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ABSTRACT 
 
Although gallbladder cancers are rarely seen, the mortality rates are high. Pure squamous cell 
cancer, which is one of the most rarely seen cancer types in the gallbladder, originates from the 
squamous metaplasia which forms following chronic irritation in the mucosa. The majority of cases 
are generally at the inoperable stage when diagnosed as they have been followed up for long-term 
cholelithiasis. 
The case is here presented of a 59-year old female who underwent surgical and medical treatment 
for a bladder tumour 10 years previously and although gallbladder stones were determined at that 
time, as she was asymptomatic, surgery was not recommended, then with the progression of time, 
gallbladder squamous cell carcinoma developed. 
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1. INTRODUCTION 
 
Gallbladder squamous carcinoma comprise less 
than 2% of all gallbladder cancers. Metastasis 
has been reported at relatively low rates 
compared to adenocarcinoma [1]. The stage of 
the disease is the most important criteria in the 
prognosis and the only form of treatment 
presenting the possibility of a cure is surgery. 
This is possible in early stage tumours but the 
majority of cases are generally diagnosed when 
they are at the inoperable stage. However, in 
advanced and metastatic tumours, palliative 
procedures can be applied for complications [2]. 
An effective chemotherapy (CT) or radiotherapy 
(RT) protocol has been developed as yet [3,4].   
 
In this paper, we present the case of a 59-year 
old female who was diagnosed with cholelithiasis 
10 years previously but did not undergo surgery 
as she was asymptomatic, then over time 
gallbladder squamous cell carcinoma developed 
on the basis of chronic inflammation  due to long-
term cholelithiasis. 
 
2. CASE REPORT 
 
The 59-year old female had a 42-year history of 
smoking 2 packets of cigarettes per day. 
Transurethral bladder tumour resection (TUR-
BT) and superficial bladder chemotherapy had 

been applied 10 years previously for a bladder 
changing epithelial cell carcinoma (Mostofi, 
Grade 2) (Fig. 1) and on the abdominal 
computed tomography (CT) taken at that time, an 
appearance was observed consistent with 
gallbladder stones. However, no treatment was 
applied at that time as the patient was 
asymptomatic. It was then learned that the 
patient had undergone surgery 1 month 
previously at an external clinic for a diagnosis of 
cholelithiasis on the basis of the complaints of 
blunt abdominal pain, swelling and indigestion 
which had been ongoing for 6 months and in the 
last month, nausea and weight loss. 
 

 
 

Fig. 1. Non-invasive low-grade, epithelial 
changing tumour of the bladder. (x100, HE) 

 

 
 

Fig. 2. Invasive tumour showing keratinisation in t he continuation of the mucosa of  
the normal gallbladder. (x100, HE) 
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The operation, which was started 
laparoscopically went beyond the serosa in the 
gallbladder and was changed to open surgery on 
the visualisation of a mass showing adhesion to 
the common bile duct and a cholecystectomy 
was applied including part of the surrounding 
fatty tissue. In the pathological examination, 
diagnosis was made of squamous cell carcinoma 
of the gallbladder from a 4 x 4 x 3 cm diameter 
mass partially localised in the gallbladder neck, 
showing infiltration to perimuscular connective 
tissue in several areas, and perineural invasion 
in the tumoural tissue with clean surgical borders 
and which had infiltrated the serosa showing 
moderate level differentiation (Fig. 2). Serosa, 
vascular and lymphatic invasion of tumor was 
seen at histopathological examination. 
 
On presentation at our clinic, the laboratory test 
results for the patient were determined as AST) 
115 (0-31) U/L, alanine aminotransferase (ALT) 
213 (0-34) U/L, lactate dehydrogenase (LDH) 
321 (0-247) U/L, alkaline phosphatase (ALP) 189 
(30-120) U/L, gamma glutamil transferase (GGT) 
94 (0-38) U/L. Tumour markers such as AFP, 
CEA, CA and 19-9 were within normal limits. On 
the abdominal CT, 3  lesions smaller than 1cm 
consistent with metastasis were observed in 
segment 4 of the liver, and a mass with irregular 
borders and a necrotic centre 5 x 4 x 5 cm was 
observed in the liver hilus, adhering to the 
stomach antrum, the duodenum and the common 
bile duct (Fig. 3). The patient was admitted for 
planned radical surgery but as more widespread 
tumoral involvement was seen in the liver and 
adjacent organs in the exploration compared to 
on the CT image, it was accepted as 
unresectable. The postoperative period passed 
without problems so with no indications, neither 
CT nor RT were administered. 
 

 
 

Fig. 3. Invasion of the liver and neighbouring 
organs 

3. DISCUSSION 
 
Although gallbladder cancers are seen rarely, the 
mortality rates are high. The biological behaviour 
of the tumour, the emergence of disease 
symptoms in the late stage and similarity to 
benign gallbladder diseases play a role in late 
diagnosis [5,6]. Incidence is seen to increase 
after the age of 50 years [2] and is seen in 
females 2-3 times more than in males [1]. This 
rate is in parallel with the incidence of gallbladder 
stones. The case presented here was female 
and 59 years old. 
 
Gallbladder cancers associated with gallbladder 
stones (squamous cell, adeno-squamous cell 
and some adeno-carcinoma) are related to very 
long-term contact with the size of the stones [7]. 
Although 75-90% of cases have gallbladder 
stones, only 1% of caes with gallbladder stones 
are at risk of developing carcinoma [8]. In an 
autopsy study, 1%-2% of cholelithiasis cases 
were reported to have gallbladder cancer [9]. 
Chronic mechanic injury of the mucosa is the 
main triggering factor of this neoplastic 
transformation [10]. Anomalies in the main bile 
duct, porcelain gallbladder, adenomatous polyps 
and inflammatory intestinal diseases are other 
etiological factors [1].  
 
A diagnosis of primary gallbladder cancer can 
only be made preoperatively in a third of cases 
[11]. Although tumour symptoms in gallbladder 
cancers may emerge such as severe pain 
spreading to surrounding tissue, jaundice, loss of 
appetitie and loss of weight, generally the 
symptoms are imperceptible and appear similar 
to benign diseases [1,12-14]. In the current case, 
after a 10-year asymptomatic period, there had 
been blunt abdominal pain, swelling and 
indigestion for the previous 6 months and 
complaints of nausea and weight loss in the 
previous month. On the determination of 
gallbladder stones on the abdominal USG, the 
patient was admitted for surgery and diagnosis 
was made intraoperatively.  
 
While the 5-year survival rate in tumours limited 
to the mucosa and muscular layer approaches 
100%, it is 10% in tumours which have 
demonstrated spread to the lymph glands or 
have invaded the liver by adjacent pathways. In 
the majority of cases, survival is generally low as 
diagnosis has been made at an advanced stage 
[11]. With direct invasion, gallbladder cancer has 
involvement of  50-80% in the adjacent liver and 
35-50% in the choledocus, portal vein, stomach, 
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duodenum, jejunum, colon, pancreas and 
abdominal wall [6]. In the current case there was 
long-term cholelithiasis and in the operation there 
was seen to be tumoural spread (grade 4B) in 
the liver and neighbouring organs. 
  
In unresectable cases, it is attempted to 
eradicate jaundice with surgery, endoscopic or 
radiological drainage methods [8]. As an 
effecttive CT protocol has still not been 
developed, adjuvant CT is not generally 
recommended [3]. RT has been reported to be 
useful where the tumour has been resected but 
there are microscopic residual remains [4]. 
 
On 2015, palliative systemic chemotherapy must 
be indicated for patients. For example 
Gemciatbine alone or Gemcitabine with 
Cisplatine a good protocol. It was demonstrated 
since 15years ago. For example the tumour 
could be resectable after 3 or 4 cycles of this 
protocol. In differential diagnosis, there are pure 
chronic cholecytitis, gall bladder polyps and 
choledocholitiasis. 
 
4. CONCLUSION 
 
As gallbladder cancers may develop over time on 
the basis of cholecystitis with chronic stones, 
cholecystectomy should be recommended for 
patients with cholelithiasis when there is no 
concomitant disease such as cardiac or 
respiratory problems, even if they are 
asymptomatic. When a surgeon has gallbladder 
cancer discovered during an operation, he                 
must do the radical resection or send the            
patient to a specialized center, without doing             
a cholecystectomy which will worsen the 
prognosis of this disease. The message in this 
figure is to operate in the radical option at the 
first time. 
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