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INTRODUCTION

NECESSITY OF ROUTINE HISTOPATHOLOGICAL EXAMINATION
OF GALL BLADDER SPECIMENS AFTER ELECTIVE
CHOLECYSTECTOMY: AN EXPERIENCE AT TERTIARY CARE
HOSPITAL OF SOUTHERN PUNJAB PAKISTAN.

Sadaf Shafique', Raheel Khan?, Raees Abbas?, Bakhtawer Mehmood*

ABSTRACT... Objectives: Few centers adopt a selective approach in sending these specimens
to pathology department for histopathology whereas it is a routine procedure in our setup. In our
study, few unexpected cases of adenocarcinoma of gall bladder were seen during investigation
of results of pathological examination of gall bladder specimens. Study Design: Cross sectional
study. Setting: Department of Pathology, Quaid-e-Azam Medical College/Bahawal Victoria
Hospital Bahawalpur. Period: 13t January 2018 to 31t December 2018. Material & Methods:
The demographic properties of the patients were evaluated from the past records and their
association was seen with the histopathological diagnosis and frequency of unexpected
cases of gall bladder carcinoma. Results: Total of 840 cases were reviewed with mean age
of the patient 42.48+14.8 years. The most frequent diagnosis was chronic cholecystitis with
cholelithiasis (n=806) which was associated with upper abdominal pain (p<0.01). It was more
prevalent among female sex (n=742). Six patients (0.7%) showed evidence of adenocarcinoma
of gall bladder which had no gross abnormality on macroscopic examination. Conclusion: It
is very significant to do routine histopathological examination of all the gall bladder specimens
removed for benign diseases during elective cholecytectomies which incidentally may also be
associated with carcinoma gall bladder and may require further surgical intervention.
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to be avoided. The approach of sending only

Gall bladder diseases are one of the major health
problems emerging in our developing country,
Pakistan. The incidence of gall bladder stones
is on a continuous rise particularly due to the
sedentary lifestyles, increase in calorie intake and
fat consumption and decrease in fiber intake.
Although the gall stone disease is benign and
the procedure of cholecystectomy has very less
morbidity associated with it but still gall stones
are major risk factors for the development of
gall bladder carcinoma.? It becomes even more
dangerous if gall stones have remained silent
through many years.®

Therefore the disposal of the gall bladder
specimens without doing histopathology is best

selective gall bladder specimens to the laboratory
may result in missing of many important pre
malignant lesions such as porcelain gall bladder,
carcinoma in situ and development of early
carcinomas.*® Early stages of carcinoma of gall
remain undiagnosed if histopathology of these
specimens is not done as neither any clinical
signs and symptoms are produced nor are any
lesions seen on ultrasound. The procedure of
cholecystectomy performed for benign diseases
based on clinical, ultrasound, and computerized
tomographic scanning misses a large number of
critical early malignant lesions of gall bladder. So
in order to avoid such detrimental mistakes every
cholecystectomy specimen should be sent for
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Carcinoma of gall bladder is although rare but still
it is one of the most life threatening malignancy
affecting biliary tract.” Women are mostly affected
as compared to men with its peak incidence
occurring in 6" and 7" decades of life.® It is
most common underlying pathology in patients
who have undergone cholecystectomy with
provisional diagnosis of chronic cholecystitis with
cholelithiasis and long standing inflammation due
to gall bladder stones is an important etiology for
development of carcinoma.® The incidence of
presence of adenocarcinomas is approximately
0.3 -12% in gall bladder specimens with initial
diagnosis of gall bladder stones.'® Approximately
10% of the other cases may also show metaplasia,
hyperplasia, dysplasia and carcinoma in situ
which are known pre malignant lesions of gall
bladder carcinoma. Histopathological analysis
is therefore necessary for the diagnosis of early
carcinomas with incidental finding of stage 1
diseases having a very good prognosis.!

In most tertiary care hospitals it is a common
practice to discard the gall bladder specimens
on the pretext that surgeons found them fine
on mere gross examination or sending them to
laboratory may cause extra financial burden and
workload for pathologists. So histopathology
is only confined to those which are found as
grossly abnormal. Whereas this practice is totally
contradicted in rest of the world where all the gall
bladder specimens are being sent for histological
analysis for identification of even discrete
carcinomas in early stage.

The aim of this retrospective analysis was
to describe the necessity of performing
histopathological analysis in every gall bladder
specimen to ensure diagnosis of discrete
carcinoma of gall bladder which can markedly
decrease the mortality associated with it.

MATERIAL & METHODS

A retrospective histopathological analysis of
all the gall bladder specimens obtained after
cholecystectomy whether performed open or
laproscopic for benign diseases of gallbladder,
from January 2018 to December 2018 was carried
out in the Department of Pathology Quaid-e-

Azam Medical College/Bahawal Victoria Hospital,
Bahawalpur. The study consisted of 840 patients
with acute or chronic cholecystitis secondary
to gall stones admitted through outpatient
department. This research was conducted
according to the principles of the declaration.
Patients of both sexes and all age groups were
included in the study. Those patients having
evident signs of malignancy on radiological
imaging were excluded. Gall bladders which
showed gross abnormalities suggesting
malignancy during surgical procedures were also
excluded from the study. Patients’ personal data
including the demographics, operation findings,
pathology results and stage of cancer cases were
obtained from the patients’ records. Histological
findings are based on haemotoxylin and eosin
stained slides in a standard way. The biopsy
reports were also obtained from the previous
records available in the pathology department.
Pathological examination results were categorized
as chronic cholecystitis with cholelithiasis, acute
cholecystitis with mucocele, acute cholecystitis
with empyema, polyp and malignancy. Data was
entered into SPSS version 23 and analyzed.

RESULTS

Over a period of one year 840 patients with
symptomatic gall stones were admitted for
cholecystectomy. There were 768 females and 72
males with male to female ratio of 1:10.6 (Table-I).
The age ranged from 13 to 87 years with the
mean age of 42.48+14.8 years (Table-ll) Majority
of patients had presented with the complaint of
variable duration of diffuse upper abdominal
pain. Other symptoms also shown in Table-Ill.
On stratification of effect modifiers statistical
significance was found in increased frequency of
chronic cholecystitis with cholelithiasis in female
patients (Table-1V) and increased frequency of
upper abdominal pain symptom in patients with
chronic cholecystitis with cholelithiasis (p<0.01)
(Table-V). However, most statistical significance
was seen in different age groups.

Of all 840 gall bladder specimens sent for
histopathology, eight hundred and six of
the specimens showed evidence of chronic
cholecystitis with cholelithiasis, 16 with acute
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cholecystitis with mucocele, 11 with acute Frequency Percent
gho!ecystltls with empyema and 1 W|tr; incidental 13- 25 years 78 93
fmghng of polyp. Six gqll bladders (9.7 %) §howed 26-49 years 502 59.8
evidence of adenocarcinoma of variable histology
. 50 years and above 260 31.0
but grossly they showed no gross abnormalities.
Total 840 100.0
Table-Il. Age distribution
Frequency Percent
Frequency Percent
Male 72 8.6 Pain in upper abdomen 766 91.2
Female 768 91.4 Intolerance to fatty food 40 4.8
Nausea and/or vomiting 31 3.7
Total 840 100.0 Mass in right hypochondrium 3 4
Total 840 100.0

Table-Il. Frequency of patients according to gender
Table-lll. Presenting symptoms

Gender
Total P-Value
Male Female
Chronic cholecystitis with cholelithiasis 64 742 806
Acute cholecystitis with mucocele 2 14 16
Diagnosis Acute cholecystitis with empyema 4 7 11
<0.001
Polyp 1 0 1
Malignancy 1 5 6
Total 72 768 840
Table-IV. Gender distribution and diagnosis of patients
Presenting symptoms
Pain in upper Intolerance to Nausea and/ Mass in right Total  P-value
abdomen fatty food or vomiting hypochondrium
Chronic
cholecystitis with 749 34 23 0 806
cholelithiasis
Acute cholecystitis
Diagnosis = with mucocele 9 3 4 0 16 <0.001
Acute cholecystitis '
. 5 3 3 0 11
with empyema
Polyp 1 0 0 0 1
Malignancy 2 0 1 3 6
Total 766 40 31 3 840
Table-V. Presenting symptoms and diagnosis of patients
Frequency Percent
Chronic cholecystitis with cholelithiasis 806 96.0
Acute cholecystitis with mucocele 16 1.9
Acute cholecystitis with empyema 11 1.3
Polyp 1 1
Malignancy 6 7
Total 840 100.0

Table-VI. Histopathological diagnosis (n=840)
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DISCUSSION

In our study females were much more affected
as compared to males with male to female ratio
of 1:10.6, which is also reported in similar other
studies.'® Although the mean age of 42.48+14.8
years ranging from 13 to 87 years as reported by
our study was higher than that in other studies.™

Approximately ninety one percent of the patients
presented with the presenting complaint of pain
in upper abdomen which is almost consistent with
the study of Siddiqui et al.’® In our study none of
the patients had neither any clinical evidence of
malignancy nor any such picture was seen on
radiological imaging.

The most common histopathological diagnosis
was chronic cholecystitis with cholelithiasis in
806 patients (96%) which was also seen in similar
studies done by Siddiqui et al which also reported
the same diagnosis in 92.3% of patients and by
Memon'® in 64.8% of the cases.

In our study only one incidental case of gall bladder
polyp was seen (0.1%), which is a much lower
incidence as compared to other studies which
have an incidence ranging from 4.6 to 6.9%."
The polyp was found in a male as according to its
greater prevalence present in males.™

Adenocarcinoma of gall bladder in our study was
incidentally seen in six patients (0.7%). No gross
abnormality was seen in these gall bladders.
However this incidence is quite low as compared
to other studies which showed it varying from
6.9 to 12%.'%%® This may be due to the strict
exclusion criteria of omitting the patients having
pre operative provisional diagnosis of carcinoma
gall bladder.

The carcinoma of gall bladder is strongly
associated with gall stones in addition to presence
of many other pre malignant conditions as well."®
Therefore due to the presence of this strong
association it is very vital to pay attention to the
histopathological reporting of all gall bladder
specimens undergoing cholecystectomies for
cholelithiasis irrespective of presence or absence
of any abnormality present grossly. It has been

widely seen that long standing gall stones may
cause associated mucosal irritation causing
cellular atypia, increased cellular proliferation and
progression from hyperplasia and metaplasia
to carcinoma in situ.?® Other studies have also
confirmed the presence of such changes as a
precursor to carcinoma of gall bladder.

CONCLUSION

After review of the literature, it has been noted
that many different opinions exist regarding
examination of gall bladder specimens. It is very
significant to do their routine histopathological
examination even in the absence of any
macroscopic  abnormality which may be
associated with carcinoma of gall bladder and
may require further surgical intervention.
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