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Abstract: Gallbladder cancer is a rare and highly lethal disease
in the world.

Objective: To characterize histopathologically gallbladder
cancer at the “Joaquin Albarran” Clinical Teaching Surgical
Hospital of Havana-Cuba, in the period 2010 to 2019.
Methods: A retrospective, descriptive and observational study
was conducted, in which biopsy and necropsy records were
reviewed to identify cases with a histological diagnosis of
gallbladder cancer. Paraffin-embedded tissues from the archive
were also reviewed.

Results: Ten cases of gallbladder cancer were diagnosed, nine
female and one male, all over 60 years old. Histologically
the predominant variety was moderately differentiated
adenocarcinoma, being 2 of them mucoproducers, of which 1
was infiltrating and with lymphatic permeation.

Conclusion: Gallbladder cancer is a very low frequency disease
and its diagnosis continues to be an incidental fact, that is,
the diagnosis is established in the histopathological examination
after cholecystectomy or in the necropsy. The most frequent
variety is moderately differentiated adenocarcinoma.

Keywords: gallbladder, adenocarcinoma, infiltration.

Resumen: El cdncer de vesicula biliar es una enfermedad poco
frecuente en el mundo y altamente letal.

Objetivo: caracterizar histopatolégicamente el cdncer de
vesicula biliar en el Hospital Clinico Quirtrgico Docente
“Joaquin Albarrdn” de La Habana-Cuba, en el periodo 2010 al
2019.

Método: se realizé un estudio retrospectivo, descriptivo y
observacional, en el cual se revisaron los registros de biopsias y
necropsias para identificar los casos con diagnéstico histoldgico
de cancer de vesicula biliar, se revisaron ademds tejidos fijados en
parafina del archivo.

Resultados: fueron diagnosticados 10 casos de céncer de
vesicula, 9 femenino y 1 masculino, todos mayores de 60
afos. Histolégicamente la variedad predominante fue el
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adenocarcinoma moderadamente diferenciado, siendo 2 de ellos
mucoproductores, de los cuales 1 infiltrante y con permeacién
linfatica.

Conclusidn: el cincer de vesicula biliar es una enfermedad con
muy baja frecuencia y su diagnéstico, continua siendo un hecho
incidental, es decir, que el diagndstico se establece en el examen
histopatoldgico luego de la colecistectomia o en la necropsia. La
variedad mds frecuente es el adenocarcinoma moderadamente
diferenciado.

Palabras clave: vesicula biliar, adenocarcinoma, infiltracién.

Gallbladder cancer (CVB) is a rare and highly lethal disease worldwide. In 1777, Maximillian de Stoll made
the first description at the famous Vienna Clinic. Keen, in 1891, performed the first resection. In 1978,
Pichler and Crichlow wrote the first large study of CVB showing a 5% survival rate (SV) in 5,835 cases
analysed. As early as 1931, Garret6n Silva highlighted the high frequency of CVB by describing that in a
series of 350 patients with acute cholecystitis, 4 of them were affected by malignant transformation’.

Gallbladder neoplasia has low incidence rates in the United States and parts of Western European and
Mediterranean countries®. However, in South America, high mortality rates have been reported, particularly
in indigenous Chilean Mapuche, Bolivian and Hispanic Chileans (3.5-15.5 per 100 000)°.

In southern Peru, a proportion of 0.64% of patients with gallbladder cancer has been found among the
total number of patients in a hospital in the region4.

In Cuba, it is not included among the top 10 malignant neoplasms’. It is rarely discovered only at the
resectable stage and the median 5-year survival has remained for many years at 5-12% of cases, despite surgical
intervention®.

These remarkable variations may be explained by differences in the prevalence of environmental exposures
and genetic predisposition to carcinogenesis’.

High rates of gallbladder cancer are associated with insufficient access to health services including access
to surgical services for cholecystectomyg; for example, in Chile the prevalence of cholelithiasis is 50% at the
age of 50 years9, which is a known risk factor for gallbladder cancer.

Histopathologically, the vast majority of gallbladder neoplasms are adenocarcinomas (95-98%), with
well or moderately differentiated forms accounting for 75-80% of them. The only histological type with
a relatively favourable prognostic significance in terms of survival is papillary adenocarcinoma, with oat
cell and adenosquamous carcinomas being the forms with the worst prognosis. Other histological types,
of almost exceptional presentation, are: pure squamous cell carcinoma; granulosa cell tumour; embryonal

rhabdomyosarcoma; carcinoid; carcinosarcomas; and tumours of haematopoietic or lymphatic lineage'.
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The histopathological findings of CVB sometimes create diagnostic dilemmas, as it can mimic benign
diseases, such as sinus Rokitansky-Aschoff sinus (RA), adenomyomatosis; therefore the diagnosis of CVB
has some potential difficulties'.

The use of histological type and TNM staging are useful criteria for designing appropriate treatment and
predicting survival in patients. The importance of clarifying the anatomopathological staging will have an
impact on the future therapeutic decision, as encouraging results are currently being obtained with the radical
surgical approach to gallbladder cancer™.

The prognosis for life in all stages of CVB is close to 5%. The median lifespan in incidentally diagnosed
patients is 26.4 months'%.

Given that in Cuba there is no high frequency of gallbladder cancer at the national level, we consider that
the characterisation of a set of cases registered during the period 2010 to 2019 would be of great importance as
it would allow us to establish a pattern of this type of lesion in a low-incidence population and thus contribute
to establishing an alarm for gastroenterologists, surgeons and other specialists involved in the care of biliary-
type manifestations, who should include the suspicion of gallbladder cancer as part of their thinking when
faced with a patient with clinical symptoms of abdominal pain, dyspepsia, jaundice, among others.

MATERIAL AND METHODS

A retrospective, descriptive and observational study was conducted from 2010 to 2019, in which the biopsy
and necropsy records of the Department of Pathological Anatomy of the Hospital Clinico Quirtrgico
“Joaquin Albarran” were reviewed to identify cases with a histological diagnosis of gallbladder cancer, then
the reports were located according to the corresponding number in the case of biopsies and autopsy protocol
in the case of necropsies.

The criteria taken into account for inclusion in the study were patients with a histological diagnosis of
gallbladder cancer between 1 January 2010 and 20 June 2019.

Once the biopsy report and autopsy protocol numbers were obtained, the corresponding medical records
were searched to obtain data such as age, sex, skin colour, pathological history, history of the disease, clinical
manifestations, diagnosis, diagnostic procedures and treatments applied.

From the biopsy report and autopsy protocol, the histological type, degree of cell differentiation, degree of
infiltration of the gallbladder wall or neighbouring organs were obtained, which data were used to establish
the staging of the tumour, using the criteria established by the TNM System (tumour, lymph node and
metastasis) of the American Joint Committee on Cancer (AJCC) in its 2018 version.

To obtain the microscopic images, the corresponding slides of each case were extracted from the
histological library.

RESULTS

In the 8-year period (1 January 2010 to 20 June 2019), 10 cases of primary gallbladder cancer were
diagnosed histopathologically, of which six were findings from the study of cholecystectomy specimens (2186
cholecystectomies for calculous cholecystitis); one as a confirmation of the clinical diagnosis of gallbladder
cancer with signs of jaundice; and three cases as an autopsy finding.

The distribution according to sex and age shows nine female cases and one male case, all over 60 years of
age. The distribution according to skin colour shows that in the study group malignant neoplastic lesions of
the gallbladder occur without a clear predominance according to race.

Of the total number of cancers diagnosed at the “Joaquin Albarrén” Clinical Surgical Hospital, gallbladder
cancer accounted for 0.23% of malignant tumours. With regard to cholecystectomy as the primary surgical
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indication, CVB accounted for 0.32% of these. And for the group with incidental diagnosis at necropsy the
frequency was 0.04% of autopsies.

100% of the cases had ultrasonographic studies describing vesicular lithiasis, which were corroborated in
the macroscopic study of the surgical specimen.

Pathological findings

Of the 10 cases diagnosed with gallbladder cancer, 100% had a tumour that macroscopically had an exophytic
vegetative appearance (Figure 1) and histologically corresponded to adenocarcinoma, with 20% being well
differentiated (Figure 2) and 80% moderately differentiated. The mucinous variety was present in 40% of
cases. Characteristically, one case had a papillary pattern with extensive tumour necrosis.

FIGURE 1.
Exophytic tumour towards the bottom of the gallbladder (arrow)

FIGURE 2.
A. Moderately differentiated adenocarcinoma infiltrating to
the muscle layer.B. Papillary formations towards the lumen.

According to the TNM System (2018), 40% of patients were classified as T1b (30% moderately and 10%
well differentiated); 40% as T2b (all moderately differentiated); and 20% as T3 (Table 1). There were no
cases with lymph node involvement (NO) or distant metastases (MO).

In all cases a history of gallbladder lithiasis was collected, which was corroborated at the time of
macroscopic examination of the surgical specimen or during necropsy.
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Differentiation

TNM Moderate Well Total
Tumor (T) N % Ne % Ne %
Tla 0 0 0 0 0 0
T1
Tib 3 30 1 10 4 40
f 0 0 0 0

™ T2a 0 0
T2b 4 40 0 0 4 4

T3 1 10 1 10 2 20

T4 0 0 0 0 0 0
Total 8 80 2 20 10 100

Tumor characteristics according to TNM System.
DiscussioN

Gallbladder cancer is usually a pathology that, due to its clinical presentation, is confused with benign diseases
of the gallbladder and this is usually related to the symptoms most frequently associated with the presence of
gallbladder cancer and common to other conditions, such as colicky pain towards the right upper quadrant
of the abdomen, jaundice, anorexia or hyporexia and weight loss.

According to the results of this study, a preoperative diagnosis of acute calculous cholecystitis was made in
all patients studied by cholecystectomy biopsy, except in one patient where a clinical diagnosis of gallbladder
cancer was made as a conclusion of the studies for jaundice; The three cases with necrotic findings of
gallbladder cancer did not have a clinical diagnosis of gallbladder cancer, which may be directly related to the
scarce radiological studies performed on the patients, since according to reports in the literature, the increase
in the percentage of preoperative diagnosis is due to the combination of ultrasonography and tomography
studies]3.

The frequency of gallbladder cancer was 0.23% of malignant tumours, which, in comparison with other
series, is well below that reported in world statistics, which range from 2.1% to 8.8%'%143nd some other series
have reported prevalence of 2.6%". Gallbladder cancer has a worldwide incidence of 0.7% among malignant
neoplasms. In the USA, the incidence is estimated at 1.2 cases per yearls. In Argentina, there is a higher
incidence in the northern provinces (Salta) of 6.7 per 100,000 inhabitants'®. According to GLOBOCAN
2012 data, in Bolivia, CVB ranks fourth in terms of mortality by type of cancer.

Thus, the frequency of CVB in the “Joaquin Albarrén” Surgical Clinical Hospital is low compared to the
prevalence in Chile, where high rates of CVB are reported.

Risk factors such as female sex and the presence of multiple vesicular lithiasis were evident in all the cases
reported in this study, which corresponds to numerous case-control studies that have found associations
with biliary pathologies and female sex as risk factors.

The female to male ratio is 3 to 4:1'°. The incidence for females in the USA is 1.45/100,000 inhabitants; in
Chile it is 25.3/100,000 inhabitants'’; in Bolivia the female-to-male ratio is 2.8:1 and in Colombia 2.2:1'%,
In the study by Pena et al19. conducted in 3 referral hospitals in Chiclayo (Peru), CVB was found to occur
in 72.4% women and 27.6% men; and in the study by Llanos et al*’. 71.1% were found to be female and
28.9% male, showing a ratio of 3.5:1.

With regard to age, the results obtained in this study correspond to those described in the literature, which
states that the mean age of presentation varies between 60 and 70 years, with presentation in people under
30 years of age being rare®.

In this study, there was no case of gallbladder calcification (porcelain gallbladder or hyaline calcinosis),
which is associated with CVB in 10-25% of cases; calcification is considered the final stage of a chronic
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inflammatory process'>**. Other studies suggest that the reported incidence of cancer in patients with
porcelain vesicles is between 10% and 20%. However, it would appear that the pattern of calcification is
the most important feature, with focal mucosal calcification being the highest risk over diffuse transmural
calcification®.

Other risk factors could not be ascertained, such as identification of Helicobacter bile and Pylori in bile
specimens, which have been isolated from bile samples, suggesting an association with CVB'.

None of the cases had biliary polyposis, which is an important risk factor reported in the literature,
detailing that the presence of solitary, asymptomatic polyps larger than 10 mm represents an increased risk
of CVB*,

In this study, all cases were histologically adenocarcinoma (20% well-differentiated and 80% moderately
differentiated). This, together with the degree of tumour infiltration, are factors influencing 5-year survival in
patients with gallbladder cancer®. In one individual, infiltration to the liver bed without metastatic lesions
could be confirmed.

The fact that all the tumours found in this study were adenocarcinoma corresponds to reports in the
world literature which describe adenocarcinoma (papillary, tubular, mucinous or signet ring subtypes) as
accounting for 80-95% of cases; epidermoid and adenosquamous carcinoma for 2-10%; undifferentiated
carcinoma and other neoplasms (small cell carcinoma, sarcomas, melanomas and lymphomas) for only
2-7%2. Similar results were obtained in the study by Pina et al*” in which 94.1% of adenocarcinomas were

found; and in the study by Pena et al.’? the predominant variety was adenocarcinoma in 82.8% of cases
(mucinous carcinoma 5.2%).

CONCLUSION

Gallbladder cancer is a very rare disease and its diagnosis remains incidental, i.e. the diagnosis is established on
histopathological examination after cholecystectomy or at necropsy. The most frequent variety is moderately
differentiated adenocarcinoma.
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