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other United Kingdom study, suggesting that
HPV may have onty a limited role in causing
adenocarcinoma of the uterine cervix.
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Persistent polyclonal B lymphocytosis with
Epstein-Barr virus antibodies and subsequent
malignant pulmonary blastoma
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Abstract
Persistent polyclonal B lymphocytosis
(PPBL), a rare benign lympho-
proliferative disorder, occurred in a 25
year old woman. The lymphocytes
showed the phenotype cIgM+, FMC7+,
CDl9+, CD20+, which was similar to
that seen in Waldenstrom's
macroglobinaemia, but the proliferation
was repeatedly shown to be polyclonal
both immunologically and by immuno-
globulin gene rearrangement studies.
Eleven years after presentation the
patient developed a malignant pulmon-
ary blastoma, a rare pulmonary tumour
of combined epithelial and mesen-
chymal origin.
The failure to develop a lymphoid

malignancy over 11 years together with
immunological and genetic evidence of
polyclonality confirms that PPBL is a
benign lymphoproliferative disorder.
The subsequent occurrence of a non-
haemopoietic malignancy suggests that
benign lymphoid proliferations, like
their malignant counterparts, may
predispose to the development of neo-
plasia. A role for Epstein-Barr virus in
the pathogenesis of one or both of these
rare conditions is suggested by the find-
ing of raised Epstein-Barr viral capsid
antigen titres.

Persistent polyclonal B lymphocytosis (PPBL)
is a rare disorder first described in 1982 in
three patients in whom a polyclonal B cell

lymphocytosis with characteristic binucleate
and atypical forms persisted in peripheral
blood for months to years.' The three patients
were all female, middle aged, smokers, and
homozygous for HLA DR 7; they had
recurrent chest infections and dysgamma-
globulinaemia. We report PPBL in a patient
with positive Epstein-Barr virus (EBV)
serology who subsequently developed a malig-
nant pulmonary blastoma.

Case report
A 43 year old woman had had recurrent chest
infections since 1976 and persistent lympho-
cytosis (10 - 17 5 x 109/1) with binucleate
and other atypical forms (fig lA). Intermit-
tently, splenomegaly and lymphadenopathy
were present. Immunological studies in 1982
and 1986 showed a polyclonal B cell prolifera-
tion (CD19 (75%), CD20 (40%), FMC7
(67%), cIgM (65%), K (50%), A (30%))
similar to that described in Waldenstrom's
macroglobinaemia,2 but here repeatedly
shown to be polyclonal. Immunoglobulin
gene rearrangement studies did not detect any
rearranged bands. There was a polyclonal rise
in serum IgM (5-8 g/l) with low normal IgA
and IgG concentrations. Repeated monospot
tests were negative but an Epstein-Barr IgG
viral capsid antigen (VCA) (October 1986)
was positive (1/1280); Epstein-Barr IgM VCA
was negative. Other viral studies for HIV,
HTLVI, and human B- lymphotropic virus
were negative. The patient was a cigarette
smoker and her HLA DR type was DRI DR7.

In October 1986 she presented with a dry
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Figure IA Persistent
polyclonal B
lymphocytosis: Peripheral
blood mononuclear cells
showing bilobed and
atypicalforms
(Transmission electron
microscopy). Inset: A
binucleate lymphocyte in
peripheral blood (Jenner
Giemsa).

Figure IB Pulmonary
blastoma: occasional
tubules lined by
cytokeratin positive cells
(dark staining, arrow) are
surrounded by sheets of
non-reactive mesenchymal
cells (avidin-biotin
complex immunoenzyme
technique with
haematoxylin
counterstaining).

cough. A chest X ray picture showed a 2 cm
coin lesion in the left upper lobe which was
resected. Histological analysis showed a
malignant pulmonary blastoma (fig 1B). The
patient died of idiopathic, rapidly progressive,
shock lung five days postoperatively. A post
mortem examination showed no evidence of
lymphoma or residual blastoma.

Conclusion
Chance coexistence of these two rare disorders
is unlikely and some association must be con-
sidered. The aetiology of PPBL is unknown.
The 10 year course, polyclonal immunology,
and absence of B cell gene rearrangements
indicate that it is a rare example of a true
benign lymphoproliferation. The previous
report of PPBL' suggested that a viral origin
was likely but the study could not show viral
inclusions or convincing viral titres. Our
patient had a raised Epstein-Barr VCA IgG
concentration with negative IgM titres, a
pattern suggestive of chronic Epstein-Barr
virus infection.3
Pulmonary blastomas are rare malignant

tumours which consist of both primitive
mesenchymal tissue and disordered epithelial
tubules resembling fetal lung tissue.4 They
occur at any age (most frequently in middle
age) and have a variable malignant potential.
No associated haematological disorders or
positive Epstein-Barr serology have been
described. The development of pulmonary

blastoma in this case may represent tumour
evolving in the context of an underlying
immune defect, smoking, and recurrent pul-
monary infections. It is possible, however,
that Epstein-Barr virus has a role in the
aetiology of pulmonary blastoma. Epstein-
Barr virus replicates primarily in epithelial
tissues (with B lymphocytes only secondarily
affected)5 and has been implicated in a variety
of carcinomas, notably nasopharyngeal car-
cinoma.6 In view of our findings of raised
titres, the possible aetiological role of Epstein-
Barr virus in both this pulmonary tumour and
PPBL should be considered.
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