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Abstract
BACKGROUND
Gallbladder cancer is the most common malignant tumor of the biliary tract. The majority of cases are adenocarcinoma. Squamous cell carcinoma is the histological type present in 12% of all neoplasias accounting for approximately 12% of gallbladder neoplasms. It can occur in its pure form reaching 1%-3% of the tumors. Many patients are at an advanced stage when diagnosed and have bad therapeutic efficacy. 

CASE SUMMARY
A 45-year-old male patient presented with left flank pain for 1 year and irradiated to the mesogastric region. He denied fever, vomiting, and any other intestinal changes. He reported a weight loss of 10 kg in a period of 7 mo. He denied alcoholism, smoking, drug use, or prior illness. Computed tomography of the abdomen showed in the gallbladder fossa a voluminous mesogastric heterogeneous collection that had a thick and irregular capsule with liquid and gaseous contents. A predominantly hypoattenuating rounded material with partially calcified margins measuring about 2.0 cm related to gallstone was also emphasized. No lymphadenomegalies or free fluid was observed in the abdominal cavity. Patient underwent laparotomy where a huge tumor was observed affecting the transverse colon and gallbladder. This mass was resected en bloc removing gallbladder and transverse colon together with corresponding mesocolon and regional lymphadenectomy. There were no complications in the postoperative period. Although oncological treatment was performed, the patient died 6 mo after surgery. 

CONCLUSION
Squamous cell carcinoma represents a rare disease. Patients often present with large, bulky tumors with involvement of adjacent organs. In spite of progress in surgical techniques and adjuvant chemotherapy, the prognosis remains poor. 
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Core tip: Pure squamous cell carcinoma represents a very rare condition. Usually the patient will present with a huge mass in the upper right quadrant involving other organs. A high index of suspicion is fundamental for the surgical planning because the surgical removal of the lesion respecting the oncological surgical principles may be the only chance of cure for this aggressive disease. Patients must be submitted to adjuvant chemotherapy in order to increase the survival rates. The prognosis remains poor. 
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INTRODUCTION
Squamous cell carcinoma (SCC) is the histological type present in 12% of neoplasias accounting for approximately 12% of gallbladder neoplasms. This can occur in a pure form reaching 1%-3% of the gallbladder neoplasms[1-3]. Without well-understood etiology, pure SCC can be derived from glandular metaplasia, heterotopic tissue, and mixed types originating from differentiated adenocarcinoma. It is about three times more common in women than in men and has its most frequent appearance after the fifth decade of life[2,4].
The pure SCC of the gallbladder is characterized by invasive growth and less tendency to metastasize compared to adenocarcinoma of the gallbladder. This invasion mainly affects the liver, and its growth laterally to the vesicular fossa invades adjacent organs such as the stomach, pancreas, duodenum, and less frequently the transverse colon[2-5]. 
The suspicion occurs in elderly patients with pain in the right hypochondrium, and physical examination is a palpable tumor. In the initial cases, the symptoms resemble those of cholelithiasis. Upper abdominal ultrasonography may suggest the presence of thickening of the gallbladder wall and involvement of other organs, but computed tomography and magnetic resonance imaging are more sensitive and specific[6].
There is no consensus regarding treatment, and most reports observe mixed-type SCC arising from adenocarcinomas. However, pure SCC seems to benefit from the initial surgical treatment with aggressive resections independent of the compromised organ and non-anatomical hepatectomies, which are usually not performed in adenocarcinoma. There is no clear role of the importance of locoregional lymphadenectomy as well as adjuvant treatment with radiotherapy and chemotherapy[2-5].

CASE PRESENTATION
Chief complaints
A 45-year-old male patient presented with left flank pain for 1 year and irradiated to the mesogastric region. 

History of present illness
Patient denied fever, vomiting, and any other intestinal changes. He reported a weight loss of 10 kg in a period of 7 mo. 

History of past illness
The patient denied alcoholism, smoking, drug use, or prior illness. Any other relevant or additional aspects on his personal and/or familiar history related to tumors were identified during clinical investigation. 

Physical examination
At the physical examination, he presented a regular general condition, stained, dehydrated +/4 +, anicteric, and afebrile. Abdomen was flaccid and painful on the right flank surface palpation with palpable hardening bulging. The initial diagnostic suspicions were of complicated cholecystitis or gallbladder neoplasia. 

Laboratory examinations
Laboratory examinations included general blood tests, liver function tests and tumors markers (CEA and CA 19-9). All the results were within normal values.

Imaging examinations
Radiograph of the abdomen: tumor in the epigastric region, rejecting adjacent loops (Figure 1).
Ultrasonogram: heterogeneous mass of large volume predominantly hyperechogenic with areas of central necrosis with infiltrative aspect occupying almost every abdominal cavity.
Computed tomography scan: in the location of the gallbladder was evidenced a voluminous mesogastric heterogeneous collection that had a thick and irregular capsule with liquid and gaseous contents. A predominantly hypoattenuating rounded material with partially calcified margins measuring about 2.0 cm related to gallstone was also highlighted. No lymphadenomegalies or free fluid was observed in the abdominal cavity (Figure 2).

FINAL DIAGNOSIS
Based on the images, the final diagnosis was gallbladder neoplasm. 

TREATMENT
Patient underwent laparotomy where a massive tumor was seen affecting the transverse colon and gallbladder. This mass was resected en bloc removing gallbladder and transverse colon together with corresponding mesocolon and regional lymphadenectomy (Figure 3).
Anatomopathological: well-differentiated SCC of the gallbladder (Figure 4). Immunohistochemistry confirmed the diagnosis (Figure 5 and Figure 6).

OUTCOME AND FOLLOW-UP 
Patient was discharged on the sixth postoperative day and then followed up with an oncologist who indicated chemotherapy and radiotherapy. Patient died 6 mo after the procedure.

DISCUSSION
Due to the rarity of pure gallbladder SCC, its etiology is still not well understood. Muto et al[7] analyzed 1000 bile vesicles and did not find the presence of mucosal metaplasia contrary to the SCC theory if it originated from this metaplasia. A second study attempted to clarify this etiology by analyzing approximately 600 gallbladder neoplasms with 41 of them been pure SCC. The authors suggested a classification by the presence of epidermoid cells: spinocellular differentiation, pure SCC, adenosquamous carcinoma, and focal SCC[2]. 
Regardless of the etiology, the gallbladder neoplasm is very aggressive. Because the survival outcomes of gallbladder SCC are worse than that found in gallbladder adenocarcinomas, it has been reported in most cases for months and is related to tumor staging and resection performed[5]. 
In most of the reports the carcinomas found were anatomopathological findings, and the diagnosis of cancer was rarely suspected. When there was suspicion, there are reports of diagnostic biopsy. It is known that this procedure increases the risk of tumor implantation in the path of the needle and should be avoided. In the diagnostic suspicion after imaging, surgical removal with free margins should be indicated in order to achieve R0 resection with removal of adjacent organs if necessary. Freezing of the surgical specimen should always be performed to better program the surgical procedure with the use of more adequate resections[2,3,8,9]. In the present study, the resection performed was considered by the team as R0, but no intraoperative freezing was performed. Anatomopathological examination demonstrated free margins without compromised lymph nodes (16 lymph nodes resected).
In the Roa et al[2] study, SCC and adeno-squamous carcinomas were three times less frequent than gallbladder adenocarcinomas. 

CONCLUSION
Pure gallbladder SCC is rare and should be suspected in the presence of large volume tumors in the right hypochondrium. Radical surgical treatment remains the only chance for a cure. Its survival results are usually low giving a poor prognosis for the disease.
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Figure 1 Abdominal radiography with radiopaque area in mesogastrium.
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Figure 2 Computed tomography with a coronal, sagittal, and axial image showing a large tumor in the hepatic bed.
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Figure 3 Surgical specimen with en bloc resection of gallbladder and transverse colon segment.
[image: D:\WJG\15-兼任编辑部主任\编辑稿件\2019-08-15-WJCC\47927\47927\47927-Figures\47927-Image-File-revision_4939.jpg]
Figure 4 Transition from spinocellular carcinoma to extensive blocks with formation of horny pearls, and the gallbladder mucosa presenting the columnar epithelium. Hematoxylin-eosin staining, 100 ×.
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Figure 5 Plexiform fibromyxoma of the gastric wall. A, B, C: The image shows a fusocellular neoplasm with elongate or oval nuclei and clear cytoplasm with basophilic base of myxoid aspect. Hematoxylin-eosin staining, 400 ×; D: Immunoexpression of actin antibody of smooth muscle in neoplastic cells; E: Immunoexpression of CD31 antibody in blood vessel walls; F: Immunoexpression of vimentin in neoplastic cells.
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Figure 6 Immunoexpression of CD56 antibody and anti-neuron specify enolase antibody in neoplastic cells. Absence of immunoexpression of CD117 antibody. Positivity of KI-67 to the nuclei of the neoplastic cells (low index of mitotic proliferation).
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