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Case Reports 

Unusual Clinical Aspects of Oral 
Non-Hodgkin Lymphomas in Patients with 

HIV Infection 

Sara Piluso, Simonetta Di Lollo, Gianna Baroni, Francesco Leoncini, 
Domenico Gaglioti, Annamaria Saccardi and Giuseppe Ficarra 

Patients with HIV infection are at greater risk of developing malignancies. We report two 
HIV-seropositive patients with primary oral manifestation of a B-cell non-Hodgkin lymphoma 
(NHL). Localisations of tumours were the palate, with an unusual bifocal origin, and the tongue which 
is rarely the primary site of NHL. Ulcerations and extensive tissue necrosis were observed. 
Histologically both cases were high grade malignant lymphomas, immunoblastic. Epstein-Barr virus 
DNA was detected with in situ hybridisation in 1 patient. 
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INTRODUCTION 
THE OCCURRENCE of non-Hodgkin lymphoma (NHL) has been 
reported with increased frequency in patients with HIV 
infection [l-15]. Previous studies have shown a similarity 
between HIV-related lymphomas and lymphomas occurring 
in patients with genetic or drug-induced immune deficiencies 
[l, 2,4,8,10,16,17]. Thegreat majorityofHIV-relatedNHL 
are of B-cell origin and are classified, according to the Non- 
Hodgkin Lymphoma Pathologic Classification (Working For- 
mulation) [18], as high and intermediate grade [8, 9, 11, 12, 
191. HIV-associated NHL are clinically very aggressive and 
generally occur in extranodal sites involving the central 
nervous system, gastrointestinal tract, bone marrow, kidney, 
liver and oral cavity [ 1,6,8,9,11,12,20]. A short survival time 
in such patients with NHL is reported and opportunistic 
infections are the most frequent causes of death [8,11,12,17]. 

Prato for a localized abscess on the left tonsil which appeared 
to be resistant to antibiotic therapy. His medical history 
included development of rectal adenoma and severe weight 
loss. The CD4-T-lymphocyte count and T-lymphocyte 
helper-suppressor ratio were 21 cells/mm’ and 0.4, respec- 
tively. The patient was classified as Group IV D of the Center 
for Disease Control (CDC) case definition of HIV infection. 

Intraoral examination revealed a painful, ulcerated lesion, 
1 cm in diameter in the area of the left tonsil, with a necrotic 
surface and hyperaemic margin. Cultural examination showed 
the presence of Candida krusei, C. albicans and Streptococcus 

viridans. Tests for Mycobacterium tuberculosis were negative. 
An incisional biopsy resulted in a provisional diagnosis of 
severe ulcerative-necrotic tonsillitis. 

The purpose of the present paper is to present 2 patients 
with AIDS-associated oral NHL characterised by extensive 
necrosis and, in one case, bifocality. 

Patient 1 
CASE REPORT 

A 26-year-old HIV-seropositive man was first seen in April 
1990 at the Division of Infectious Diseases of the Hospital of 

Five months later the patient was referred to the Institute of 
Stomatology because of pain, dysphagia nad trismus. Cervical 
lymphadenopathy was absent. At oral examination, a diffuse 
necrotic area of soft palate accompanied by an exophytic mass 
that involved the posterior third of the tongue, posterior pillar 
and oropharynx were noted (Fig. 1). An incisional biopsy 
specimen was taken. The tissue was fixed in 10:; formalin 
solution and stained with haematoxylin-eosin, giemsa and 
periodic acid-Schiff. 
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Microscopic examination revealed a lymphoid proliferation, 
consisting of large cells with uniformly round nuclei with one 
or more nucleoli (Figs 2 and 3). The lymphoid cells infiltrated 
smooth muscle and vessels. Necrotic areas were visible. The 
histological diagnosis was high grade malignant, immunoblas- 
tic non-Hodgkin lymphoma, according to the Working 
Formulation [ 181. 
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Fig. 1. Patient no. 1. Non-Hodgkin’s lymphoma presenting as 
an ulcerated mass on the posterior tongue. 

Fig. 2. Patient no. 1. Immunoblastic non-Hodgkin lymphoma: 
note the tissue necrosis on the left side (Haematoxylin-eosin 

stain, original magnification x 4). 

Fig. 3. Patient no. 1. Immunoblastic non-Hodgkin lymphoma. 
The cellular proliferation is composed of large cells with 
uniformly round nuclei and pale cytoplasm (Haematoxylin- 

eosin, original magnification x 10). 

CD45 (DAKO), CD20 (DAKO), CD45RO (DAKO) mono- 
clonal antibodies. Results demonstrated a B-cell origin of the 
tumour. Because of the extensive necrosis, the tissue was not 
suitable for further in situ hybridisation studies. 

Computer tomographic (CT) scans showed a mass on the 
posterior tongue and right site of oropharynx. The patient 
rapidly deteriorated and died in October 1990 due to massive 
gastrointestinal haemorrhage before antineoplastic therapy 

could be instituted. 

Patient 2 
A 37-year-old homosexual man was referred to our Institute 

for the first time in 1990 and treated for HIV-associated 
necrotising periodontitis. Diagnosis of HIV infection had been 
made in 1985 and he was placed on zidovudine in April 1990. 

In January 1992, the patient suddenly developed oral pain. 

Intraoral examination revealed the presence of generalised 
periodontitis and two ulcerative-necrotising lesions localised 
on the hard palate in the area of the right premolars and central 
incisors (Fig. 4). The upper right second premolar was mobile. 

A diagnosis of HIV associated necrotising periodontitis was 
made and the patient was treated with scaling, root planing and 
curettage of necrotic tissue. In addition, antibiotic therapy 

with metronidazole was instituted. However, the lesions did 
not respond to therapy but progressed. Bacteriological and 
virological examinations to detect fungi, herpes simples virus 

type 1 and 2, varicella-zoster virus and cytomegalovirus were 
negative. 

At that time the CD4 lymphocyte level was 11 cells/mm3 
with a T helper-suppressor ratio of 0.03. The patient was 

classified as CDC Group IV C2. An incisional biopsy of the 
palatal lesion was undertaken. The histological examination 
showed an infiltration composed of large lymphoid cells 
(immunoblasts) with uniformly round to oval vescicular nuclei 
and one or more prominent nucleoli. Intense tissue necrosis 
was present (Fig. 5). The histological diagnosis was non- 
Hodgkin lymphoma classified according to the Working 
Formulation [18] as high grade malignant immunoblastic. 
Immunohistochemical studies performed on the paraffin- 
embedded tissue section were consistent with a tumour of B- 

cell origin. In situ DNA hybridisation for EBV infection was 
performed on the biopsy specimen. Sections were deparafh- 
nised and digested with proteinase K for 15 min at 37°C. 
Slides were rinsed with buffer and air-dried, one drop of DNA 

Fig. 4. Patient no. 2. Non-hodgkin lymphoma presenting as a 
bifocal ulceration of palatal mucosa. 
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Fig. 5. Patient no. 2. Immunoblastic non-Hodgkin lymphoma. 
Note the proliferation of cells containing large round nuclei 
and the tissue necrosis on the right side (Haematoxylin-eosin, 

original magnification x 4). 

Fig. 6. Patient no 2. Presence of Epstein-Barr virus DNA by in 
situ hybridisation. Positivity is revealed by clear black stain 
over the nuclei of tumour cells (original magnification x 40). 

probe reagent was added (PathoGene DNA Probe Assay, 
Enzo Diagnostics, New York), coverslips were placed over the 
slides and then placed on a heating plate for 5 min. Slides were 
kept at room temperature for 20 min, the coverslip was 
removed by washing in phosphate buffered saline for 1 mitt, 
and one drop of post-hybridisation reagent was added for 
10 min at room temperature. Following washing with buffer, 
one drop of detection reagent was applied for 20 min at room 
temperature, the slide was washed with buffer, and chromogen 
(3-amino-9-ethylcarbazole; DAKO) was applied for 5 min. 
Sections were washed, counterstained with fast green, rew- 
ashed, and mounted. Both negative and positive control slides 
were performed, the positive control consisting of tissue from 
EBV positive hairy leukoplakia. Positivity to EBV DNA of the 
nuclei of tumour cells was detected (Fig. 6). A staging 
procedure for malignant lymphoma was performed. A CT 
scan of the face showed involvement of the maxillary bone. A 
chest and pelvic CT scan and bone marrow aspiration gave no 
evidence of systemic involvement. The patient was treated 
with radiation therapy and a complete remission of oral lesions 
was obtained. 

At the date of last follow-up (June 1993) the patient was 
alive. An additional staging work-up has revealed a new 
malignant lymphoma of the intestine. 

DISCUSSION 
Patients with HIV infection have an increased risk of 

developing malignancies [9, 19,211. Predisposition to lymph- 
oma seems to be correlated with the impairment of negative 
feedback control of lymphoproliferation, in particularly linked 
to suppressor T-cell function [22]. It has been also speculated 
that EBV may play a role in the development of lymphoma in 
patients with immunosuppression [lo, 16, 23-251. Lymph- 
omas in AIDS patients are probably produced by expansion of 
B-cell clones transformed by EBV [22-251. However, the exact 
role of EBV is not yet clear because the virus is not always 
detected and other mechanisms resulting in cells stimulation 
may be implicated [lo, 24, 261. We found EBV DNA 
sequences with in situ hybridisation in the second patient, 
whereas in the first patient the tissue was not suitable to 
perform the test because of the intense necrosis. 

The role of zidovudine therapy in the development of NHL 
has been also debated. Zidovudine is not considered to directly 
increase the risk of NHL but may prolong survival in the 
setting of immunosuppression. It has been reported that the 
incidence of NHL may be higher particularly in patients with 
less than 50 CD4 cells/mm3 who have survived for prolonged 
periods [27, 281. 

Oral manifestations of B-cell lymphomas are relatively rare 
[29]. Intraoral lymphomas in HIV infected subjects have been 
reported on the maxillary and mandibular alveolar ridge [ 1,2, 
4-6, 81, palate [5, 6, 8, 15, 261, vestibular mucosa and 
retromolar pad area [ 1, 261. The tongue is an unusual site of 
presentation [8]. Lesions have frequently been described as 
exophytic, pedunculated and enlarging masses [ 1, 2,4-61. In 
our patients the initial lesions were ulcerations characterised 
by extensive tissue necrosis. This type of presentation may 
mimic inflammatory lesions and delay final diagnosis and 
treatment. In the literature are reported cases in which NHL 
lesions occur in the site of previous inflammation such as 
periodontal disease or pericoronitis [3, 4, 26, 301. Another 
unusual feature is the bifocal origin of the tumour that we 
observed in patient 2. 

Ulcerated lesions of the oral mucosa in subjects with HIV 
infection may be caused by a large variety of aetiological agents 
such as viruses, bacteria, fungi, radiotherapy and chemo- 
therapy [31, 321. It is important to stress that when ulcerative 
lesions of the oral cavity appear in these patients, NHL must 
be included in the differential diagnosis. 

Our histological findings are in agreement with previous 
cases of NHL reported, characterised by poorly differentiated 
histological aspects and highly aggressive behaviour [ 1,2,4-6, 
8, 10, 12, 15, 171. 

In summary, NHL in patients infected with HIV are 
characterised by frequent extranodal involvement and clinical 
aggressiveness. The presentation of NHL on the tongue is an 
unusual feature. Other atypical clinical aspects that we 
observed are the bifocality of the palatal lesion and extensive 
necrosis. 
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