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Introduction
Plasmablastic lymphoma (PBL) was first described in 1997 by 
Delecleuse et al. as a subtype of diffuse large B cell lymphoma 
(DLBCL), primarily located in the oral cavity and strongly 
associated with human immunodeficiency virus infection (HIV) 
[1]. In the AIDS population, PBL represents the third subtype 
of Non-Hodgkin Lymphoma (NHL) in frequency after the 
DLBCL and the Burkitt´s lymphoma [2]. PBL shows a male 
predominance; the patients are generally younger and with a 
large intra-oral masses as clinical presentation [3]. Also, in the 
last years, we can see numerous and different clinical forms 
as intrabdominal large lymphadenopathies, liver involvement 
and bone marrow infiltration as the single manifestation of the 
disease. About 70% of AIDS-associated lymphomas are NHL. 
The incidence of extranodal NHL of the soft tissues is low and 
account only 0.1% of the cases [4]. Here, we describe a patient 
with AIDS who developed an aggressive PBL presenting as a 
large cervical-thoracic mass.

Case Report
A 47-year-old man was admitted to our HIV/AIDS Department 
with two-month history of fever, weight loss and night sweats. 
He had history of alcoholism, inhalation and intravenous drug 
use and diagnosis of AIDS since 1991, with several episodes of 
bacterial pneumonia. The patient had a poor adherence to highly 
active antiretroviral therapy (HAART) and, in consequence, the 
course of HIV infection was uncontrolled. According with his 
story, it is probable that he acquired HIV infection secondary to 
unprotected heterosexual intercourse or intravenous drug abuse. 
On physical examination, patient was febrile (38°C); abdominal 
examination revealed hepatomegaly. A large, subcutaneous, non-
fluctuant mass was palpable; and involved the right cervical lateral 
region and infiltrate the totality of the supraclavicular gap and the 

upper thoracic area (Figure 1). The patient referred that this tumor 
lesion increased rapidly in size during the last month. No peripheral 
lymphadenopathy was detected. Relevant laboratory findings 
showed a mild anemia (hemoglobin 11.60 g%, hematocrit 34%), 
white blood cells 8700/mm3, platelets 254000/mm3, erythrocyte 
sedimentation rate 90 mm/h, elevated lactate dehydrogenase level 
2313 U/L and alkaline phosphatase 750 U/L. The CD4 T-cell 
count was 73 cells/µL. Renal and liver function were normal. 
Hepatitis C antibodies were positive. A computed tomography 
(CT) scan of the neck and thorax (Figure 2) revealed a large and 
heterogeneous mass which involved the soft tissue of the right 
cervical region, the supraclavicular gap and the upper area of 
the thorax. The tumor showed a soft tissue density, areas of 
necrosis and infiltrated the right clavicle. An incisional biopsy 
was performed; the histopathological examination of biopsy 
sections showed a diffuse proliferation of atypical lymphoid 
cells with extensive areas of necrosis (Figure 3). The atypical 
infiltrate was composed predominantly by a large plasmablastic 
cells with hyperchromatic and eccentric nucleus, prominent 
nucleoli and abundant basophilic cytoplasm (Figure 4). 
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Figure 1. A large right cervical-thoracic mass.
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Immunohistochemistry (IHC) and in situ hybridization (ISH) 
for Epstein-Barr Virus genome (EBER) were performed. IHC 
revealed that the majority of cells expressed the plasma cell 
markers, CD138, MUM1 (Figures 5 and 6) with negative for 
CD3, CD20, CD10, CD45, BCL6 and BCL2. The IHC for 
Ki67 index performed on paraffin embedded sections was 95%, 
revealing a high proliferation rate of the neoplasm (Figure 7). 
ISH revealed extensive positive for Epstein Barr virus (EBV) 
encoded RNA (EBER) in the atypical cells. Bone marrow biopsy 
showed and extensive infiltration by an atypical proliferation of 
lymphoid cells. A CT scan of the abdomen and pelvis did not 
show any abnormal findings. The histological morphology and 
the plasma cell immunophenotype confirmed the final diagnosis 
of soft tissue PBL. Patient died with a short survival after PBL 
diagnosis due to an aggressive and rapidly clinical course of 

the neoplasm, without the possibility to receive chemotherapy 
because his poor clinical status. 

Discussion
Patients with HIV infection have a high risk to develop NHL. 
The extranodal involvement as initial manifestation and the 
rapid progression are two common findings in these patients 
[5]. Plasmablastic lymphoma (PBL) is an aggressive B-cell 
malignancy strongly associated with human immunodeficiency 
virus (HIV). PBL is currently classified as a subtype of NHL and 
represents approximately 5% of all NHL in HIV positive patients. 
However, PBL was also described in HIV-negative patients [6]. 
The World Health Organization (WHO) classification includes 
PBL as a subtype of DLBCL characterized by an unusual 
immunophenotype with a loss or complete absence expression 

Figure 3. H&E 10x (hematoxylin and eosin) showing the atypical 
lymphoid infiltration of the soft tissue.  

Figure 2. CT image of the neck and thorax showing a large soft tissue 
mass located on the right cervical area and extends into the thorax.

Figure 4. H&E 40x: A large plasmacytoid mononuclear cells with 
dispersed nuclear chromatin and various and small nucleoli.

Figure 5. Immunohistochemical stain demonstrates MUM1 expression 
in neoplastic cells.
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of the cell markers (CD20 and CD79a) as well as the common 
lymphocyte antigen (CD45) [7]. The tumor is characterized 
by a strong expression of plasma cell antigens such as CD38, 
CD138 and the multiple myeloma oncogene-1 (MUM1). Also, 
PBL show an elevated proliferation index (Ki67) [8]. CD38, 
CD138, or MUM1 was positively expressed in more than 80% 
of patients and represents the basis of the histopathological 
diagnosis [9]. Strong IHC expression of CD38, CD138 and 
poor or absent expression of CD20 and CD79a are the principal 
criteria for the diagnosis of PBL [1-10].

The most common location of this neoplasm in AIDS patients 
is the oral cavity, including the hard palate, the gingival and 
the jaw, with large and generally ulcerated painless masses 
[11]. Additionally, some patients present with B symptoms as 
prolonged fever, night sweats and weight loss [12]. In a large 
study, Castillo et al describe the presence of b symptoms B 

in 33% of HIV-positive and 50% of HIV-negative patients at 
diagnosis [3]. 

The infiltration of bone marrow tissue is a rare finding in patients 
with PBL. Bone marrow involvement is one of the main related 
finding with the poor prognosis of this subtype of lymphoma 
[13]. PBL was also described involving subcutaneous soft 
tissue, as we can see in our patient [12-14]. Extranodal disease 
is another of clinical findings related with a short survival and 
poor prognosis in patients with PBL [15,16]. 

Very few cases of PBL have been described in HIV-negative 
patients, especially those under solid organ transplantation or 
other immunosuppressive therapies [17,18]. In a large review of 
228 cases of PBL, 157 (69%) affected HIV-positive patients and 
71 (31%) involved HIV-negative. In the group of HIV-negative 
patients, a third had other causes of immunosuppression. The 
study authors point out that HIV-positive patient had a better 
response to chemotherapy, as well as longer survival. This 
finding suggests that HIV might influence the survival rate of 
PBL [3-19].

As with other AIDS-related lymphomas, Epstein-Barr virus 
(EBV) is strongly associated with the pathogenesis of PBL. 
EBV infection has been demonstrated in 74% of PBL cases [20]. 
In the pathogenesis of PBL it is verified that EBV produces an 
overexpression of c-MYC; this translocation is more frequently 
in EBV-positive lymphomas in comparison with EBV-negative 
and correlates with a poor survival [21,22]. 

In our experience, extensive local invasion, rapid disseminated 
disease and intra-treatment resistance to chemotherapy are 
common findings in HIV-associated PBL and are related with a 
higher rate of relapse and death [23]. 

Soft tissues lymphomas at presentation are considered to be 
primary only when clinical and complementary laboratory 
and imaging studies excludes other sites of disease [4]. By 
definition, soft tissue lymphomas only include those masses that 
involve the subcutaneous and the musculoskeletal tissues; in our 
experience, these neoplasms are characterized by his fast growth 
with the frequent involvement of the adjacent tissues as the skin 
and the bone [4]. In a series that included 19 patients with soft 
tissue NHL, the most frequent histopathological subtype was 
DLBCL [4]. However, we presented a short series that included 
4 patients with primary soft tissue NHL [12]. Two of them were 
PBL, as well as the patient described in this case report. In our 
series, the chest wall was the most frequent site of location 
[12]. Ultrasonography of subcutaneous and muskuloskeletal 
tissue must be done early because, in our experience it provides 
valuable information about the extent and the characteristics of 
the soft tissue masses [12-24]. In addition, clinicians, internists, 
generalists, oncologists and infectologists must perform an 
early excision biopsy that is necessary to confirm the diagnosis 
and to determine the histopathological subtype [12].

Actually, and as in any AIDS-associated neoplasm, the main 
treatment of PBL include primarily HAART associated 
with chemotherapy and the occasional use of consolidate 
locoregional radiotherapy. Intrathecal central nervous system 
chemoprophylaxis should be included with each of the six 
cycles of chemotherapy. Despite these advances, PBL has 

Figure 6.  VS38c expression in lymphoid atypical cells.

Figure 7. Ki-67 shows a high proliferative rate.   
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a poor prognosis, with a relapse rate of approximately 60% 
in the first year Kinare et al., Rafaniello Raviele et al. and 
Castillo et al. [24,25] reported that the early clinical stage 
was associated with a longer survival in a study of 248 PBL 
cases, including 157 HIV-positive cases. The authors further 
confirmed this finding in a recent study involving 47 HIV-
positive cases diagnosed in Europe, United States, and South 
America [7]. A retrospective study, using a regime based on 
DA-EPOCH (dose-adjusted etoposide, prednisone, vincristine, 
cyclophosphamide and doxorubicin) demonstrated an improved 
in overall survival (17 vs 7 months, p<0.04) in comparison 
with CHOP (cyclophosphamide, doxorubicin, vincristine and 
prednisone) [7,20] compared CHOP or CHOP-like regimens 
with more intensive chemotherapy (CODOX-M/IVAC) and 
no demonstrated benefits in overall survival despite HAART. 
Several studies demonstrated that the addition of HAART to 
the chemotherapy had a favorably impact on the survival of 
patients with diagnosis of HIV-associated PBL [10,18,26]. 
Additionally and only in a few number of cases, HAART 
without chemotherapy has been associated with spontaneous 
remission of PBL [27,28]. 

Conclusion 
In conclusion, clinicians and internists should be included NHL 
in the differential diagnosis of all soft tissue masses in patients 
with advanced HIV/AIDS disease. Early diagnosis followed 
by HAART plus chemotherapy is necessary to achieve a good 
clinical outcome in this kind of patients.

References
1. Delecluse HJ, Anagnostopoulos I, Dallenbach F, et al. 

Plamablastic lymphomas of the oral cavity: A new entity 
associated with the human immunodeficiency virus 
infection. Blood 1997;89:1413-20.

2. Gupta S, Jain S, Shandu S, et al. A retrospective analysis 
of all hematological malignancies in patients infected with 
HIV, a subset analysis of the CHAMP study (Cook County 
Hospital (CCH) AIDS malignancy project). Blood (ASH 
Annu Meet Abstr) 2011;118:3693.

3. Castillo JJ, Winer ES, Stachurski D, et al. Clinical and 
pathological differences between human immunodeficiency 
virus-positive and human immunodeficiency virus-negative 
patients with plasmablastic lymphoma. Leuk Lymphoma 
2010;51:2047-53.

4. Salamao DR, Nascimento AG, Lloyd RV. Lymphoma in 
soft tissue. A clinicopathologic study of 19 cases. Hum 
Pathol. 1996;27:253-57.

5. Hansra D, Montague N, Stefanovic A, et al. Oral and 
extraoral plasmablastic lymphoma. Similarities and 
differences in clinicopathologic characteristics. Am J Clin 
Pathol. 2010;134:710-19.

6. Gong J, Alkan S, Anand S. A case of cutaneous plasmablastic 
lymphoma in HIV/AIDS with disseminated cryptococcus. 
Case Rep Oncol Med. 2013;2013:862585.

7. Castillo JJ, Furman M, Beltrán BE, et al. Human 
immunodeficiency virus-associated plasmablastic 

lymphoma:poor prognosis in the era of highly active 
antiretroviral therapy. Cancer. 2012;118:5270-77.

8. Tsachouridou O, Christoforidou A, Metallidis S, et al. 
Plasmablastic lymphoma of the oral cavity, a B cell-derived 
lymphoma associated with HIV infection:a case series. Eur 
Arch Otorhinolaryngol. 2012;269:1713-19.

9. Han X, Duan M, Hu L, et al. Plasmablastic lymphoma. 
Review of 60 Chinese cases and prognosis analysis. 
Medicine (Baltimore) 2017;96:e598196.

10. Teruya-Feldstein J, Chiao E, Filippa DA, et al. CD20-
negative large-cell lymphoma with plasmablastic features:A 
clinically heterogeneous spectrum in both HIV-positive and 
-negative patients. Ann Oncol. 2004;15:1673-79.

11. Riedel DJ, Gonzalez-Cuyar LF, Zhao XF, et al. 
Plasmablastic lymphoma of the oral cavity: a rapidly 
progressive lymphoma associated with HIV infection. 
Lancet Infect Dis. 2008;8:261-7.

12. Corti M, Villafañe MF, Bistmans A, et al. Soft-tissue 
masses as presentation of non-Hodgkin's lymphoma in 
AIDS patients. An Bras Dermatol. 2013;88:631-4.

13. Armitage JO, Weisenburger DD. New approach to 
classifying non-Hodgkin’s lymphomas: clinical features of 
the major histologic subtypes. Non-Hodgkin’s Lymphoma 
Classification Project. J Clin Oncol. 1998;16:2780-95.

14. Sarode SC, Zarkar GA, Desai RS, et al. Plasmablastic 
lymphoma of the oral cavity in an HIV positive patient:a 
case report and review of literature. Int J Oral Maxillofac 
Surg. 2009;38:993-99.

15. Saraceni C, Agostino N, Confield DB, et al. Plasmablastic 
lymphoma of the maxillary sinus in an HIV-negative 
patient: a case report and literature review. Springerplus. 
2013;2:142.

16. Thakral C, Thomas L, Gajra A, et al. Plasmablastic 
lymphoma in an immunocompetent patient. J Clin 
Oncol. 2009;27:e78-81.

17. Colomo L, Loong F, Rives S, et al. Diffuse large B-cell 
lymphomas with plasmablastic differentiation represent a 
heterogeneous group of disease entities. Am J Surg Pathol. 
2004;28:736-47.

18. Raviele PR, Pruneri G, Maiorano E. Plasmablastic 
lymphoma: A review. Oral Diseases. 2009;15:38-45.

19. Choi SY, Cho YA, Hong SD, et al. Plasmablastic lymphoma 
of the oral cavity in a human immunodeficiency virus-
negative patient: a case report with literature review. Oral 
Surg Oral Med Oral Pathol Oral Radiol. 2013;117:e115-20.

20. Castillo J, Pantanowitz L, Dezube BJ. HIV-associated 
plasmablastic lymphoma: lessons learned from 112 
published cases. Am J Hematol. 2008;83:804-9.

21. Castillo JJ, Bibas M, Miranda RN. The biology and treatment 
of plasmablastic lymphoma. Blood 2015;125;2323-30.

22. Folk GS, Abbondanzo SL, Childers EL, Foss RD. 
Plasmablastic lymphoma: a clinicopathologic correlation. 

https://www.ncbi.nlm.nih.gov/pubmed/23667804


Corti/Carolis/Correa/et al.

J Clin Path Lab Med 2018 Volume 2 Issue 112

Ann Diag Pathol. 2006;10:8-12.

23. Corti M, Villafañe Fioti MF, Lewi D, et al. Non-Hodgkin's 
lymphomas of the digestive tract and anexal glands in AIDS 
patients. Acta Gastroenterol Latinoam. 2006;36:190-196.

24. Kinare A, Brahmnalkar M, D’Costa S. Ultrasound of 
musculoskeletal of soft tissue masses. Indian J Radiol 
Imaging. 2007;17:201-8.

25. Castillo JJ, Reagan JL. Plasmablastic lymphoma: a 
systematic review. The Scientificworld J. 2011;11:687-96.

26. Castillo JJ, Winer ES, Stachurski D, et al. Prognostic factors 

in chemotherapy-treated patients with HIV-associated 
plasmablastic lymphoma. The Oncologist. 2010;15:293-99.

27. Armstrong R, Bradrick J, Liu YC. Spontaneous regression 
of an HIV-associated plasmablastic lymphoma in the 
oral cavity:a case report. J Oral Maxillofacial Surg. 
2007;65:1361-64.

28. Corti M, De Carolis L, Campitelli A, et al. Response 
of human immunodeficiency virus-associated oral 
plasmablastic lymphoma to highly active antiretroviral 
therapy without chemotherapy: case report and literature 
review. Infect Dis Clin Pract. 2012;20:79-81.

*Correspondence to:
Marcelo Corti 
Department of Medicine
University of Buenos Aires
Argentina 
Tel: +54 11 4510-1100
E-mail: marcelocorti@fibertel.com.ar


