PAIN AFTER TOOTH EXTRACTION MASKING PRIMARY EXTRANODAL NON-HODGKIN'S LYMPHOMA OF THE ORAL CAVITY

ABSTRACT
Malignant lymphoma of the oral region are uncommon and account for approximately 3.5% of all oral malignancies. In this report, a case of primary non-Hodgkin lymphoma of the left mandible is presented. The spontaneous and intermittent pain of the left mandible had continued after third left molar extraction. Intraoral examination revealed healing retardation of the postextraction socket. A panoramic radiograph revealed a radiolucency in the posterior mandibular region with irregular margins. After the 10-day course of antibiotics the spontaneous pain diminished, inadequacy of the healing at the extraction site was still present. We initially misdiagnosed it as chronic osteomyelitis. Based on the histological and immunohistochemical examination, we made the diagnosis of diffuse large cell lymphoma of the B-cell type. After the combination of chemotherapy and radiotherapy patient showed complete remission with the disappearance of all clinical evidence of disease. The diagnosis of extranodal lymphoma of the jaw may be chalenging, because frequently there is a low index of clinical suspicion and malignant tumor may mimic common oral and dental pathological conditions. Dentists can play the important rule in the early detection of the malignant lymphoma of the oral cavity.
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INTRODUCTION

Malignant lymphomas are neoplasms of the lymphopoietic portion of the reticuloendothelial system (1). These malignant lymphoid neoplasms arise from B- or T- lymphocytic cell lines that, according to their stage of development or activation, give rise to a spectrum of tumors that exhibit varying behaviors (2). It has been known traditionally to divide lymphomas into Hodgkin's disease (HD) and non-Hodgkin's lymphomas (NHL) because of their difference in histology and patterns of behavior (3). Malignant lymphoma of the oral region are uncommon and account for approximately 3.5% of all oral malignancies (4, 5). Lymphomas are the most frequent nonepithelial malignant tumors in the oral cavity and maxillofacial region and represent the third most common group of malignant lesions in the site, following squamous cell carcinoma and salivary gland neoplasms (6, 7).

NHL are a heterogenous group of lymphoproliferative malignancies that are much less predictable than HD and have a far greater predilection to disseminate to extranodal tissues but often after a long disease free interval (3, 7). Various data exist regarding the incidence of extranodular occurrence of non-Hodgkin's lymphoma, which ranges between 24% i 40% (16/1, 1/3,4, 9, 12). Majority of NHL cases and most probably all, may be observed in both nodal and extranodan sites. In the head and neck region, the most common primary extranodal sites involve Waldeyer's ring (2). 

The cause of NHL is still unclear (7). Although the etiology of NHL remains controversial, several reports suggest an association between NHL and viral infection as well as a variety of immunosuppressive diseases and treatment states, notably human immunodeficiency virus (HIV) infection (1, 8, 9). In some cases, NHL has been related with auto-immune based diseases, such as Hashimoto's thyroiditis and Sjögren's syndrome (7). It has also been hypothesized that there may be a correlation with Helicobacter pylori- induced gastritis (10).

In almost all countries in the world for which good registry information is available, the average annual incidence rate of the NHL has been increasing (11, 12). Extranodal disease increased more rapidly that nodal disease over the past 2 decades (13).  

Occasionally oral malignant lymphoma appears in the body of the mandible (14, 15). This uncommon lesion can pose significant diagnostic problems and is frequently misdiagnosed (16, 17). Particular care should be taken to consider it in the differential diagnosis when unexplained dental pain and swelling are present from the first visit (18). It is important to note that the majority of cases of oral cancer are pain free, and it is often infection or a coincidental finding that reveals them. It is important for the dentist to be aware of the various clinical manifestations of NHL of the oral cavity and of the maxillofacial region to diagnose this malignant condition quickly and appropriately (3).

 In this report, a case of primary non-Hodgkin lymphoma of the left mandible that manifested clinically as a complication after tooth extraction is presented.  

CASE REPORT

A 52-year-old man was referred to the Department of Oral Surgery University of Zagreb by his dentist for investigation and treatment of unusual and prolonged pain after third molar extraction and paresthesia of the chin. The patient's medical history was not contributory. He appeared to be in good health and was of normal stature. About 6 weeks before visiting our department, he had noticed spontaneous and intermittent pain of the left mandible and had been reffered to a dentist 4 days later. Although pulpectomy of the third left lower molar had been done under the working diagnosis of irreversible pulpitis, the pain had continued. Therefore the third left lower molar was extracted about 10 days after the endodontic treatment. The spontaneous pain of the left mandible had continued and the patient then was reffered to our department. Past medical history was unremarkable. He did not complain of fever, weight loss or night sweats.
The patient stated that approximately 4 months before extraction of the wisdom tooth he had begun to feel „numbness“ on the left side of the chin. Extraoral examination revealed no remarkable features. No palpable head and neck lymph nodes were present. Intraoral examination revealed healing retardation of the postextraction socket at the left lower third molar region (Figure 1).
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 A panoramic radiograph revealed a radiolucency in the posterior mandibular region with irregular margins (Figure 2), but there was no significant changes on the radiograph, and magnetic resonance imaging was not performed.
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Because chronic osteomyelitis of the mandible was suspested, we prescribed a 10-day course of antibiotics. After that, although the spontaneous pain diminished, inadequacy of the healing at the extraction site was still present. Examination of the oral cavity disclosed extensive exophitic gray-white lesion emanating from left lower third molar extraction site. The lesion was nontender, was fixed to underlying tissue and had a firm rubbery consistency. The patient still had parasthesia to needle-prick stimulation on the left side of the chin. The parasthesia involved the lip and the tip of the chin indicating the involvement of the inferior alveolar nerve. An incisional biopsy of the lesion in postextraction socket was performed with the use of local anesthesia. Histological findings: after analysis of the specimen of the incisional biopsy malignant non-Hodgkin lymphoma was suspected. Changes were found of the stratified squamous epithelium, dense and edematous stroma, permeated with abundant mixed inflammatory infiltrate. In one focus atypical lymphatic cells were found with large nuclei and marked mytotic cellular activity. The patient was transferred to the Department of Hematopathology where complete diagnostic analysis was performed (a further biopsy with histopathological analysis, abdominal ultrasound, computed tomography (CT) of the thorax and abdomen, cytopuncture of the palpable axial lymph node). CT of the thorax and abdomen showed a laterotracheal lymph node on the left side in the area of the upper mediastinum by the subclavian artery, 1 cm in diameter, and an enlarged lymph node 2 cm in diameter retrocrurally at the height of the hiatus aorta, and also enlarged retroperitoneal lymph nodes of the lumbar region. Native cross sections of the liver showed lower coefficient of absorption, indicating diffuse hepatic lesion. The cytological finding of the needle aspiration of the lesion showed numerous immature lymphatic blast type cells with markedly vascularised cytoplasm. On the basis of the second biopsy histopathological analysis was performed. Histologically it showed tumorous tissue consisting of large, atypical lymphatic cells with moderately abundant cytoplasms and vesicular nuclei, in which 1-2 of the nuclei were prominent. Numerous mitotic figures and apoptosis were found and visible starry sky pattern.  Immunohistochemical studies were performed on paraffin sections using a panel of monoclonal antibodies for the markers. Immunohistochemical analysis showed that the tumor cells were positive for CD20 antigen, a marker of B-cell differentation, BcL-2 and BcL-6 proteins (Figure 3). 
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The diagnosis was primary non-Hodgkin lymphoma of mandible, diffuse large B –cell type. This type of lymphoma has a high degree of malignancy, which occurs in middle and older age, in which group this patient falls. The occurrence of enlarged lymph nodes on all locations is characteristic of highly malignant lymphomas, which was determined in this case. Diffuse B large-cell non-Hodgkin lymphoma may be localised, although it frequently infiltrates into the gastrointestinal tract and central nervous system. After complete clinical treatment and verification of the diagnosis of malignant lymphoma, and application of a combination of chemotherapy and radiotherapy the patient showed complete remission with the disappearance of all clinical evidence of disease, which was visible during a further  inspection of the oral cavity (Figure 4). 
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One year status post treatment, he continues to do well, with no evidence of recurrence.
DISCUSSION

Majority of non-Hodgkin lymphoma arise in lymph nodes, but 24%-40% of these malignancies arise in extranodal locations (7, 19-22). Primary extranodal lymphomas of the head and neck are relatively uncommon (22). Involvement of the oral cavity is particularly rare and accounts for only 0.1% to 5% of cases (18, 19, 23, 24). Most commonly affected site of NHL of the oral cavity and maxillofacial region is Waldeyer's ring (tonsil, nasopharynx, base of the tongue, palatine tonsil) and the tonsils are the most frequent site (12, 25, 26). Primary lymphomas of bone compose about 5% of all extranodal lymphomas (20, 27, 28). According to Rinnagio et al, among jaw lesions the maxilla is mora frequently involved than the mandible, with posterior locations favored over anterior sites (20). Although primary intraosseous lesions of NHL are rare, 13% reportedly occur within the jaws (29). NHLs arising in the jaws frequently present with non-specific signs and symptoms. Lymphoma of bone should be considered when there is unexplained dental pain, numbness, tooth mobility, swelling, overlying mucosal ulceration, a mass in the post-extraction socket, lytic osseous changes, inferior alveolar nerve paresthesia or anesthesia and cervical adenopathy (28, 30-37). Early lesions may be attributed to inflammatory odontogenic or periodontal conditions, resulting in unnecessary or infective local treatment (endodontic treatment, extraction, antibiotics) and protected delays before biopsy diagnosis (3, 20). Because of the aforementioned early symptoms we first suspected osteomyelitis, which was the initial misdiagnosis, the therapy of which merely prolonged the period to the final diagnosis. Lesions of primary lymphoma of bone are more impressive clinically than radiographically. Radiologic findings are not specific, commonly exibiting diffuse bone destruction, appearing as a solitary defect or as disappearance of lamina dura or lowering of the alveolar bone margin to a condition resembling periodontitis or periodontal abscesses (20, 37, 38). Although traditional plain films can disclose destructive osseous lesions, the use of magnetic resonance imaging has allowed clinicians to visualize more clearly the pattern of trabecular bone destruction and marrow replacement, characteristic of this aggressive tumor (39). In the case of the patient presented we also did not find significant changes on the radiograph, and magnetic resonance imaging was not performed.
The diagnosis of extranodal lymphoma of the jaw may be challenging, because frequently there is a low index of clinical suspicion and malignant tumor may mimic common oral and dental pathological conditions. The diagnosis of NHL can be made only by means of biopsy. The importance of an adequate biopsy and close cooperation between clinician and pathologist is stressed. The biopsy specimen should include the base of the lesion because peripheral portions of the lesion could represent normal tissue response to the malignant tumor. The specimen should be handled gently and delivered immediately to the pathologist, fresh or in a medium ordered by the pathologist (1). Specimens suitable for immunohistochemistry analysis are usually unavailable because oral biopsy specimens are routinely submitted in formalin (35). For this reason we repeated the biopsy, on the basis of which the final diagnosis for the patient was made, based on histological and immunohistochemical analyses. Careful histopathological review should be coupled with current immunohistochemical analysis to ensure detection of neoplastic features (20). A critical factor in the diagnosis of extranodal lymphoma involving the jawbone is determining wheter the lesion actually represents a primary lymphoma of the jawbone or is instead an osseous manifestation of more disseminated disease (16). We diagnosed primary lymphoma of the mandible in the presented patient because of the presence of paresthesia prior to treatment by his dentist. The patient did not have cervical adenopathy on admittance to our Department nor did he have any other symptoms of dissemination. As almost three months passed from the moment the patient was first admitted up to the final diagnosis, we can conclude that during that period dissemination of the metastases occurred in the organ which were revealed during CT diagnostics.
Treatment options for NHL cases are chemotherapy, radiotherapy or both, depends of grade. In the presented patient chemotherapy and radiotherapy were applied because of the high degree of malignancy, which resulted in complete remission of the disease. 

Prognosis and the treatment outcome depends on many factors, such as the histologic type, the stage of the disease, the type of treatment, the presentation of symptomatology, the primary site, the size of the tumor, the age of the patient, and, maybe at the first place, differential diagnosis for any oral presentation (26, 40, 41). According to this criteria the patient in the case presented should have had poor prognosis because of the high degree of malignancy of the lymphoma, risk age group and late final diagnosis. Although remission of the disease took place after therapy, this patient still needs long-term follow-up. Local recurence is frequent, including several years after the first diagnosis and long-term follow-up is necessary (7). When minimal residual disease is present, a close follow-up is needed for the early detection of a tumor relapse (4).
CONCLUSION

Malignant lymphoma should be part of the differencial diagnosis for any oral lesions. By taking a rigorous medical history, making a differential diagnosis for any oral presentation, undertaking appropriate investigations, and knowing the signs of B-cell lymphomas, dentists can play the important rule in the early detection of these malignancies. If there is any suspicion that the definitive diagnosis is incorrect then prompt refferal for specialist advice is essential. 
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Figures:

Figure 1. Intraoral photograph shows healing retardation of the postextraction socket at the left lower third molar region.

Figure 2. Panoramic radiograph shows radiolucency in the molar region of the mandible with irregular margins.

Figure 3. Immunohistochemistry reveals significant positivity for CD20 antigen, a marker of B-cell differentation.
Figure 4. During a further  inspection of the oral cavity, the patient showed complete remission with the disappearance of all clinical evidence of disease.
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