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PRESENTACION DE CASOS

Diffuse large B-cell lymphoma of the oral cavity
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ABSTRACT

The authors report a case of diffuse large B-cell lymphoma (DLBL) of the oral
cavity. The patient was a 73-year-old white man who first presented at the Division
of Stomatology with a large nodular mass in the hard palate and a nodular lesion in
the upper lip, which were diagnosed as DLBL. The patient was treated with eight
cycles of CHOP chemotherapy (cyclophosphamide, doxorubicin, vincristine and
prednisone), but the disease recurred 22 months after the end of the therapy. Both
primary sites hard palate and upper lip were involved again and the patient was
resubmitted to chemotherapy.
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RESUMEN

Se reporta un caso de linfoma difuso de células B grandes (DLBL) de la cavidad
bucal. Se trata de un paciente masculino, blanco, de 73 afios de edad, que se
presentd a la Divisién de Estomatologia, con una masa nodular difusa en el paladar
duro y una lesion nodular en el labio superior, diagnosticadas como DLBL. El
paciente fue tratado con ocho ciclos de quimioterapia CHOP (ciclofosfamida,
doxorrubicina, vincristina, prednisona), pero se constato recidiva de la enfermedad
en ambos sitios primarios, en el paladar duro y en el labio superior a los 22 meses
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después del término de la terapia. El paciente fue sometido de nuevo a la
quimioterapia.

Palabras clave: No-Hodgkin linfoma, linfoma B de células grandes difuso, cavidad
oral.

INTRODUCTION

Lymphomas are malignant neoplasms arisen from lymphocytes (B or T) that affect
mainly lymph nodes, spleen, and other non-hematopoietic tissues. They are
classified as Hodgkin s lymphoma or non-Hodgkin s lymphoma.! Diffuse large B-
cell lymphoma (DLBL) is the most common variant of non-Hodgkin “s intermediate-
grade lymphomas, and frequently involves extranodal sites. Even though DLBL is
characterized by an aggressive behavior, it responds favorably to chemotherapy.?
Non-Hodgkin “s lymphomas are usually manifested as localized or generalized
lymphadenopathy. However, the primary lesion can occur in other sites, principally
where lymphoid tissue is present such as oropharynx, intestine, bone marrow and
skin.? DLBL is often associated with systemic symptoms such as night sweats,
weight loss and fever. In the oral soft tissues, lesions can occur as hard and diffuse
tumors involving oral vestibule, gums and the posterior region of the hard palate.
In bone tissue, they may cause mild pain, paresthesia and swelling; the
radiographic examination often shows irregular radiolucid images. DLBL
corresponds to 68% of cases of non-Hodgkin's lymphoma of the oral cavity and the
average age of highest prevalence is 66 years.* Women are more affected than
men in a 2:1 ratio.?

Most lymphomas, including DLBL, arise from B cells and are characterized
histologically by diffuse population of large cells with oval nucleus, cleaved or not.
Multiple nucleoli are seen adjacent to a thick nuclear membrane; large quantities of
cells with clear cytoplasm and mitoses are easily observed; and focal necrosis may
also occur.>” It is advisable to complement the histological diagnosis by
immunohistochemistry, which facilitates the classification of these tumors.®’
Rosenwald et al.? used the gene-expression profiles of DLBL to develop a molecular
predictor of survival. The authors emphasize the importance of molecular diagnosis
in this type of lymphomas. According to them, DLBL molecular features vary widely
and, for this reason, individualized and molecularly targeted therapies are required.
The accuracy of the diagnosis is crucial to the efficacy of the therapy.®

The main treatment for DLBL is chemotherapy, whose protocols can present great
efficiency. Using anthracyclin-based therapy (CHOP) alone, the cure can be
achieved in 35% to 40% of patients. Moreover, aiming to increase the efficacy of
chemotherapy other drugs such as rituximab can also be associated. Radiotherapy
and surgery are reported as adjuvant therapies as well.?12

CASE REPORT
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A 73-year-old white man complaining of a painless swelling in the hard palate
under the upper removable denture was referred to Division of Stomatology of Sao
Lucas Hospital-PUCRS. The lesion had started three months before, no previous
sign or symptoms were reported and there was no relevant medical history. Oral
examination revealed two nodular lesions: one in the hard palate, with firm
consistency and erythematous overlying mucosa (Fig. 1); and the other one in the
upper left lip measuring 2.5 cm in diameter, erythematous and firm to palpation
(Fig. 2). The patient also presented with submandibular lymphadenopathy. Occlusal
and panoramic radiographic examinations did not show any relevant change.

Fig. 1. Clinical aspect: bilateral soft tissue
swelling in the hard palate.

Fig. 2. Clinical aspect: nodular lesion
in the upper lip, left side.

The clinical diagnostic hypotheses were lymphoma and neoplasm of salivary gland.
The hematological tests (complete blood count, fasting blood glucose, prothrombin
time, partial thromboplastin time, erythrocyte sedimentation rate, anti-HIV) were
normal and the incisional biopsy of both lesions was performed. The histological
diagnosis was diffuse large cell lymphoma (Fig. 3). Immunohistochemical panel
showed the following results: Bcl2 positive; CD10 (calla) negative; CD20 (B cells)
positive; CD45R0O (T cells) focal-positive; CD3 (T cells) focal-positive; CD30
negative; CD15 negative; CD5 focal-positive. The immunohistochemical evaluation
confirmed the diagnosis of B-cell lymphoma. The patient was treated by
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chemotherapy with cyclophosphamide, doxorubicin, vincristine and prednisone
(CHOP regimen). Elapsed 22 months after chemotherapy, both lesions recurred and
were biopsied again. The histological examination confirmed the clinical diagnosis of
recurrence of DLBL, and the patient was referred to the Department of Oncology for
new cycles of chemotherapy.
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Flg 3. Hrstolﬂglcal examination: specimen bmpsu&d
showing a non-Hodgkin's lymphoma, diffuse, large
cell type (hematoxylin-eosin stain, magnification x

400).

DISCUSSION

Lymphoma classification is controversial, with several changes proposed in the past
decades. The original classification of Rappaport, at the beginning of the 60s, was
based on the pattern of tumor growth observed in a lymph node (nodular or
diffuse). However, the modern classification incorporated both morphological and
immunological features and, recently, also molecular and genetic ones.* 34

Non-Hodgkin's lymphoma represents a diverse and complex group of malignant
neoplasms of lymphoreticular histogenesis and can be grouped into three
histological categories: low, intermediate and high grades, according to the
aggressiveness and prognosis. DLBL is classified as a B-cell lymphoma of
intermediate grade, and among the lymphomas, shows the highest prevalence in
the oral cavity.® This neoplasm accounts for approximately 30 % - 58 % of cases of
non-Hodgkin “s lymphomas, and the incidence increase with age from
0.3/100,000/year (35-39 years) to 26.6/100,000/year (80-84 years).®

Recent molecular studies evidenced that chromosomal abnormalities play an
important role in the pathogenesis of the disease and its sub-classification is
important to guide the treatment.®!>!> The standard treatment for patients with
diffuse large-B-cell lymphoma is cyclophosphamide, doxorubicin, vincristine, and
prednisone (CHOP). Nevertheless, with a projected disease-free survival rate of 36
%, it is far from ideal therapy, and there is a need for better treatment
approaches.® Even though, when cure is not possible, this treatment is capable of
controlling the disease for many years. Further chemotherapy can often be given if

the lymphoma comes back after initial treatment.!**3

This article reports the case of a patient with oral non-Hodgkin's lymphoma, in
which CHOP regimen of chemotherapy was not efficacious, as the disease recurred
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22 months later. However, it is important to consider that the lesion was a clinical
stage II according to the classification of the Conference of Ann Arbor modified by
Carbone,* which indicates higher aggressiveness.

CONCLUSIONS

DLBL is the most common lymphoma affecting oral cavity, and deserves the
attention of professionals. The diagnosis may be challenging because of the lack of
symptoms, which lead to misdiagnosis and delayed treatment. The recognition of
clinical manifestations of this disease in oral cavity is important. Efforts should be
made to diagnose this disease as soon as possible, since the prognosis is directly
related to the disease staging at the patient admission. An interesting point that
cannot be neglected is the ability of recurrence of DLBL, which makes the follow-up
of these patients indispensable.
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