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ABSTRACT

Colorectal cancer and esophageal cancer are distinct malignancies, but they share risk factors and
mechanisms of carcinogenesis. Colorectal cancer, originating in the colon or rectum, is characterized
by the uncontrolled growth of epithelial cells, and has a high global incidence, being the third most
common and the second leading cause of cancer death. In 2022, Brazil recorded 13,921 deaths from
this neoplasm, with a higher prevalence in people over 50 years of age, especially from the age of 70.
Esophageal cancer, responsible for about 0.54 million deaths annually and the eighth most common
cause of cancer, manifests as squamous cell carcinomas or adenocarcinomas and is strongly
associated with family history, smoking, and alcohol consumption. Both types of cancer involve
cellular dysfunction and resistance to apoptosis, and share risk factors such as male gender and
family history, although there is no direct relationship between them.
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INTRODUCTION

Colorectal cancer is a malignant neoplasm that originates in the colon or rectum,
characterized by the uncontrolled growth of epithelial cells that form invasive tumors and can spread
to other organs. Several pathophysiologies are associated with this event, such as abnormal cell
proliferation, resistance to apoptosis, invasion of adjacent structures, and distant metastasis1.

Esophageal cancer, in turn, is a highly malignant condition, responsible for about 0.54 million
deaths worldwide, being the eighth most frequent cause of cancer worldwide. It is strongly
associated with a family history and may present histologically as squamous cell carcinomas (SCS),
adenocarcinomas, sarcomas, small cell sarcomas, lymphomas, and melanomas (rare)®. Over the
years, a decrease in the incidence of deaths related to this neoplasm was observed, in contrast to data
on colorectal cancer. In 2022, in Brazil, there were a total of 8,571 deaths from esophageal neoplasia
registered by the Unified Health System, with about 78.1% of men and 21.9% of women. These data
also show that the 60-69 age group was the most affected in both sexes, with only 1 death recorded
in people under 20 years of age (women)?.

It is widely known that colorectal cancer is the third most common in terms of incidence
worldwide, with adenomas being the most prevalent subtype and responsible for the second leading
cause of cancer death. Annually, 1.9 million new cases are registered globally2,4. In Brazil, in 2022,
13,921 deaths due to colon-related cancer of primary origin were recorded, with 51% of cases
occurring in women and the highest incidence observed in the age group of 50 years and over,
specifically the 70-year-old group3. It is observed that, in the last decade, this type of neoplasm has
increasingly affected younger populations, which further emphasizes its importance as a public
health issue6.

Squamous cell carcinoma is the most common subtype of esophageal cancer, accounting for
about 90% of cases. Adenocarcinoma is the most predominant subtype in North America and
Europe, standing out in men and in the white race, around 50 years of age, in contrast to the literature
that states that risk factors include black race and 60 years of age. This discrepancy can be attributed
to sociocultural habits in a given geographic region that fall on modifiable risk factors, such as
smoking and alcoholism. Esophageal neoplasia usually begins asymptomatically, later progresses to
progressive dysphagia, dyspepsia, odynophagia, weight loss, and others. Thus, in view of these
symptoms, upper digestive endoscopy is indicated to rule out cancerous formation in patients over 45
years of agel3.

Several studies associate risk factors with colon cancer, such as type 1l Diabetes Mellitus, use
of acetylsalicylic acid, smoking, prolonged alcohol consumption, and use of non-steroidal anti-
inflammatory drugs. However, there are few studies that address the specific risk factors for the
appearance of metachronic tumors. Age is considered a relevant factor, although inconclusively. It is
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known, however, that the presence of synchronous lesions potentially increases the risk of
metachronous lesions. Regarding the appearance of adenomas, factors such as male gender, age, and
obesity are considered important points2,6. Obesity is strongly associated with increased risk of
colorectal cancer for several reasons. Excess body fat can cause chronic low-grade inflammation,
which can lead to cancer-prone cellular changes. In addition, obesity alters hormone levels, such as
estrogen and insulin, involved in the development of cancer; Estrogen, for example, can influence the
proliferation of intestinal epithelial cells. Obesity is also often associated with unhealthy eating
habits and lower physical activity, both of which contribute to the risk of colorectal cancer. For
patients already diagnosed with cancer, obesity can worsen prognosis and survival, increasing the
mortality rate related to the diseasel3,14.

Colorectal adenomas and esophageal adenocarcinomas are distinct types of tumors, with
different origins and histological characteristics, and there is no direct relationship between them
described in the literature. However, some risk factors and genetic characteristics can create indirect
connections between these two types of neoplasms. Factors such as male gender, smoking, and
excessive alcohol consumption are known to increase the risk for both colorectal adenomas and
esophageal adenocarcinomas. In addition, genetic predisposition plays a significant role, with a
family history of colorectal or esophageal cancer often associated with an increased risk for both
types of cancer. Both tumors share carcinogenesis mechanisms related to cellular dysfunction, such
as dysregulated proliferation and resistance to apoptosis. Studies suggest that chronic inflammation,
common in both types of cancer, may also contribute to the progression of neoplasms. Therefore,
although there is no direct relationship between colorectal adenomas and esophageal
adenocarcinomas, the overlap in risk factors and biological mechanisms offers a perspective on how
these cancers may be indirectly connected13,14,15.

Generally, the liver is the first organ to metastasize from colorectal cancer. However, a tumor
is classified as metachronous when it is a new primary cancer diagnosed within six months of the
diagnosis of the first one. In the context of colorectal cancer, it is necessary to consider factors such
as the size of the second tumor, whether it is of the villous or tubovillous type, the presence of
dysplasia, among others2,4,5,6.

In terms of therapy, surgery is indicated for esophageal cancers for those whose histology
reveals early-stage squamous cell carcinoma or adenocarcinomas, with chemoradiotherapy for the
standard approach in locally advanced neoplasms. Some studies show that there are no significant
implications for the quality of life of surgery and chemotherapy, but the mortality rate for locally
advanced squamous cell carcinomas reaches 50% and the rates of local or distant metastases remain
high. Immunotherapy may be a good alternative for these neoplasms in question, or even an

advantageous adjuvant action for those of the resectable typel0.
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For colorectal tumors, approximately one-fifth of nonmetastatic patients will develop
metachronous metastases, with the most common sites in the gastrointestinal tract itself, such as the
sigmoid colon, ascending colon, transverse colon, and descending colon, or distant metastases to the
liver, lung, peritoneum, and regional lymph nodes. Surveillance colonoscopy is essential for the
subsequent follow-up of treated patients, while surgeries (resection of the affected intestinal
segment) and radiotherapy represent the therapeutic options of choice5,6,7.

Surgical resection via esophagectomy is the primary choice for localized esophageal
neoplasms, stage 11A and 11B, with a risk of postoperative complications of these surgeries of 30% to
50%, with in-hospital mortality of about 5%. Advanced regional disease in stage 111, with
neoadjuvant chemotherapy being 5% superior to surgery alonel3. Esophageal adenocarcinomas are
usually very advanced at the time of diagnosis, presenting distant metastases, with a survival rate of
only 5%. Non-resectable (V) stagings can benefit from chemoradiotherapy, esophageal stents,
surgical placement of jejunostomy or gastrostomy tubes and esophageal bypass surgery10,13.

The literature on colorectal cancer often addresses the metastatic sites and hematogenous
spread of the neoplasm. Some studies mention the sites of metachronic tumors, but there is still a gap
in relation to atypical sites of these tumors. This study aims to report and contribute to filling this

scientific gap.

METHODOLOGY

This is a case report study, whose information was collected through a review of medical
records. In parallel, to support the ideas discussed in this article, a literature review was carried out in
scientific databases such as PubMed. The production of this scientific article followed the regulations

proposed by the National Research Council (CONEP).

CASE REPORT

A 73-year-old obese male patient with no other comorbidities, denying habits such as
alcoholism and smoking, evolved with signs and symptoms of acute obstructive abdomen, who
underwent laparotomy that showed a tumor mass in the sigmoid. Hartmann-style
rectosigmoidectomy (amputation of the distal stump and colostomic anastomosis of the proximal
stump) was performed without intercurrences. The anatomopathological examination confirmed
infiltrative and ulcerated adenocarcinoma, moderately differentiated. The patient evolved stable, with
good acceptance of the diet. Upper abdominal tomography was requested and performed 3 months
after surgery for control. This showed a discrete irregular concentric wall thickening of the upper
third of the esophageal, without invasions. A new CT scan was performed, this time of the neck,

which showed an expansive lesion in the topography of the proximal esophagus, hypoattenuating,
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with heterogeneous contrast uptake, measuring 30x20 cm, with a wide contact surface with the
trachea and the right thyroid lobe with signs of paralysis of the right vocal cord.

The hypothesis of an advanced metachronous tumor of atypical location was raised, after
anatomopathological examination confirmed a moderately differentiated infiltrating tubular
adenocarcinoma. Chemotherapy treatment was chosen in an attempt to have a possibility of
resection. In oncological follow-up, the patient progresses with dysphagia to solids and, later, liquids.
According to the scale Palliative Perfomance Scale, totaling 30 points, it was decided to maintain
supportive therapy and palliative care of the patient, as well as adjuvant therapy, observing the
patient's age and clinical conditions. Metastases were observed locally and then at a distance. The
patient was referred for an unsuccessful attempt to pass a nasogaric tube through upper
gastrointestinal endoscopy, which showed vegetative and stenosing lesions of the proximal
esophagus, preventing the progression of the gastroscope. Thus, a gastrostomy was scheduled for the
patient's symptomatological resolution and permission for nutritional support that would condition a

certain comfort in his terminal neoplasm.

DISCUSSION

The scientific literature widely recognizes that colorectal tumors are more prevalent in men,
as well as malignant tumors of the esophagus5,8. However, according to the National Cancer
Institute (INCA) and data released by the Unified Health System (DATASUS)?, in 2022, mortality
associated with esophageal cancer was predominantly higher among men, accounting for about 71%
of cases. In contrast, in colorectal cancer, mortality was slightly higher among women, with
approximately 51% of recorded deaths occurring in females. According to these same data, the death
rate decreased in relation to esophageal cancer in the period from 2013 to 2022 and there was an

increase in relation to colorectal cancer.
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Proportional distribution in percentage of deaths from colon, rectal
and esophageal cancer in Brazil, in the periods 2013-2017 and 2018-

2022
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Source: MS/SVS/DASIS/CGIAE/Mortality Information System - SIMMP/Brazilian Institute of Geography and Statistics
Foundation - IBGEMS/INCA/Conprev/Surveillance Division3

According to the same source of information3, it is observed that the highest incidence of
deaths occurs in the 70-year age group, both in men and women. However, there was a significant
increase in the number of deaths from colorectal cancer among the younger population, aged around
40 years. Correlating this information with the existing literatures, it is possible to conclude that the
number of people affected and dying from this pathology is increasing, and the condition is affecting
younger and younger individuals. Thus expressing these numbers, we observed that the patient in
question is 73 years old, coinciding with this statistical collection. Although he did not die, the rapid
and comorbid evolution with which the patient presented the metachronous tumor suggests a poor
prognosis.

Regarding the histological type of cancer, it was observed that adenomas present an increased
risk with advancing age. In addition, male gender and increased Body Mass Index (BMI) are specific
risk factors for the appearance of these lesions. According to scientific studies, this patient has all
three risk factors for adenoma-type colorectal cancer. Although no studies were found that correlated
increasing age with increased risk of metachronous neoplasia, it was found that adenomas, both low
and high risk, do not have a relevant impact on the appearance of these neoplasms. According to a
study referenced in this study, it is not necessary to increase the frequency of colonoscopies for
individuals with adenoma-type colorectal cancer6.

Obesity is strongly associated with an increased risk of colorectal cancer. This occurs for
several reasons. First, excess fat in the body can cause chronic low-grade inflammation, a state that

can lead to cancer-prone cellular changes. In addition, obesity alters the levels of hormones in the
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body, such as estrogen and insulin, which have been implicated in the development of cancer, since
estrogens supposedly develop a protective factor against the proliferation of intestinal epithelial cells.
In addition to these biological mechanisms, obesity often results in less healthy eating habits and
lower physical activity, both of which contribute to colorectal cancer risk. For those who have
already been diagnosed with cancer, obesity can negatively impact prognosis and survival, increasing
the mortality rate associated with the disease6,13,14. In this report, the absence of significant risk
factors further increases the impact of obesity on the development and outcome of the disease, since
it was the only factor presented by the patient, besides male gender.

Regarding the appearance of metachronous metastases, the most common sites are hepatic
and pulmonary, suggesting a poor prognosis. Primary metachronous lesions usually occur in the
gastrointestinal tract, but in the colon and rectum itself. No studies were found to suggest the
esophagus as a possible site. In this case, the anatomopathological study was indispensable to
identify the histological subtype and raise the hypothesis of metachronicity of atypical
location5,6,7,11.

The prognosis of esophageal cancer itself is poor. The high malignancy of this pathology
suggests rapid progress in order to significantly decline the patient's health. It has a high relationship
with family history, which was not observed in this report. This cancer is the sixth leading cause of
death from cancer, it should be considered that this ranking implies that esophageal cancer has fewer
cases in numbers than colorectal8.

For the treatment of colorectal cancer, resection of the affected intestinal segment is the best
option. The presence of the neoplasm itself is a solid indication for such a procedure, in addition to
the presence of benign lesions and trauma. The morbidity and mortality of surgery is directly related
to the eligibility criterion, whether it is elective or on an emergency basis. The surgeon's experience
determines technical issues such as the use of staples or hand sewing in the intestinal anastomosis,
for example. The "fast-track" protocol authorizes the introduction of oral diet on the first
postoperative day with good acceptance, as was the case of the patient reported in this study7. In
metastatic cases, adjuvant chemotherapy becomes necessary in the face of large blood dissemination
of cancer cells9.

Subsequent colonoscopies are necessary to detect cases of tumor recurrence for colorectal
cancers without much information regarding the impact on metachronous lesions specifically, as
previously stated®. This patient underwent such follow-up, but as his lesion was present in an atypical
site, there was no impact on early detection, since the diagnosis of esophageal cancer arose from
abdominal computed tomography and this showed advanced tumor.

As for esophageal cancer, chemotherapy needs to be introduced. It is a multidisciplinary

pathology, whose patient observes their potentially reduced quality of life. Immunotherapy presents a
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good alternative for this and associated with chemotherapy, in the face of a resectable tumor, the
results can be promising10. Non-advanced tumors in early stages are chosen for surgical resection,
with gastrostomy being an indication in these cases. For the patient in this case, surgery was not
possible, since the neoplasm was infiltrated in adjacent structures, advanced in the staging. In view
of the need to maintain nutritional support on an outpatient basis, percutaneous endoscopic
gastrostomy was successfully performed and with a good solid indication for this procedure12,14.

To support the decision to undergo gastrostomy, the Palliative Performance Scalel 6 of the
patient, whose limitation imposed by the esophageal neoplasm and his advanced situation, prevented
the patient from remaining independent and returning to his usual functions, totaling 30 points on the
scale. Thus, adjuvant care was chosen, without surgical intervention or other invasive methods that
would compromise the palliative care to which he was submitted. Although the gastrostomy has a
certain invasive character, it was necessary to maintain nutritional support at the end of this patient's
life and ensure less suffering for the patient and greater ease for the family to perform the necessary
care at home.

Colorectal adenomas and esophageal adenocarcinomas are different types of tumors, and
there is no relationship described between them in the literature, as occurred in this case reported, but
there are some connections and shared risk factors that may relate them indirectly, such as male
gender, smoking, and alcohol consumption. In addition, both tumors share a strong genetic trait, with
family history as a significant impact factor. Both are also related to the mechanism of

carcinogenesis in relation to cellular dysfunction13,14,15.
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