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Abstract

An audit of 1122 cholecystectomies for a 6-year period from 2000 to 2005 was done to review cases 
of primary carcinoma of gallbladder. There were nine cases of primary carcinoma of gallbladder. Six 
were females and 3 males. Their ages ranged from 27 to 81 years. Pre-operatively, only 2 (11.1%) 
were clinically suspected of carcinoma while 3 were diagnosed as cholecystitis, two as cholelithiasis 
and one case each of ovarian cyst and intestinal obstruction. Intra-operatively, an additional four cases 
were suspected as gallbladder carcinoma with the remaining three cases diagnosed as only having 
gallstones.  Altogether only 5 (55.6 %) cases were associated with gallstones. Six (66.67%) cases of 
gallbladder carcinoma had abnormal macroscopical lesions noted; either papillary lesions or polypoid 
masses. The remaining 3 cases had thickening of the wall, consistent with chronic cholecystitis.  
Seven cases were found histologically to be adenocarcinoma.  Of these, two were papillary carcinoma 
and one signet ring cell type adenocarcinoma. One case of squamous cell carcinoma and one case of 
adenosquamous carcinoma were noted.  This study highlights the importance of careful macroscopical 
and microscopical evaluation of a routine pathological examination of gallbladder removed for 
cholecystitis or cholelithiasis. It provides the incidence of gallbladder carcinoma in patients who 
underwent cholecystectomies in a government hospital in Johor, Malaysia.
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IntroductIon

The incidence of gallbladder carcinoma (GBC) 
varies in different parts of the world.1   It is an 
aggressive tumour with poor prognosis2,3,4 and 
early diagnosis is rarely achieved due to lack 
of symptoms and physical signs.  We reviewed 
all cholecystectomies received in a Department 
of Pathology of a tertiary Hospital in Johor, 
Malaysia over a six-year period, and studied 
the cases of gallbladder carcinoma diagnosed 
on histopathological examination to determine 
the incidence and presentation of gallbladder 
carcinoma and its pathological features.

MAterIAls And Methods

A retrospective study was done on all 
cholecystectomies performed from 2000 to 
2005 in Hospital Sultanah Aminah, Johor Bahru, 
Malaysia.   The histopathological diagnoses for all 
gallbladder specimens received in its Department 

of Pathology were noted. All cases diagnosed as 
primary gallbladder carcinoma were evaluated. 
The histopathological report with description of 
gross appearance of the gallbladder together with 
the Haematoxylin and eosin stained slides were 
reviewed. The surgical case notes including the 
preoperative entry, the operating notes and all 
clinical information of the patients were studied. 
The patients were traced to the surgical clinic 
or where necessary to the National Registry of 
Identification at the time of writing.

results

A total of 1122 cholecystectomies were received 
for the study period of 6 years. The age distribution 
of the patients was as noted in Figure 1. There 
were more females undergoing cholecystectomies 
than male patients with a male to female ratio 
of 1:2.16. The majority of patients (96.8%) had 
cholecystitis or cholelithiasis. A total of 9 patients, 
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six females and three males, were diagnosed to 
have GBC by histopathological examination. The 
male to female was 1:2. They were between the 
ages of 27 to 81 years old. The mean age was 
56.7 years. Only two out of nine cases were 
clinically suspected to have GBC although all 
had preoperative ultrasound imaging. Three cases 
were clinically misdiagnosed as acute or chronic 
cholecystitis, two as cholelithiasis and one case 
each as intestinal obstruction and ovarian cyst. 
However, intraoperatively, four additional cases 
were suspected to be gallbladder carcinoma by 
the surgeon (Table 1). 
 The patients had varied symptoms that 
included pain in right hypochondrium (66.7%), 
anorexia (44.4%), nausea or vomiting (33.3%), 
weight loss (33.3%), pruritus (33.3%), fever 
(22.2%), malena or per rectum bleeding (11.1%), 
loose stools (11.1%) and malaise (11.1%). There 
was mass noted per abdomen in two cases 
(22.2%) and three cases (33.3%) had jaundice 
while one case (11.1%) had hepatomegaly.
 Seven cases had either papillary or polypoid 
mass in the gallbladder while remaining three 
cases had only thickening of the wall. Five out of 
9 cases (55.5%) were associated with gall stones, 
either single or multiple stones, while four cases 
were not associated with gall stones.

 Majority of the tumours were adenocarcinoma 
(77.8%), of which two were papillary 
adenocarcinoma and one of signet ring cell 
type. There was one case each of squamous cell 
carcinoma and adenosquamous carcinoma noted 
(Figures 2a-e). The patient with adenosquamous 
carcinoma had focal areas of malignant squamous 
components (1/3 of the areas) in a predominantly 
malignant glandular background. There was 
also squamous metaplasia noted in the mucosal 
epithelium of the gallbladder in this patient. 
 The recently revised TNM classification 
system put together by the International Union 
Against Cancer and American Joint Committee 
on Cancer, was used in staging our patients in 
this study.5 The patients were staged based on the 
depth of the tumour infiltration, number of nodes 
involved and the presence of distant metastasis.  
One patient, who presented in stage IB, was lost 
to follow up. Of the remaining eight patients, six 
patients (75%) in varying stages at presentation 
had succumbed to their illness from two to 13 
months after surgery, with a mean survival of 
seven months. Two other patients, both in stage 
IA, were still alive and on follow-up up to seven 
years after surgery.

FIG. 1: Age and sex distribution of patients with cholecystectomy specimen (n = 1101)
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FIG. 2a: Adenocarcinoma. Malignant glands 
infiltrating the muscular wall of the 
gallbladder. (H & E, X 200) 

FIG. 2b:  Papillary carcinoma. (H & E, X 200)

FIG. 2c: Signet ring cell carcinoma. Arrow points to 
the signet ring cells. (H & E, X 200)

FIG. 2e: Squamous cell carcinoma. (H & E, X 200)

FIG. 2d:  Adenosquamous carcinoma. Long arrow 
points to malignant squamous components 
and short arrow points to glandular 
components. (H & E, X 200)

Figure 2 d: Adenosquamous carcinoma. Long arrow points to the malignant 
squamous components and short arrow points to the glandular components. 
(Haematoxylin and eosin, original magnification x 200). 
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dIscussIon

Primary malignancies of gallbladder are 
uncommon in Malaysia. The incidence is low 
compared to tumours of the gastrointestinal 
tract. Most times, the gallbladder is removed 
with the clinical diagnoses of cholelithiasis or 
cholecystitis. We evaluated 1122 cholecystectomy 
specimens and found only 9 cases of primary 
GBC (0.80%). The incidence of gallbladder 
carcinoma varies in different parts of the world. 
India, Chile and some parts of Japan reported 
a very high incidence of gallbladder carcinoma 
while other countries reported a lower incidence. 
For a 11-year period, the Sanjay Gandhi 
Postgraduate Institute of Medical Sciences, 
Lucknow, India6 reported 358 patients with GBC 
out of 2600 cholecystectomies performed in the 
same period (13.77%) while studies in other 
parts of the world reported an incidence as low 
as 0.38% to 1.15%7,8,9. This is comparable with 
that of our study.
 The clinical features of GBC included right 
hypochondrium pain, loss of appetite and 
weight, nausea and vomiting. These symptoms 
were non-specific and indistinguishable from 
gallstone disease. However, presence of jaundice, 
hepatomegaly and mass per abdomen may 
suggest the possibility of GBC.  In our study 
only two cases were clinically suspected to have 
gallbladder carcinoma before operation. Thus, in 
78% of the cases, malignancy was not clinically 
suspected. 
 Carcinoma of gallbladder may present as 
a mass or polypoid growth. It may also be 
local thickening of the wall as seen in three 
of our cases. This could be compatible with 
inflammatory changes of the gallbladder seen 
in gallstone disease. Hence, it was possible that 
in 33% of the cases, suspicion of malignancy 
was not evident despite gross examination of the 
gallbladder alone and hence, histopathological 
examination was required to make the final 
diagnosis. This makes selective approach to 
histopathological examination of gallbladder 
which was recommended by some studies7,10 

unsafe and unjustifiable.  Proper and careful 
examination of all gallbladder specimens 
including histopathological examination, 
regardless of the clinical diagnoses, is required 
at all times. 
 The mean age of patients with GBC in our 
study was 56.7 years and this was comparable 
with most other reported studies3,9,11 although in 
some studies it had been suggested that there was 
higher incidence of GBC with an older age.4,12 

Although the risk of GBC in patients with 
gallstones has been reported to increase a 
few fold13,14 and that gallstones were closely 
associated with GBC in many countries,15,16,17 
our study showed that only 55.5% of GBC cases 
were associated with gall stones. This suggested 
that other possible aetiological factors could 
be implicated in our local context viz. genetic 
predisposition, chemical carcinogens, infections 
or dietary patterns that need to be studied on a 
larger scale.
 Prognosis of patients with GBC and the 
survival depends largely on the extent of the 
disease (staging) and hence how early the patient 
is treated. However, early diagnosis is rarely 
achieved due to lack of specific symptoms and 
signs. This together with the poor therapeutic 
outcome for GBC makes survival of patients 
with gallbladder carcinoma dismal, as reported 
by many workers.4,18  This was also seen in our 
study where 6 out of 8 patients succumbed to 
the illness very rapidly after their presentation 
and diagnosis. 
 It had been shown that the histological type of 
the tumour also affected the prognosis. Henson et 
al4 in their study of GBC showed that papillary 
carcinoma were associated with the best survival, 
having a 5-year rate of 32%. They also showed 
that there was linear association between grade 
and survival. The number of our GBC cases 
was small and it was not possible to correlate 
the type of tumour histology and stage with the 
prognosis of the patients.

conclusIon

This study has highlighted the importance of 
proper histological examination of gallbladder 
specimens even when gallbladder carcinoma 
was not suspected upon clinical or macroscopic 
examination.  GBC was not always associated 
with gallstones but may clinically mimic 
gallstone disease. Adenocarcinoma was the 
predominant histological type of GBC. It also 
showed that gallbladder carcinoma is a highly 
fatal disease but fortunately is not a common 
occurrence in our patients in Malaysia.
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