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Tongue and cheek metastases as the first clinical sign of a primary cancer
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Abstract. Tongue and cheek metastases as the first clinical sign of a primary cancer. Metastases to the oral cavity are
rare and are most frequently seen in the jawbones. Soft tissue metastases as the first clinical sign of a metastatic cancer
are quite exceptional. In this case report, we describe the history of a 67-year old patient presenting with painless oral
lesions for 4 weeks. Biopsies showed metastases of an adenocarcinoma that was not yet identified. This case report high-
lights that an ENT physician should consider metastases to the oral cavity as part of the differential diagnosis in every

patient with an uncommon, persistent oral lesion with unclear origin.

Introduction

Metastases to the oral cavity are extremely rare and
account for only 1% of all oral neoplasms. The
most common histological type of tumour is an
adenocarcinoma.'” It is generally supposed that
tumours that metastasize most frequently to the oral
cavity in a certain population reflect the frequency
of these tumours in that population.'** Currently, it
is unclear how different kinds of tumours can
metastasize to the oral cavity. Usually the oral
metastases are part of a general disseminated
disease, which limits the prognosis.'

Here, we present the case history of a 67-year-
old man with tongue and cheek metastases, which
were the first clinical sign of an unknown primary
cancer. Our discussion focuses on the incidence,
pathogenesis, and pathology of tumours that can
lead to oral metastases. In addition, we describe the
clinical presentation, diagnosis, treatment, and
prognosis of oral metastases.

Case report

A 67-year-old man was referred to the emergency
department because of severe low back pain lasting
one day and painless oral lesions for 4 weeks. The
back pain was located in the right high lumbar para-
vertebral area. He had an unremarkable medical
history, stopped smoking 7 years ago, and drank 2
or 3 units of alcohol weekly. He was employed as
an actor.

Clinical investigation revealed percussion pain
in the right kidney area, enlarged cervical lymph
nodes, and multiple, sharply delineated, erosive
and tumour-like lesions on the tongue dorsum as
well as on the left buccal mucosa. Further clinical
investigation was normal.

The painless oral lesions were present for about
4 weeks. The patient thought he burned his mouth
when eating. The general practitioner prescribed
minocycline, presuming an oral infection, but the
lesions remained.

An abdominal CT scan was performed because
of the severe back pain and the clinical suspicion of
urolithiasis. The scan showed multiple parenchy-
mal basal lung metastases on the upper slights, next
to liver metastases, proximal hydroureteronephro-
sis on the right side, and multiple retroperitoneal
and mesenteric nodes. The patient was hospitalized
for further investigation. The next day he was re-
ferred to the ENT department because of the mul-
tiple oral lesions. Biopsies were promptly taken
from one anterior and one posterior tongue lesion
(Figure 1, Figure 2). The histological findings from
these biopsies lead to the diagnosis of metastases of
an adenocarcinoma of unknown origin.

A total body PET-scan showed multiple mediasti-
nal, axillar, hilar, retroperitoneal, iliac, and mesen-
teric adenopathies (SUV max between 5.9 and
12.19), but no primary tumour (Figure 3). The most
adenopathies were seen in the retro peritoneum.
The predominantly retroperitoneal adenopathies
with a high uptake (SUV 7.8-12.19), suggested an
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Figure 1
Upper side of the tongue with the tip of the tongue at the bot-
tom. There are 2 erosive and tumour-like lesions at the dorsum
of the tongue and 2 lesions at the right side of the body of the
tongue.

Figure 2
On the left side are 2 erosive and tumour-like lesions at the
tongue tip. In the middle, the frontal teeth on the mandible are
visible. On the right is the inner side of the left corner of the
mouth/buccal mucosa with a third erosive lesion.

abdominal localisation of the primary tumour. A
lymph node that was clinically difficult to palpate
but positive on the PET-scan was biopsied in the
right axilla for supplementary histological exami-
nation, which also showed a metastasis of an ade-
nocarcinoma. On the initial abdominal CT scan, a
small renal cell carcinoma was considered as the
primary tumour, but a renal biopsy wasn’t per-
formed because of the palliative setting. Other pos-
sible locations of the primary tumour included the
lungs, the pancreas, the liver, and the head/neck
region, which were ruled out by medical/nuclear
whole body imaging techniques. A MRI-scan of the
head and neck already showed brain metastases. A
bone marrow puncture to rule out a haematological
malignancy was negative.
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Figure 3
A total body PET-scan showed metastases all over the body,
but brain metastases can’t be seen due to the high cerebral
metabolism.

Blood analysis showed renal impairment. A right
ureteroscopy was performed because of the pro-
gressing hydroureteronephrosis and to search for
the primary tumour. An ureter stenosis was seen
but without a clear intraluminal process. Biopsies
were taken and a stent was placed. The ureter biop-
sies showed a papillary adenocarcinoma with the
same histological characteristics as the oral biop-
sies. During a multidisciplinary oncological con-
sultation, it was presumed that this was an external
malignant process with encasement of the ureter,
rather than a primary ureter carcinoma. Yet, the
ureter remains a suspected candidate for the prima-
ry cancer. Palliative chemotherapy with Cisplati-
num-Adriamycin was started, but the patient died
4 months after the diagnosis of oral metastases.



Tongue and cheek metastases

Discussion

In the last edition (2008) of the Belgian Cancer
Registry, there are no available figures about
metastases to the oral cavity® and references on the
incidence of oral metastases are hard to find.
Metastases to the oral cavity are very rare and
consequently scarcely reported. The incidence of oral
metastases is estimated around 1% of all malignant
oral neoplasms.' Some authors hypothesize that the
real incidence may be higher because patients with
an advanced disease may die without a complete
investigation for occult and frequently asymp-
tomatic oral metastases.” This underestimation is
also seen in other malignancies that metastasize to
the skull bone.®* Metastases to the oral cavity are
most common in the jawbones, mainly in the man-
dible. D’Silva et al.* found that 83.5% of jaw me-
tastases were discovered in the mandible. The bone
versus soft tissue ratio is equal or bigger than 2/1.7%
If the soft tissue is affected, the gingiva and mucosa
of the alveolar ridge are most frequently involved,
followed by the tongue, and finally the remaining
oral soft tissues.'*” According to Seoane et al.,® gin-
gival metastases are significantly more frequently
seen in the maxilla than in the mandible.

Some authors state that the prevalence of oral
metastases is equal in both genders;'® while, others
differentiate between jaw metastases and soft tissue
metastases. The last report found that there is an
equal distribution for bone metastases in the jaws,
but a 2/1 male-female ratio for soft tissue lesions.’
There are also studies in which a higher prevalence
of oral metastases in men is suggested;**'° while,
other studies found that oral metastases are more
frequently seen in women." According to Hirshberg
et al.,’ the primary malignancy differs between men
and women. The lung, kidney, liver, and prostate
were the most common locations for primary
malignancies in men; while, for women, breast
cancer, gynecological cancers, and renal and
colorectal carcinomas were the most common
primary cancers.

Hirshberg et al.’ stated that prostate and breast
cancer mainly result in jaw bone metastases.” Simi-
lar findings were found by Van der Waal ef al.' in a
study on a Dutch population. A Canadian group
found the prostate as most frequent primary carci-
noma location for oral metastases.’ These results
are not surprising, because of the high incidence of
each of these tumours in Europe and North Ameri-
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ca. On the other hand, an old Japanese review by
Nishimura et al."" indicated that choriocarcinomas
are one of the most frequent tumours with oral
metastases in Japan. This carcinoma is very rare in
Europe and North America, with hardly any reports
of choriocarcinomas causing oral metastases. A
retrospective analysis of 41 Korean patients found
that hepatocellular carcinoma was the most common
primary tumour with oral metastases," possibly be-
cause there is a high prevalence of a predisposing
pathology (hepatitis B and C) for hepatocellular
carcinoma in parts of Asia. Recent literature de-
scribes an increasing incidence of hepatocellular
carcinomas in North America and Europe along
with an increase of metastases to the oral cavity.'? It
seems clear that there are geographical differences,
and consequently, several authors suppose that the
frequency with which some cancers metastasize to
the oral region reflects the incidence of these can-
cers in a specific population.'*** Nevertheless, the
primary tumour cannot always be located.

Oral metastases can develop at any age, but are
generally more frequent between 45 and 70
years.'?”®

It is not clear how and why certain carcinomas
metastasize to the oral cavity. There are several
hypotheses, including that metastatic cells are
attracted to chronic gingiva inflammation. The rich
capillary network of the chronically inflamed gin-
giva is supposed to be an underlying enhancing
factor.® Another hypothesis is that metastatic cells
can pass from infra-diaphragmatic tumours to the
mouth by the valve-less vertebral venous plexus,
but this is not yet confirmed.*®

The presentation of patients with oral metastases
is very nonspecific. Jawbone metastases can result
in vague symptoms that resemble a tooth problem.*
Frequently reported complaints are paresthesia, a
mass growing from a non-healing extraction site,
and multifocal lesions. Other clinical manifesta-
tions are pain, bony- or soft-tissue swelling, loose
teeth, and pathological jaw fractures.'**’* There are
also reports of oral metastases that appear as an
ulcerative or reactive lesion. Others mimic an
abscess.”" Thus, the clinical aspect often impedes a
fast diagnosis. It’s important to remember that
some oral lesions can be completely painless or
even that patients can be totally asymptomatic.

The percentage of cases where the oral metasta-
sis was the first sign of an undiscovered malignancy
varies from 23 up to 66%."*"*In 25% to 37% of the



262

patients, oral metastases were the first presentation
of a metastatic disease from an already known
primary tumour.’*

For uncommon or poorly healing lesions of the
gingiva or the rest of the oral soft tissue, a biopsy is
essential.”® Taking a biopsy of the oral soft tissue is
much easier than from a jawbone lesion. When a
patient is suspected to have a jawbone problem,
medical imaging is necessary before biopsy.
Hirshberg et al.” found a lytic radiolucent lesion
with ill-defined margins in 86% of the reviewed
cases with jaw metastases. Other occasionally de-
scribed radiographic characteristics include multi-
focal radiolucencies with fractures or an increased
opacity caused by aberrant tumour-induced bone
formation by osteoblasts.’ If a solitary bone lesion
is suspected, pathological confirmation is necessary
if possible. Metastasis of an adenocarcinoma is the
most common histological diagnosis in cases of a
metastasizing malignity to the oral cavity. Other
reported histological types include squamous cell
carcinoma, medulloblastoma, undifferentiated
carcinoma, follicular thyroid carcinomas, malignant
peripheral nerve sheath tumours, leiomyosarcomas,
seminomas, and primitive neuro-ectodermal tu-
mours."*® The pathologist plays an important role in
suggesting ways to find the primary tumour. After
the diagnosis of an oral metastasis, an oncological
whole body staging is necessary to find the primary
tumour and the spreading pattern.

Oral metastatic lesions are almost always part of
a widespread malignant disease. Consequently,
palliative therapy is the only treatment option and
usually chemotherapy is started. If the patient
complains of the oral lesions, then local therapy has
to be considered. Surgery and/or radiotherapy are
only intended to relieve pain and to make the pa-
tient more comfortable. Such palliative therapies
for orally metastasized patients have a very poor
prognosis with a mean survival of around
6 months.""*

Conclusion

Based on the Belgian cancer registry and a litera-
ture review, metastases to the oral cavity are very
rare. It is even more exceptional that oral metasta-
ses are the first clinical sign of metastatic cancer.
Therefore, oral metastases should be part of the
differential diagnosis for oral inflammatory and
reactive lesions by dentists and physicians who
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commonly see these oral lesions first. This case-
report stresses the importance of the histological
diagnosis and advises physicians to take biopsies
when confronted with uncommon oral lesions to
avoid postponing the diagnosis.
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