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ABSTRACT

Oral squamous cell carcinoma (OSCC) is still being late diagnosed in Brazilian
population, which implies in worst survival rates. The present clinical case aimed to
report a 64-year-old female patient that was referred to the university with main
complain of a lump on the tongue. During anamnesis, she did not report addictions,
such as smoking or drinking. Extra-oral physical examination revealed an increase
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and stiffening of the submandibular lymph nodes. Intraorally, it could be observed an extensive and
ulcerated nodule on the lateral right tongue, extending to the floor of the mouth and to the alveolar ridge.
The lesion was firm, but with irregular shape and raised edges, undefined limits and the patient reported
about 3 months of evolution. The clinical hypothesis was of tongue squamous cell carcinoma. An incisional
biopsy was performed and the histopathological examination, confirmed the diagnosis of tongue squamous
cell carcinoma. Although the traditional risk factors for OSCC are tobacco and alcohol consumption, with
a higher incidence in man, the present clinical case highlights the occurrence of OSCC in a female patient,
without the traditional risk factors. An increase of tongue SCC in women and without risk factors has been
observed in the literature, but the etiological risk factor associated with this increase has not been yet
defined. Therefore, this clinical case reinforce that SCC can occur in patients without risk factors ant thar it
is necessary to be aware to the initial signs of the disease, since late diagnosis implies in worst survival rates.

Indexing terms: Carcinoma, Squamous cell. Mouth. Mouth neoplasms.

RESUMO

O carcinoma espinocelular de boca (CEC) ainda vem sendo tardiamente diagnosticado na populagdo
brasileira, o que implica em piores taxas de sobrevida. O presente caso clinico tem por objetivo reportar uma
paciente de 64 anos de idade, sexo feminino, que foi encaminhada para a clinica universitaria com a queixa
principal de um caroco na lingua. Durante a anamnese, nao relatou vicios, como tabagismo e elitismo. No
exame fisico extrabucal, observou-se um aumento e enrijecimento dos linfonodos submandibulares. Ao
exame fisico intrabucal, notou-se a presenca de uma area nodular extensa e ulcerada, na regido lateral de
lingua, se estendendo para assoalho de boca e rebordo alveolar, hd aproximadamente 3 meses. De acordo
com os aspectos clinicos, a hipdtese diagndstica foi de carcinoma espinocelular de lingua. Procedeu-se a
biopsia incisional e o fragmento foi enviado para analise histopatoldgica, confirmando o diagndstico de
carcinoma espinocelular. Os fatores de risco tradicionais para o CEC sdo o tabaco e o alcool, sendo sua
incidéncia maior em homens, porém, o presente caso clinico destaca a ocorréncia de CEC em uma paciente
do sexo feminino e sem fatores de risco para a doenca. Nota-se um aumento de casos de CEC de lingua
em pacientes sem fatores de risco e mulheres, porém ainda ndo estd definido o fator etioldgico associado
a esse aumento. Reforga-se, portanto, que o CEC pode ocorrer em pacientes sem fatores de risco e que é
necessario estar atento aos sinais iniciais da doenca, visto que o diagndstico tardio implica em piores taxas
de sobrevida.

Termos de indexagao: Carcinoma de células escamosas. Boca. Neoplasias bucais.

INTRODUCTION

Oral squamous cell carcinoma (OSCC) in patients who neither smoke nor consume alcohol appears
to present a distinct profile compared to those with the traditional risk factors [1,2]. Epidemiological data
indicate that OSCC occurrence in patients without such habits accounts for 10-15% of cases, primarily
affecting young individuals and women, with the tongue being the most commonly involved site [1,3-8].

Although smoking and alcohol consumption are the primary risk factors for the development of OSCC,
it is important to note that other potential factors associated with its development need to be explored,
given their increasing incidence in patients without such habits [1]. One hypothesis is infection by human
papillomavirus (HPV); however, this association has not been confirmed and is mainly valid for cases of
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oropharyngeal cancer [2,3,8]. Other factors, such as genetic disorders, new lifestyle habits, environmental,
and nutritional factors, have been reported, but no consensus has been reached on these [8].

It is also noteworthy that the tongue is among the most frequent site of squamous cell carcinoma in
patients without risk factors, followed by the gingiva and buccal mucosa [3,7]. Its occurrence in the tongue
is associated with a more aggressive disease behavior and a worse prognosis [2,8,9].

Additionally, there is a higher proportion of women affected by head and neck squamous cell
carcinoma who neither smoke nor consume alcohol compared to men [10,11].

Despite advances in the treatment of oral cavity cancer, late diagnosis at extremely advanced stages
continues to result in unfavorable survival and higher mortality rates [10,12].

Thus, this study aims to report the clinical case of a 64-year-old female patient, without associated
traditional risk factors, diagnosed with advanced-stage squamous cell carcinoma of the tongue. It also seeks
to aware surgeon dentists about this distinct profile of OSCC, emphasizing the importance of early diagnosis
and vigilance in cases occurring in patients without risk factors.

CASE REPORT

A 64-year-old female patient presented to the university dental clinic, complaining of tongue pain
for approximately three months. During the anamnesis, the patient reported neurological issues and is
under medical follow-up but did not disclose about taking medications for treatment. Regarding habits and
addictions, she denied smoking and alcohol consumption.

On extraoral physical examination, enlargement and hardening of the submandibular and sublingual
lymph nodes were observed. In the intraoral examination, a nodular mass was noted on the right lateral
border of the tongue, approximately 2 cm in diameter, with a reddish appearance, yellowish points, and
bleeding upon touch. The lesion was solitary, extending to the floor of the mouth, with a firm consistency,
indurated base, rough surface, elevated borders, irregular contours, and undefined margins (figure 1).

Figure 1. Initial clinical aspect of the lesion. Nodular mass on the lateral border of the tongue, right side,
with raised edges and an irregular surface.
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Based on clinical features, a provisional diagnosis of squamous cell carcinoma of the tongue was made, and
an incisional biopsy was performed (figures 2 and 3). Seven days postoperatively, the patient continued to
report intense pain, and an analgesic medication (sodium dipyrone 1g) was prescribed.

The histopathological examination revealed cords and nests of neoplastic epithelial cells, showing
mild pleomorphism, hyperchromatism, atypical mitoses, and several keratin pearls invading the connective
tissue (figures 4 and 5). A pattern of destruction of striated skeletal muscle fibers was also observed. In the

Figure 2. Clinical aspect after incisional biopsy.

Figure 3. Immediate postoperatory.
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tumor stroma, an intense mononuclear inflammatory infiltrate was present among the neoplastic epithelial
cells, confirming the diagnosis of squamous cell carcinoma of the tongue. The patient was referred to an
oncology center for treatment.

Figure 4. Presence of several islands of epithelial neoplastic cells, exhibiting hyperchromatism,
pleomorphism, and areas of dyskeratosis (10x).

Figure 5. Presence of neoplastic cells with pleomorphism and hypercromatism, areas of dyskeratosis and
atypical mitosis. (40x).
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DISCUSSION

Oral squamous cell carcinoma (SCC) occurs more frequently in male individuals, smokers, and/or
alcohol consumers, typically above the age of 40 [12]. Areduction in SCCincidence was expected, particularly
due to campaigns and lifestyle changes that have led to decreased tobacco and alcohol consumption in
recent years [12]. However, an increase in SCC incidence has been observed in a distinct group of patients,
such as young patients and elderly women who do not have these habits, as seen in the clinical case reported
2,4,7,11,13].

The etiological factors associated with the development of SCC in this group remain unclear in the
literature. Genetic alterations are the most commonly cited causes, including mutations in the p16 gene,
the K-RAS gene [14], and, more recently, in the tumor suppressor gene CDKN2A [7]. Other factors, such as
viral infections, chronic exposure to metals, nutritional factors, immunodeficiencies, and chronic trauma
from prostheses, have also been suggested, although there is no consensus in the literature regarding their
influence [7].

Another uncommon aspect is that patients without risk factors present more frequently SCC on the
tongue [2,7]. This is unusual, as the highest occurrence of SCC in patients with such habits is in the floor
of the mouth and the lateral border of the tongue. This pattern is attributed to substances like alcohol and
tobacco products dissolved in saliva, combined with the greater permeability of the mouth floor, which
favors SCC development in these locations among smokers and alcohol consumers. According to data
presented by Koo et al. [7] and Koo et al. [2], the authors state that there is a predilection for the
tongue in patients without such habits, as demonstrated in the case presented here.

Furthermore, when a second tumor develops, Koo et al. [2] observed that it also occurs in the oral
cavity of patients without habits such as smoking or alcohol consumption [2]. Dediol et al. [3], on the other
hand, noted an equal frequency of second tumors in patients with and without such habits but did not
report the location of occurrence. In the case reported here, no second tumor occurred.

Regarding prognosis, studies indicate that when SCC occurs in elderly women without these habits,
they present a worse prognosis and higher disease-specific mortality rates [2,15]. However, these findings
are still conflicting in the literature. Fiedler et al. [16] observed better survival rates for women, and
Krishnamurthy et al. [12] also noted a better prognosis for patients without these habits. It is suggested that
the presence of comorbidities in elderly women may influence the disease prognosis, although the patient
reported in this case died months after the diagnosis.

According to Dediol et al. [3], patients who neither smoke nor consume alcohol typically present
with smaller tumors without regional involvement, compared to patients with such habits. However, in
the clinical case reported here, the tumor was at an advanced stage, which may be attributed to the
patient’s lower socioeconomic capacity and neglect of general health, as previously observed by
Dahlstrom et al. [17].

Another important aspect noted by Fiedler et al. [16] is that patients with SCC and without these
habits have a higher incidence of potentially malignant oral disorders (PMODs), such as lichen planus, which
predominantly affects women. This finding suggests a possible malignant progression of these PMODs. It is
noteworthy that in the reported case, the patient already presented with an advanced-stage lesion, with no
prior lesions reported, requiring immediate surgical intervention.
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This underscores the importance of self-examination of the oral cavity and frequent visits to the
dental surgeon, as early diagnosis directly impacts treatment and prognosis. It is also crucial for dental
surgeons to pay attention to the early signs of potentially malignant lesions, even in patients without these
habits, considering the possibility of less invasive treatment.

To date, no differences have been reported regarding the treatment of this group of patients, with
surgical treatment and adjuvant chemotherapy or radiotherapy still being recommended?2. According to
Koo et al. [2], non-smoking patients exhibit a better response to the epidermal growth factor receptor
(EGFR), which is a marker for response to treatment with cetuximab [2,7], thereby enhancing therapeutic
outcomes. In this case, the patient was undergoing radiotherapy.

CONCLUSION

Based on the reported clinical case and studies published in the literature, SCC in non-smoking and
non-drinking patients presents a distinct profile, with higher incidence in young individuals and elderly
women, with the most frequent location being the tongue. Regarding prognosis, the results are conflicting,
and it cannot be concluded that survival is lower for this group of patients.
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