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EBYV associated lymphoproliferative disorder in an infant
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Figure 2 Polymerase chain reaction (PCR) analysis of rearranged Ig VH gene shows
oligoclonal patterns of the lymphoid lesions at two different sites of the gut (A and B;
duplicated PCR reactions). M= Phi-X Hinfl marker; R=Raji cell line monoclonal

control; N =negative control without DNA template.

Figure 3 A: Haematoxylin and eosin stained tissue section showing heavy infiltration of
gut mucosa by lymphoid blasts. B: In situ hybridisation for EBV EBER mRNA showing

strong signal in blast cells.

no evidence of bronchopneumonia or skin rash.
No gross congenital defects were noted in the

internal organs.
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Histological sections from the ulcers sampled
from multiple sites of the gut showed a dom-
inant population of monomorphic lymphoid
blasts accompanied by few plasmacytoid cells
and small lymphocytes in the mucosa. In some
areas, this infiltrate extended through the
muscle layers into the serosa. In the enlarged
lymph nodes from different sites of the body,
these cells caused architectural effacement.
Similar infiltration was also observed in the
portal tracts of the liver, white pulp of the
spleen, and perivascular sites of the kidney and
lung.

The infiltrating lymphoid blasts were pre-
dominantly CD20+ and showed focal evid-
ence of light chain restriction but were mostly
polytypic. EBV latent membrane protein
(LLMP) was weakly positive in some of these
transformed cells. Polymerase chain reaction
(PCR) for detection of immunoglobulin gene
rearrangement’ revealed an oligoclonal pattern
which varied in different sites of disease (fig
2). In situ hybridisation for EBV EBER mRNA*
showed a strong signal in virtually all the trans-
formed blasts from lymphoid lesions of various
organs (fig 3).

Discussion

The clinical features of the patient indicated
an acute infection with severe involvement of
the gastrointestinal tract. The results of the
serologic tests after admission (IgM to VCA
and EBNA negative and IgG to EBNA positive)
suggested past infection with EBV.® It is pos-
sible that the acute phase of this disease resulted
from reactivation of past EBV infection.

Fatal EBV associated polyclonal lympho-
proliferative disorders have been described
mainly in patients with immunodeficiencies,
such as patients with X linked lympho-
proliferative syndrome (XLPS), severe com-
bined immunodeficiency (SCID), or after
organ transplantation.’? In this patient, pheno-
typic analysis performed shortly before death
showed a marked decrease in T lymphocytes.
However, the lack of recurrent infections and
family history of primary or secondary im-
munodeficiencies does not support a pre-ex-
isting immunodeficiency. We cannot exclude
the possibility that the decrease in T lymph-
ocytes in our patient represents a response
secondary to overwhelming virus infection and
terminal illness.%’

The diagnostic problems presented by EBV
infection continue to be a concern for path-
ologists. In this case, features such as efface-
ment of architecture of the lymphoid organs
and the dense and monomorphous infiltrate
composed predominantly of transformed
lymphoid blasts made it difficult to distinguish
the disease from high grade B cell lymphoma.
Using immunohistochemistry and PCR we
were able to elucidate the oligoclonal nature of
this fatal lymphoproliferation. In situ hy-
bridisation enabled us to show that EBV in-
fection was the cause of the disease. Therefore,
to avoid an erroneous diagnosis of malignancy
in similar lymphoproliferative disorders, it is
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essential to correlate the clinicopathological
findings with molecular results.
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