
Introduction
Gallbladder perforation is a rare, but potentially fatal 

disease; its presentation can be varied and therefore, is 
a dilemma for early diagnosis [1]. It is usually a compli-
cation of acute cholecystitis with or without gallstones 
[1]. Gallbladder perforation with cholecystohepatic 
communication is a rare cause of liver abscess.Gallblad-
der perforations presenting electively as a space-occu-
pying lesion of the liver are its rarest presentation[2-4]. 
We report one such case where the preoperative diag-
nosis was that of a biliary cystadenoma, leading to intra-
operative extemporaneous decision-making.

Case Report
A 50-year-old female presented with upper abdom-

inal pain of 6 months duration, which was not associ-
ated with any aggravating or relieving factors. She gave 
no history of vomiting, fever, jaundice, or any previous 
abdominal surgery. Her general and abdominal exami-
nations were unremarkable except for a minimal ten-
derness in the right upper quadrant. All of her blood 
investigations, including serum alpha-fetoprotein, car-
cinoembryonic antigen and carbohydrate antigen 19-
9, were within normal limits. Abdominal sonography 
showed a hypodense mass in gallbladder fossa with in-
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ABSTRACT 

Perforation of the gallbladder is a rare, but potentially fatal complication of acute cholecystitis. Gallbladder perforations 
presenting electively as a space-occupying lesion of the liver are its rarest presentation. We report one such case, which 
was a diagnostic conundrum. A 50-year-old female presented with upper abdominal pain of 6 months duration. On ex-
amination, she was afebrile and had minimal tenderness in the right upper quadrant. All of her blood investigations were 
unremarkable, and her imaging showed features suggestive of a biliary cystadenoma. Intra-operatively, she was found 
to have a perforated gallbladder with intrahepatic extension. Cholecystectomy with abscess drainage was done, and her 
post-operative period was uneventful. Gallbladder perforations can have a myriad of presentations. We report a rare case 
of a perforated gallbladder mimicking a biliary cystadenoma. A high index of suspicion along with prudent decision-making 
can help in accurate pre-operative diagnosis, thereby avoiding intraoperative surprises and unnecessary morbidity, espe-
cially in cases where a benign pathology mimics malignancy.
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Increased of Langerhans Cells in Smokeless 
Tobacco-Associated Oral Mucosal Lesions

Érica Dorigatti de Ávila1, Rafael Scaf de Molon2, Melaine de Almeida Lawall1, Renata Bianco 
Consolaro1, Alberto Consolaro1

Abstract

Objective: To evaluate the changes in the number of Langerhans Cells (LC) observed in the epithelium of 
smokeless tobacco (SLT-induced) lesions. 
Methods: Microscopic sections from biopsies carried out in the buccal mucosa of twenty patients, who were 
chronic users of smokeless tobacco (SLT), were utilized. For the control group, twenty non-SLT users of SLT 
with normal mucosa were selected. The sections were studied with routine coloring and were immunostained 
for S-100, CD1a, Ki-67 and p63. These data were statistically analyzed by the Student’s t-test to investigate the 
differences in the expression of immune markers in normal mucosa and in SLT-induced leukoplakia lesions. 
Results: There was a significant difference in the immunolabeling of all markers between normal mucosa 
and SLT-induced lesions (p<0.001). The leukoplakia lesions in chronic SLT users demonstrated a significant 
increase in the number of Langerhans cells and in the absence of epithelial dysplasia. 
Conclusion: The increase in the number of these cells represents the initial stage of leukoplakia. 
Key words: Smokeless tobacco, leukoplakic lesions, cancer, langerhans cells, chewing tobacco.

Introduction

Among tobacco users, there is a false be-
lief that SLT is safe because it is not burned, 
which leads many people to quit cigarettes 
and start using SLT [1]. However, SLT con-
tains higher concentrations of nicotine than 
cigarettes and, in addition, nearly 30 carci-
nogenic substances, such as tobacco-specific 
N-nitrosamines (TSNA), which is formed 
during the aging process of the tobacco, [2-4] 
and which presents high carcinogenic poten-
tial. Moreover, because the tobacco has direct 

contact with the oral mucosa and creates a 
more alkaline environment, its products may 
even be more aggressive to tissue [5]. The 
percentage of SLT users is lower compared 
to cigarette users; however, usage is increasing 
among young individuals and it is therefore a 
significant and disturbing danger [6,7]. 

Initial studies on the effects of SLT on the 
oral mucosa demonstrated the formation of 
white lesions induced by chronic exposure to 
tobacco, characterized by epithelial thicken-
ing, increased vascularization, collagen altera-
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distinct margins between the mass and adjacent liver. 
A contrast-enhanced computed tomography (CECT) 
multidetector revealed a well-defined multilobulated 
thin-walled cystic mass lesion with solid components 
and enhancing septae arising from segments 5 and 6 of 
the liver, which were suggestive of a biliary cystadeno-
ma (Figure  1). With this clinical and radiologic pres-
entation, the patient was optimized and offered open 
surgery in the form of excision. The intra-operative 
findings were those of a perforated gallbladder with in-
trahepatic extension. A  cholecystectomy with abscess 
drainage was performed. Pathological examination of 
the cut specimen showed a highly inflamed turgid wall 
with inflammatory cell infiltrates suggestive of chronic 
cholecystitis (Figure  2). Her post-operative period 

was uneventful, and she was discharged home on the 
10th post-operative day.

Discussion
Asymptomatic gallbladder calculi are a frequently 

encountered condition, affecting up to 10% of the 
adult population [5]. Acute cholecystitis develops in 
approximately 2% of these patients, with gallbladder 
perforations occurring in 2-11% of those suffering 
from acute cholecystitis [5]. Gallbladder perforations 
result due to a persistent occlusion of the cystic duct 
by an impacted calculus, causing a rise in intrachole-
cystic pressure, epithelial injury, release of phospholi-
pases, degradation of cell membranes, and an intense 
inflammatory reaction [6].

In 1934, gallbladder perforations were classified 
into three types by Niemier (Type 1: Acute free perfo-
ration, Type  2: Subacute pericholecystic abscess, and 
Type  3: Chronic cholecystoenteric fistula) [7]. Intra-
hepatic extension of a perforated gallbladder is one of 
the rarest complications of acute cholecystitis or empy-
ema gallbladder. Ultrasonography (USG) and CECT 
are the most important tools in diagnosing this rare 
complication. USG is the initial investigation of choice 
in evaluating acute gallbladder pathology and is often 
sufficient for a correct diagnosis. CECT is particularly 
useful in situations where ultrasound findings are not 
confirmatory. CECT is also valuable in the assessment 
of emphysematous cholecystitis, and gallbladder perfo-
ration [8].

Biliary cystadenoma, a rare benign cystic hepatic 
neoplasm with premalignant potential, occurs pre-
dominantly in middle-aged women [9]. These tumors 
originate in the bile ducts and appear as uni- or multi-
locular cystic intrahepatic masses [9-11]. Based on the 
clinical presentation and radiographic appearances, it 
may be difficult to differentiate a biliary cystadenoma 
from other cystic lesions of the liver [9,10]. This was 
the case in our patient. The presence of invasion war-
rants the diagnosis of a cystadenocarcinoma [11]. Al-
though biliary cystadenomas are benign tumors, they 
may recur after enucleation. These lesions also have the 
potential to develop into biliary cystadenocarcinomas; 
thus, recommended treatment options include stand-
ard hepatic resection or cyst excision [11]. This was 
planned in our patient based on the pre-operative in-

Figure 1. Contrast-enhanced computed tomography showing cystic 
space occupying lesion (A) with septations (arrow) in liver.

Figure 2. GallBladder specimen with inflammatory changes.
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vestigations. If the pre-operative diagnosis had pointed 
in the right direction, a less morbid laparoscopic ap-
proach could have been attempted.

Conclusion
Gallbladder perforations can have a myriad of pres-

entations. We report a rare case of a perforated gallblad-
der mimicking a biliary cystadenoma. A high-index of 
suspicion along with prudent decision-making can 
help in accurate pre-operative diagnosis, thereby avoid-
ing intraoperative surprises and unnecessary morbid-
ity, especially in cases where a benign pathology mim-
ics a malignancy. 
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