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IntroductIon

Human immunodeficiency virus (HIV) infection 
and acquired immune deficiency syndrome (AIDS) 
have been associated with an increased risk for the 
development of lymphoproliferative disorders. 
Lymphomas represent a heterogeneous group of 
lymphoproliferative disorders that can originate in 
B‑cells, T‑cells, or natural killer cells.

Extranodal lymphoma as a distinct entity was first 
described by Isaacson and Wright in 1983. Lymphomas 
can be broadly classified into Hodgkins and 
non‑Hodgkin’s lymphoma (NHL) based on their clinical 
and histopathologic presentation.

The disease may be restricted to lymph nodes or 
may present itself at extranodal sites. Extranodal 
lymphomas are most commonly seen involving the 
gastrointestinal tract followed by head and neck region. 
Oral cavity as a primary site constitutes only 2% of 
all extranodal NHL.[1,2] This is why the diagnosis is 

frequently postponed and the treatment improper as 
was the case in our patient which was being treated as 
a case of odontogenic infection before being referred to 
our institute. The present paper aims at alerting clinicians 
of considering lymphoproliferative malignancy as 
a potential differential diagnosis especially in those 
patients not responding to conventional treatment 
modalities.

case rePort

A 42‑year‑old female with a known HIV seropositivity 
for past 6 years reported to our department with a 
complaint of nonresolving swelling over left side of 
the face of past 2 months duration. She also gave a 
history of noticing intraoral growth in the mandibular 
left posterior region for the past 3 weeks. The swelling 
was accompanied by progressive decrease in mouth 
opening, loss of appetite, rapid increase in size of 
intraoral growth, and significant weight loss of more 
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ABSTRACT

Malignant lymphomas form a heterogeneous group of neoplasms of the lymphoid tissue 
with different clinical courses, depending on the treatment and the prognosis. Human 
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The incidence of lymphoma is associated with 60-fold increase in seropositive patients as 
compared to seronegative patients. The present case describes a diffuse aggressive extranodal 
lymphoma in a known HIV patient.
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than 6 kg for the past 2 months. She also complained 
of fever, night sweats, and easy fatigability. The patient 
was referred to our institute by a general physician 
due to nonresolving nature of the swelling. After 
going through her medical records it came to our 
notice that patient was diagnosed as HIV positive in 
the year 2010 and was on art for the same. Her CD4 
counts at the time of presentation were 58. On local 
examination, there was gross facial asymmetry with 
a single diffuse swelling over left side of the face 
extending suproinferiorly from the zygomatic arch to 
about 2 cm below the inferior border of the mandible 
into the submandibular region. Antero‑posteriorly 
the swelling extended from the angle of the mouth 
up to the tragus of the ear measuring approximately 
8 cm × 5 cm × 3 cm with obliteration of nasolabial fold 
on the left side. The skin overlying the swelling had a 
taut and shiny appearance [Figure 1].

On palpation the swelling was firm, tender and 
nonfluctuant. Lymph node examination revealed single, 
oval‑shaped, mobile node in the left submandibular 
region.

Intraorally there was single, diffuse large proliferative 
growth extending from the mandibular incisor region 
to the retromolar trigone and crossing over to the 
lingual side up to the premolar region measuring 
8 cm × 4 cm × 4 cm in greatest dimension. The overlying 
mucosa had a corrugated appearance with areas of 
hyperpigmentation and slough [Figure 2]. Oral hygiene 
was poor and carious teeth were present in all four 
quadrants. A computer tomographic scan was taken to 
see for the extent of bony involvement which revealed 
erosion of buccal and lingual cortices. It also revealed an 
expansile lesion involving buccal and submandibular 
space [Figure 3].

Chest X‑ray (postero‑anterior view) revealed multiple 
radiopaque foci which were suggestive of old‑treated 
Koch’s [Figure 4].

The swelling was subjected to incisional biopsy 
under local anesthesia. The hematoxylin‑eosin 
stained section showed diffuse sheets of monotonous 
lymphocytes homogenous in size and shape with 
intensely basophilic vacuolated cytoplasm. A large 
number of abnormal mitotic figures were seen. Dilated 
blood vessels and areas of extravasated erythrocytes 
were seen between undifferentiated lymphocytes 
[Figure 5].

The histopathologic diagnosis was suggestive of NHL.

To identify the subtype of NHL, immunohistochemistry 
was performed using CD45, CD20, and CD3 markers. 

The patient upon definitive diagnosis of NHL was 
started on palliative chemotherapy. Although partial 
regression of primary tumor was present, unfortunately 
the patient was lost to follow‑up following 6 months 
after chemotherapy after being discharged from our 
unit.

Figure 1: Extent of extraoral swelling

Figure 2: Large diffuse intraoral growth with discoloration of overlying mucosa

Figure 3: (a) Axial slice showing heterogeneous enhancing mass in the left 
buccal and Submandibular region. (b) Axial slice showing heterogeneous 

enhancing mass in the left buccal and submandibular region
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dIscussIon

NHL is primarily a disorder of lymph nodes. 
HIV‑associated lymphoproliferative disorders are 
a heterogeneous group of diseases that arise in the 
presence of HIV‑associated immunosuppression, a state 
that permits the unchecked proliferation of Epstein‑Barr 
virus and Kaposi sarcoma herpes virus‑infected 
lymphocytes.[3]

Lymphomas can be classified as Hodgkin’s lymphoma 
(HL) or NHL. HL rarely shows extranodal disease 
(1% cases) in contrast to NHL (23–30% cases). WHO/REAL 
classification divided lymphomas into four major types: 
Indolent lymphomas, aggressive lymphomas, highly 
aggressive lymphomas, and special group of localized 
indolent lymphomas. The disease may be restricted to 
lymph nodes or may present itself at extranodal sites. 
When limited to extranodal sites, the most common 
areas of presentation include gastrointestinal tract 
followed by the head and neck region which is the 
commonest area affected in the Indian subcontinent.[4] 
Oral lesions account for only 2–4% of NHL and often 
act as diagnostic as well as prognostic indicators of the 
disease.[5] Sander et al. in 2001 stated that extranodal 
variants were found to be more aggressive and rapidly 
growing as compared to their nodal counterparts.[6] 

Primary lymphomas occurring in the mandible is rare. 
A review of 100 patients by Larson et al. revealed that 
extranodal lymphomas of the head and neck had no 
localization in the mandible. A similar study by Conley 
et al. concluded that there was only one case with 
oral manifestation. In unison with other researchers, 
Econopoulos’ found that out of the 116 cases of head 
and neck NHL treated between 1977 and 1997, only nine 
cases (7.8%) reported with mandible and/or gingival 
involvement.[7,8]

The male‑to‑female ratio lies in the range 2:1. The 
present case is that of a 42‑year‑old female affecting the 
mandibular left gingivobuccal complex which accounts 
for being a rare site for occurrence of this tumor. The rarity 
of these tumors has often resulted in this tumors being 
confused with other common pathoses like periapical or 
periodontal inflammatory processes as was the case in our 
patient that was being treated as a odontogenic infection 
before being referred to our institute. Hashimoto in the 
year 1982 reviewed pathological characteristics of oral 
NHL and according to his 9 cases and review of literature 
he concluded that B‑cell lymphoma is the most common 
histotype in oral NHL. However, Teruya‑Feldstein et al. 
reported diffuse histiocytic lymphoma as the most 
common histotype in jaw bones.[9,10] A brief literature 
review has been summarized in Table 1.

Many forms of AIDS‑NHL are characterized by the 
presence of recurrent genetic alterations, which may be 
due, in part, to errors in normal processes that occur in 
activated B‑cells, which involve modification of somatic 
DNA, such as immunoglobulin gene (Ig), class‑switch 
recombination, and somatic hyper mutation. AIDS is 
able to produce DNA double‑strand breaks, resulting in 
widespread genome instability, which may contribute 
to some of the non‑Ig‑related genetic modifications that 
are present in AIDS‑NHL.[11]

Chemotherapy forms the basis of treatment in 
management of lymphoproliferative dyscrasias. Single 
or multiple agent chemotherapy as well as several 
bio‑immunotherapeutic agents such as alemtuzumab has 
been used. New cell and lineage markers are constantly 
being discovered and added to existing list of antibodies. 
Panel of markers are used for diagnosis of malignant 
lymphoma versus reactive lymphoid hyperplasia. The 
T‑cell receptor‑associated protein βF1 has been found to 
be expressed in approximately 75% of the cases.[12]

Figure 4: Chest X‑ray (posteroanterior view) demonstrating multiple 
radiopaque foci bilaterally

Figure 5: Photomicrograph showing diffuse sheets of lymphocytes interspread 
with dilated blood vessels and erythrocytes (H and E, ×100)
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Survival depends on the extent of the disease, presence 
of HIV disease, histopathology, and Ann Arbor staging. 
According to Pazoki et al., for extranodal head and neck 
lymphoma 5‑year survival rate is approximately 50%, 
whereas median survival rate is 10 years.[13]

Lymphomas are a diagnostic dilemma as most patients 
present with a nonspecific complaint and radiographs are 
usually inconclusive. Consequently they are erroneously 
treated as more common pathoses of infective or 
inflammatory origin, as was the case in our patient 
whose complaint was swelling on the left side of the 
face which was suspected and treated to be an infection 
of odontogenic origin.

conclusIon

NHL of the head and neck region, particularly of the 
mandible, are rare and may be confused with other 
neoplasms or periapical or periodontal inflammatory 
processes. The diagnosis of oral extranodal lymphoma 
is challenging due to low index of clinical suspicion. 
Although it may be overzealous to suspect lymphoma in 
every patient with intraoral growth, selected subgroups 
of patients like those who are immunocompromised 
should undergo diagnostic workup to rule out neoplastic 
basis of the complaint.
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Table 1: Summary of literature review
Criteria 
evaluated

Year of 
publication

Authors Conclusion

Age 2005 van der Waal et al.[14] Median age 59 years
2011 Shah et al.[15] Median age 

46.2 years
Gender 2005 van der Waal et al. Male >female

2011 Shah et al. Male >female (3:2)
Most 
common site 
in oral cavity

2005 van der Waal et al. Palate and gingiva
2011 Shah et al. Gingivobuccal 

complex
2014 Sirsath et al.[16] Tongue

Histologic 
subtype

1982 Teruya‑Feldstein 
et al.

Plasmablastic variety

2004 Hashimoto and 
Kurihara[9]

B‑cell lymphoma

CHOP 
regimens

1981 Yokobayashi et al.[17] VEMP
2000 Maheshwari et al.[18] CVP
2011 Shah et al. CHOP
2014 Chennagiri et al. CHOP + EBRT

EBRT: External beam radiation therapy, CVA: Cerebrovascular accident, 
VEMP: Vestibular evoked myogenic potentials, CHOP: Chemotherapy


