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Up-to Date Review And Case Report
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Abstract -- Introduction: Oral metastases are rare and represent only 1% of malignant diseases of the oral cavity, but
they are often associated with poor prognosis. The primary tumor is recognizable in most cases; however, in 27.6% of
cases, metastasis is the first clinical manifestation. Observation: An 82-year-old consulted for the recent appearance
of a 1-cm-wide gingival tumor on 46. Since this patient had metastatic clear cell renal cell carcinoma, oral metastasis
was confirmed by histopathology. In the following weeks, other oral metastases appeared. Palliative radiotherapy
was the chosen treatment option, but the patient died before he could benefit from it. Discussion: Multiple oral
metastases are rare, and metastasis of renal origin is not the most frequently encountered. The metastatic
dissemination pathway described is hematogenous or lymphatic. Diagnosis is often easy if the primary tumor is
already identified, but is a challenge if it is not, because the lesion often has a nonspecific appearance. Different
surgical, radiotherapeutic, and medical therapeutic options exist, but are often palliative. A new immunotherapy
route is under development and looks promising in the treatment of renal cell carcinoma. Conclusions: Oral
metastasis often has poor prognosis, and management of the lesion is problematic. However, current research
suggests a therapeutic and prognostic improvement.
Introduction

Oral metastases are a rare phenomenon and represent only
1% of all forms of malignant diseases of the oral cavity. Most
lesions are found in the bones, especially in the mandible. Oral
soft tissue involvement is less common and mainly affects the
tongue and gums [1]. In most cases, the primary tumor has
previously been discovered, and the presence of metastases in
the mouth is associated with a poor long-term prognosis. In
27.6% of cases, these oral metastases are the first clinical
manifestation of a tumor located elsewhere in the body [2], and
their diagnosis is therefore crucial.

Renal cell carcinoma (RCC) accounts for about 3% of all
malignant tumors found in adults. It usually affects men aged
30–60 years [3] and can metastasize to any part of the body,
with a 15% risk of metastasis to the head and neck area when
the disease is disseminated and 1% risk when it is not. RCC
accounts for 2% of all cancer deaths [4].

Sites of renal carcinoma metastases are usually found in the
lungs, bones, lymph nodes, and liver [4].
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Observation

An 82-year-old patient was admitted to the oral surgery
department with a lingual gingival swelling on 46 (Fig. 1). In
the medical history there was a grade 2 clear cell multi-
metastatic RCC at the bone level (lesions in the femur and the
10th rib) treated with denosumab and sunitinib. In addition,
there was generalized periodontitis with significant gingival
inflammation.

This firm gingival lesion, with necrotic surface at its
center and recent appearance, was removed during this
session. Histopathological examination revealed a neoplas-
tic epithelial proliferation composed of clear eosinophilic
cells, which was consistent with gingival metastasis of clear
cell RCC.

Three weeks later, the patient’s general condition
deteriorated. Lingual gingival mucosal healing of 46 was
satisfactory but, four new similar lesions were found in other
gingival areas throughout the mouth (Figs. 2–4), of which an
anterior element was removed and again confirmed metastasis
of primary RCC.

Given the patient’s poor general condition and on
consultation with the oncologist, a simple monitoring of the
evolution of the lesions was decided at first intention.
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Fig. 1. Lingual lesion found on 46 when first discovered.

Fig. 2. Lingual wound healing around 46 after 20 days.

Fig. 4. New anterior elements discovered 20 days after the first
element.

Fig. 3. New palatal lesion around 25 and 26 twenty days after the first
lesion was discovered.

Fig. 5. Development of lesions following the decision to perform
radiotherapy.
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However, a month after this last consultation, there was
an increase in the lesion size, which became painful and
prevented any chewing (Fig. 5). It was therefore decided, after
a multidisciplinary consultation meeting, to implement
2

palliative radiotherapy treatment for oral lesions. Unfortu-
nately, the patient died before any beneficial effect of the
treatment could be seen.

Discussion

In a review of the English literature, Irani [2] referred to
453 cases of jaw metastases, the most frequent primary sites of
which are the lungs (20%), liver (16.3%), prostate (11%), and
kidneys (9.7%) in male patients and the breasts (39.1%),
thyroid gland (18.8%), lungs (8.2%), and the kidneys (5.8%) in
female patients.

In a previous literature review referring to 412 cases [5],
Irani found that only 33% of oral metastases affected the soft
tissues.

The average onset time of oral metastasis after the
discovery of a primary tumor is approximately 40 months [6].

RCC is a malignant pathology with a difficult and often late
diagnosis. Approximately 25% of patients with RCC already
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have metastatic disease at the time of diagnosis and initial
assessment. After lung and breast cancer, RCCs represent the
third primary localization of subclavicular cancers resulting in
metastases in the oral cavity [2,7].

The presentation of tumor observed in our case corresponds
to the description in the literature. Metastases are generally
polypoid or exophytic, may or may not be ulcerated, are richly
vascularized, and often result in bleeding. Differential
diagnosis with pyogenic granuloma, giant cell granuloma,
hemangioma, or fibrous epulis may be difficult and lead to
delayed diagnosis if primary tumor is unknown [7,8]. However,
metastasis should be systematically suspected when the
primary cancer is already known, especially since it is already
metastatic, as is the case for our patient [9]. However, biopsy is
imperative in all cases because only histopathology and
immunohistochemistry can confirm the diagnosis and provide
details on the primary tumor.

Malignancy must be evoked in the presence of one or more of
the following signs [8]: rapid growth, bleeding tendency,
ulceratedornecrotic appearance,mechanical disorders relatedto
the tumor such as pain, difficulty in chewing, and/or dysphagia.

The pathogenesis of metastases primarily involves the
separation of cells from the primary tumor, which are then
transported via blood and lymphatic vessels. These cells will
cross vessel walls to invade neighboring tissues [6].

Allon et al. (2014) hypothesized, based solely on a
theoretical but not scientific assumption, that inflammation
plays a role in metastatic attraction and proliferation [10].

However, in the particular case of gingival metastasis, any
association with gingival inflammation (and even less cause-
and-effect relationship) has never been clearly demonstrated.
To prove this, it would be necessary to conduct a periodontal
study of a large cohort of patients with cancers known to be at
risk of oral metastases.

The prognosis of a patient with oral metastases is poor, with
an average survival rate of 7 months [7]. The choice of treatment
depends on the disease stage and patient-related factors.

In cases of single or multiple metastases, a curative
approach may be considered. It imperatively requires surgical
resection with wide margins [11].

In patients with multiple and plurifocal metastases, a
palliative approach should be considered [11]. As long as it is
possible, local surgical reduction is an effective symptomatic
treatment and can reduce pain, improve function, and prevent
bleeding [11,12].

Surgical approach may be combined with radiotherapy and
pharmacological medical management [11].

However, RCC is known to be very radioresistant, and the
usefulness of radiotherapy for the management of its
metastases has not been established [11].

However, in recent years, hypofractionated radiation
regimens have been found to be effective in RCC metastases,
but this modality is only described in the treatment of bone
metastases [11].
In contrast, recent studies have suggested, but have not
proven, that the application of ionizing radiation on tumor
cells, the primary tumor, or the entire body could favor the
metastatic process [13].

Medical therapy, on the other hand, corresponds to the
overall treatment of cancers, of which metastasis is only one
aspect. On the contrary, a local metastatic evolution may be an
indicator of a poor general evolution of the malignant
pathology. However, this is only a hypothesis not based on
established scientific evidence.

Medical therapy is based on the administration of
interferon-alpha and interleukin-II, which allow some
reduction in morbidity despite significant toxicity. Treatment
with immunotherapy, such as tyrosine kinase inhibitors used
in our patient, and anti-endothelial growth factor antibodies
have become more common. Most of these treatments are
palliative, with poor patient outcomes, with a mortality rate
of >90% over 5 years in patients with multimetastatic RCC
[14]. A new immunotherapy pathway, blocking immunity
checkpoints, is developing and appears promising in the
treatment of RCC. Immunotherapy will therefore be a crucial
element in the treatment of RCC with the use of molecules
such as nivolumab (anti PD-1) and cabozantinib (VEGFR-TKi)
[15].
Conclusion

Although the diagnosis of oral metastasis is often obvious
in the oncological context, the issue of lesion management
remains problematic and the prognosis of a patient with oral
metastasis is often poor.

Research is currently underway to develop treatments that
improve prognosis and quality of life of patients with
metastatic RCC.
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