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Abstract 
Lymphoma is the second most common malignancy in the head and neck area, affecting both nodal and extrano-
dal sites, including oral soft and hard tissues, usually in the form of non-Hodgkin’s lymphoma (NHL). However, 
lymphomas of the jaws, including diffuse large B-cell lymphoma (DLBCL), the most common type of NHL, are 
very rare and may cause significant diagnostic challenges resembling common jaw pathologies, such as periapical 
lesions, osteomyelitis and osteonecrosis.
The aim of this paper is to present a rare case of DLBCL in an 84-years-old diabetic male patient on methylpred-
nisolone treatment for autoimmune hemolytic anemia. The lesion appeared clinically as exposed necrotic bone 
of the maxilla with surrounding soft tissue ulceration and radiographically as an extensive osteolytic lesion with 
ill-defined borders. Despite the resemblance of the lesion with osteonecrosis or osteomyelitis that could be theo-
retically related to diabetes and/or systemic use of corticosteroids, histopathologic examination, necessitating a 
repeat biopsy in order to acquire sufficient tissue, revealed the final diagnosis of lymphoma. The need for increased 
clinical awareness and vigilance of this possible diagnostic conundrum is emphasized.

Key words: Diffuse large B-cell lymphoma, exposed bone, oral, malignancy, maxilla, jaw osteonecrosis, differ-
ential diagnosis.
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Introduction
Lymphoma is a group of lymphoreticular malignancies, 
classically divided in Hodgkin’s lymphoma (HL) and 
Non-Hodgkin’s lymphoma (NHL) (1). HL accounts for 
10% of all lymphomas, often presenting as nodal disea-
se, commonly involving cervical, axillary and inguinal 
nodes (1,2). NHL corresponds to the vast majority (90%) 
of lymphomas and also frequently affects lymph nodes, 
but, in up to 40% of cases, it involves extranodal sites, 
most commonly the gastrointestinal tract, skin, bone and 
brain (3). If tonsils and Waldeyer’s ring are included, 
head and neck represents the second most frequently 
affected site by extranodal NHL, following gastroin-
testinal tract (3); vice versa, NHL is the second most 
common type of cancer in the head and neck area (4), 
accounting for approximately 5% of all malignancies in 
this anatomic area (5,6). Oral cavity is a relatively rare 
site for extranodal NHLs, representing approximately 
3-5% of all lymphomas; on the other hand, lymphomas 
account for approximately 3.5% of all intraoral malig-
nancies (4,7-15). Oral NHL usually affects patients older 
than 50 years of age and may develop as primary disease 
or be part of a disseminated process (4,12). Both soft 
tissues (such as palatal mucosa, gingiva, buccal mucosa, 
tongue, and floor of mouth) and jaw bones can be affec-
ted, the latter accounting for approximately one third to 
one half of all oral cases (4,7-17). Although some au-
thors have suggested that oral intraosseous lymphomas 
may have a worse prognosis compared to their soft tis-
sue counterparts due to a more advanced clinical stage 
at diagnosis (7), others have not found significant diffe-
rences in survival time between these two groups (10).
Diffuse large-B cell-lymphoma (DLBCL) is the most 
common type of NHL, including the head and neck area 
(1,18,19). It is an aggressive neoplasm of medium or 
large lymphoid cells, clinically appearing as a rapidly 
growing mass, and commonly occurs in men older than 
50 years (18). Although DLBCL appears to be the most 
common type of NHL in the oral cavity (e.g. 50%, 58% 
and 68% of cases in the series of van der Waal et al. (11), 
Kemp et al. (12) and Solomides et al. (9), respectively), 
relatively few publications have focused on this entity 
and its diagnosis remains challenging, especially con-
sidering the variety of its clinical presentations (20-32). 
The aim of the present paper is to describe a rare case of 
DLBCL affecting the maxilla, presenting as exposed ne-
crotic bone and resembling osteomyelitis or osteonecro-
sis of the jaws (ONJ) in order to highlight the possibility 
of such an unusual clinical appearance and to increase 
awareness of the possible occurrence of this entity in the 
oral cavity.

Case Report
An 84 years old male patient presented to the Department 
of Oral Medicine & Pathology and Hospital Dentistry, 

with a chief complaint of exposed bone in the maxilla 
of 15 days duration and loss of a tooth in the same area, 
5 days prior to the initial evaluation. Patient’s medical 
history was significant for diabetes mellitus (DM) type 
II, as well as autoimmune hemolytic anemia (managed 
with long-term methylprednisolone administration), 
hypertension, benign prostate hyperplasia, hyperurice-
mia and hypothyroidism, all under medications. There 
was no history of treatment with antiresorptive or an-
tiangiogenic agents, nor previous radiation therapy in 
the head and neck region. A recent blood test was within 
normal limits. 
Clinical intraoral examination revealed exposed necro-
tic bone, partially covered by a greenish pseudomem-
brane with surrounding soft tissue ulceration, in the left 
maxilla, extending from the central incisor, approxima-
tely near superior labial frenum, to the second premolar, 
involving the free and attached gingiva and extending 
apically to the vestibular sulcus (Fig. 1). Cone beam 

Fig. 1: Clinical examination. Exposed bone in the left maxilla, par-
tially covered by a greenish pseudomembrane with surrounding soft 
tissue ulceration.

computed tomography revealed an extensive osteolytic 
lesion with ill-defined borders and buccal and palatal 
cortical perforation in the left maxillary alveolar bone 
between central incisor and second premolar (Fig. 2). 
An initial incisional biopsy of the lesion was performed, 
and microscopic examination revealed only necrotic tis-
sue. A complementary biopsy, extending into deeper and 
peripheral tissues, showed focal ulceration of the epithe-
lium and diffuse infiltration of the connective tissue by 
large neoplastic lymphoid cells with anaplastic features 
and high mitotic index; extensive areas of tumor necro-
sis were also seen (Fig. 3a,b). Immunohistochemical 
evaluation showed positivity of the neoplastic cells for 
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Fig. 2: Imaging examination. Cone beam computed tomography scan showing osteolytic lesion with ill-defined borders 
and buccal and palatal perforation in the left maxillary alveolar bone between central incisor and second premolar.

Fig. 3: (A,B): Histopathologic examination (original magnification [A] ×100 and [B] ×400). Hematoxylin and eosin stain-
ing showing diffuse and dense infiltration of the connective tissue by large neoplastic lymphoid cells with anaplastic 
features, prominent nucleolus, and abundant cytoplasm. 

CD20, CD79a, MUM-1, CD30 and bcl-6, while CD3, 
CD10, CD5, CD4, CD21, CD15, IgA and EMA were 
negative. (Fig. 4) The tumor cell proliferation marker 
Ki-67 was highly expressed (90%) in the neoplastic cell 
population (Fig. 4). A final diagnosis of DLBCL, not 
otherwise specified (DLBCL-NOS), with a non-germi-
nal center (non-GC) cell phenotype was established. The 
patient was referred to a hematology-oncology clinic for 
further evaluation and management. Unfortunately, the 
patient died of disease two months later.

Discussion
NHL in the head and neck is relatively frequent, repre-
senting the second most common type of malignancy 
arising in this anatomical area, following squamous cell 
carcinoma (SCC) (4-6). Most of them are classified as 
of B cell origin, DLBCL being the most frequent sub-
type followed by mucosa-associated lymphoid tissue 
(MALT) lymphoma (4-6). Oral involvement by NHL 
has been reported to account for 3-5% of all lymphomas, 

DLBCL again representing the most common subtype 
(8,9,10,20). The etiology of primary DLBCLs of the oral 
cavity remains unknown (10,20), although an associa-
tion with HIV infection has been noticed in a subset of 
patients (29). Based on a systematic review of 122 cases 
of oral DLBCL by Rodrigues-Fernandes et al. (29), the 
mean age of patients was 58.7 years, showing a male 
predilection (male to female ratio of approximately 3:2). 
The most commonly affected location was the gingiva 
(27%), followed by the mucosa of the maxilla, mandible 
and palate (25.4%, 15.6% and 14%, respectively). Clini-
cally, they usually presented as a rapidly enlarging swe-
lling with or without ulceration (20,21,29). The chief 
complaint of oral DLBCL patients is pain, followed by 
local numbness; other local symptoms include tooth mo-
bility, dysphagia and nasal obstruction, while B symp-
toms are infrequently reported (11,25,29). 
Radiographically, lymphoma involving bone typica-
lly presents as a poorly defined radiolucency (26,33). 
In a retrospective study, Mulligan et al. (33) described 
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Fig. 4: Immunohistochemical analysis (magnification x400) demonstrating diffuse and intense positiv-
ity of tumor cells for BCL-6 and MUM1 and a high Ki-67 index; CD10 was negative.            

the imaging appearance of 237 cases of histopatholo-
gically-proven primary lymphoma of bone at various 
skeletal sites and showed that the majority of lesions 
presented as radiolucencies (70%), followed by a mixed 
appearance (28%); other common radiographic features 
included a moth-eaten pattern, periosteal reaction and 
presence of sequestra. Similarly, oral lymphomas radio-
graphically demonstrate diffuse bone destruction with 
poorly defined borders, presenting as a solitary radiolu-
cent lesion, causing loss of lamina dura and widening of 
the periodontal ligament or resembling common lesions, 
such as chronic apical periodontitis, periodontitis or os-
teomyelitis (11,15). Similar imaging features are seen in 
oral DLBCL (23-25), although atypical patters, such as 
generalized sclerosis of the maxilla, may be encountered 
(26). 
Because of the non-pathognomonic and variable clini-
cal and imaging features of oral DLBCL, its differential 
diagnosis is broad, ranging from inflammatory condi-
tions of odontogenic or periodontal origin to several ma-
lignant neoplasms, including SCC, multiple myeloma, 
leukemia, osteosarcoma, and metastatic cancer (25). 
Disturbingly, due to overlapping characteristics, oral 
DLBCL can be misdiagnosed as similarly looking com-
mon pathologies, e.g. chronic periapical periodontitis 
and toothache (23,31). For example, in the case presen-
ted by Jessri et al. (23), a 32 years old patient with a 
swelling in the posterior mandible was initially managed 

with endodontic treatment for a perceived chronic peria-
pical periodontitis of the second lower molar, before fur-
ther imaging, biopsy and histopathologic examination 
revealed the malignant nature of the lesion. Obviously, 
misdiagnosis of a malignant lymphoma as a disease of 
odontogenic or periodontal origin may result not only in 
unnecessary dental interventions, but also in significant 
diagnostic and treatment delays (10).
The clinical and radiographic features of oral DLBCL 
may also simulate inflammatory jaw lesions, such as 
chronic osteomyelitis and osteonecrosis (22,27). In the 
present case, the clinical appearance of exposed bone 
and surrounding soft tissue ulceration along with the 
imaging features of osteolysis with ill-defined borders 
closely simulated osteonecrosis of the maxilla. Howe-
ver, there was no history of antiresorptive or antiangio-
genic medication use nor previous radiation therapy in 
the area, excluding the possibilities of MRONJ and os-
teoradionecrosis. Nonetheless, several other causes of 
osteonecrosis or osteomyelitis, similarly presenting with 
bone necrosis and exposure, have been described (34), 
including DM (34-37). Regarding the latter, several me-
chanisms can explain the increased predisposition of 
diabetic patients for jaw inflammatory conditions, inclu-
ding altered immune responses and alterations in bone 
metabolism, vasculature and cell function (38,39). Con-
sidering that our patient was an older diabetic, DM-re-
lated osteomyelitis or osteonecrosis were entertained 
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in the differential diagnosis. An additional contributing 
factor for our patient could be the chronic use of sys-
temic steroids, which have been implicated in develop-
ment of osteonecrosis in the presence or not of other re-
lated factors, such as antiresorptive medications (40-44). 
A first incisional biopsy revealed only necrotic tissue; 
although these findings could be interpreted as compati-
ble with osteonecrosis, it was deemed necessary to pro-
ceed with additional tissue sampling, taking into account 
the rather aggressive appearance of the lesion and the 
possibility of biopsy sampling error. Indeed, evaluation 
of repeat biopsy specimen showed unequivocal eviden-
ce of DLBCL.  A similar case was reported by Lee et 
al. (27): a 90 years old female patient with osteoporosis 
under alendronate treatment for over 10 years developed 
gingival edema and erythema in the posterior mandible, 
accompanied by a diffuse osteolytic lesion in the area. 
Despite the lack of exposed bone, the lesion was initia-
lly considered compatible with early stages of MRONJ, 
however, it was refractory to antibiotic treatment and 
bone debridement. The authors emphasized that early 
stages of MRONJ, due to nonspecific diagnostic featu-
res, can mimic malignancies as DLBCL, histopathologic 
examination remaining the golden standard for definiti-
ve diagnosis. Another case of oral DLBCL in a 66 years 
old osteoporotic woman presenting with long term men-
tal numbness and facial swelling was reported by Zadik 
et al. (22); again, the clinical features of a nonhealing 
extraction site with exposed bone, along with the use of 
risedronate, misled to an initial diagnosis of BRONJ. 
Overall, the necessity of biopsy and microscopic exami-
nation when dealing with destructive jaw bone lesions 
cannot be overemphasized, and, on some occasions as 
exemplified by our case, multiple biopsies may be nee-
ded in order to obtain sufficient representative material 
for adequate diagnosis.
Our case also shows similarities with reported exam-
ples of other malignant tumors of primary or metastatic 
origin and variable histopathologic subtype mimicking 
osteonecrosis of the jaws (ONJ), both clinically and ra-
diographically (45-49). Bedogni et al. (45) described 
two cases of exposed necrotic bone in patients on IV 
bishphosphonates, affecting the anterior maxilla and the 
posterior mandible, respectively; the clinical and radio-
graphic features were consistent with BRONJ; however, 
histopathologic examination revealed metastatic breast 
cancer and medullary thyroid carcinoma, respectively. 
Similarly, Frei et al. (46) reported a case of exposed ne-
crotic bone in the left mandible of a patient receiving IV 
zolendronate for metastatic prostate cancer; the lesion 
developed in a nonhealing postextraction socket and 
was initially diagnosed as BRONJ and managed first 
with debridement and then with curettage to no avail. 
Eventually, a sequestrectomy was performed, along with 
extraction of the adjacent teeth; histopathologic exami-

nation of the removed bone revealed a combination of 
necrotic bone and metastatic prostate adenocarcino-
ma; neverhteless, there was a long delay (more than 7 
months) from the initial presentation to final diagnosis. 
Gander et al. (47) described 3 more cases of ONJ-like 
lesions in patients undergoing long-term treatment with 
bisphosphonates (corresponding to 3 out of 121 or 2.5% 
of patients surgically treated for BRONJ by this group); 
a malignant diagnosis (multiple myeloma, metastatic 
breast cancer and oral SCC, respectively) was rendered 
in all 3 cases and the authors concluded that in patients 
with underlying malignancy, BRONJ diagnosis should 
be microscopically confirmed. Mauceri et al. (48) also 
described 3 cases of oral SCC presented intraorally as 
exposed jaw bone mimicking BRONJ in patients recei-
ving per os bisphosphonates, while Arduino et al. (49) 
reported a case of oral SCC arising adjacent to an area 
of long-term BRONJ associated with IV zolendronic 
acid therapy, following hematopoietic stem cell trans-
plantation for acute myeloid leukemia. Vice versa, it 
should be kept in mind that BRONJ lesions may mi-
mic malignancy, as in the case presented by Bhatt et al. 
(50) in which a patient with metastatic breast cancer on 
IV alendronate developed a painful mandibular lesion, 
which was deemed compatible with metastatic focus on 
the basis of the clinical and imaging features alone and 
was initially managed with radiation therapy with lack 
of response; a subsequent biopsy did not show eviden-
ce of metastatic disease and a diagnosis of BRONJ was 
eventually made. Likewise, Pancholi et al. (51) reported 
on a case of BRONJ mimicking oral SCC in a female 
patient on bisphosphonates for metastatic breast cancer, 
and Tocaciu et al. (52) described two cases of osteolytic 
lesions in the mandible in patients receiving low dose 
bisphosphonates causing significant confusion between 
MRONJ or SCC, before the latter diagnosis was definiti-
vely made, but with considerable delay, based on careful 
histopathologic examination (in one case requiring re-
peat biopsies and evaluation of the final surgical speci-
men). The aforementioned cases highlight the diagnostic 
challenges in discriminating between malignant disease 
and benign, albeit significant pathologic processes, such 
as osteonecrosis and osteomyelitis, when facing a case 
of exposed necrotic jaw bone, which is also frequently 
accompanied by surrounding soft tissue alterations (52). 

Conclusions
In conclusion, lymphomas of the jaws, including DLB-
CL, can be easily misdiagnosed, due to their nonspeci-
fic clinical and imaging features and their resemblance 
to other more common entities, including osteomyeli-
tis and osteonecrosis. A high level of suspicion, along 
with good knowledge of the various clinical and radio-
graphic features that the lesion may assume (such as an 
osteolytic lesion presenting with exposed necrotic bone 
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and/or soft tissue ulceration), will allow to include oral 
NHL (and DLBCL in particular) in the working diffe-
rential diagnosis. Then, adherence to the principles of 
diagnostic methodology, including careful review of the 
medical and drug history, adequate imaging, biopsy with 
adequate representative tissue (and repeat biopsy, if nee-
ded) and expert histopathologic analysis, will guarantee 
an accurate diagnosis, avoiding delays in diagnosis and 
adequate management, ultimate improving patients’ sur-
vival.
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