
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