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ABSTRACT

Introduction: Gallbladder cancer (GC) is considered a malignant neoplasm that affects the bile
ducts, being a rare and often lethal condition. This pathology represents a challenge in both
diagnosis and treatment, this is due to patients usually being asymptomatic or presenting with
nonspecific symptoms. Thus, most cases of GC are incidental findings, without previous
diagnosis, in patients undergoing cholecystectomy for cholelithiasis. The definitive treatment
considered the gold standard for GC is laparoscopic surgery, with removal of the gallbladder
(cholecystectomy). The good results of the procedure are dependent on the neoplasm-free
hepatic margin and adequate regional lymphadenectomy. Objective: To highlight the importance
of adequate treatment for GC, since the improvement of the disease depends on the good results
of the procedure. Methods: From a medical case that occurred at the Santa Casa da Misericordia
de Presidente Prudente, and its medical records, information was collected to carry out this
report. Results: GC is considered a malignant neoplasm that represents a challenge in both
diagnosis and treatment, as patients are usually asymptomatic or have nonspecific symptoms.
The definitive treatment considered the gold standard for GC is laparoscopic surgery, with
removal of the gallbladder (cholecystectomy). Conclusion: It was evident that it is necessary for
a better understanding of the pathology, in addition to studies on the behavior of the GC and its
identification in the profile of Brazilian individuals. This type of study would enable prevention,
screening, and the adoption of an effective therapeutic indication.
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INTRODUCTION

Gallbladder cancer (GC) is considered a malignant neoplasm that affects the bile ducts,
being a rare and often lethal condition (APODACA-RUEDA et al. 2017). The incidence of this
pathology is higher in women, the elderly, Caucasians, and varies considerably according to
geographic region, being more prevalent in areas such as Japan, certain regions of India, South
America, and Eastern Europe, while it is relatively uncommon in regions of Northern Europe
and North America (COIMBRA et al. 2020).

This pathology represents a challenge in both diagnosis and treatment, this is due to
patients usually being asymptomatic or presenting with nonspecific symptoms. Among the main
symptoms observed, we find abdominal pain located in the upper right quadrant, progressing
with acute cholecystitis. In more advanced cases, the patient may present cholangitis, and
symptoms such as weight loss, nausea and vomiting, fever, ascites, and a palpable mass in the
right upper quadrant are common at this stage. Laboratory tests can show alterations compatible
with obstructive jaundice, such as leukocytosis, anemia, and liver function alterations
(RODRIGUEZ et al. 2015).

Thus, most cases of GC are incidental findings, without prior diagnosis, in patients
undergoing cholecystectomy for cholelithiasis (ARE et al. 2017) (SIEGEL et al. 2019)
(NARAYAN et al. 2018). However, the disease progresses quickly and has a high mortality rate.
It is estimated that up to 1/3 of patients have metastases at the time of diagnosis and that 85% of
patients die within one year of their diagnosis. The poor prognosis of the pathology is mainly due
to late diagnosis, which significantly compromises the efficacy of treatment and increases
morbidity and mortality (COIMBRA et al. 2020) (ARROYO et al. 2016).

The pathogenesis of GC is not clearly established, but environmental (such as obesity and
hyperglycemia) and genetic factors are associated with the occurrence of the pathology. The
main risk factor identified is cholelithiasis, which is present in most cases. The risk increases
according to the larger size (greater than 3 cm) and longer time of onset of gallstones (ARROYO
et al. 2016). Patients with liver cirrhosis are 1.2 to 3 times more likely to have cholelithiasis than
the general population and the more severe the existing liver disease (VD level of evidence),
cholelithiasis is even more prevalent (ELMAGARMID et al. 2014).

The definitive treatment considered the gold standard for GC is laparoscopic surgery,

with removal of the gallbladder (cholecystectomy). Then, all samples collected during surgery
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should be sent for histopathological examination, which increases the detection rate of GC
(COIMBRA et al. 2020) (HANI OWEIRA et al. 2018).

Cholecystectomy can be done using two techniques: open or laparoscopic. The open
operative technique has been gradually replaced by the laparoscopic technique due to its less
invasive characteristics and an improvement in post-surgery responses, in addition to a relatively
shorter recovery time (ALMEIDA et al., 2021).

For cases of superficial tumors, limited to the mucosa, simple cholecystectomy will be
adequate, not requiring enlarged resection (hepatic) or hilar lymphadenectomy. However, in
more advanced stages, in which there is involvement beyond the mucosal layer, most studies
suggest that some type of liver resection complemented with hilar lymphadenectomy be included
for treatment (TORRES et al. 2002) (SANTOS et al. 2008).

The good results of the procedure are dependent on the neoplasm-free hepatic margin and
adequate regional lymphadenectomy. However, despite these interventions, overall survival for
GC is low due to local invasion, peritoneal dissemination, and extensive early lymphatic

infiltration (SANTOS et al. 2008).

CASE DESCRIPTION

Patient A.R.C., male, 61 years old, sought care in a private office reporting diffuse
abdominal pain and weight loss for 2 months. On physical examination, the patient presented
pain on abdominal palpation, being more intense in the right hypochondrium and positive
Murphy's sign. In the preoperative ultrasound, he found a picture of cholecystopathy associated
with liver cirrhosis. After 2 days, the patient was admitted to the Santa Casa da Misericordia de
Presidente Prudente for a videolaparatoscopy cholecystectomy associated with intraabdominal
fluid drainage due to acute cholecystitis with gallbladder perforation and peritonitis. The surgery
was well and uneventful, and the patient recovered well and was discharged the day after

surgery.
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DISCUSSION

In the evaluation of personal and pathological history, the factors that could be
considered risk for the patient in relation to the presence of a GC are: being 61 years old and
living in a South American country (Brazil). GC is more common in the elderly, especially after
the age of 60, and can vary considerably according to the geographic region where the patient

resides, as in the case of the patient in this study (COIMBRA et al. 2020).
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Patients with GC more often present symptoms that are barely noticeable or symptoms
that are nonspecific to patients. Among the main nonspecific symptoms observed, we found
abdominal pain located in the right upper quadrant and weight loss (RODRIGUEZ et al. 2015),
as reported in the case where the patient presented diffuse abdominal pain and weight loss 2
months ago. In addition, on physical examination, the patient presented pain on abdominal
palpation, which was more intense in the right hypochondrium and Murphy's sign was positive.

Most cases of GC are diagnosed late, which results in more advanced stages of the
disease, in addition to contributing to treatment difficulties and a high mortality rate
(APODACA-RUEDA et al. 2017). About 1/3 of patients are already in the process of metastasis
by the time they are diagnosed. In addition, in 85% of these cases, death will come within one
year after the pathology is identified (COIMBRA et al. 2020) (ARROYO et al. 2016). Diagnoses
are usually made incidentally, soon after a cholecystectomy or by an anatomopathological study
after evidence of a change in the gallbladder, detected during a radiological examination
(BENASSI et al. 2022).

As liver cirrhosis and cholelithiasis are diseases that have a high prevalence in the
population, the association between the two is not uncommon, especially if we consider that
cirrhosis is a predisposing factor for the appearance of cholelithiasis. Liver cirrhosis (HC) is
characterized by the progressive destruction of hepatocytes, which are replaced by fat and
fibrous tissue and can lead to several serious complications, including the predisposition to the
development of cancer in nearby organs. However, the direct link between liver cirrhosis and
gallbladder cancer is not as clear as the relationship between liver cirrhosis and liver cancer
(hepatocellular carcinoma). It increases the risk of liver cancer due to the chronic inflammation
and constant cell regeneration that occur in the damaged liver. Although not a primary risk factor
for gallbladder cancer, chronic liver disease and inflammatory biliary tract conditions such as
primary sclerosing cholangitis can increase the risk of developing gallbladder cancer.

The most frequent condition of cirrhosis is chronic alcoholism (MOORE). Cirrhotic liver
has great variation in volume and weight. The organ can reach more than 2 kg, while in the
terminal stages of the process it can be reduced to 600 to 800 g (BOGLIOLO). As the disease
progresses, the organ becomes hardened, atrophied and nodular, and exhibits a deficinete
function due to a decrease in functional liver tissue (FERNANDES). Patients with HC may
present a variety of symptoms, which include: abdominal pain, weight loss, jaundice, and
bruising. In addition, in addition to alcoholism, several other existing etiologies justify the

appearance of cirrhosis, such as: viral hepatitis (viruses B and C), autoimmune hepatitis,
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hepatotoxic drugs, cholestatic diseases, genetic abnormalities, non-alcoholic fatty liver diseases
and non-alcoholic steatohepatitis (FERNANDES).

The importance lies in the fact that biliary surgery in cirrhotic patients tends to have an
increased risk for transoperative and postoperative complications (FONTES et al. 1998). In
critically ill patients with few symptoms related to cholelithiasis, the initial treatment should be
clinical with the use of antibiotics and later analyze the need for surgery. In addition, oral
administration of bile salts reduces bile cholesterol saturation, in other words, it inhibits the
synthesis and excretion of hepatic cholesterol and consequently reduces liver activity. When bile
becomes unsaturated, stones in the gallbladder tend to dissolve slowly. However, this drug
treatment may be ineffective in pigmentary stones and contraindicated in the presence of
cirrhosis, and is not indicated in the case described above.

Cholelithiasis can also favor the development of gallbladder cancer. The presence of
gallstones is associated with chronic inflammation and irritation of the gallbladder wall, which
can lead to cellular changes and eventually the development of carcinomas. The ongoing
inflammation caused by gallstones results in chronic cholecystitis, which is a known risk factor
for gallbladder cancer. In addition, gallstones larger than 3 cm, and present in large quantities,
further increase this risk.

After verifying a picture of cholecystopathy associated with liver cirrhosis, the
therapeutic approach considered the gold standard is laparoscopic surgery, with removal of the
gallbladder (cholecystectomy) (COIMBRA et al. 2020) (HANI OWEIRA et al. 2018). This
surgical procedure is minimally invasive, helping in an action with less tissue damage and also a
quick postoperative recovery (ALMEIDA et al. 2021). Even so, it is important to highlight the
possible complications that may occur during the surgical intervention, such as biliary fistulas,
which can be caused by the loss of the cystic duct clip, perforation of the bile duct or the
presence of hepatic bed canaliculi. The presence of intracavitary stones can lead to the formation
of abscesses and bleeding can occur both from the hepatic bed and from the cystic artery.
However, the most significant and most feared is the lesion of the main bile duct, which leads to
high morbidity and mortality (PINOTTI et al. 2000). The closure of the peritoneum over the
hepatic bed and the intraoperative use of IV vasopressin, reducing the pressure in the portal
system, are also measures that can help prevent hemorrhage.

Peritoneal carcinomatosis (PC) consists of the presence of tumor implants in the

peritoneum that can be of both primary and secondary origin. The vast majority are caused by
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secondary (metastatic) tumors, that is, tumor cells from other carcinomas that have spread to the
membrane (CESAR. 2022).

The peritoneum has an extensive surface area with vast lymphatic drainage, facilitating
invasion by tumor cells. The types of secondary peritoneal carcinomatosis vary according to the
site of origin of the disease. For good survival and tumor growth, cancer cells produce a set of
factors that disrupt the functioning of the peritoneal blood barrier, leading to neogenesis and the
creation of an immunosuppressive microenvironment, rich in peritoneal mesothelial cells,
fibroblasts, and peritoneal macrophages (CESAR. 2022).

There are comparative studies between conventional and laparoscopic surgery. Of
particular note is a study carried out by Gouma® and collaborators, at the Academic Medical
Center in Amsterdam and University Hospital in Maas-tricht, around the 2000s, which evaluated
122 centers, with a total of 11,712 cholecystectomies, 2,932 laparoscopic and 8,780
conventional; showed a higher percentage of lesions of the main bile duct, reaching 1.09% as a
result of the laparoscopic procedure, against 0.51% of the conventional surgery. This may be
debatable since the evaluation carried out is in the period belonging to the learning curve, about
professionals, instruments and equipment, against a well-established method for almost 100
years (PINOTTI et al. 2000). However, more recent studies have proven that laparoscopic
surgery is currently the gold standard and the most chosen among health professionals because it
is considered less invasive and with lower rates of surgical complications.

In this patient, intraabdominal fluid drainage was also performed due to acute
cholecystitis with gallbladder perforation and peritonitis. However, the drainage of the hepatic
bed is a controversial topic, since it allows the detection and drainage of bleeding in the surgical
field, it also allows postoperative leakage of ascites through the drainage hole. After surgery, the

patient was discharged from the hospital and provided dietary guidance.

METHODOLOGY
From a medical case that occurred at the Santa Casa da Misericordia de Presidente
Prudente, together with his medical record, information was collected to carry out this case

report. In addition, a search for information was carried out in databases.

RESULTS
Gallbladder cancer is considered a malignant neoplasm that poses a challenge in both

diagnosis and treatment, as patients are usually asymptomatic or have nonspecific symptoms.
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The definitive treatment considered the gold standard for GC is laparoscopic surgery, with
removal of the gallbladder (cholecystectomy) and the good results of the procedure depend on

the hepatic margin free of neoplasia and adequate regional lymphadenectomy.

CONCLUSION

The case reported and the publications on gallbladder cancer (GC) raise important
questions about the therapeutic approach and the role of early diagnosis for a successful
approach. Although the pathogenesis of GC has not yet been clearly established, there are
indications of an association between environmental and genetic factors in the development of
the pathology. Cholelithiasis is the main risk factor identified for GC, thus increasing the burden
of early diagnosis of this finding. In the patient of the case presented, a picture of
cholecystopathy associated with liver cirrhosis was found, with cirrhosis being a risk factor for
the development of cholelithiasis.

It was evident that it is necessary for a better understanding of the pathology, in addition
to studies on the behavior of the GC and its identification in the profile of Brazilian individuals.
This type of study would enable prevention, screening, and the adoption of an effective

therapeutic indication.
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