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ABSTRACT

Plasmablastic lymphoma is a rare and a relatively new entity that was first described in the jaws and the
oral cavity of HIV-AIDS patients. We report a case of plasmablastic lymphoma involving the liver in an AIDS
patient. Plasmablastic lymphoma is considered a diffuse large B-cell lymphoma with a unique phenotype
and predilection for the oral cavity. The case presented had a unique hepatic lesion, localized in the left
lobe of the liver. Diagnosis was confirmed by hepatic biopsy guided by Computerized Tomography scan and
histopathology. The smears showed a dense infiltrate composed by atypical lymphocytes with numerous
plasmocytes expressing the plasma cell markers MUM-1 and CD138 and negative for the B-cell markers CD3,
CD20 and CD45. Immunohistochemical and in situ hibridization revealed the Epstein-Barr virus genome in
the atypical cells. Polymerase chain reaction was negative for HHV-8 RNA.
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INTRODUCTION

Since 1985, lymphoma is an AIDS-defining illness
and non-Hodgkin lymphoma (NHL) is the second
most common neoplasm behind Kaposi’s sarcoma in
these patients. Individuals with AIDS have a 100 to
300 times higher risk to develop a NHL in compari-
son with the general population. As well, intrave-
nous drugs users have an additional risk among the
patients with HIV infection.!

Plasmablastic lymphoma (PBL) is an aggressive
and distinct sub-type of AIDS-related NHL. It is a
frequent tumor in the oral cavity but is infrequent
in other locations.?

Here we present the first case of plasmablastic
NHL of the liver reported in an AIDS patient.

CASE REPORT

A 47-year old heterosexual man, infected by HIV
was admitted with a 20 days history of nauseas, vo-
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mit, abdominal pain and weight loss. Physical exa-
mination revealed a worsening condition, fever, epi-
gastric and upper right quadrant abdominal pain
and liver enlargement.

Significant laboratory findings included: hemoglo-
bin 9.5 g/dL; hematocrit 28%; white cells count
3,300/mm?3; platelets 215,000/mm?; alkaline phos-
phatase 157 U/L (N = 90 to 240 U/L) and lactate
dehydrogenase 409 U/L (N = 230 to 460 U/L).
Transaminase and alpha-fetoprotein levels were nor-
mal. Serological tests to detect specific antibodies
against hepatitis B and C virus were negatives. The
CD4 T-cell count was 37 cells/pL (8%) and the plas-
ma viral load was over to 500,000 copies/mL.

Abdominal ultrasound scan showed a heteroge-
neous large mass of 3 cm diameter, located in the
left hepatic lobe (Figure 1) with contrast enhance-
ment.

Bone marrow biopsy was negative to detect atypi-
cal cells infiltration. A computerized tomography
(CT) scan of thorax, abdomen and pelvis showed he-
patomegaly with the same lesion present in ultraso-
nographic examination.

CT percutaneous-guided fine needle liver biopsy
was performed. Histopathological examination of
biopsy smears showed a dense infiltrate composed
of a diffuse proliferation of large immunoblast cells
with the typical morphological appearances of a
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Figure 1. Abdominal sonography showing a large lesion
occupying the left liver lobe.
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Figure 2. Liver biopsy revealed the existence of an atypi-
cal infiltrate with occasional plasmablastic appearance, con-
sistent with the diagnosis of plasmablastic high-grade
non-Hodgkin lymphoma.
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Figure 3. MUM-1 expression in the neoplastic cells.

high-grade NHL. Numerous cells had a plasmablast
appearance (Figure 2). Immunostaining with mono-
clonal antibodies (DAKO - Glostrup, Denmark)
showed atypical cells, negative for standard B-cell
markers CD3, CD20 but expressing CD45, MUM-1
(Figure 3), CD138 and other markers of plasma cell
differentiation. Bcl-6 was negative and the Ki-67
(proliferative) index was high (> 95% of the tumor
cells) (Figure 4). Definitive histopathological diag-
nosis was high grade plasmablastic NHL.

Epstein-Barr virus (EBV) associated latent mem-
brane protein-1 (LMP-1) was detected in tumor cells
by immunohistochemichal (IHQ) while EBV-encoded
mRNAs was revealed by in situ hybridization (ISH)
(Figure 5). Real-time polymerase chain reaction (RT-
PCR) was negative to detect the HHV-8 RNA in the
neoplastic cells.

Patient died three months after the diagnosis,
despite one cycle of standard CHOP chemotherapy

Figure 4. The Ki-67 index showed a high nuclear expression
in the atypical cells near of 100% of them.
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Figure 5. ISH (EBERs of EBV), positive in the atypical cell.
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was carried on. The patient’s physical condition
did not allow him to receive other cycles of chemo-
therapy.

DISCUSSION

The plasmablastic variant of diffuse large B cell
lymphoma (DLBCL) is now considered to be a hete-
rogeneous group of rare tumors, occurring especia-
lly in the context of HIV infection (PBL of the oral
cavity).34

PBL was originally described in 1997 as a unique
lesion in the oral cavity of an HIV seropositive male
patient.® Subsequently, it has been described in
other sites as the skin, the stomach, the lung and
the rectum, including HIV seronegative patients. In
HIV-infected subjects this neoplasm occurs in up to
3% of the patients.%

PBL is a CD20 negative and a MUM-1, CD38 and/
or CD138 and VS38c positive large B cell lymphoma
and the clinical course was aggressive and rapidly
fatal without treatment.!® The World Health Orga-
nization (WHO) classification of lymphomas of the
2000 year includes PBL as a variant of DLBCL.!!

Liver involvement is common in disseminated
NHL, but less than 1% of extranodal lymphomas
compromise the liver.'2 Hepatic involvement in NHL,
either primary or secondary, includes diffuse paren-
chymal infiltration or single/ multiple liver masses.!3

Patients with AIDS related primary liver NHL ge-
nerally present “B” symptoms (fever, night sweats
and weight loss), abdominal pain and hepatomegaly,
with or without jaundice at the time of diagnosis.

High grade, unfavorable histology and bulky tu-
mor volume are associated with poor prognosis, as
in our patient. Several series estimated a median
survival time of only six months, including those pa-
tients who received chemotherapy.!*

Ultrasonographic and computerized tomography
scans might be helpful for the diagnosis of focal he-
patic lesions in AIDS patients, but no imaging fin-
dings are specific for hepatic lymphoma.'® Our
patient presented a single large and hypoechoic le-
sion with contrast enhancement in the sonographic
images (Figure 1).

Image-guided needle fine biopsy of the liver is the
best method for the definitive diagnosis of hepatic
lymphoma, as we could observe in our patient.!6

Several studies suggested that HCV plays a role
on the pathogenesis of hepatic lymphoma and hepa-
tocarcinoma. EBV is also strongly associated to the
pathogenesis of NHL in AIDS patients.!” EBV geno-
me is present in 35% to 50% of AIDS related NHL.

We could demonstrate the presence of EBV genome
in the atypical cells by two techniques, IHQ and ISH
(Figure 5).1819

The Medline, Embase and Cochrane databases
were searched to identify articles of PBL of the liver
associated with AIDS. The search was performed
using the following key words: plasmablastic lym-
phoma, liver, HIV, AIDS. To the best of our
knowledge, PBL of the liver in a patient with AIDS
has not been previously reported in the medical lite-
rature.

Liver lymphoma should be included in the diffe-
rential diagnosis of single hypoechoic lesions in the
ultrasonographic images in AIDS patients. PBL may
occur in extra-oral sites in HIV seropositive pa-
tients, involving other organs as the liver, and
should be considerer a poor prognosis malignancy.

REFERENCES

1. Selik RM, Rabkin CS. Cancer deaths associated with human
immuno-deficiency virus infection in the United States. J
Natl Cancer Inst 1998; 17: 1300-2.

2. Carbone A, Gaidano G. Acquired immunodeficiency syndro-
me-related cancer. A study model for mechanisms contri-
buting to the genesis of cancer. Eur J Cancer 2001; 37:
1184-7.

3. De Paepe P, De Wolf-Peeters C. Diffuse large B-cell lympho-
ma: a heterogeneous group of non-Hodgkin lymphomas
comprising several distinct clinicopathological entities.
Leukemia 2007; 21: 37-43.

4. Carbone A, Gloghini A. AIDS-related lymphomas: from
pathogenesis to pathology. Br J Haematol 2005; 130:
662-70.

5. Delecluse HJ, Anagnostopoulos |, Dallenbach F, Hummel M,
Marafioti T, et al. Plasmablastic lymphomas of the oral ca-
vity: a new entity associated with the human immunodefi-
ciency virus infection. Blood 1997; 89: 1413-20.

6. Rajagopal AS, Copson E, Addis B, Shinkfield M, Mead G.
Plasmablastic lymphoma: a case of rectal disease with spi-
nal cord compression. Leukemia & Lymphoma 2006; 47:
2670-3.

7. Cherry R, Hlatswayo N, Muc R, Sabaratnam R, Gatter K.
Plasmablastic lymphoma in HIV+ patients: an expanding
spectrum. Histopathology 2003; 42: 605-9.

8. Teruya-Feldstein J, Chiao E, Filippa DA, Lin O, Comenzo R,
Coleman M, et al. CD20-negative large cell lymphoma with
plasmablastic features: a clinically heterogeneous spec-
trum in both HIV positive and negative patients. Ann On-
col 2004; 15: 1673-9.

9. Dales JP, Harket A, Bagneres D, Andrac-Meyer L, Xerri L,
Frances Y, et al. Plasmablastic lymphoma in a patient with
HIV infection: an unusual case located in the skin. Ann Pa-
thol 2005; 25: 45-9.

10. Folk GS, Abbondazo SL, Childers EL, Foss RD. Plasmablastic
lymphoma: a clinicopathological correlation. Ann Diag Pa-
thol 2006; 10: 8-12.

11. Harris NL, Jaffe ES, Diebold J, Flandrin G, Muller-Hermelink
HK, Vardiman J. Lymphoma classification - from contro-
versy to consensus: the R.E.A.L. and WHO Classification
of lymphoid neoplasms. Ann Oncol 2000; 11: 3-10.



Unusual case of plasmablastic Non-Hodgkin's lymphoma in liver. Axnass of [lepatology, 2009; 8 (3): 242-245

245
°

. Freeman C, Berg JW, Cutler SJ. Occurrence and prognosis

of extranodal lymphomas. Cancer 1972; 29: 252-60.

. Mc Dermott RS, Maher MM, Dunleavy K. et al. Unusual pre-

sentations of lymphoma: Case 2. Non-Hodgkin’s lymphoma
presenting as liver disease. J Clin Oncol 2002; 20: 1943-6.

. Villafane MF, Trione N, Corti M, Mendez N, Gancedo E, Za-

mora N, et al. Primary liver AIDS-related lymphoma. Rev
Inst Med trop S. Paulo 2006; 48: 229-31.

. Lei KI. Primary non-Hodgkin’s lymphoma of the liver. Leu-

kemia & Lymphoma 1998; 19: 293-9.

. Appelbaum L, Lederman R, Agid R, Libson E. Hepatic lym-

phoma: an imaging approach with emphasis on image-gui-
ded needle biopsy. Israel Med Ass J 2005; 7: 19-22.

17.

18.

19.

Bronowicki JP, Bineau C, Feugier P. et al. Primary lympho-
ma of the liver: clinical-pathological features and relatio-
nship with HCV infection in French patients. Hepatology
2003; 37: 781-7.

Hamilton-Dutoit SJ, Pallesen G, Karkov J, Skinjoy P, Franz-
mann MB, Pedersen C. Identification of EBV-DNA in tumor
cells of AIDS-related lymphomas by in-situ hybridization.
The Lancet 1989; 1: 554-5.

Corti M, Villafafe F, Trione N, Schtirbu R, Yampolsky C,
Narbaitz M. Primary central nervous system lymphomas in
patients with AIDS. Enferm Infecc Microbiol Clin 2004; 22:
332-6.



	Unusual case of plasmablastic Non-Hodgkin's lymphoma located in the liver. First case reported in an AIDS patient
	Introduction
	Case Report
	Discussion


