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plasmablastic lymphoma

@ CrpssMark

Plasmablastic lymphomas are high-grade lymphomas that usually occur in immune-
suppressed patients. Occasionally, they can arise from an underlying haematolymphoid
malignancy, termed ‘transformed plasmablastic lymphoma’. In this report, we describe a case
of chronic lymphocytic leukaemia and plasmablastic lymphoma in an elderly HIV-negative
patient.

Introduction

Plasmablastic lymphoma (PBL) is a high-grade lymphoma most often associated with HIV
infection. It can also occur secondary to iatrogenic immune suppression in organ transplant
patients and in elderly patients, and secondary to existing lymphoproliferative and autoimmune
disorders.' In a minority of cases, PBL can arise from another haematological malignancy, termed
‘transformed PBL’. In most of these cases, PBL has evolved from chronic lymphocytic leukaemia/
small lymphocytic lymphoma (CLL/SLL) but cases of PBL have also been associated with
follicular lymphoma and plasmacytoma.! CLL/SLL transforms into a high-grade lymphoma in
2.2% — 8% of cases.? This is known as Richter transformation and was first described in 1928 by
Maurice Richter.? In most cases, a diffuse large B-cell lymphoma supervenes. However, Hodgkin
lymphoma, prolymphocytic leukaemia, lymphoblastic lymphoma and hairy cell leukaemia can
also develop.?

Case report

A 72-year-old HIV-negative female patient was referred to Universitas Academic Hospital in
Bloemfontein, South Africa, from a peripheral hospital in the Free State Province, with a diagnosis
of pneumonia, a white blood cell count of 138 x 10°/L, a lymphocyte count of 129 x 10°/L and
a neutrophil count of 9.72 x 10°/L. Immunophenotyping performed on peripheral blood
demonstrated a monoclonal B-lymphocyte population which was positive for CD5, CD19, CD20
and CD23. Kappa light chain restriction was found and a diagnosis of CLL was made. Both the
peripheral smear and a May-Griinwald-Giemsa stain of the bone marrow aspirate showed an
increase in small lymphocytes consistent with the diagnosis of CLL, interspersed with scattered
large cells with pleomorphic nuclei and basophilic cytoplasm resembling blasts (Figure 1). The
possibility of Richter syndrome was raised. Bone marrow biopsy (Figure 2a) demonstrated sheets
of large pleomorphic cells with prominent nucleoli. Numerous apoptotic bodies were noted.
Immunohistochemical stains for CD138 (Figure 2b), LCA, CD79a, Epithelial Membrane Antigen
(EMA) and Multiple Myeloma Oncogene 1(MUM1) were positive, and the Ki67 proliferation
index was 90%. Kappa light chain restriction was confirmed with in situ hybridisation. CD20,
CD3, ALK, PAX5, CD56 and HHV8 were negative and in situ hybridisation for Epstein-Barr virus
(EBER) was also negative. A diagnosis of PBL was made. The patient was not on any
immunosuppressive therapy, and there was no history of autoimmune disorders. The rheumatoid
factor was negative. She subsequently developed septicaemia and Escherichia coli was isolated
from blood culture. Renal failure then supervened with hyperkalaemia, metabolic acidosis
and uraemic encephalopathy. She died 3 days after admission.

Ethical consideration

Approval to report the case was obtained from the Health Sciences Research Committee, Faculty
of Health Sciences, University of the Free State (ECUFS NR 105/2013); the head of clinical services,
Universitas Academic Hospital, gave consent as none of the patient’s relatives could be located.

Discussion

PBL is a specific subtype of diffuse large B-cell lymphoma. Although PBL can occur at any age, the
vast majority of patients are adults. Seventy-five per cent of published cases have occurred in
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FIGURE 1: Peripheral smear (a) and bone marrow imprint (b) demonstrating
scattered large atypical cells with pleomorphic nuclei resembling blasts (May-
Grlinwald-Giemsa stain).

male patients.! The prognosis is extremely poor with a
median overall survival of less than 1 year.!

The differential diagnosis on histology includes diffuse
large B-cell lymphoma, anaplastic large-cell lymphoma,
extracavitary primary effusion lymphoma and anaplastic
multiple myeloma. PBLs are positive with plasma cell
markers such as CD138 and CD38 and are also often CD79a,
MUMI1 and EMA positive. They are negative for B-cell
markers such as CD20 and PAX-5, whereas diffuse large
B-cell lymphomas are positive for B-cell markers and negative
for CD138 and CD38. Anaplastic large-cell lymphomas
are CD30 and often ALK-1 positive and are negative for B-cell
and plasma cell markers, whereas PBL is always negative for
ALK-1 although CD30 can be positive in a subset of cases.
HHVS8 is negative in PBL and can be used to exclude primary
effusion lymphoma which is HHVS positive. Distinguishing
PBL from anaplastic multiple myeloma can be problematic.
CD56 is usually negative in PBL and positive in anaplastic
multiple myeloma. Sixty-six per cent of PBLs are EBER-ISH
positive, and when present, positivity favours a diagnosis of
PBL. Clinical features such as monoclonal paraproteinaemia,
hypercalcaemia and renal involvement favour myeloma.'
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FIGURE 2: Haematoxylin and eosin (H&E) stain of a section of the bone marrow
biopsy demonstrating sheets of pleomorphic cells with prominent nucleoli and
scattered apoptotic bodies (a). CD138 immunohistochemical stain with strong
membrane positivity (b).

Eight cases of PBL occurring in patients with CLL/SLL have
been described previously, of which six were men.***7#° The
patients” ages ranged from 42 to 70 years. Six patients were
HIV-negative, and in two cases the HIV status was not
mentioned. Four patients had received chemotherapy for
CLL/SLL prior to developing PBL, whereas the diagnosis of
CLL/SLL and PBL was made simultaneously in three
patients. In one case, no reference was made as to whether
prior chemotherapy had been given, although the CLL/SLL
had been diagnosed a number of years before the development
of the PBL. The PBL was diagnosed in a mediastinal lymph
node biopsy in one patient, whereas the remaining patients
presented with subcutaneous, mandibular (two patients),
nasopharyngeal, mediastinal, gastro-oesophageal junction
and supraclavicular involvement. Two of the cases were
EBER-positive, and one was positive for HHVS. All eight
patients died within 24 months after diagnosis of PBL.*>678?

In our case, the patient was an elderly HIV-negative woman,
and the CLL and PBL were diagnosed concurrently, with the
PBL being identified on the bone marrow biopsy. The PBL
component was negative for both HHV8 and EBER. The fact
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that kappa light chain restriction was noted in both the CLL
and PBL components would suggest clonal transformation of
the CLL to PBL.

In conclusion, PBL may rarely occur in patients with CLL/
SLL or another underlying haematological malignancy and is
termed ‘transformed PBL’". Although rare, Richter syndrome
is a serious complication of CLL/SLL and any larger, atypical
cells on peripheral blood or bone marrow aspirate should be
investigated to ensure the diagnosis is not missed and
inappropriate treatment administered.
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