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To the Editors:

Multiple autoimmune phenomena preceding a lymphoproliferative

disorder

Autoimmune haemolytic anaemia (ATHA) is one of
the commonest autoimmune phenomena recognised in
association with lymphoproliferative disorders (LPDs).
There have been only a few studies on subsequent
development of LPDs in patients with autoimmune
phenomena including ATHA L2, 3

A 28-year old Caucasian man presented with pallor,
jaundice and splenomegaly. His haemoglobin was 83g/1,
reticulocytes 13.2%, bilirubin 92 umol/l, LDH 2718 U],
haptoglobin <0.1 g/ (0.6-2.7) and direct antiglobulin
(Coomb’s) test was positive with IgG and C3d. A warm
autoimmune haemolytic anaemia was diagnosed. The
autoimmune screen including ANA was negative. His bone
marrow showed intense erythroid hyperplasia with a small
population of B cells expressing CD19, CD20 and CD22
but negative for CDS5, CD10and CD23. There was evidence
of Kappa light chain restriction and an IgH gene
rearrangement raising the possibility of an underlying
lymphoproliferative disorder. However the trephine failed
to confirm LPD.

Two years later he developed painful joints and
vasculitic skin lesions. The autoimmune screen remained
negative but lupus anticoagulant was detected.

He developed accelerated haemolysis and the repeat
bone marrow study showed focal infiltration with small
mature lymphocytes consistent with a B cell lympho-
proliferative disorder. The spleen histology showed
infiltration with small lymphocytes and immuno-
phenotyping and histochemistry confirmed a B cell small
lymphocytic lymphoma.

Six months later he presented with extensive
superficial thrombophlebitis. At this time, antinuclear
antibodies, 2 GP-1 IgG and low titres of anticardiolipin
antibodies were detected. Secondary antiphospholipid
syndrome was diagnosed.

Autoimmune manifestations in LPDs range from the
presence of subclinical autoantibodies to the presence of
well-defined autoimmune entities including autoimmune
haemolytic anaemia (ATHA). In a study of 107 patients
with ATHA, 19 (18%) developed LPDs within a median of
26.5 months and the majority were non-Hodgkin
lymphomas (NHL) [4]. In this study, older age, presence
of ATHA and serum monoclonal protein was identified as
independent factors correlated with future development
of LPD.

The pathogenesis of LPD developing later in the
course of AIHA is not clear. The possibility of failure to
recognise a developing lymphoproliferative process in
early stages exists in many cases. Some propose that the
defects in the anti-apoptotic gene or the loss of
homeostatic mechanisms that prevent the over expansion
of auto-reactive clone in some patients with ATHA may
lead to subsequent development of lymphoid malignancies
[7]. The alkylating agents and immunosuppressants used
to treat ATHA may potentiate the subsequent development
of LPDs.

The association of LPDs and SLE and
antiphospholipid antibody syndrome has been noted. In
one study relative risk for NHL in SLE patients was
reported as high as 3.6 (n=5; 95%Cl 1.2-8.6)(8].

Another study of sera of 90 consecutive unselected
patients with NHL, 26.6% were found to have
antiphospholipid antibodies [5]. There was no correlation
between the disease severity with the antibody positivity.

There is evidence to justify a periodic-evaluation of
patients with ATHA for an underlying LPD and the
presence of autoantibodies could be the first clue to the
existence of underlying haematological malignancy.
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