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Metastatic colorectal adenocarcinoma in oral
cavity: case report and Literature review

Abstract:

Metastatic neoplasms of maxillary bones are rare and may exhibit symptoms of diseases
of dental origin. The colorectal adenocarcinoma is one of the most common malignancies
in the world and most predominantly metastasises to the liver and the lungs. We present
a case report of metastatic colorectal adenocarcinoma in the mandible of a 64-year-old
white female. The patient was referred to a stomatology service complaining of intense
oral pain for 5 months. Her medical history revealed evidence of treatment for colorectal
adenocarcinoma 8 years prior to this investigation. On clinical examination, a painful
inflamed gingival overgrowth was discovered covering the space in which a tooth extraction
had been undergone previously. To provide a diagnosis for this, biopsy and imaging studies
were undertaken. Histology sections revealed a malignant neoplasm of glandular epithelial
differentiation, characterized by proliferation of tall columnar neoplastic cells, organized in
tubular structures of a single layer, characterizing metastatic colorectal adenocarcinoma.
The patient received palliative chemotherapy but died of the disease 6 months after. In
conclusion, despite the rarity of metastasis of the jaw, this condition should be considered

and investigated, especially in patients with oral symptoms and history of malignancies
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INTRODUCTION

The oral cavity is an unusual site for metastasis
representing only 1% of total reported malignancies
in the mouth. When this occurs, it is commonly related
to widespread disease and poor survival rates. It also
indicates the first sign of metastasis in an array of cases
and hence is thought to be the first sign of an undetected
cancer in a distant region. Typically, metastasis from
the oral cavity spreads from major organs including the
lungs, kidneys, liver and prostate in men and the breasts
and genital organs in women"*,

The most common site of oral metastasis is
the molar area of the mandibular jawbone. The high
incidence in this area could be related to the vast
vascularization. In regards to soft tissue, the gingiva is
the most commonly affected site of oral metastasis. A
wide range of clinical features can be presented including
swelling, pain and paresthesia. Early growths can also
mimic hyperplastic and reactive lesions. Other frequent
aspects and symptoms can resemble odontogenic disease
process, such as toothache, dentoalveolar swelling, and
loose teeth. All these characteristics present a challenge
for diagnosis and can lead clinicians to undertaking
incorrect procedures that may further exacerbate
symptoms®.

Colorectal cancer is the second most prevalent
cancer in women and third most common cancer presented
by men, corresponding to 9% of all malignancies in the
world*. This type of cancer most commonly spreads
primarily through the lymphatic system and metastasises
at the liver and lungs. In comparison, very few cases have
been reported with metastasis in oral tissues. Hence,
when a cancer does not follow a common metastasis
pathway, clinicians can utilise epidemiological studies
as a guide to develop new hypotheses. Therefore, a
literature search was undergone utilising the PUBMED
database and investigating papers published after 2000
with the key search terms: oral mucosa, jaw, oral cavity,
colorectal adenocarcinoma, rectum adenocarcinoma.
Table 1 summarizes the data.

The average age for metastatic adenocarcinoma
in the collected data was 62.8 years. Prevalence was
greater in men (70% of cases reported) than women and
the mandible was the most common site of metastasis,
accounting for 40% of cases.

Table 1. Reported cases of colorectal adenocarcinoma metastasis in
the mouth.

Site in the

Age Gender mouth author
78 man maxila )
42 woman floor mouth (6)
75 man lower lip 7
73 man mandible (8)
62 man mandible (O]
51 woman gengiva (10)
60 man gengiva (11)
64 man gengiva (12)
57 woman mandible (13)
66 man mandible (14)
CASE REPORT

A 64-year-old white female was referred to the
Stomatology Service of the Oral Specialties Center
of Suzano complaining of intense oral pain for 5
months. The patient’s medical history gave evidence
of adenocarcinoma of the ascending colon diagnosed
in 2011. The colorectal adenocarcinoma was diagnosed
as a well-differentiated tumour (T3N1Mo, stage III)
and hence treatment consisted of surgery and adjuvant
chemotherapy (5-Fluorouracil + Leucovorin). The
treatment was completed in December 2012, followed by
periodic check-ups. In April 2014, a progressive elevation
of CEA (carcinoembryonic antigen) was observed, with
no signs of local recurrence and no abnormalities in
abdominal ultrasound and chest tomography.

Toothache was the patient’s only complaint and
she was instructed by her oncologist to seek dental care.
A panoramic radiograph revealed a radiolucent lesion
with irregular contours in the periapical region of the
teeth 34-and 35. The dentist interpreted this lesion as a
pulpal inflammatory process and proposed endodontic
treatment of tooth 34. Following treatment, there was
increased intensity of pain and in an attempt to resolve
this, tooth 85 was extracted. This failed to alleviate any
symptoms. After 5 months, without resolution of her
pain, the patient decided to seek a professional from
the Basic Health Network, and was promptly referred
to the diagnostic service. On clinical examination, a
painful inflamed gingival overgrowth was discovered
permeating the space at which tooth 35 had been
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extracted (Figure 1A). Subsequently, biopsy and imaging
studies were performed. Panoramic radiography (Figure
1B) and computed tomography (Figure 1C and D)
revealed a destructive bone lesion of 5 cm in diameter
encompassing the areas surrounding teeth 33, 34, and 35.

The histological sections revealed malignant
neoplasm proliferation growing towards the submucosa and
into the lamina propria, with close proximity to the mucosal
epithelial ridges (Figure 2A). The lesion was characterized
by basophilic tall columnar cells with glandular epithelial
differentiation, organized in tubular structures of a single
layer (figure 2B). Atypical mitosis, polymorphic and
undifferentiated cells (figure 2C), and necrotic areas (Figure
2D) were also seen. The clinical features presented enabled
the diagnosis of metastatic colorectal adenocarcinoma.

After diagnostic procedures, the patient was
referred to an oncology service, received palliative
chemotherapy (5-Fluorouracil +Leucovorin) and died
after 6 months.

Figure 1. Clinical (A), radiographic (B) and tomographic (C and D) imaging
aspects of metastatic lesion in mandible.

Figure 2. Histopathological features (Haematoxylin and eosin). A: Tumoral
islets in the lamina propria connective tissue(100x). B: Tubular structure lined
by simple columnar epithelium (400x). C: Neoplasticislet showing pleomorphic
and atypia (400x). D: Area of necrosis (100x).

DISCUSSION

Oral metastasis are rare, and correspond to only
1% of the mouth malignancies. Since oral metastasis is
related to a poor prognosis, the diagnosis process needs
to be as early as possible. However, since the aspect of the
lesions in the mucosa could potentially resemble benign
inflammatory lesion, clinicians might be misconducting
the diagnostic process. The delay can directly influence
the survival rates in some of the cases, and prolong
morbidity. In the present case, the “tooth related pain”
lead to unnecessary endodontic treatment and exodontia.
In order to make a diagnosis in patients with a history
of cancer, it is imperative to undergo histological
evaluations by extracting tissue biopsies from patients.

The radiographic findings can play a key role in
guiding a clinician to the diagnosis of metastasis of the
jaw. Typically, radiographic images show characteristic
features of metastasis including intense proliferative
process, with massive destruction, interpreted in images
with radiolucent and poorly defined borders. Tooth
mobility and fast bone loss can also be related to it".
Computed tomography is a further technique utilised
to assess bone alterations with heightened precision and
accuracy'®. Both techniques were utilised in this case to
enable a conclusive diagnosis to be made.

Metastatic tumours in the oral cavity may
present arange of histological variances. For colorectal
carcinomas, the World Health Organization (WHO)
classification listed a number of variants, such as
mucinous, signet ring cell, medullary, spindle cell,
undifferentiated and an array of others. The usual
aspect for adenocarcinomas is the glandular formation,
with epithelial cells originated from the colorectal
mucosa. Tumours may also be classified within three
specific categories: well differentiated (with >96% of
gland formation), moderately differentiated (50-95%
gland formation) and poorly differentiated (<50% gland
formation)'™"*.

The present case was considered as a well-
differentiated, and due to the medical history, the
diagnostic for metastasis was precise. However,
undifferentiated variants may represent a challenge for
pathologists, and immunohistochemical phenotyping
might be handy. Markers for immunophenotyping of
the colorectal adenocarcinoma include cytokeratin
20 (CK20), CK7 and CDX2. Hence, immunostaining
pattern is positive for CK20 but negative for CK7. The
cytokeratin CDX2 is indicative of enteric differentiation,
and is positive in most cases'®".

JoURNAL oF ORAL DiagNosis 2018

3



In the presented case, the patient was a 64-year-
old woman and the site affected was the mandible. Some
similarities could be seen in this particular case with
the cases searched through PUBMED data basis for
metastatic colorectal adenocarcinoma in the mouth. The
gender was an exception, because in most of the cases
higher prevalence were males. However, for metastasis
in oral cavity, regardless the origin, the disease seem to
have a predilection for females®. The epidemiologic data
about oral metastasis is limited, due to rarity of the cases.
For this reason, the information source is based on small
series evaluation and single cases'™.

Regarding treatment, patients diagnosed with
colorectal adenocarcinoma early will receive mandatory
surgery. Adjuvant treatments such as radiotherapy and
chemotherapy may also be utilised where necessary
(20). Mortality rates across the globe are variable
dependent upon the region investigated. For colorectal
adenocarcinoma the mortality rates are low (8.5% of
total) in developed countries, and higher in less developed
regions (4). In cases of metastatic disease, there are no
indications that systemic treatment might be successful,
but can be considered useful for palliative treatments.

CONCLUSION

Metastasis in the jawbone and oral mucosa are
considered rare and hence are rarely diagnosed or
misdiagnosed, meaning patients often receive incorrect
treatments. This may result in exacerbation of
symptoms and increased rates of mortality as seen in
the case above. It is therefore imperative to undertake
thorough investigation utilising an array of techniques
including, histology and radiography. This is particularly
important in patients complaining of oral symptoms and
with histories of malignancies.
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