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ABSTRACT
Synchronous tumors in both the rectum and the gallbladder are 
extremely rare. This study reports a case of gallbladder and rectal 
synchronic tumors, histopathologically confirmed, and discusses 
the therapeutic strategies in managing multiple primary cancers. 
Patient files from the Patient Files and Statistical Department of the 
University Hospital João de Barros Barreto and review of English 
literature were analyzed. Data from a case of a 69-year-old female 
patient with compressive vaginal and anal pain, constipation, and 
hematochezia were reviewed. Rectal touch evidenced a vegetating 
and infiltrative tumoral lesion, and colonoscopy demonstrated an 
elevated, vegetating, and infiltrative lesion. The histopathological 

analyses confirmed a moderately differentiated adenocarcinoma. 
A preoperative computer tomography scan was negative for 
metastasis investigation and, as an incidental finding, demonstrated 
cholelithiasis. The histological evaluation of the surgical specimens 
demonstrated rectal cancer, gallbladder cancer, and also hepatic 
metastasis. Due to the presence of hepatic and rectal cancer 
metastases, the standard management of the gallbladder cancer was 
modified according to the general concept that radical treatment of 
synchronous tumors should be reserved to situations were all tumors 
can be treated curatively or can improve life expectancy. Primary 
gallbladder and rectal synchronous neoplasms are rare and the 
treatment must be specific to each tumor, following the guidelines 
of each cancer whenever feasible. In case of metastasis or advanced 
stages of the disease, the treatment strategies must consider the 
most advanced tumor and/or the worst prognosis, and aggressive 
procedures must be avoided when it is not possible to radically treat 
every synchronous tumor.
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InTRoduCTIon
Colorectal cancer (CRC) is the third most frequent cancer type 
among the sporadic malignant cancers and accounts for 11% of 
cancer deaths. CRC is associated most to multiple primary tumors. 
Gallbladder cancer is a rare tumor, even though it is the fifth most 
common cancer in the gastrointestinal tract, showing higher incidence 
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between the seventh and eighth decades of life[1,2].
    Synchronous tumors are rare and in addition synchronous 
adenocarcinoma of both the rectum and gallbladder is extremely 
rare. In recent years more cases of multiple primary tumors are 
being reported[1,3,4]. The main associated factors to multiple primary 
cancers include: genetic, environmental, immunological, and also 
previous radiotherapy or chemotherapy treatments[5]. The synchronic 
tumors are those which cannot be considered metastases, invasion 
or recurrence of the first tumor, and the ones which are diagnosed at 
least six months after the diagnosis of the primary tumor[1,2,6].
    Although very uncommon, almost 40% of multiple primary tumors 
involving gallbladder cancer are associated to gastric cancer and 30% 
to colon cancer[7]. As mentioned, the association of rectal cancer and 
gallbladder cancer is rare and the management of each one must be 
tailored according to it clinical settings.
    Despite the fact that synchronous colorectal carcinoma has 
been recognized as a significant clinical entity its clinical and 
pathological features and its prognosis are still controversial. Herein, 
we report a case of a female with adenocarcinoma of the rectum 
and cholelithiasis. The histopathology revealed early primary 
adenocarcinoma of both the rectum and the gallbladder as well as 
liver metastasis.

CASE REPoRT
A 69-year-old female patient was evaluated at the General and 
Digestive Surgery Department of João de Barros Barreto’s University 
Hospital, at Amazon region in Brazil, reporting compressive pain in 
the vagina and in the anus, and painful anal burning during the last 3 
months. Constipation and hematochezia were also reported during the 
last month. Previously, she was medicated with Lactulose, releasing 
the constipation but not the other symptoms. She also had experienced 
a weight loss (6 kilograms) during the last six months. She had no 
nausea, vomiting, jaundice, fever, or urinary symptoms. As for the 
family cancer history (Figure 1): her mother and grandmother had 
liver neoplasms, her aunt and brother had colonic neoplasms. She 
was in good clinical condition but the rectal touch exam evidenced an 
infiltrative and vegetating tumoral lesion at the lower rectum attached 
to its epithelium, occupying 75% of its lumen. The colonoscopy 
evidenced an elevated lesion, vegetative and infiltrative with 3 cm of 
extension, and slight colonic diverticulum, with no sign of bleeding 
or inflammation. The histopathological exam concluded it was a 
moderately differentiated adenocarcinoma of the rectum (Figure 2A). 
The abdominal-pelvic tomography evidenced cholelithiasis, sigmoid 
colon dilatation full of gas and fecal content, and circumferential 
thickening of the rectum, but no signs of metastatic disease. She also 
presented anemia with serum hemoglobin of 9 g/dL (as 13.5-18 g/
dL), the only positive laboratorial finding. 
    During the surgical procedure, a lower rectum tumor with a hard 
consistency, 2 cm from the anus and fixed to the sacral region was 
found. There was no peritoneal involvement or ascitis. However there 
were two liver nodules smaller than 1cm in each lobe, suggesting 
metastasis. The gallbladder had many gallstones and adhesions 
to the transverse colon. The patient underwent Miles surgery in 
addition to cholecystectomy and liver biopsy of the left lobe nodule 
(Figure 2B). She recovered very well from the surgery, without 
any type of complication and with early hospital discharge on the 
4th postoperative day. Chemotherapy and radiotherapy were not 
performed because they were not available and therefore we chose 
to do these two therapies during the postoperative period. Regarding 
the postoperative information, these were lost during the patient 
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follow-up. Histopathological findings of the rectum concluded it was 
a moderately differentiated adenocarcinoma at the lower rectum, 
constrictive, and around 5cm of length. The distal and proximal 
borders were free of neoplasm, showing angiolymphatic invasion 
and extensive invasion of the pericolic tissue. Examining the visceral 
peritoneum and the lesion borders showed an infiltrative pattern, 
with moderate stromal desmoplastic reaction (Figure 2A). No 
magnetic resonance imaging was performed, although the staging was 
performed with computed tomography. There were metastases in three 
of four identified nodes, and the pathological staging for the intestinal 
specimen was pT4PN1. Histopathology of the gallbladder evidenced 
moderately differentiated adenocarcinoma (Figure 2C), reaching to 
the muscular layer with no lymph nodal, angiolymphatic, or perineural 
invasion, T2N0 (stage IA). The tumor had invaded the perimuscular 
connective tissue. The liver nodules reveled an adenocarcinoma, with 
a moderately differentiated pattern showing tumor vessel emboli.

dISCuSSIon
Synchronous cancers are defined as those diagnosed at the same time 
or within six months; cancers are considered metachronous when the 
second tumor is diagnosed more than six months after the first. Colon 
and gallbladder primary synchronic adenocarcinomas are rare[3]. In 
the literature, only five cases were related worldwide since 2005[1].  
However, in the last years, multiple primary tumors have been more 
frequently documented due to the increase in life expectancy and the 
improvement of diagnosis techniques[1,7]. A Japanese study done by 
Horii et al evidenced that microsatellite instabilities were frequently 
observed in multiple primary neoplasms rather than in single 
neoplasms[2,8].
    The Warren and Gates criteria define synchronic tumors and can 
be applied if a second primary tumor falls into these criteria: (a) each 
tumor should represent a single form of malignancy; (b) each tumor 
has to be distinct from each other; and/or (c) the metastatic tumor 
should be excluded[1,7].
    A review of 659 cases of multiple primary tumors identified by 
autopsy demonstrated that the colon was the most frequent organ 
involved in those cases, especially in elder people[1,9]. Another 
study evaluated 308 colorectal adenocarcinoma cases where twelve 
multiple primary cancers were found. Also, fourteen tumors in other 
organs outside the colon were found. This is unusual considering 
that colon cancers with second primary tumors in other segments of 
the colon are a common finding. The standard surgical treatment for 
multiple primary tumors is the curative resection of each individual 
tumor, when it is feasible[2,7].

 

 

Figure 1: Family heredrograme. Black arrow indicates the case reported. 

!

Figure 1 Family Pedigree. The black arrow indicates the case 
reported.
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Figure 2: Histopatological analysis.  A. Rectal adenocarcinoma infiltrating into the 
muscular layer; B. Liver metastatic adenocarcinoma; C. Gallbladder adenocarcinoma 
infiltrating into the muscular layer. 

!

Figure 2 Histopatological analysis by hematoxylin and eosin staining 
(10×). A. Rectal adenocarcinoma infiltrating into the muscular layer; 
B. Liver metastatic adenocarcinoma; C. Gallbladder adenocarcinoma 
infiltrating into the muscular layer.

    The prognostic of multiple tumors can be independently defined 
by the stage of each tumor isolate[10]. The therapy and the follow-up 
of these patients must follow the standard guidelines for each tumor. 
However, it is necessary to keep in mind the procedure’s target 
cost / benefit ratio for each case. Aggressive procedures may not be 
indicated in the treatment of one tumor if the other primary tumor is 

not feasible to treat due to its advanced stage. In those cases, the life 
expectancy has to be evaluated. Despite the advanced stage of the 
rectal cancer, neoadjuvant therapy was not performed because the 
surgery is more effective to address the metastases in the liver and 
bladder cancer.
    In addition, cytokeratin (CK) expression is being frequently 
used for the differential diagnosis of carcinomas originating from 
different sites. Among the various CKs, the combination of CK7 and 
CK20 is considered to be the most useful for this purpose[11]. In the 
present study we did not perform immunohistochemical analysis for 
CKs because the very few reports in the literature regarding CK7 
and CK20 expression in gallbladder carcinoma indicate that the 
clinical significance of CK7/CK20 expression still requires further 
investigation.
    In this report, the association of rectal and gallbladder cancer 
together was a casual case of synchronous tumors because the 
preoperative diagnosis was cholelithiasis. The adjuvant therapy 
was indicated for the rectal cancer, as usually done according to 
standard protocol for rectal cancer treatments. Nevertheless, no 
aggressive surgical procedure was indicated for the gallbladder 
cancer. Considering the therapeutic guidelines for exclusive 
gallbladder tumors at this stage, the treatment should also include 
liver resection (keeping in mind that the hepatic metastases were due 
to rectal cancer). The liver resection was performed in addition to a 
lymphadenectomy (the histopathology report of which did not detect 
the presence of metastatic lymph nodes). The main determinant 
for this tailored approach was the initial evaluation results of the 
adjuvant therapy against liver metastases and also for the biological 
behavior of the tumors, since the possibility of disease progression 
in a short period of time should eliminate the need for any additional 
radical surgical procedure. 

ConCLuSIon
The existence of primary gallbladder and rectal neoplasms is a rare 
condition and its treatment must be standardized for each tumor 
individually. It is important that when tumors are found in advanced 
stages of the disease or when the metastasis of one of the tumors is 
found, the treatment should be tailor according to the management 
of the tumor presenting the worse prognostic scenario, avoiding 
aggressive procedures when it is not possible to radically and 
integrally treat both tumors.
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